Protocol

This trial protocol has been provided by the authors to give readers additional information about their work.

Protocol for: Strosberg J, EI-Haddad G, Wolin E, et al. Phase 3 trial of ’"Lu-Dotatate for midgut neuroendocrine
tumors. N Engl J] Med 2017;376:125-35. DOI: 10.1056/NEJM0a1607427
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This supplement contains the following items:
1. Original protocol, final protocol, summary of changes.

2. Original statistical analysis plan, final statistical analysis plan, summary of changes.
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PROTOCOL SYNPOSIS

Clinical Study Protocol Synopsis

Version date

November 14", 2011 | Version FINAL version 1.0

Study number AAA-III-01 Clinical phase 1
EudraCT number |2011-005049-11 Drug substance  '"'Lu-DOTA’-Tyr’-Octreotate
Title of the study | A multicenter, stratified, open, randomized, comparator-controlled, parallel-

group phase III study comparing treatment with '’Lu-DOTA’-Tyr’-Octreotate to
Octreotide LAR in patients with inoperable, progressive, somatostatin receptor
positive midgut carcinoid tumours.

Study centres

Centres in EU and USA (approximately 28 EU sites and 13 USA sites)

Sponsor Advanced Accelerated Applications SA

Indication Patients with inoperable, progressive, OctreoScan” positive, well-differentiated
neuroendocrine tumours of the small bowel (midgut carcinoid tumours), who are
treated with 20 mg or 30 mg Octreotide LAR every 3-4 weeks at a fixed dose for
at least 12 weeks prior to enrolment in the study.

Objectives Primary objective:

e To compare Progression Free Survival (PFS) after treatment with '""Lu-
DOTA-Tyr’-Octreotate plus best supportive care (30 mg Octreotide LAR) to
treatment with high dose (60 mg) Octreotide LAR in patients with inoperable,
progressive (as determined by RECIST Criteria), somatostatin receptor
positive, well-differentiated neuroendocrine tumours of the small bowel
(midgut carcinoid tumours).

Secondary objective(s):
e To compare the Objective Response Rate (ORR) between the two study arms;
e To compare the Overall Survival (OS) between the two study arms;

e To compare the Time to Tumour Progression (TTP) between the two study
arms;

e To evaluate the safety and tolerability of '"’Lu-DOTA’-Tyr’-Octreotate;

e To evaluate the health related quality of life (QoL) as measured by the
EORTC QLQ-G.ILNET21 questionnaire;

e To explore the correlation of toxicity outcomes and administered radiation
doses corrected for body weight and body surface area;

e To explore the correlation of clinical efficacy outcomes with the levels of the
biomarkers Chromogranin-A (CgA) in the serum and 5-Hydroxyindoleacetic
acid (5-HIAA) in the urine;

e To evaluate dosimetry, pharmacokinetics (PK) and ECG in a subset of 20
patients;
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e To explore the correlation of clinical efficacy outcomes with OctreoScan®
tumour uptake score;

e To explore the correlation of clinical outcomes with serum levels of Alkaline
Phosphatase (AP).

Study design

A multicenter, stratified, open, randomized, comparator-controlled, parallel-
group phase III study. In this study, treatment with '”’Lu-DOTA -Tyr’-Octreotate
plus best supportive care (30 mg Octreotide LAR) will be compared to treatment
with high dose (60 mg) Octreotide LAR in patients with inoperable, somatostatin
receptor positive, histologically proven midgut carcinoid tumours; these patients
should be progressive under Octreotide LAR. In case patients in either arm
experience clinical symptoms (i.e. diarrhoea and flushing) associated with their
carcinoid tumours, Octreotide s.c. rescue injections are allowed.

Objective tumour response in both arms will be assessed every 12+1 weeks from
the first treatment date according to RECIST Criteria. The baseline CT scan/MRI
must not be older than 4 weeks before the projected randomization date.

Patients will be evaluated for safety and tolerability in accordance with the Visit
Schedules for the '"Lu-DOTA’-Tyr’-Octreotate arm and the Octreotide LAR
arm as indicated in Table 1 and Table 2, respectively (see pages 10-13).

Treatment

Yu-DOTAC-Tyr3-Octreotate arm:

e 30 mg Octreotide LAR treatment for symptom control will continue until
the end of study, unless the patient progresses or dies;

«  Treatment will consist of a cumulative dose of 29.6 GBq (800 mCi) '""Lu-
DOTA'-Tyr’-Octreotate;

«  Four administrations of 7.4 GBq (200 mCi) '"Lu-DOTA’-Tyr’-Octreotate;

o  Concomitant amino acids will be given with each administration for kidney
protection;

«  ""Lu-DOTA’-Tyr’-Octreotate will be administered at 81-week intervals,
which can be extended up to 16 weeks to accommodate resolving acute
toxicity (see Dose Modifying Toxicity (DMT) below); in case patients
experience clinical symptoms (i.e. diarrhoea and flushing) associated with
their carcinoid tumours, Octreotide s.c. rescue injections are allowed.

Octreotide LAR arm:

o 60 mg Octreotide LAR treatment every 4 weeks (i.m. injections) until the
end of the study, unless the patient progresses or dies (see Dose Modifying
Toxicity (DMT) below);

« In case patients experience clinical symptoms (i.e. diarrhoea and flushing)
associated with their carcinoid tumours, s.c. Octreotide rescue injections are
allowed.

Dose modifying
toxicity

According to National Cancer Institute Common Terminology Criteria for
Adverse Events Version 4.0, DMT is defined as a Grade 2 toxicity for blood
platelet count, any Grade 3 or 4 haematological toxicity other than
lymphocytopenia, a 40% increase over the baseline in serum creatinine value
with a concomitant decrease of over 40% in creatinine clearance, or any other
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Grade 3 or 4 toxicity possibly related to study drug and regardless of its duration.

1.

If the patients experiences DMT during *"’Lu-DOTA’-Tyr®-Octreotate
therapy, the subsequent treatments of '"’Lu-DOTA’-Tyr’-Octreotate are
permissible, provided the DMT resolves within 16 weeks following the
non-tolerated administration. After resolution of a DMT, a patient may
receive his/her subsequent planned treatment(s) at 50% of the standard
treatment dose. If the same DMT recurs after treatment with the reduced
dose, the patient goes off-study. If the DMT event does not reoccur, the next
treatment is at full dose.

If the patient experiences DMT with the increased dose Octreotide
LAR, the dose will be adjusted to the previous well-tolerated dose, to be
increased again with the next treatment to 60 mg.

Study duration

32 months total: 14 months recruitment and 18 months treatment and
assessments until the End of Study.

Long-term toxicities suspected in relationship to the study drug (included

haematology, biochemistry, urine analyses), PFS (based on local assessments),

OS data will be collected every 6 months for 3 years after the End of Study
(phone contact or visit at site).

Planned number
of patients

200 patients (considering the drop-out rate, 100 patients per treatment group will
be randomly assigned to open-label treatment).

Inclusion criteria

1. Presence of inoperable (curative intent) at enrolment time, histologically
proven, midgut carcinoid tumour.

2. Ki67 index < 20%.

3. Patients on Octreotide LAR at a fixed dose of 20 mg or 30 mg at 3-4
weeks intervals for at least 12 weeks prior to enrolment in the study.

4. Patients >18 years of age.

5. Patients must have progressive disease based on RECIST Ceriteria,
Version 1.1 (Appendix 2) evidenced with CT scans/MRI obtained within
3 years from enrolment; previous images must be centrally evaluated to
confirm the disease progression under previous therapy: for the purpose
of determining disease progression the oldest CT/MRI scan must not be
older than 3 years and the most recent scan must not be older than 4
weeks from the projected randomization date. The CT scan/MRI scan
should be one that was performed while the patient was on a fixed dose
of Sandostatin LAR.

6. Confirmed presence of somatostatin receptors on all technically
evaluable tumour lesions documented by CT/MRI scans, based on
positive OctreoScan™ imaging within 24 weeks prior to enrolment in the
study.

7. The tumour uptake observed using OctreoScan” must be > normal liver
uptake observed on planar imaging (Appendices 5 and 6).

8. Karnofsky Performance Score (KPS) >60
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Presence of at least 1 measurable site of disease.

Exclusion criteria

10.

1.
12.

13.
14.

15.

Serum creatinine >150 pmol/L or 1.7 mg/dL, or a measured creatinine
clearance (or measured glomerular filtration rate (GFR) using plasma
clearance methods, not gamma camera-based) of <50 mL/min.

Hb concentration <5.0 mmol/L (<8.0 g/dL); WBC <2x10°/L (2000/mm”);
platelets <75x10°/L (75x10°/mm’).

Total bilirubin >3 x ULN.

Serum albumin <3.0 g/dL unless prothrombin time is within the normal
range.

Pregnancy (see protocol Appendix 7).

For female patients of childbearing potential (defined as < 2 years after
last menstruation and not surgically sterile) and male patients, who are
not surgically sterile or with female partners of childbearing potential:
absence of effective, non-hormonal means of contraception (intrauterine
contraceptive device, barrier method of contraception in conjunction with
spermicidal gel) as defined in Appendix 7.

Treatment with >30 mg Octreotide LAR at 3-4 weeks intervals within 12
weeks prior to enrolment in the study.

Peptide receptor radionuclide therapy (PRRT) at any time prior to
enrolment in the study.

Targeted surgery, radiotherapy (external beam), chemotherapy,
embolization, interferons, mTOR-inhibitors or other investigational
therapy within 12 weeks prior to enrolment in the study.

Known brain metastases, unless these metastases have been treated and
stabilized for at least 24 weeks, prior to enrolment in the study. Patients
with a history of brain metastases must have a head CT with contrast to
document stable disease prior to enrolment in the study.

Uncontrolled congestive heart failure (NYHA 11, 111, IV).

Uncontrolled diabetes mellitus as defined by a fasting blood glucose >2
ULN.

Any patient who has both OctreoScan” positive and negative tumours.

Any patient receiving treatment with short-acting Octreotide, which
cannot be interrupted for 24 h before and 24 h after the administration of
""Lu-DOTA -Tyr’-Octreotate, or any patient receiving treatment with
Octreotide LAR, which cannot be interrupted for at least 6 weeks before
the administration of '""Lu-DOTA’-Tyr’-Octreotate, unless the tumour
uptake observed by OctreoScan” imaging during continued Octreotide
treatment is at least as high as normal liver uptake observed by planar
imaging (Appendices 5 and 6).

Patients with any other significant medical, psychiatric, or surgical
condition, currently uncontrolled by treatment, which may interfere with
completion of the study.
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16. Prior external beam radiation therapy to more than 25% of the bone
marrow.

17. Urinary incontinence.

18. Other known co-existing malignancies except non-melanoma skin cancer
and carcinoma in situ of the uterine cervix, unless definitively treated and
proven no evidence of recurrence for 5 years.

19. Patients who have not provided a signed an informed consent form to
participate in the study, obtained prior to the start of any protocol related
activities.

End of Study

The End of Study is defined as the moment that the last enrolled patient has
completed 72 weeks of assessments (unless early termination) after the patient’s
first treatment in either arm of the study.

Long-term follow-

Long-term toxicity to critical organs (bone marrow and kidney) suspected in

up after End of relationship to the study drug (including haematology, biochemistry, urine

Study analyses) will be monitored every 6 months for 3 years after the End of Study.
PFS (based on local assessments) and OS data will be recorded every 6 months
for 3 years after the End of Study.
Phone contacts or visits at site can be performed during the 3 years follow-up
after end of the study.

Treatment

Form/dosing route

A ready-to-use radioactive liquid solution for intravenous infusion.

Investigational [Lutetium-177]-N-[(4,7,10-Tricarboxymethyl-1,4,7,10-tetraazacyclododec-1-
drug yl)acetyl]-D-phenylalanyl-L-cysteinyl-L-tyrosyl-D-tryptophanyl-L-lysyl-L-
threoninyl-L-cysteinyl-L-threonine-cyclic(2-7)disulfide.
Abbreviated: '""Lu-DOTA’-Tyr’-Octreotate.
Dosage In total 29.6 GBq (800 mCi) '""Lu-DOTA -Tyr’-Octreotate administered in four

equally divided doses.

Duration of
treatment

Four administrations of '""Lu-DOTA-Tyr’-Octreotate (each treatment 7.4 GBq
(200 mCi)) at 8tl1-week intervals, which can be extended to 16 weeks for
resolving acute toxicity.

Patients are scheduled to continue to receive study treatment until any of the
following occurs:

1. Unacceptable toxicity;
2. Progressive disease as determined by RECIST Ceriteria;
3. Inability or unwillingness of the patient to comply with study procedures;

4. Patient withdrawing consent to participate.

Assessments (see accompanying Visit Schedules)

Efficacy

Objective CT/MRI tumour assessment in both arms will be performed every
12+1 weeks from the first treatment date until End of Study.
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Safety

Safety assessments will be performed 2 weeks before and 4 weeks after each
""Lu-DOTA’-Tyr’-Octreotate treatment and every 12+1 weeks from the first
treatment date in both study arms.

Long-term toxicity to critical organs suspected in relationship to the study drug
will be monitored every 6 months for 3 years after the End of Study.

Overall Survival

OS will be calculated from randomization until the day of death due to any cause;
OS will not be censored if a patient receives other anti-tumour treatments after
study medication.

Survival data will be recorded at the End of Study, and every 6 months for 3
years after the End of Study.

Statistical methods

Sample size

POWER Procedure Log-Rank Test for Two Survival Curves (SAS 9.2) based on
the following assumptions:

Median PFS for group 1 (Octreotide LAR): 14 months

Median PFS for group 2 (‘"’Lu-DOTA’-Tyr’-Octreotate): 30 months
Nominal Power: 90%

Alpha: 0.05

Accrual period: 0 months (patients enrolled over 14 month period but follow-up
for each patients is fixed at 72 weeks)

Follow-up period: 18 months (72 weeks)

Based on the above median PFS assumptions, a sample size of 162 patients in
total with an expected number of 75 events is obtained. Controlling for a drop-
out rate of approximately 20% a total of 200 patients (100 patients per treatment
group) will be randomized and treated. This sample size also provides the
availability of sufficient safety data.

Stratification 1. Centre
before ® .
. 2. OctreoScan" tumour uptake score (Grade 2, 3 and 4); see Appendix 5
randomization
3. The length of time that patients have been on the most recent constant dose
of Octreotide prior to enrolment (<6 and >6 months).
Statistical The primary efficacy variable of this study is PFS.
Analysis

The median point estimate and 95% Confidence Interval (CI) for the PFS will be
provided using the Kaplan-Meier method, and the log-rank test will be used
to compare the PFS between the two treatment groups.

The secondary efficacy variables are: Objective Response Rate (ORR), Time to
Tumour Progression (TTP) and OS.

Response rates and 95% Cls will be calculated for the ORR by treatment group.
Frequencies in the two treatment groups will be compared by Fisher’s exact
test.

OS and TTP will be similarly analyzed as the primary efficacy variable.
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Survival curves will be compared by the log-rank test. The null hypothesis will
be investigated, that the survival experience in the two groups is the same,
i.e. there is no difference between the treatment groups in the probability of
PFS, TTP, and OS at any time point (i.e.: S1=S2), against the two sided
alternative hypothesis that the survival experience in the two treatment
groups is different (i.e.: S1#S2).

The comparison of ORR by Fisher’s exact test investigates the null hypothesis
that the two treatment group proportions are equal (i.e.: pl=p2) against the
two sided alternative hypothesis that the two treatment group proportions
are not equal (i.e.: pl=p2).
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Table1:  Visit Schedule: *"Lu-DOTA’-Tyr-Octreotate Treatment Arm
Visit| Eligibility [Baseline Treatments / Assessments £0s° | FOLLOW-UP’
Week Week-3| 0 | 4 |6 | 8 |12]|14|16| 20| 22| 24| 28|32 |36|40| 44| 48|52 |56|60|64]|68|72]|76 Evfgryfy";;”sths
Therapy 'R g 'R g 'R g T T T T S I R I N I N ) I I A e 4
Informed Consent X
OctreoScan® <24 weeks
Histology and Ki67* X
Diagnosis and Extent of Cancer X
CT/MRI Scan Confirming Disease Progression® <4 weeks
Demographic Data X
Relevant Medical History X
Prior Therapy for Carcinoid Tumour X X
Confirmation of Eligibility and Randomization v
Diary Delivery (Symptoms and Rescue Med) X X X X X X X X X X X X X X X X X X X X X
Cardiac Ejection Fraction (x)4
ECG (at the end of Y""Lu-DOTA’-Tyr®-Octreotate infusion) X X X X X
Physical Exam and Vital Signs X X X X X X X
Karnofsky Performance Status X X X X X X X X X X
Quality of Life (EORTC GI-NET21; EORTC C30) X X X X X X X
Hematology? X X X X X X X X X X X X
Blood Chemistry® X X X X X X X X X X X X
Urinalysis? X X X X X X X X X X X X
Pregnacy test? X X X X
Serum CgA" X X X X X X X
Cancer Related Symptoms® X X X X X X X X X X X X X X X X X X
Concomitant/Rescue Therapy [ Jemmmmm e bl e e e e N
Adverse Events® | bbb el >
Disease Assessment RECIST (CT, MRI)1 X X X X X X X X
Survival Information | T T T T T T T T T T YT U >

Refer to Protocol Section 6 for further details on Visits Assessments
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Table 1 Footnotes

% TREATMENT: Y’"Lu-DOTA’-Tyr’-Octreotate 4 administrations at 8+1-week intervals

+ TREATMENT: 30 mg Sandostatin® LAR Depot injections to be administered the day after each ’’Lu-DOTA’-Tyr’-Octreotate infusion
Last Sandostatin® LAR Depot injection should have been administered at least 6 weeks before the next 177Lu-DOTAO-Tyr3-Octreotate treatment date
IF REQUIRED, RESCUE TREATMENTS: Octreotide s.c. injections (to be stopped 24 h before each *"’Lu-DOTA’-Tyr*-Octreotate administration)

'Centrally evaluated until End Of Study
Disease progression at inclusion to be confirmed centrally: the oldest CT/MRI scan must not be older than 3 years and the most recent scan must not be older than 4 weeks
from the projected randomization date. The CT scan/MRI scan that is to be compared to the baseline CT scan/MRI scan should be one that was performed while the patient

was on a fixed dose of Sandostatin LAR
RECIST Disease Assessment during the 3 years follow-up will be performed locally

Tests included in the local laboratory assessments:

- Haematology: WBC with differential, Platelets, Hb, MCV
- Blood chemistry: Serum Creatinine, (Creatinine Clearance - Cockcroft-Gault formula), Uric Acid, Albumin, Total Bilirubin, AP, AST/ASAT, ALT/ALAT, Gamma-GT, Sodium,

Potassium, LDH, GlycoHb, fT4
- Urinalysis: RBC/hpf, WBC/hpf, Casts/Ipf, Protein by dipstick test, 5-HIAA, Pregnancy test (the latter at baseline for female of childbearing potential and during Y7L u-DOTA"-

Tyr3-Octreotate therapy within 7 days prior to each treatment)
- At baseline it is preferable that laboratory tests will be performed within 2 weeks before treatment administration
- During 177Lu-DOTAO-Tyr?’-Octreotate treatment, laboratory tests will be performed within 2 weeks before and 4 weeks after each treatment. Then every 12+1 weeks

- If a 40% increase over the baseline serum creatinine value occurs during the course of treatment, with a concomitant decrease of over 40% in creatinine clearance as
calculated from serum creatinine concentrations according to Cockcroft-Gault formula, patients must also have a measured creatinine clearance (or GFR) performed.
Measured creatinine clearance should be through two 24-h urine collections. Total urinary protein should also be measured

3During the study, symptoms will be recorded in the e-CRF according to patient diary notes

4Preferab|y via gated equilibrium radionuclide ventriculography (RVG), only in patients with history of congestive heart failure (patients with uncontrolled congestive heart failure

(NYHAIL, 111, 1V) aren't eligible according to exclusion criterium Ne-11)

®AEs/SAEs will be reported from signing the informed consent form onwards until end of study. During the long-term 3 year follow-up only SAEs related to *’’Lu-DOTA’-Tyr*-

Octreotate must be reported to the Sponsor Safety Officer

®EOS = End of Study Visit for each patient

"Patient must be contacted every 6 months up to 3 years after the end of the study (phone contacts or visits at Site)

Laboratory assessments (haematology, biochemistry, urinalysis), SAEs suspected in relationship to the study drug, progression free survival (local evaluation) and overall survival

data will be reported

----® Information to be collected during the entire study
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Visit Schedule: Octreotide LAR Arm

12

Protocol N° AAA-I11-01/FINAL version 1.0, November 14", 2011

Visit| Eligibility |Baseline Treatment EOS® | FOLLOW-UP®
Week Week -3 | 1 8 |12 |16 | 20 | 24 | 28 | 32 | 36 | 40 | 44 | 48 | 52 | 56 | 60 | 64 | 68 | 72 | 76 ?;n:r;:l;
Therapy $ ' JR 4R 4R 28 28 28 45 48 2R 48 28 2% 4R 2k 4% 4R 4
Informed Consent X
OctreoScan® < 24 weeks
Histology and Ki67' X
Diagnosis and Extent of Cancer X
CT/MRI Scan Confirming Disease Progression' < 4 weeks
Demographic Data X
Relevant Medical History X
Prior Therapy for Carcinoid Tumour X X
Confirmation of Eligibility and Randomization -
Diary Delivery (Symptoms and Rescue Med) X X X X X X X X X X X X X X X X X X X
Cardiac Ejection Fraction (x)*
ECG X X X X X
Physical Exam and Vital Signs X X X X X X X X
Karnofsky Performance Status X X X X X X X X
Quality of Life (EORTC GI-NET21; EORTC C30) X X X X X X X
Hematology® X X X X X x X
Blood Chemistry’ X X X X X x X
Urinalysis® X X X X X X X X X X
Pregnancy Test X
Serum CgA' X
Cancer Related Symptoms3 X X X X X X X X X X X X X X X X X X X
Concomitant/Rescue Therapy @~ |- - e s S ) s [ ) R
Adverse Events ~ e--——m—-— - - - - F-==-==1-=--F--d-=-=f-=--F--q-=-=ft--—-=q4-=--r--—-—--4-=--F—-o---1---F--»
Disease Assessment RECIST (CT, MRI)’ X X X X X X X X
Survival Informaton = |m==e-m---olm------ - == r------t---f---4---f---F--q---t---|~--q---r---|---{---f------f1---f--"q-------- >

Refer to Protocol Section 6 for further details on Visits Assessments
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Table 2 Footnotes

$TREATMENT: 60 mg 4-week interval Octreotide LAR Depot injections

IF REQUIRED, RESCUE TREATMENTS: Octreotide s.c injections

1Centrally evaluated until End Of Study

Disease progression at inclusion to be confirmed centrally: the oldest CT/MRI scan must not be older than 3 years, and the most recent scan must not be older than 4
weeks from the projected randomization date. The CT scan/MRI scan that is to be compared to the baseline CT scan/MRI scan, should be one that was performed while
the patient was on a fixed dose of Sandostatin LAR.

RECIST Disease Assessment during the 3 year follow-up will be performed locally

*Tests included in the local laboratory assessments:
- Haematology: WBC with differential, Platelets, Hb, MCV

- Blood chemistry: Serum Creatinine, (Creatinine Clearance - Cockcroft-Gault formula), Uric Acid, Albumin, Total Bilirubin, AP, AST/ASAT, ALT/ALAT, Gamma-GT,
Sodium, Potassium, LDH, GlycoHb, fT4

- Urinalysis: RBC/hpf, WBC/hpf, Casts/Ipf, Protein by dipstick test, 5-HIAA, Pregnancy test (the latter only at baseline for female of childbearing potential)
3During the study symptoms will be recorded in the e-CRF according patient diary notes

4Preferably via gated equilibrium radionuclide ventriculography (RVG), only in patients with history of congestive heart failure (patients with uncontrolled congestive heart failure
(NYHAIL, 111, 1V) aren't eligible according to exclusion criterium Ne-11)

®EOS= End of Study Visit for each patient
®patient must be contacted every 6 months up to 3 years after the end of the study (phone contacts or visits at Site)

Laboratory assessments (haematology, biochemistry, urinalysis), progression free survival (local evaluation) and overall survival data will be reported

----- » Information to be collected during entire the study
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INVESTIGATOR APPROVAL SIGNATURE PAGE
Protocol N°AAA 111-01 / FINAL version 1.0, November 14", 2011

1. T have carefully read this protocol entitled “A multicenter, stratified, open, randomized,
comparator-controlled, parallel-group phase 111 study comparing treatment with *’Lu-
DOTA-Tyr-Octreotate to Octreotide LAR in patients with inoperable, progressive,
somatostatin receptor positive midgut carcinoid tumours”, and agree that it contains all the
necessary information required to conduct the study. I agree to conduct this study as outlined
in the protocol.

2. I understand that this study will not be initiated without approval of the appropriate
Institutional Review Committee/Ethics Committee and that all administrative requirements of
the governing body of the institution will be complied with fully.

3. I confirm that I will conduct the study in accordance with the International Conference on
Harmonisation (ICH) Good Clinical Practice (GCP) guidelines and FDA requirements as
specified in Title 21, Code of Federal Regulations, Part 50, 54, 56, 312 and the provisions of
the Helsinki Declaration (Appendix 1); copies of these documents have been given to me by
the Sponsor.

4. 1 will also ensure that sub-investigator(s) and other relevant members of my staff have access
to copies of this protocol, the ICH GCP guidelines, and the Helsinki Declaration to enable
them to work in accordance with the provisions of these documents.

5. Informed written consent will be obtained from all participating patients in accordance with
institutional and ICH Guidelines for Good Clinical Practice.

6. I will enrol patients who meet the protocol criteria for entry and who can be followed up in
accordance with this protocol.

7. I understand that my signature on each completed Case Report Form indicates that I have
carefully reviewed each page and accept full responsibility for the contents thereof.

8. I understand that the information presented in this study protocol is confidential and I hereby
assure that no information based on the conduct of the study will be released without prior
consent from the Sponsor unless this requirement is superseded by the Food and Drug
Administration/European Medicines Agency, European Competent Authorities and Ethic
Committees.

Principal Investigator’s Signature Date

Principal Investigator’s Printed Name
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Advanced Accelerator Applications SA, Head of Research & Development

Maurizio Franco Mariani /a/ - ; M gt A / Hav / e {f

Name Signature Date

Advanced Accelerator Applications SA, Clinical Study Manager

Paola Santoro %"Q‘L Aowiens {4 Nev 201

Name Signature Date

Designated CRO Authorized Representative

Pieraiorao GaLe A, [ v [ 2ot
{ .

Name (hé'u AL N EECTD 'Q) Date
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1- INTRODUCTION

1.1 Background

Gastro-entero-pancreatic neuroendocrine tumours (GEPNETSs) are rare neoplasms that arise from
neuroendocrine cells throughout the body. Most are more indolent than other epithelial
malignancies; however, they can be aggressive and resistant to therapy (Yao J et al., 2008b).
Symptomatic GEPNETSs are often metastasized at diagnosis (Chamberlain RS et al., 2000; Oberg
K, 2004, 2010). Neuroendocrine tumour hepatic metastases may lead to liver dysfunction but are
often associated with a long deteriorating disease course, in many cases with debilitating clinical
symptoms, either due to hormonal overproduction or to large tumour burden.

The typical symptoms of carcinoid syndrome include flushing (80%), diarrhoea (70%), abdominal
pain (40%), valvular heart disease (30—40%), telangiectasia (25%), wheezing (15%) and pellagra-
like skin lesions (5%). Carcinoid heart disease is characterized by plaque-like fibrous endocardial
thickening that classically involves the right side of the heart, occurring in 50-70% of patients with
carcinoid syndrome. Haemodynamically significant heart disease is observed in about 5-10% of
patients (Caplin ME et al, 1998; Kulke MH and Mayer RJ, 1999, Oberg K, 2004).

In this protocol, a midgut carcinoid tumour is defined as a tumour arising from neuroendocrine
cells located in the midgut (i.e., jejunum, ileum, appendix). Sixty six percent of carcinoid tumours
arise in the midgut; the small bowel being the most common site, followed by the appendix (Clark
et al., 2009).

The primary treatment for carcinoid tumours is surgery with curative intent. However, only a
minority of the patients with GEPNETSs can be cured by surgery (Oberg K, 2000). In inoperable
disease, external beam radiation therapy or chemotherapy are not particularly effective (Cheng
PNM et al., 1999; Bukowski RM et al., 1994; Andreyev HIN et al., 1995; Neijt JP et al., 1995;
Ritzel U et al., 1995; Ansell SM et al., 2001; Kouvaraki MA et al., 2004; Sun W et al., 2005;
Ducreux MP et al., 2006; Bajetta E et al., 2007). Consequently, there are few if any approved
treatment options with significant efficacy for patients with advanced disease. Well-differentiated
carcinoid tumours express somatostatin receptors, in particular subtype 2 (sstr2), in high
abundance. Somatostatin derivatives, such as Octreotide are used to treat symptoms of hormonal
overproduction, and to a lesser extent these have a cytostatic effect (Oberg K, 2000, 2002; Rinke A
et al., 2009), apart from stabilization.

1.2 Peptide Receptor Radionuclide Therapy

Tumour-targeted peptide receptor radionuclide therapy (PRRT) is under clinical evaluation since
1992 for GEPNETS expressing somatostatin receptors. Initial results have been obtained with '''In-
DTPA’-Octreotide, but more promising results were obtained from Novartis and/or Investigator
sponsored phase I/II studies with *°Y-DOTA’-Tyr’-Octreotide and, in particular, '""Lu-DOTA’-
Tyr3-0ctreotate (De Jong M et al., 2002; Valkema R et al., 2002, 2006; Waldherr C et al., 2001;
Paganelli G et al., 2001; Bodei L et al., 2008, 2009, 2010, 2011; Kwekkeboom DJ et al., 2003,
2005, 2008; Forrer F et al., 2007, 2009; Menda Y et al., 2010)

DOTA -Tyr’-Octreotide (Octreotide) and DOTA’-Tyr’-Octreotate (Octreotate) consist of a
somatostatin peptide analogue, coupled with a metal-ion complexing moiety (DOTA). They can be
labelled with the beta-emitters Yttrium-90 (*°Y) or Lutetium-177 ('"’Lu). By targeting somatostatin
receptor positive tumours (as imaged by OctreoScan”, Mallinckrodt/Covidien), a tumouricidal
radiation dose is delivered. *°Y is a high-energy beta-emitter with a maximum tissue penetration of
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12 mm and a physical half-life of 64.1 hours (h). '"Lu is a medium-energy beta-emitter with a
maximum tissue penetration of 2 mm and a physical half-life of 6.7 days. It also emits medium and
low-energy gamma radiation, which can be used for imaging and dosimetry. Octreotate and
Octreotide bind with high-affinity to somatostatin receptors (especially sstr2) and retain both their
binding properties and physiological function when complexed with *’Y or '""Lu (Reubi JC et al.,
2000).

Studies in patients on biodistribution, excretion, and organ and tumour dosimetry have been
performed using '''In-DTPA-Pentetreotide (OctreoScan®, Covidien), *Y-DOTA -Tyr’-Octreotide,
and 177Lu-DOTAO-Tyr3-Octreotate (Cremonesi M et al., 1999; Krenning E et al., 1992;
Kwekkeboom DJ et al., 1999, 2001; Rosch F et al., 1999; Barone R et al., 2005; Wehrmann C et
al., 2007; Bodei L et al., 2008; Forrer F et al., 2009; Sandstrom M et al., 2009; Garkavaij M et al.,
2010; Claringbold PG et al., 2011; Bodei L et al., 2011). Comparisons between *°Y-DOTA -Tyr’-
Octreotide and 177Lu—DOTAO—Tyr3—Octreotate on the one hand, and OctreoScan® on the other,
showed that the uptake in physiological target organs (liver, spleen and kidneys) is not significantly
different, whereas uptake in sstr2 expressing NETs is about 2 times higher for *Y-DOTA -Tyr’-
Octreotide (Barone R et al., 2008) and 3 to 4 times higher for '"Lu-DOTA’-Tyr’-Octreotate
(Kwekkeboom DJ et al., 2001) when compared to OctreoScan® tumour uptake. This advantage is
slightly offset by a higher radiation dose of '"’Lu-DOTA’-Tyr’-Octreotate to the bone marrow
(Forrer F et al., 2009).

There is a rapid urinary clearance of radiolabelled Octreotide and Octreotate from the circulation,
which gives these radiopharmaceuticals a major advantage over radiolabelled antibodies which
provide another way for cell targeted delivery of radiation. Antibodies have long plasma half-lives
(several days), that result in high levels of whole-body irradiation. However, because of the
absorbed radiation dose to the kidneys, therapy with radiolabelled (B-particle emission)
somatostatin analogues is not recommended in patients whose creatinine clearance is less than 50
mL/min. A mean decrease in creatinine clearance by 30%, as observed in some patients treated
with *°Y-DOTA’-Tyr’-Octreotide, could leave these patients in need of dialysis (Cybulla M et al.,
2001).

Concomitant administration of amino acids reduces renal radioactivity uptake without altering
tumour uptake (Kwekkeboom DJ et al., 2001). This phenomenon of protection (“blocking” renal
tubular uptake of proteins, or peptides, by amino acid infusion) is similar to that demonstrated in
humans using OctreoScan” or endogenous proteins (Hammond PJ et al., 1993; Rolleman EJ et al.,
2003). Cationic amino acids appear to be responsible for the effect since physiological solutions
containing only lysine and arginine are able to provide protection equivalent to more complex
formulations.

1.3 Risk-Benefit Assessment
1.3.1 Treatment Options

GEPNETs constitute a life-threatening disease, and functioning GEPNETSs are associated with
debilitating clinical symptoms.

e Streptozocin (Zanosar®, Sicor Pharmaceuticals / Pfizer, a chemotherapeutic drug) was
approved in the US for treating progressive metastatic pancreatic islet cell cancer in 1982.
To the best of our knowledge, Streptozocin is only registered in France for treatment of
insulinoma and metastasized carcinoid tumour, and therefore not widely available in EU
Member States.
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e Sunitinib (Sutent”, Pfizer, a multi-targeted receptor tyrosine kinase (RTK) inhibitor) has
been approved in the US for treatment of renal cell carcinoma and gastrointestinal stromal
tumour, but not for any GEPNET indication. In the EU, it was approved in November 2010
for treatment of adults with unresectable or metastatic, progressive well-differentiated
pancreatic neuroendocrine tumours.

e Everolimus (Aﬁnitor® Tablets, Novartis Pharmaceuticals Corporation, an oral inhibitor of
mammalian target of rapamycin (mTOR)) has been approved in the US for treatment of
progressive neuroendocrine tumors of pancreatic origin, but not for any other GEPNET
indication. Approval for the same indication in Europe is presumed to be pending.

1.3.2 Efficacy of Sandostatin® LAR

Except for Sandostatin® LAR Depot, medications registered for the treatment of GEPNETS are
restricted to those of pancreatic origin (see Section 1.3.1). Therefore these agents are only
beneficial to a small subset of GEPNET patients. In the case of Sandostatin® LAR Depot, the drug
is registered in EU countries (but not in the US) “to treat neuroendocrine tumours located in the
gut” (Appendix 4). The drug has been shown to provide a modest increase in progression free
survival in patients with progressive, mid-gut carcinoid tumours (Rinke A et al., 2009).
Sandostatin® LAR and Octreotide acetate (daily s.c.) are registered for transient relief of the
debilitating symptoms associated with carcinoid syndrome or caused by other types of functioning
GEPNETSs (Appendix 4).

1.3.3 ""Lu-DOTA’-Tyr®-Octreotate Phase I/11 Study Data

615 subjects were treated with '""Lu-DOTA-Tyr’-Octreotate with concomitant amino acid infusion
in an Investigator sponsored Phase I/Il study at the Erasmus Medical Center (Erasmus MC)
between January 2000 and March 2007. As a result of the unmet medical need, the patients
population enrolled was heterogeneous including various somatostatin receptor positive tumour
types; the majority consisted of GEPNETs, including carcinoid tumours and pancreatic isle cell
tumours, but patients with melanoma, thyroid tumours and non-small cell lung carcinomas, among
others, were also included. The standard treatment for the enrolled patients was 4 administration of
7.4 Gbq (200 mCi) of '"Lu-DOTA’-Tyr’-Octreotate. Follow-up monitoring for all enrolled patients
continued beyond treatment until a patient was lost to follow-up, patient death or for a maximum of
10 years, whichever occurred first. Long-term follow-up has been performed for 367 Dutch
patients. Nearly all the 248 patients from outside the Netherlands were lost to follow-up within 1
year post treatment.

The Erasmus MC phase I/II study has been conducted according to the ethical principles of GCP,
however, it was an Investigator Initiated trial. A retrospective, independent verification of the
source data, and a statistical analysis of the study results have been conducted by a contract CRO to
support the initiation of the present phase III study.

1.3.3.1 Safety of 1”’Lu-DOTA’-Tyr*-Octreotate

All enrolled 615 subjects were included in the Safety analyses of the independent data review,
which consisted of all subjects who entered the trial and received at least one dose of trial
medication.
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Acute adverse effects occurring within 24 h after the administration of the radiopharmaceutical
were nausea (25% of administrations), vomiting (10%) and abdominal discomfort or pain (10%).

13% of the subjects experienced one or more severe events suspected to be related to the study
drug.

Six patients were hospitalized within 2 days of the administration because of hormone-related
crises (de Keizer B et al, 2008). All recovered after supportive care.

Three patients presented with serious liver toxicity, two of them had diffuse liver metastases, one
had liver cirrhosis. In one patient liver functions deteriorated in the weeks following the first
administration. The patient died of hepatic failure after 6 weeks. Because this patient experienced a
similar deterioration due to rapid tumour growth after previous courses of chemotherapy, the liver
failure after '""Lu-DOTA’-Tyr’-Octreotate treatment was considered more likely tumour growth—
related rather than radiation induced. A second patient, who had multiple liver metastases, had
temporary increases in serum ALAT (ALT), ASAT (AST), and bilirubin concentrations. This
condition resolved without causative treatment and resumed treatment at half dose, uneventfully.
The third patient, a 76 years old man suffering from liver cirrhosis, developed hyperbilirubinemia
after the second administration of 200 mCi and passed away 3 weeks from treatment. In general,
liver parameters in the whole population did not show a clear trend towards worsening under
treatment.

There were two cases of renal insufficiency with suspected relationship with '""Lu-DOTA -Tyr’-
Octreotate. This relative benign profile was confirmed both by serum/urine analyses performed
during the study. The evaluation of the dosimetry data collected on all treated patients indicated
that there was no correlation between creatinine clearance loss per year and the administered
activity.

Haematological toxicity was experienced by 12.8% of the whole population.

Myelodysplastic Syndrome (MDS) suspected to be related to '""Lu-DOTA’-Tyr’-Octreotate
occurred in five patients. MDS was diagnosed 1 to 3 years after treatment.

Acute Myeloid Leukemia (AML) occurred in two patients, both suspected to be treatment related.
One of these patients, with a pancreatic gastrinoma, had previously received extensive
chemotherapy, fractionated radiation therapy, and a liver transplant prior to treatment with '""Lu-
DOTA-Tyr’-Octerotate. This patient was diagnosed with AML, 30 months after treatment with
""Lu-DOTA’-Tyr’-Octreotate. The other patient, with a gastrinoma metastasized to the liver, and
no prior therapy, developed MDS (as mentioned above), 33 months post treatment with '""Lu-
DOTA-Tyr’-Octerotate. Nine months later (42 months post treatment) the patient developed AML
and died soon thereafter.

A subanalysis of the hematological data has been conducted on the 367 Dutch patients for whom a
longer follow-up was available, leading to the following results:

- Leucopoenia CTC grade 3-4 occurred in 4.1% of patients (26.7% of them already had a CTC
grade 1 toxicity at baseline and 33.3% of the subjects received prior Chemotherapy or Radionuclide
therapy or Radiotherapy). The nadir was experienced during treatments 1-2 by 28.3% of cases,
during treatments 3-4 by 52.2% of cases and during follow-up for the rest (especially between
months 3 and 6);

- Anaemia CTC grade 3-4 occurred in 4.9% of patients (66.7% of them already had a CTC grade 1
toxicity at baseline, 11.1% had a CTC grade 2-3 toxicity at baseline, 44.4% received prior
Chemotherapy or Radionuclide therapy or Radiotherapy and 11.1% experienced Hb toxicity after
""Lu-DOTA -Tyr’-Octreotate re-treatments exceeding the cumulative 800 mCi dose). The nadir
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was experienced during treatments 1-2 in 15.2% of cases, during treatments 3-4 in 41.3% of cases
and during follow-up for the rest (especially between months 3 and 6);

- Thrombocytopenia CTC grade 3-4 occurred in 7.3% of patients (7.4 % of them already had a CTC
grade 1 toxicity at baseline, 40.7% received prior Chemotherapy or Radionuclide therapy or
Radiotherapy and 7.4% experienced the PLT toxicity after '"’Lu-DOTA’-Tyr’-Octreotate re-
treatments exceeding the 800 mCi dose). The nadir was experienced during treatments 1-2 in
15.2% of cases, during treatments 3-4 in 56.5% of cases and during follow-up for the rest
(especially between months 12 and 24).

- Pancytopenia was observed in 8.2% of cases. As general rule, an event was classified as
Pancytopenia when a reduction in the number of red and white blood cells, as well as platelets,
occurred concomitantly; at least one out of these three parameters (Haemoglobin, White Blood
Cells and Platelets) was CTC Grade 3-4, while the other two parameters were CTC Grade >1. In
80% of the pancytopenia cases, at least one of the three parameters was already CTC Grade >1 at
baseline, 6.7% of the patients experienced pancytopenia after '"’Lu-DOTA’-Tyr’-Octreotate re-
treatments exceeding the cumulative 800 mCi dose, and 27.7% of the subjects had received
Chemotherapy or Radionuclide therapy or Radiotherapy prior to enrolment in the Study.

The haematological toxicity nadir was observed in the 74.5% of cases during treatment, the rest
during the follow-up period. Although classified as suspected to be treatment related, it can’t be
excluded that the decrease in the laboratory parameters observed during the follow-up period may
at least partially be due to a concomitant deterioration of patients condition or disease progression.

1.3.3.2 Efficacy of *"’Lu-DOTA’-Tyr®-Octreotate

Efficacy endpoints of the phase I/II Erasmus MC data have been independently evaluated on the
Full Analysis Set (FAS), consisting of 405 subjects with diagnosed GEPNETs, who had an
OctreoScan” tumour uptake score > Grade 2 and at least one valid primary efficacy variable on
active treatment, showing the following results according to modified SWOG Criteria (note
standard SWOG Ceriteria does not include minor responses):

» Objective tumour response (complete response (CR) + partial response (PR) + minor response
(MR is defined as a tumour diameter decrease of 25% to 50%, Kwekkeboom DJ et al., 2005) in
the overall GEPNET FAS population was 59.3% (95% CI; 54.30-64.09%); in the subgroup of
157 Dutch carcinoid tumour patients the objective tumour response was 61.2% (95% CI; 53.05
- 68.81%);

o Time to progression (TTP) from start of treatment in the overall GEPNET FAS population was
1164 days (38 months) with a 95% CI of 1014-1357 days (33.3-44.6 months);

o Median PFS from start of treatment in the overall GEPNET FAS population was 904 days (30
months) with a 95% CI of 813-994 days (26.7-32.7 months);

o Median OS from start of treatment in the overall GEPNET FAS population was: 1501 days (49
months) with a 95% CI of 1375-1667 days (45.2-54.8 months).

Special attention was paid to patients with the same diagnosis as proposed for this phase III trial. A
subset of 51 subjects with the diagnosis carcinoid midgut with progressive disease at study entry
was independently re-assessed.

Median PFS of these subjects was:

. 1375 days (45 months) 95% CI 678-1732 days (22-57 months) according to RECIST
Criteria, Version 1.1.
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. 1174 days (39 months) 95% CI 560-1732 days (18-57 months) according to SWOG
Criteria.

Global Health Status (GHS) Quality of Life (QoL), Karnofsky Performance Score (KPS) and
clinical symptoms before and after therapy have also been analyzed, as important endpoints of
"Lu-DOTA -Tyr’-Octreotate therapy. QoL, KPS, and clinical symptoms improved and there was
no significant decrease in QoL in patients, who had no symptoms before therapy. In patients who
had suboptimal scores for GHS/QoL or symptoms before therapy, a clinically significant
improvement was demonstrated (Teunissen JJ et al., 2004).

These results are in agreement with a recent publication of the Erasmus MC group (Khan S et al.,
2011) on the phase I/Il data, on a sample of 265 out of 282 Dutch patients with metastatic
inoperable GEPNETSs or bronchial NET, who completed the QoL questionnaire (EORTC QLQ-
C30).

These results indicate that '"’Lu-DOTA -Tyr’-Octreotate therapy not only reduces tumours and
prolongs overall survival but also improves the patients’ self-assessed QoL.
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2- STUDY OBJECTIVES

2.1 Primary Objective

e To compare Progression Free Survival (PFS) after treatment with '""Lu-DOTA’-Tyr’-

Octreotate plus best supportive care (30 mg Octreotide LAR) to treatment with high dose (60
mg) Octreotide LAR in patients with inoperable, progressive (as determined by RECIST
Criteria Version 1.1, Eisenhauer EA et al., 2009; Appendix 2), somatostatin receptor positive,
well-differentiated neuroendocrine tumours of the small bowel (midgut carcinoid tumours).

2.2 Secondary Objectives

Secondary objective(s):

To compare the Objective Response Rate (ORR) between the two study arms;
To compare the Overall Survival (OS) between the two study arms;

To compare the Time to Tumour Progression (TTP) between the two study arms;
To evaluate the safety and tolerability of '"’Lu-DOTA’-Tyr’-Octreotate;

To evaluate the health related quality of life (QoL) as measured by the EORTC QLQ-
G.LLNET21 questionnaire (Appendix 3);

To explore the correlation of toxicity outcomes and administered radiation doses corrected for
body weight and body surface area;

To explore the correlation of clinical efficacy outcomes with the levels of the biomarkers
Chromogranin-A (CgA) in the serum and 5-Hydroxyindoleacetic acid (5-HIAA) in the urine;

To evaluate dosimetry, pharmacokinetics (PK) and ECG in a subset of 20 patients;
To explore the correlation of clinical efficacy outcomes with OctreoScan” tumour uptake score;

To explore the correlation of clinical outcomes with serum levels of Alkaline Phosphatase (AP).
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3-STUDY DESIGN

3.1 Study Outline

This is a multicenter, stratified, open, randomized, comparator-controlled, parallel-group phase III
study comparing treatment with '”’Lu-DOTA’-Tyr’-Octreotate to Octreotide LAR in patients with
inoperable, progressive, somatostatin receptor positive midgut carcinoid tumours.

Key criteria for enrolment in the study are; i) histologically proven midgut carcinoid tumours; ii) all
documented tumours are somatostatin receptor positive tumours based on OctreoScan® scintigraphy
within 24 weeks prior to enrolment in the study; iii) the patient is at a fixed dose of 20 mg or 30 mg
Octreotide at 3-4 weeks intervals for least 12 weeks prior to enrolment in the study; and iv) has
progressive disease as confirmed by RECIST Ceriteria; for the purpose of determining disease status
the oldest CT/MRI scan must not be older than 3 years and the most recent scan must not be older
than 4 weeks from the projected randomization date.

Patients who have signed the informed consent form (ICF) and are eligible for study participation
according to the inclusion and exclusion criteria will be randomly assigned to the '""Lu-DOTA’-
Tyr’-Octreotate arm or the Octreotide LAR arm in an equal ratio (1:1). Baseline evaluations will be
performed 2 weeks prior to their first treatment (Treatment Day 1). Patients will be evaluated for
the safety, tolerability, and renal excretion pharmacokinetics (the latter only in a subset of 20
patients in pre-identified centres) in accordance with the Visit Schedules for the '""Lu-DOTA’-
Tyr’-Octreotate arm and the Octreotide LAR arm in Table 1 and Table 2, respectively.

Treatment with '"’Lu-DOTA’-Tyr’-Octreotate will consist of a cumulative dose of 29.6 GBq (800
mCi), which provides a safe radiation dose to the critical organs, the bone marrow and the kidneys
(Bodei L et al., 2010, 2011; Kwekkeboom DJ et al., 2008). Concomitant amino acids will be given
with each '""Lu-DOTA’-Tyr’-Octreotate administration for kidney protection. Also, in addition to
the treatment with '"’Lu-DOTA-Tyr’-Octreotate, the patients will receive supportive care with cold
Octreotide (Section 5.2.1.1) for the overall 72 weeks of therapy, unless the patient progresses or
dies.

If a patient experiences a Dose Modifying Toxicity (DMT) during '"’Lu-DOTA-Tyr’-Octreotate
therapy, subsequent treatments with '"’Lu-DOTA’-Tyr’-Octreotate are permissible, provided the
DMT resolves within 16 weeks following the non-tolerated administration. After resolution of a
DMT, a patient may receive his/her subsequent planned treatment(s) at 50% of the standard
treatment dose. If the same DMT recurs after treatment with the reduced dose, the patient goes off-
study. If the DMT event does not re-occur, the next treatment is at full dose.

Patients in the comparator arm will receive 60 mg Sandostatin® LAR Depot (Octreotide Acetate,
Novartis; Octreotide LAR) intramuscular (i.m.) injections every 4 weeks for the overall 72 weeks
of therapy, unless the patient progresses or dies. If the patient experiences toxicity with the
increased dose, the dose will be adjusted to the previous well-tolerated dose, to be increased again
with the next treatment to 60 mg.

Objective tumour assessment in both arms will be performed every 12+1 weeks from the first
treatment date until the End of Study, unless the patient progresses or dies. Patients that are
RECIST progressive are treatment failures and are out of the study.

If patients in either arm experience clinical symptoms (i.e. diarrhoea and flushing) associated with
their carcinoid tumours, Octreotide s.c. rescue injections are allowed.
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Details on the timing of the administration of study medication and assessments are provided in the
Visit Schedules for the '""Lu-DOTA -Tyr’-Octreotate arm and the Octreotide LAR arm in Table 1
and Table 2, respectively (see pages 10-13).

3.2 End of Study

The End of Study is defined as the moment that the last enrolled patient has completed 76 weeks of
assessments (unless early termination) after the patient’s first treatment in either arm of the study.

The End of Study (EOS) for each patient is defined as the completion of 76 weeks of assessments
after the patients’s first treatment, unless the patient progresses or dies.

3.3 Study Design Rationale

This study is the first controlled comparative study with a radiolabelled versus non-radioactive
somatostatin analogue. In this study safety and efficacy of treatment with '"Lu-DOTA’-Tyr’-
Octreotate versus Octreotide LAR will be investigated in patients with inoperable, progressive,
somatostatin receptor positive midgut carcinoid tumours.

The chosen regimen for the '”’Lu-DOTA’-Tyr’-Octreotate treatment arm with a cumulative dose of
29.6 GBq (800 mCi), divided into 4 administrations, is identical to the regimen used in the Erasmus
MC Phase I/I1 study. In this study, kidney dosimetry was scheduled after the third treatment in all
the enrolled patients. The dosimetry evaluation was conducted on 408 out of 615 patients who had
quantifiable kidney uptake. The follow-up results of kidney function parameters confirmed that the
fourth treatment could be safely administered, even in the instance of some patient exceeding the
23 Gy kidney threshold. In patients for whom kidney dosimetry could not be performed, a fixed
dose of 29.6 GBq (800 mCi) was administered without any deleterious effect on kidney function in
any patient. This is consistent with the previous publication of Kwekkeboom DJ et al. (2008).

Patients in the comparator arm will receive 60 mg Octreotide LAR for 72 weeks from start of
treatment (unless early termination). The dose is supported by the report that 30% of carcinoid
tumour patients receive >30 mg (Anthony LB et al., 2004). In current clinical practice, it is likely
that even a higher percentage of patients receive >30 mg of Octreotide LAR (Joseph S et al., 2010).
4-Week interval injections of 60 mg Octreotide LAR is a higher dose than the 4-week interval
injections with 20 mg or 30 mg, which is presently the registered dose for relief of symptoms
associated with functional GEPNETS, such as midgut carcinoid tumour (Sandostatin® LAR Depot
prescribing information; see Appendix 4 for adverse events). With this type of treatment, the
majority of symptomatic patients show an improvement in QoL, and most patients obtain
temporary stable disease based on CT scans, although tumour regression rarely occurs (Faiss S et
al., 2003; Rinke A et al., 2009; Ludlam W et al., 2011; Anthony L et al., 2011). Furthermore the
patients in the present study must have confirmed metastatic progressive disease carcinoid tumours
and also receiving 20-30 mg Octreotide LAR (or somatostatin analogue equivalent) to be eligible
for enrolment. Therefore, if Sandostatin® LAR Depot is to be administered as an anti-tumour drug
to patients that have already failed treatment (confirmed PFS at 20-30 mg Octreotide LAR), then a
higher dose is required. Consequently, a 60 mg, 4-week interval dose is proposed for the control
(best standard of care) arm of the present phase I1I study.
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3.3.1 Substudy Design Rationale

A 20 patient Dosimetry, Pharmacokinetics, and ECG study will be performed in 2-3 selected sites.
This is a substudy of the present phase III clinical trial, and will be performed on patients who have
been randomized to the '""Lu-DOTA-Tyr’-Octreotate treatment arm.

See section 6.6 for further details on sub-study procedures; in addition, a study manual of the
substudy will be provided to participating sites.

3.3.1.1 Primary Objective:

e Calculate whole body and organ radiation dosimetry of '"’Lu-DOTA’-Tyr’-Octreotate to
determine the dose to critical organs (e.g., kidney and bone marrow) and correlate with
findings of the Erasmus MC Phase I/II Clinical study.

3.3.1.2 Secondary Obijectives:
e Define the pharmacokinetic profile (ADME) of '""Lu-DOTA-Tyr’-Octreotate;

e Correlate safety, dosimetry, and pharmacokinetic data obtain in this study with the Erasmus
MC phase I/II Clinical study to confirm previous findings;

e Evaluate cardiac safety: determine the acute electrophysiological changes during treatment
with '""Lu-DOTA’-Tyr’-Octreotate (through 24-hour continuous ECG recording via 12-
lead Holter machine).

3.3.1.3 Eligibility

Any patient enrolled in the present phase III study who has been randomized to the '"’Lu-DOTA"-
Tyr’-Octreotate treatment arm is eligible to participate in the Dosimetry, Pharmacokinetics and
ECG substudy.

Voluntary informed consent has to be given by every patient in order to be screened for sub-study
eligibility and prior to the initiation of any sub-study-related procedures.
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Table1:  Visit Schedule: *’Lu-DOTA’-Tyr*-Octreotate Treatment Arm

Visit| Eligibility [Baseline Treatments / Assessments £0s° | FOLLOW-UP’
Week Week-3| 0 | 4 [ 6| 8 |12]|14|16| 20| 22| 24| 28|32 |36|40| 44| 48|52 |56|60|64]|68|72]|76 Evfgryfy";;”sths
Therapy 'R g 'R g 'R g R T T T S I R I I I N ) I I A e 4
Informed Consent X
OctreoScan® <24 weeks
Histology and Ki67* X
Diagnosis and Extent of Cancer X
CT/MRI Scan Confirming Disease Progression® <4 weeks
Demographic Data X
Relevant Medical History X
Prior Therapy for Carcinoid Tumour X X
Confirmation of Eligibility and Randomization v
Diary Delivery (Symptoms and Rescue Med) X X X X X X X X X X X X X X X X X X X X X
Cardiac Ejection Fraction (x)4
ECG (at the end of *"Lu-DOTA’-Tyr*Octreotate infusion) X X X X X
Physical Exam and Vital Signs X X X X X X X
Karnofsky Performance Status X X X X X X X X X X
Quality of Life (EORTC GI-NET21; EORTC C30) X X X X X X X
Hematology? X X X X X X X X X X X X
Blood Chemistry® X X X X X X X X X X X X
Urinalysis? X X X x | x x | x X X X X X
Pregnacy test? X X X X
Serum CgA" X X X X X X X
Cancer Related Symptoms® X X X X X X X X X X X X X X X X X X X X
Concomitant/Rescue Therapy |  |e;ciieeccfeee 4 oo b o o 0 4L 4t S} [
N = A N CERCEREEERT EEERE SEEEE SREESE EERUE! EECRE IEEEES EECRRL BECEE EERES CREREL BERER! EEPES EERED EERES| EERERTERERS FEPEEY EEPER BEEEE CEREEY EEEEr) EEEES SEEEE CEEEREER RS >
Disease Assessment RECIST (CT, MRI)1 X X X X X X X X
Survival Information | T T T T T T T T T T YT U >

Refer to Protocol Section 6 for further details on Visits Assessments
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Table 1 Footnotes
% TREATMENT: *"Lu-DOTA’-Tyr®-Octreotate 4 administrations at 8+1-week intervals
+ TREATMENT: 30 mg Sandostatin® LAR Depot injections to be administered the day after each *’’Lu-DOTA -Tyr*-Octreotate infusion
Last Sandostatin® LAR Depot injection should have been administered at least 6 weeks before the next 177Lu-DOTAO-Tyrg‘-Octreotate treatment date
IF REQUIRED, RESCUE TREATMENTS: Octreotide s.c. injections (to be stopped 24 h before each *’Lu-DOTA’-Tyr*-Octreotate administration)
1Centrally evaluated until End Of Study

Disease progression at inclusion to be confirmed centrally: the oldest CT/MRI scan must not be older than 3 years and the most recent scan must not be older than 4 weeks
from the projected randomization date. The CT scan/MRI scan that is to be compared to the baseline CT scan/MRI scan, should be one that was performed while the patient
was on a fixed dose of Sandostatin LAR.

RECIST Disease Assessment during the 3 years follow-up will be performed locally
*Tests included in the local laboratory assessments:
- Haematology: WBC with differential, Platelets, Hb, MCV

- Blood chemistry: Serum Creatinine, (Creatinine Clearance - Cockcroft-Gault formula), Uric Acid, Albumin, Total Bilirubin, AP, AST/ASAT, ALT/ALAT, Gamma-GT, Sodium,
Potassium, LDH, GlycoHb, fT4

- Urinalysis: RBC/hpf, WBC/hpf, Casts/Ipf, Protein by dipstick test, 5-HIAA, Pregnancy test (the latter at baseline for female of childbearing potential and during Y7L u-DOTA"-
Tyrs-Octreotate therapy within 7 days prior to each treatment)

- At baseline it is preferable that laboratory tests will be performed within 2 weeks before treatment administration
- During 177Lu-DOTAO-Tyr3-Octreotate treatment, laboratory tests will be performed within 2 weeks before and 4 weeks after each treatment. Then every 12+1 weeks

- If a 40% increase over the baseline serum creatinine value occurs during the course of treatment, with a concomitant decrease of over 40% in creatinine clearance as
calculated from serum creatinine concentrations according to Cockcroft-Gault formula, patients must also have a measured creatinine clearance (or GFR) performed.
Measured creatinine clearance should be through two 24-h urine collections. Total urinary protein should also be measured

3During the study, symptoms will be recorded in the e-CRF according to patient diary notes

“Preferably via gated equilibrium radionuclide ventriculography (RVG), only in patients with history of congestive heart failure (patients with uncontrolled congestive heart failure
(NYHAII, 1, IV) aren't eligible according to exclusion criterium Ne-11)

®AES/SAEs will be reported from signing the informed consent form onwards until end of study. During the long-term 3 year follow-up only SAEs related to *’’Lu-DOTA’-Tyr’-
Octreotate must be reported to the Sponsor Safety Officer

®EOS = End of Study Visit for each patients
"Patient must be contacted every 6 months up to 3 years after the end of the study (phone contacts or visits at Site)

Laboratory assessments (haematology, biochemistry, urinalysis), SAEs suspected in relationship to the study drug, progression free survival (local evaluation) and overall survival
data will be reported

-=--® Information to be collected during the entire study
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Table 2: Visit Schedule: Octreotide LAR Arm
Visit| Eligibility |Baseline Treatment EOS® | FOLLOW-UP®
Week Week -3 | 1 8 |12 |16 | 20 | 24 | 28 | 32 | 36 | 40 | 44 | 48 | 52 | 56 | 60 | 64 | 68 | 72 | 76 ?;:“;:trl;
Therapy $ \JAIR IR IR AR IR AR AR AR AR SR AR AR SR AR 2R 4
Informed Consent X
OctreoScan® < 24 weeks
Histology and Ki67' X
Diagnosis and Extent of Cancer X
CT/MRI Scan Confirming Disease Progression' < 4 weeks
Demographic Data X
Relevant Medical History X
Prior Therapy for Carcinoid Tumour X X
Confirmation of Eligibility and Randomization w
Diary Delivery (Symptoms and Rescue Med) X X X X X X X X X X X X X X X X X X X
Cardiac Ejection Fraction (xy*
ECG X X X X X
Physical Exam and Vital Signs X X X X X X X X
Karnofsky Performance Status X X X X X X X X
Quality of Life (EORTC GI-NET21; EORTC C30) X X X X X X X
Hematology2 X X X X X X X
Blood Chemis‘cry2 X X X X X X X
Urinalysis2 X X X X X X X X X X
Pregnancy Test X
Serum CgA1 X
Cancer Related Symptoms3 X X X X X X X X X X X X X X X X X X X
Concomitant/Rescue Therapy @~ |- - e e e s S ) s [ ) R
AdverseEvents ~ ---——m—-— - - - - F-=---=-=1-=--F--d--=f-=--F--q-=-=ft--—-=q4-=--¢t--—-—--4-=-F--o---1---F--»
Disease Assessment RECIST (CT, MRI)1 X X X X X X X X
Survival Informaton = |mm--m-—m—m - - == i St et e S A St At S St St A s S A i i s R >

Refer to Protocol Section 6 for further details on Visits Assessments
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Table 2 Footnotes

$ TREATMENT: 60 mg 4-week interval Octreotide LAR Depot injections

IF REQUIRED, RESCUE TREATMENTS: Octreotide s.c injections

lCentrally evaluated until End Of Study

Disease progression at inclusion to be confirmed centrally: the oldest CT/MRI scan must not be older than 3 years, and the most recent scan must not be older than 4
weeks from the projected randomization date. The CT scan/MRI scan that is to be compared to the baseline CT scan/MRI scan, should be one that was performed while
the patient was on a fixed dose of Sandostatin LAR

RECIST Disease Assessment during the 3 year follow-up will be performed locally

“Tests included in the local laboratory assessments:
- Haematology: WBC with differential, Platelets, Hb, MCV

- Blood chemistry: Serum Creatinine, (Creatinine Clearance - Cockcroft-Gault formula), Uric Acid, Albumin, Total Bilirubin, AP, AST/ASAT, ALT/ALAT, Gamma-GT,
Sodium, Potassium, LDH, GlycoHb, fT4

- Urinalysis: RBC/hpf, WBC/hpf, Casts/Ipf, Protein by dipstick test, 5-HIAA, Pregnancy test (the latter only at baseline for female of childbearing potential)
®During the study symptoms will be recorded in the e-CRF according patient diary notes

4Preferab|y via gated equilibrium radionuclide ventriculography (RVG), only in patients with history of congestive heart failure (patients with uncontrolled congestive heart failure
(NYHAIL, 111, 1V) aren't eligible according to exclusion criterium Ne-11)

®EOS= End of Study Visit in each subject
®patient must be contacted every 6 months up to 3 years after the end of the study (phone contacts or visits at Site)

Laboratory assessments (haematology, biochemistry, urinalysis), progression free survival (local evaluation) and overall survival data will be reported

----- » Information to be collected during entire the study
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4- SELECTION OF STUDY POPULATION

4.1 Inclusion and Exclusion Criteria at Baseline

A total of 200 patients (100 patients per treatment group) will be randomly assigned to open-label
treatment.

In order to assure a balanced study design, randomization will be stratified by centre, OctreoScan®
tumour uptake score (Grade 2, 3 and 4), and length of time that patients have been on the most recent
constant dose of Octreotide prior to enrolment (<6 and >6 months).

4.1.1 Inclusion Criteria at Baseline

1.

8.
9.

Presence of inoperable (curative intent) at enrolment time, histologically proven, midgut
carcinoid tumour.

Ki67 index < 20%.

Patients on Octreotide LAR at a fixed dose of 20 mg or 30 mg at 3-4 weeks intervals for at
least 12 weeks prior to enrolment in the study.

Patients >18 years of age.

Patients must have progressive disease based on RECIST Criteria, Version 1.1 (Appendix 2)
evidenced with CT scans/MRI within 3 years from enrolment; previous images must be
centrally evaluated to confirm the disease progression under previous therapy: for the purpose
of determining disease status the oldest CT/MRI scan must not be older than 3 years and the
most recent scan must not be older than 4 weeks from the projected randomization date. The
CT scan/MRI scan should be one that was performed while the patient was on a fixed dose of
Sandostatin LAR.

Confirmed presence of somatostatin receptors on all technically evaluable tumour lesions
documented by CT/MRI scans, based on positive OctreoScan® imaging within 24 weeks prior
to enrolment in the study.

The tumour uptake observed using OctreoScan® should be > normal liver uptake observed on
planar imaging (Appendices 5 and 6).

Karnofsky Performance Score (KPS) >60

Presence of at least 1 measurable site of disease.

4.1.2 Exclusion Criteria at Baseline

1.

Serum creatinine >150 umol/L or 1.7 mg/dL, or a measured creatinine clearance (or measured
glomerular filtration rate (GFR) using plasma clearance methods, not gamma camera-based)
of <50 mL/min.

Hb concentration <5.0 mmol/L (<8.0 g/dL); WBC <2x10°/L (2000/mm’); platelets <75x10°/L
(75x10*/mm’).

. Total bilirubin >3 x ULN.

Serum albumin <3.0 g/dL unless prothrombin time is within the normal range.

. Pregnancy (see protocol Appendix 7).
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6. For female patients of childbearing potential (defined as < 2 years after last menstruation and
not surgically sterile) and male patients, who are not surgically sterile or with female partners
of childbearing potential: absence of effective, non-hormonal means of contraception
(intrauterine contraceptive device, barrier method of contraception in conjunction with
spermicidal gel) as defined in Appendix 7.

7. Treatment with >30 mg Octreotide LAR at 3-4 weeks intervals within 12 weeks prior to
enrolment in the study.

8. Peptide receptor radionuclide therapy (PRRT) at any time prior to enrolment in the study.

9. Targeted surgery, radiotherapy (external beam), chemotherapy, embolization, interferons,
mTOR-inhibitors or other investigational therapy within 12 weeks prior to enrolment in the
study.

10.Known brain metastases, unless these metastases have been treated and stabilized for at least
24 weeks, prior to enrolment in the study. Patients with a history of brain metastases must
have a head CT with contrast to document stable disease prior to enrolment in the study.

11.Uncontrolled congestive heart failure (NYHA II, 111, IV).
12.Uncontrolled diabetes mellitus as defined by a fasting blood glucose >2 ULN.
13.Any patient who has both OctreoScan® positive and negative tumours.

14.Any patient receiving treatment with short-acting Octreotide, which cannot be interrupted for
24 h before and 24 h after the administration of '""Lu-DOTA’-Tyr’-Octreotate, or any patient
receiving treatment with Octreotide LAR, which cannot be interrupted for at least 6 weeks
before the administration of 177Lu—DOTAO—Tyr3 -Octreotate, unless the tumour uptake observed
by OctreoScan” imaging during continued Octreotide treatment is at least as high as normal
liver uptake observed by planar imaging (Appendices 5 and 6).

15.Patients with any other significant medical, psychiatric, or surgical condition, currently
uncontrolled by treatment, which may interfere with completion of the study.

16.Prior external beam radiation therapy to more than 25% of the bone marrow.
17.Urinary incontinence.

18.0ther known co-existing malignancies except non-melanoma skin cancer and carcinoma in
situ of the uterine cervix, unless definitively treated and proven no evidence of recurrence for
5 years.

19.Patients who have not provided a signed informed consent form to participate in the study,
obtained prior to the start of any protocol related activities.

4.2 Inclusion and Exclusion Criteria Subsequent Treatments

421

1.

Inclusion Criteria Subsequent Treatments

Serum creatinine <150 pumol/L or 1.7 mg/dL, or a measured creatinine clearance (or measured
GFR) of 250 mL/min. Should a 40% increase over the baseline serum creatinine value occur
during the course of treatment, with a concomitant decrease of over 40% in creatinine
clearance as calculated from serum creatinine concentrations according to Cockroft’s method,
patients must also have a measured creatinine clearance (or GFR) performed, unless resolved
within 16 weeks.
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2. Hb concentration >5.0 mmol/L (8.0 g/dL); WBC >2x10°/L (2000/mm’); platelets >75x10°/L
(75x10°/mm’).

3. Total bilirubin <3 x ULN.
4. Serum albumin >3.0 g/dL, or serum albumin <3.0 g/dL, but normal prothrombin time.
5. KPS >60.

4.2.2 Exclusion Criteria Subsequent Treatments

All exclusion criteria for baseline apply to all subsequent treatments, except for criteria 7 and 8.

4.3 Screening Failures

For patients not considered eligible after the screening period, the reason for not being eligible must be
documented. No additional assessments are needed.

4.4 Discontinuation Criteria for Individual Patients

A “withdrawal” is a patient who is enrolled into the study, but who prematurely terminated the
treatment or follow-up period for any reason.

The patient is free to withdraw from the study for any reason and at any time without giving reason for
doing so and without penalty or prejudice. It is also possible that the Sponsor or the Competent
Authorities request termination of the study if there are concerns about conduct or safety:

A patient may be withdrawn from the study if:

1. A serious adverse event (SAE) occurs. The final decision will be made by the Investigator
following consultation with the Sponsor.

2. The patient fails to comply with the dosing, evaluations, or other requirements of the study.

3. The patient starts treatment with one of the medications listed as disallowed (see Protocol
section 5.6). The final decision to withdraw a patient who starts treatment with disallowed
medication will be made by Investigator following consultation with the Sponsor.

A patient must be withdrawn from the study if:
1. The Investigator considers it, for safety reasons, to be in the best interest of the patient.
2. The patient withdraws his/her consent.
3. The patient is pregnant.

The date, time, and reason for discontinuation must be documented in the e-CRF. All patients who
prematurely withdraw from the study will be asked to have a CT/MRI evaluation of their disease,
except in case of pregnancy).

If a patient withdraws from the study for any reason, the Investigator must determine the primary
reason for the withdrawal and record this information in the e-CRF.

For patients who are lost to follow-up (i.e., those patients whose status is unclear because they fail to
appear for study visits without stating an intention to withdraw), the Investigator should show ‘due
diligence’ by documenting in the source documents steps taken to contact the patient, e.g., dates of
telephone calls, registered letters, etc.
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4.5 Dropouts and Replacements

For the purpose of this study, an “enrolled patient” is a patient who has signed the ICF and is then
randomized to participate in a study arm after verification of all inclusion/exclusion criteria.

A “screening failure” is a patient who has signed the ICF, but who does not meet all selection criteria
and has not received any study medication as part of this protocol. A screening failure is not counted
as an enrolled patient. However, a patient who has signed the ICF and has received study medication
as part of this protocol, but who is (later) found not to meet all selection criteria, is considered a
“protocol violator”.

Patients, who are randomized to a treatment arm but who terminate the study prematurely before
receiving study medication will be replaced as necessary.

In general, recruitment and inclusion of patients is aimed at having a sufficient number of patients for
the evaluation of the primary endpoint, and also at providing sufficient data for the safety profile.
During the conduct of the study the screening failure rate and the dropout rate will be closely
monitored. Further intervention in the study might be necessary and recruiting and replacement
strategies may be adapted accordingly.

4.6 Prohibition and Restrictions

The patient must be willing to adhere to the prohibitions and restrictions during the course of the study
as stated in the ICF, including the Patient Information Sheet.
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5-STUDY MEDICATION AND TREATMENT

5.1 Description of Study Medication

The investigational drug product '”"Lu-DOTA’-Tyr’-Octreotate will be provided by the Sponsor. The
Sponsor will also provide/reimburse the amino acid solution for infusion as well as the Sandostatin®
LAR Depot according to local regulations.

Granisterin, Ondansetron, Tropisetron, short-acting Sandostatin® or any other supportive care
medication must be obtained through the hospital pharmacy.

5.1.1. Investigational Drug Product: "Lu-DOTA’-Tyr®-Octreotate

""Lu-DOTA -Tyr’-Octreotate is a radiopharmaceutical solution for infusion supplied as a ready-to-
use product. No manipulation of the product in needed at the clinical site. The only Quality Control
(QC) tests that must be performed at the clinical site are; 1) confirm correct product certificate; 2)
determine total radioactivity; 3) confirm visual appearance. Since '"’Lu-DOTA’-Tyr’-Octreotate is
manufactured in centralized GMP facilities, the majority of required QC tests are performed before
product shipment. A batch release certificate of the product will be sent to the investigational centres.
This batch release certificate is provided by the Qualified Person (QP) of the manufacturing site to
ensure that the product is suitable for administration and that it meets the specifications indicated in
the Investigational Medicinal Product Dossier (IMPD).

The product is manufactured and supplied to the clinical sites in monodose vials. One vial, for one
administration, contains 7.4 GBq (200 mCi) of '""Lu-DOTA’-Tyr’-Octreotate at calibration time (the
time of infusion) in a formulation solution of 22 to 25 mL. The variability of the volume depends on
the time between the calibration date and the production date. The product will be shipped and
calibrated for use at 24h or 48h after production in a centralized GMP facility. The calibration time of
a dose depends on the distance from the manufacturing facility to the clinical sites. A radioactivity
dose of 7.4 GBq (£5%) is specified at the time of infusion.

Chemical-physical properties of each dose are listed in Table 3 below.

Table3: Y Lu-DOTA’Tyr>-Octreotate Infusion Solution Composition.
Component Composition (one vial) Function
""Lu-DOTA’-Tyr’-Octreotate 7.4 GBq /200 mCi Actlve.Pharmaceutlcal
Ingredient
X-DOTA’-Tyr’-Octreotate 10 pg/mL Total peptide content
""Lu-DOTA’-Tyr’-Octreotate 4.57 pg/mL* Actlve.Pharmaceutlcal
Ingredient
DOTA'-Tyr’-Octreotate 5.92 pg/mL* Active Pharmaceutical

Ingredient Precursor

Volume From 22-25 mL

Specific Activity %

(GBg/Total peptide) 53 GBg/umol (at EOP)

Radioconcentration 370 MBg/mL (at EOP)

Other Constituents/Excipients mg/mL

Acetic Acid 0.48* pH adjuster

Sodium Acetate 0.66* pH adjuster

Gentisic Acid 0.63* Radiation Stability Enhancer
Ascorbic Acid 2.80 Radiation Stability Enhancer
DTPA 0.05 Masking Agent
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NaCl 6.85 Blood isotonic solution
Water for Injection - Solvent

"Values calculated assuming '"'Lu specific activity of 740 GBg/mg at labelling time and a
mean synthesis yield of 80% and radiochemical purity >97%.

Treatment with '”’Lu-DOTA’-Tyr’-Octreotate will consist of a cumulative dose of 29.6 GBq (800
mCi) with the dosing equally divided among 4 administrations of '’Lu-DOTA’-Tyr’-Octreotate at
8+1-weeks intervals.

Additional information on the study drug preparation, radioprotection notes and recommendations
for treated patients are provided in Appendices 14, 15 and 16.

5.1.1.1 Concomitant Treatment: 30 mg Sandostatin® LAR Depot

30 mg Sandostatin® LAR Depot is administered the day after each administration of the '""Lu-
DOTA-Tyr’-Octreotate, according to the schedule in Section 5.7.2. Once completed the four
treatments with '"’Lu-DOTA’-Tyr’-Octreotate, patients will continue the 4-week interval
administrations of 30 mg Sandostatin® LAR Depot until End of Study (at 76 weeks from enrolment
according to the schedule in Table 1) unless the patient progresses or dies before.

Sandostatin® LAR Depot (Octreotide Acetate for injectable suspension, Novartis; Octreotide LAR) is
a pharmaceutical that is available in a single-use kit containing a 5-mL vial of 10 mg, 20 mg, or 30 mg
strength for intramuscular injection, a syringe containing 2.5 mL of diluent, two sterile 1%5” 19 gauge
needles, and two alcohol wipes. An instruction booklet for the preparation of drug suspension for
injection is also included with each kit.

5.1.1.2 Concomitant Infusion with Amino Acid Solution

There are a number of studies published which demonstrate that commercial and custom made amino
acid solutions reduce the kidney retention of radiolabeled somatostatin analogs in humans.
Researchers at the Erasmus MC have directly demonstrated the benefit of 2.5% lysine/arginine in 1L
solution in blocking kidney retention of '""Lu-DOTA’-Tyr’-Octreoate. The 2.5% lysine and arginine
solution is somewhat better tolerated, with vomiting occurring more often in patients co-infused with
commercial amino acid solutions, but in both cases the side effects are mild and transient.

A number of groups have used commercial amino acid solutions instead of the custom lysine/arginine
formulation developed at the Erasmus MC. Based on the published reports, solutions which contain a
total amount of lysine and arginine of up to 24 g each in 1 to 2L would be expected to be the most
effective in blocking renal uptake. Nevertheless, amino acid solution containing smaller amount of
lysine and arginine (such as found in AminoSyn II 7%) are also reported to be effective. Solutions
containing greater than 24g lysine and 24 g arginine may pose a risk of inducing elevated serum
potassium levels. The specifications of the recommended formulation of an amino acid solution for
co-infusion therapy are listed in Table 4.

Table 4.  Specifications of the Recommended Amino Acid Solution for Co-Infusion.

Component Specification Function

Lysine >18 g, <24g Renal protection

Arginine >18g, <24g Renal protection

Saline or other suitable diluent <2L +25% Osmolarity (<1050 mOsmol), solvent
All other amino acids No Specification Inert nutrients

Some examples of commercial solutions that would meet or exceed these specifications (with grams
lysine and arginine, and total infusion volume noted) are listed below, in order of preference:
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1. Aminosyn II 15% (23.6 g lysine, 22.9 g arginine, in 1.5L)
2. Aminosyn II 10% (21.0 g lysine, 20.4 g arginine, in 2L)
3. VAMIN-18 (18 g lysine, 22.6 g arginine in 2L)

In the present study patients randomized in the '"’Lu-DOTA’-Tyr’-Octreotate arm will receive a
concomitant commercially available, locally approved parenteral amino acid infusion, which supplies
>36 g of lysine + arginine in <2 L (<1050 mOsm/L). Eligible solutions must have the highest amount
of lysine and arginine (of up to 24 g each) among the commercially available products in order to
ensure adequate renal protection.

In the case of Aminosyn II 15% the administration volume must be adjusted to 2 L through dilution
with saline solution (see Appendix 8).

5.1.2 Comparative Drug: 60 mg Sandostatin® LAR Depot

In the control arm patients will receive administrations of Sandostatin® LAR Depot 60 mg at 4-week
intervals until week 72 (according to the schedule in Table 2), unless the patient progresses or dies
before.

Sandostatin® LAR Depot (Octreotide Acetate for injectable suspension, Novartis; Octreotide LAR) is
a pharmaceutical that is available in single-use kits containing a 5-mL vial of 10 mg, 20 mg, or 30 mg
strength for intramuscular injection, a syringe containing 2.5 mL of diluent, two sterile 1'42” 19 gauge
needles, and two alcohol wipes. An instruction booklet for the preparation of drug suspension for
injection is also included with each kit.

5.1.3 Rescue Medication: Short-acting Sandostatin®

Subcutaneous, short-acting Sandostatin® (Octreotide Acetate solution, Novartis; Octreotide short-
acting) injections may be indicated for control of symptoms (i.e. diarrhoea and flushing) in patients in
both study arms, in accordance with the manufacturer’s prescribing information. Short-acting
Sandostatin® for symptom control is administered by the patient at their discretion. Patients will be
asked to record rescue medication administrations on a paper diary.

5.2 Packaging and Labelling

All medications used in this study, except the investigational drug product, are commercially
available.

"Lu-DOTA -Tyr’-Octreotate will be prepared, packaged, labelled, and released under the
responsibility of Advanced Accelerated Application’s Standard Operating Procedures (SOPs), Good
Manufacturing Practice (GMP) guidelines, ICH Good Clinical Practice (GCP) guidelines, and
applicable local laws/regulations. Instructions for shipment, storage and handling of the '"Lu-
DOTA’-Tyr’*-Octreotate Solution of Infusion are provided in Appendix 16.

5.3 Handling of Study Medication

"TLu-DOTA -Tyr*-Octreotate and Sandostatin® LAR Depot must be administered at the
investigational site. Short-acting Octreotide is self-administered by the patient.
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The study medication must be stored, handled and administered only by qualified/authorized
personnel and must be prepared in accordance with pharmaceutical quality requirements, and radiation
safety regulations for '’Lu-DOTA -Tyr’-Octreotate.

Drug inventory and accountability records for the study medication and rescue medication, as well as
drug returns by the patient, will be kept by the Investigator/Pharmacist, and must be documented
throughout the study. Returned supplies should not be distributed again, not even to the same patient.
The Investigator will not supply investigative study medication to any person, except the patients in
this study.

On ongoing basis the Investigator/Pharmacist agrees to conduct a study medication supply inventory
and to record the results of this inventory on the study Medication Accountability Record. It must be
possible to reconcile delivery records with those of used and unused medication. Any discrepancies
must be accounted for. Appropriate forms of deliveries and returns must be signed by the responsible
person at the clinical site.

Used and unused study medication and packaging provided by Sponsor must be returned at the End of
Study or upon expiration, except for '""Lu-DOTA’-Tyr’-Octreotate, which will be locally discarded.
The return of all study medication will be documented appropriately.

5.4 Medication Prior to the Study

Patients must be on Octreotide LAR at a fixed dose of 20 mg or 30 mg at 3-4 weeks intervals for at
least 12 weeks prior to enrolment in the study.

5.5 Medication During the Study

The patient may not receive any other systemic therapy for the treatment of GEPNET
(chemotherapeutic, biologic, or any investigational agent) other than '"’Lu-DOTA’-Tyr’-Octreotate
and/or short-acting Octreotide and/or Sandostatin® LAR Depot during the study period. Localized
therapy such as surgery or external beam irradiation may be performed on additional site(s), provided
that it does not affect treatment response assessment.

5.6 Stratification and Randomization

For all patients who have signed the ICF, a screening number will be assigned in chronological order
starting with the lowest number available on site. Patients will be identified by a unique patient
identification number (Patient ID No.) composed of the centre number (four digits) and the screening
number (three digits).

After the screening period, eligible patients will be randomly assigned in an equal ratio (1:1) to one of
the two study groups for treatment with '"’Lu-DOTA’-Tyr’-Octreotate (plus best supportive care 30
mg Sandostatin® LAR Depot) or high dose (60 mg) Sandostatin® LAR Depot. The e-CRF will assign a
unique randomization number to the patient, which will be used to link the patient to a treatment arm.

Randomization will be stratified according to centre, OctreoScan” tumour uptake score (Grade 2, 3
and 4), length of time that patients have been on the most recent constant dose of Octreotide prior to
enrolment (<6 and >6 months), according to a biased coin design (Appendix 17).

The details of the procedure to obtain the patient randomization number will be described in the
Investigator’s Manual.
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5.7 Administration of ”’Lu-DOTA’-Tyr3-Octreotate
5.7.1 Patient Preparation

There is no need for the patients to fast before treatment.
5.7.2 Administration Schedule

Treatment with '”’Lu-DOTA’-Tyr’-Octreotate will consist of a cumulative dose of 29.6 GBq (800
mCi) with the dosing divided among 4 administrations of '”’Lu-DOTA’-Tyr’-Octreotate at 8+1-week
intervals or up to 16 weeks to accommodate resolving acute toxicity (see Section 5.7.3).

In addition to treatment with '”’Lu-DOTA’-Tyr’-Octreotate, patients will receive 30 mg Sandostatin®
LAR Depot, until the End of Study, unless the patient progresses or dies. Before each '""Lu-DOTA"-
Tyr3-0ctreotate treatment:

1. The last Sandostatin® LAR Depot injection must be administered on the day after '""Lu-
DOTA-Tyr’-Octreotate treatment and at least 6 weeks before the next '"’Lu-DOTA’-Tyr’-
Octreotate treatment date (during this period short-acting Octreotide s.c. injections are
allowed).

2. Short-acting Octreotide is not allowed during the 24 h before the '""Lu-DOTA’-Tyr’-
Octreotate treatment date, unless this is clinically impossible. Short-acting Octreotide can only
be continued if the tumour uptake on the OctreoScan” during continued somatostatin analogue
medication is > liver uptake (Exclusion Criterion 14 (Sections 4.1.2 and 4.2.2) and Appendix

5).
3. Treatment with 30 mg Sandostatin® LAR Depot can be resumed the day after the
administration of the '""Lu-DOTA’-Tyr’-Octreotate.

The scheme for supportive treatment with 30 mg Sandostatin® LAR Depot is schematically presented
in Figure 1.

Figure 1: Concomitant Supportive Treatment with 30 mg Sandostatin® LAR Depot in the
Y7 u-DOTAC-Tyr® Octreotate Arm.

"Lu-DOTA" Tyr’-Octreotate infusion Y"Lu-DOTA"-Tyr’-Octreotate infusion
| TREATMENT INTERVAL (81 wecks*) |l
1 z 3 4 5 6 7 8
‘ . 30 mg Sandostatin LAR Depot short-acting Octreotide ‘
(1 i.m. injection/4 weeks) (s.c. injections)
|

|
(short-acting Octreotide stopped 24 h before the administration of the  (the injection of Sandostatin LAR Depot is resumed the dav after the

'"Lu-DOTA’-Tyr’-Octretatee) administration of the ' 'Lu-DOTA®-Tyr’-Octreotate)

* Which can be extended to 16 weeks to resolve acute toxicity

On the day of ""Lu-DOTA’-Tyr’-Octreotate treatment, and before the infusion with amino acids is
started, an intravenous bolus of Granisetron (3 mg), or Ondansetron (8 mg), or Tropisetron (5 mg) is
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given. In case nausea or vomiting occurs despite this medication, patients can be treated with other
anti-emetic drugs at the discretion of the physician.

The amino acid solution and '""Lu-DOTA’-Tyr’-Octreotate (22-25 mL) are administered in parallel by
peripheral vein infusion in one arm at a constant infusion rate through pumps or any other infusion
system. The infusion with amino acids starts 30 minutes before the start of the '”’Lu-DOTA’-Tyr-
Octreotate infusion, and continues for a total of 4 h. During amino acid infusion patient is allowed to
void.

Infusion rates are listed in Table 5 and see Appendix 8 for the infusion system scheme.

Table 5: YLu-DOTA-Tyr®-Octreotate Arm Administration Schedule.

Preparation Starting Time | Infusion Rate | Duration
(h) (mi/h) (h)

Granisetron 3 mg (or 0 Bolus -

alternative)

Amino Acids: 2 L solution 0 500 4

"Lu-DOTA -Tyr’-Octreotate' | 0.5 50 0.5

Saline solution 1.0 50 0.5

' Lu-DOTA -Tyr’-Octreotate must be infused directly into the line. The line must be
flushed with at least 25 ml of sodium chloride 9 mg/ml (0.9%) solution for injection after the
infusion of '"Lu-DOTA’-Tyr’-Octreotate.

5.7.3 Dose Modifying Toxicity

In the '"Lu-DOTA’-Tyr’-Octreotate treatment arm, dose modifying toxicity (DMT), according to
National Cancer Institute Common Terminology Criteria for Adverse Events Version 4.0 (CTCAE), is
defined as a Grade 2 toxicity for blood platelet count, any Grade 3 or 4 haematological toxicity other
than lymphocytopenia, a 40% increase over the baseline in serum creatinine value with a concomitant
decrease of over 40% in creatinine clearance, or any other Grade 3 or 4 toxicity possibly related to
study drug and regardless of its duration. Lymphocytopenia and liver enzyme toxicities (ALAT
(ALT), ASAT (AST) and AP) will not be used to define a DMT.

If a patient experiences a DMT during '"Lu-DOTA’-Tyr’-Octreotate therapy, subsequent treatments
with ""Lu-DOTA’-Tyr’-Octreotate are permissible, provided the DMT resolves within 16 weeks
following the non-tolerated administration.

After resolution of a DMT, a patient may receive subsequent planned treatment(s) at 50% of the
standard treatment dose. If the same DMT recurs after treatment with the reduced dose, the patient
goes off-study. If the DMT event does not reoccur, the next treatment is at full dose.

The scheme for dose modification after toxicity in the '’Lu-DOTA’-Tyr’-Octreotate treatment arm is
schematically presented in Figure 2.

5.7.4 Patient Release and Radioprotection Precautions

Following administration of '"’Lu-DOTA-Tyr’-Octreotate, patients should remain at the clinical site
for an additional 4 to 5 hours in an area with suitable radiation shielding to protect others from
unnecessary exposure (see Appendix 14). At the time of release, patients are given written instructions
(Appendix 15) which outline the precautions the patient must take to minimize radiation exposure to
people around them.
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5.8 Administration of 30 mg Sandostatin® LAR Depot in *’Lu-DOTA’-Tyr3-Octreotate Arm

30 mg Sandostatin® LAR Depot (Octreotide LAR) should be given as an i.m. injection in accordance
with the product prescribing instructions for a single-use kit, containing a 5-ml vial of 10 mg, 20 mg,
or 30 mg strength. See for further details on the administration schedule Section 5.7.2 and Figure 1.

5.9 Administration of 60 mg Sandostatin® LAR Depot in Comparator Arm
5.9.1 Patient Preparation

There are no specific requirements.

5.9.2 Administration Schedule

60 mg Sandostatin® LAR Depot (Octreotide Acetate, Novartis; Octreotide LAR) should be given as
1.m. concurrent injections once every 4 weeks for a period of 72 weeks. Each of these injections
should be administered in accordance with the product prescribing instructions for single-use kits,
containing 5-ml vials of either 10 mg, 20 mg, or 30 mg strength.

5.9.3 Dose Modifying Toxicity

In the treatment arm with Sandostatin® LAR Depot, a dose adjustment scheme will be applied in case
of Grade 3 or 4 toxicity, especially in case of severe abdominal symptoms, and hypoglycaemia. If a
patient experiences a DMT during Sandostatin® LAR Depot treatment, the subsequent treatment dose
will be reduced to the previous well-tolerated dose and then at the next treatment, the dose will be
increased again to 60 mg Sandostatin® LAR Depot.
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Figure 2: Dose Modifying Schemes for *’Lu-DOTA’-Tyr*-Octreotate Treatment Arm.
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6- ASSESSMENTS

Patients will be evaluated for safety and tolerability in accordance with the Visit Schedules for the
"Lu-DOTA -Tyr’-Octreotate arm and the Octreotide LAR arm as indicated in Table 1 and Table 2,
respectively (variations of +£1 week in the visits schedule are allowed).

The assessments listed in Table 6 will be performed centrally. Procedures for centralized evaluations
will be detailed in the Laboratory Manuals provided to each participating site.

Table 6:  Centrally Performed Assessments.
Assessment Material to be Delivered Time- Sectio
point n
Proven midgut carcinoid tumour Specimen of primary tumour or liver Screening | 6.1.1.1
diagnosis. metastases
Centralized diagnosis confirmation
is requested before randomization.
Immunohistochemical staining for Specimen of primary tumour or liver Screening | 6.1.1.2
CgA, synaptophysine and Ki67. metastases
Centralized confirmation of Ki67
index < 20% is requested before
randomization. The central
laboratory will also evaluate CgA
and synaptophysine.
OctreoScan” tumour uptake in (Existing) OctreoScans Screening | 6.1.4
documented lesions.
Centralized confirmation of tumour | The OctreoScans® obtained within 24
uptake at least as high as normal | weeks of enrolment will be accepted for
liver uptake observed on planar | inclusion only if the patient has not
imaging (Appendices 5 and 6) is | received other treatments for the
requested before randomization. indication in that time frame.
Progression of disease according to | (Existing) CT/MRI scans Screening | 6.1.5
RECIST Criteria. The oldest CT/MRI scan must not be
Centralized confirmation of tumour | older than 3 years and the most recent
progression according to RECIST is | scan must not be older than 4 weeks
requested before randomization. from the projected randomization date.
The CT scan/MRI scan that is to be
compared to the baseline CT scan/MRI
scan, should be one that was performed
while the patient was on a fixed dose of
Sandostatin LAR.
Objective tumour response according | CT/MRI scans Every 12 | 6.3.1
to RECIST Criteria. weeks
Tumour response according to
RECIST is re-evaluated centrally
during the study.
Serum CgA. Blood sample Every 12 | 6.5.2.2
weeks
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Minimum Assessments

EOS

Screening

Baseline

Visit 1

Visit 2

Visit 3

Visit 4

Visit 5

Visit 6

Visit 7

Week

-3

12

24

36

48

60

72

76

Procedure

Informed Consent

X

OctreoScan®

< 24 wks

Histology and Ki67

CT/MRI

< 4 wks

Demographic Data

Relevant Medical History

Prior Carcinoid Tumour
Therapy

Randomization (Eligibility)

Octreotide LAR 30 mg

XXX

XXX

XXX

XXX

Diary Delivery (symptoms and
rescue medication)

Relevant Medical History

Cancer Related Symptoms

x

Diagnosis and Extent of
Cancer

Cardiac Ejection Fraction

ECG

Physical Exam

x

Karnofsky Performance

Quality of Life

Haemotology

X

Blood Chemistry

X

Urinalysis

X

Prior/Concomitant Rescue
Therapy (report in diary)

<12 wks

Adverse Events

X X XXX X|X]|X|X|X

X| X | X|X[X

Disease Assessment RECIST
(CT/MRI)

<12 wks

Survival Data

X| X [ X]| X | X|X|[X|[X|[X]|X

X| X | X X | X|X[X[X[X]X

X| X [ X X | X|X|[X[X[X]|X

X X | X X | X|X[X[X[X]|X

X| X | X]| X | X|X|[X|[X|[X]|X

X| X | X]| X | X|X|[X|[X|[X]|X
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Table 7: Y7 u-DOTAC-Tyr-Octreotate Treatment Arm — 12-Week Efficacay and Safety Assessments Visit Schedule

Evergreen Ex. 1012
52 of 676



51
Protocol N° AAA-1II-01/FINAL version 1.0, November 14" 2011

All enrolled patients in either arm have assessments conducted at 12-week intervals from the start of
treatment up to 76 weeks (EOS, unless early termination). The 12-week interval assessments are
incorporated in the treatment / assessment schedules shown in Figures 1 and 2. The specific 12-week
interval assessments for the '""Lu-DOTA -Tyr’-Octreotate treatments are independly shown in Table
7, without the treatment specific assessments that are performed 2 week before and 4 weeks after
treatment.

6.1 Demographics and Baseline Characteristics

Each patient’s date of birth, sex, race, weight, height and relevant baseline characteristics will be
recorded in the e-CRF.

6.1.1 Diagnosis and Extent of Cancer

A patient’s history relating to his/her disease, including primary diagnosis, date of diagnosis, as well
as disease status at study entry, will be collected. This includes the date of first diagnosis of midgut
carcinoid tumour and the date of the first presence of metastases with specification of the metastatic
site(s). For the determination of the stage of disease, TNM criteria will be used (Rindi G et al, 2007,
Appendix 18).

6.1.1.1 Histology

All patients are required to have central histological confirmation of midgut carcinoid tumours in
accordance with WHO classification and ENETS grading and staging guidelines (Rindi G et al.,
2011), based on surgery/biopsy specimens of the primary tumour or liver metastases and assessed by
immunohistochemical staining for CgA, synaptofysine and Ki67 (for the latter see Section 6.1.1.2). It
would be preferable that samples were fixated in formalin and embedded in paraffin within two days
of resection. If this fixation procedure has been undertaken, immuno-reaction will remain in the
paraffin blocks at an adequate level for analysis.

It is not required to repeat the biopsy at study entry if a previous tumour sample is available for
central review (samples embedded in paraffin, should be stable for up to 30 years, provided that the
samples have been fixated appropriately in formalin prior to paraffin embedding).

For operating details and quality certificates see the Laboratory Assessment Manual.

6.1.1.2 Ki67

All patients are required to have central assessment of the Ki67 proliferation index based on
surgery/biopsy specimens of the primary tumour or liver metastases and assessed by the microscopy
and immunohistochemical staining.

Ki67 must be <20% for a patient to be eligible.
For operating details see the Laboratory Assessment Manual.
6.1.2 Cancer Related Symptoms

Each patient will be provided with a diary to record symptoms experienced and rescue medication
(short-acting Octreotide s.c. injections) taken during the study.

6.1.3 Prior Antineoplastic Medications / Radiotherapy / Surgery

Information pertaining to any chemotherapy, hormonal therapy, immunotherapy, radiation, or surgery
the patient has previously received will be documented.
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6.1.4 OctreoScan® Tumour Uptake in Documented Lesions and Tumour Uptake Score

All patients are required to have OctreoScan” scintigraphy performed within 24 weeks prior to
enrolment in the study, according to ENETS Consensus Guidelines (Kwekkeboom DJ et al., 2009)
(Appendix 6).

Individual tumour uptake and extent (as per Appendix 5) will be determined on existing scans and/or
scans that are retrieved from the investigational site through central, IRC (Independent Review
Committee) assessment; confirmation of OctreoScan® tumour uptake in documented lesions and the
OctreoScan® tumour uptake score will be documented.

OctreoScan® images obtained within 24 weeks of enrolment will be accepted for inclusion only if the
patient has not received other treatments for the indication in that time frame.

Operating details and quality certificates are specified in the OctreoScan” Assessment Manual.
6.1.5 Progressive Disease According to RECIST Criteria

All patients are required to have progressive disease at the time of inclusion according to RECIST
Criteria, Version 1.1 (Eisenhauer EA et al., 2009; Appendix 2) confirmed by central laboratory. The
oldest CT/MRI scan used to determine disease progression must not be older than 3 years and the
most recent scan must not be older than 4 weeks from the projected randomization date. The CT
scan/MRI scan that is to be compared to the baseline CT scan/MRI scan, should be one that was
performed while the patient was on a fixed dose of Sandostatin LAR.

For CT imaging at entry, a triphasic and contrast enhanced study should be performed with a slice
distance of 5 mm or less, and continuous slices (Appendix 9).

Progressive disease assessment will be based on existing CT/MRI scans and/or scans that are
retrieved from the investigational site. Central, blinded, real-time IRC (Independent Review
Committee) assessment will be employed for an independent re-evaluation of progressive disease.
Information will be collected pertaining to measurable, evaluable, or non-evaluable disease at
baseline.

Patients with progressive disease will be accepted for inclusion only if the patient has been on a fixed
dose of 20 mg or 30 mg Octreotide at 3-4 weeks intervals for 12 weeks prior to enrolment in the
study.

Operating details and quality certificates are specified in the CT/MRI Assessment Manual.

6.2 Prior/Concomitant Medications

All medications taken at the time of start of screening through the End of Study are to be recorded.
This includes prescription and over-the-counter medications taken during this time frame.

6.3 Efficacy Assessment
6.3.1 Progression Free Survival

The primary efficacy endpoint is PFS as measured by objective tumour response, which is determined
by RECIST Ceriteria, Version 1.1 (Eisenhauer EA et al., 2009; Appendix 2).

Triphasic CT imaging is the preferred modality over MRI for determining objective tumour response
(Appendix 10).
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The tumour diameters of indicator lesions used for response assessment should be measured in the
closest position to that used for the baseline CT or MRI assessment (it is recommended that for each
patient identical acquisition and reconstruction protocols be used at all time-points).

Central, blinded, real-time IRC (Independent Review Committee) assessment will be employed for
determining progressive disease. Changes from start of treatment will be assessed every 12+1 week
after the first treatment date until the End of Study, unless the patient progresses or dies.

Additional PFS data will be collected up to 3 years after the End of Study based on local assessments.
Operating details and quality certificates are specified in the CT/MRI Assessment Manual.
6.3.2 Objective Response Rate

Objective Response Rate (ORR) will be calculated as the proportion of patients with tumour size
reduction of a predefined amount (the sum of partial responses (PR) plus complete responses (CR))
and for a minimum time period. Response duration will be calculated from the time of initial response
until documented tumour progression.

6.3.3 Overall Survival

Overall Survival (OS) will be calculated from start of study treatment until the day of death due to any
cause; OS will not be censored if a patient receives other anti-tumour treatments after study
medication.

Survival data will be collected at the End of Study and up to 3 years after the End of Study.

6.4 Quality of Life

The impact of treatment on health related QoL will be assessed using the EORTC QLQ-G.ILNET21
questionnaire (Appendix 3), which will be filled in by the patient prior to know CT scan/MRI result.
Changes from baseline will be assessed every 12+1 week after the first treatment date until the end of
study, unless the patient progresses or dies. The EORTC QLQ-G.IL.NET21 questionnaire is a module
for carcinoid/neuroendocrine tumours. This module comprises questions assessing disease symptoms,
side effects of treatment, body image, disease related worries, social functioning, communication and
sexuality.

Outcomes for both study arms will be collected and evaluated in relation to objective tumour
response, KPS, and other parameters of clinical relevance.

Forms in Country-specific languages will be provided by the Sponsor.

6.5 Safety and Tolerability
6.5.1 Adverse Events

All adverse events (AEs), whether or not spontaneously reported by the patient, will be recorded
starting from the signing of the ICF until the last study-related visit. Definitions and reporting
procedures are outlined in Section 8.

6.5.2 Laboratory Assessments

The laboratory assessments require that blood samples for haematology and blood chemistry, and a
urine sample for urinalysis are taken, as listed in Table 8. Laboratory assessments will be performed
at the investigational site, except for the evaluation of serum CgA.
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At Screening: all patients will have screening laboratory assessments including haematology, blood
chemistry and urinalysis (see Table 8): this assessment can be combined with baseline evaluation if
sampling is within 3 weeks (preferably 2 weeks in the '""Lu-DOTA’-Tyr’-Octreotate arm) before the
first treatment date.

During the Study:

e In the""Lu-DOTA -Tyr’-Octreotate arm: within 2 weeks before and 4 weeks after each '""Lu-
DOTA"-Tyr’-Octreotate treatment. Blood tests performed 4 weeks after any treatment cannot
serve as baseline values for the next treatment. A wash out period is required between
treatments. Patients are not eligible for their next treatment until a minimum of 7 weeks has
passed since the last administration of study drug (maximum 16 weeks). Throughout the
study, laboratory assessments will be performed every 12+1 weeks (see Visit Schedule in
Table 1).

e In the 60 mg Sandostatin® LAR Depot arm: throughout the study laboratory assessments will
be performed every 12+1 weeks (see Visit Schedule in Table 2).

In the event of a significant laboratory abnormality, or if clinical or laboratory evidence of toxicity
occurs, the Investigator will collect additional specimens for repeat or additional analyses, at intervals
appropriate to the abnormality. The patient will be closely followed until sufficient information is
obtained to determine the cause or the value redresses. Appropriate remedial measures should be
taken and the response recorded.

All safety laboratory results must be evaluated by the Investigator before administration of study
medication.

Any clinically relevant change from baseline onwards, will be recorded on the Adverse Event page of
the e-CRF.

Table 8:  Laboratory Assessments.

Haematology Blood Chemistry Urinalysis®
e WBC with differential' e BUN e RBC/hpf
e Platelets’' e  Serum creatinine’ e  WBC/hpf
e Hb' e Creatinine Clearance e Casts/lpf
e MCV e Uric acid e Protein by dipstick
e Albumin test
e Total bilirubin’ e 5-HIAA
e AP e Pregnancy test
e AST/ASAT e (if applicable)
e ALT/ALAT
e  Gamma-GT
e Sodium
e Potassium
e LDH
o (CgA (centralized
assessment)
e GlycoHb
o fT4

"Patients must meet the criteria for Hb, WBC, and platelets, as defined in the inclusion criteria, at baseline and
before each subsequent treatment. If the patient cannot be retreated due to haematological abnormalities, the
evaluation must be repeated at least once weekly until re-treatment.
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*Patients must meet the criteria for serum creatinine and total bilirubin as defined in the inclusion criteria at
baseline and before every re-treatment. As entry criterion, patients must have a serum creatinine level <150
pmol/L (1.7 mg/dL), or a measured creatinine clearance of >50 mL/min (through two 24-h urine collections).
During the course of the study, the creatinine clearance will be calculated every 12+1 weeks according to the
Cockcroft-Gault formula. If in the '”Lu-DOTA’-Tyr’-Octreotate arm a 40% increase over the baseline serum
creatinine value occurs during the course of treatment, with a concomitant decrease of over 40% in creatinine
clearance as calculated from serum creatinine concentrations according to Cockcroft-Gault formula, patients
must also have a measured creatinine clearance (or GFR) performed. Measured creatinine clearance should be
through two 24-h urine collections. Total urinary protein should also be measured in these collections. If the
measured urinary creatinine clearance is <40% treatment can continue.

3Total urinary protein and other urinary measurements should be repeated by dip-stick test at follow-up visits
every 12+1 weeks.

The Cockcroft-Gault formula allows this estimation based on the occurrence of creatininemia, and correlating
patient muscular mass (and so the consequent creatinine production) to weight, sex and age:

Est. Creatinine Clearance = [[140 - age(yr)] *weight (kg)]/[72*serum Cr(mg/dL)]
(multiply by 0.85 for women)

or

Est. Creatinine Clearance = [[140-age(yr)] *weight (kg)]/[48816* serum Cr(mmol/L)]
(multiply by 0.85 for women)

During the Long-term Follow-up: In both study arms laboratory assessments will be performed every
6 months for 3 years after the End of Study. The Safety Assessment Schedule for the 3 year follow-up
visits is shown in Table 9.

Table 9: Long-Term Follow-Up Visits Safety Assessments Schedule
Assessments
Months EOS 6 12 18 24 30 36
Procedure

Haematology X X X X X X X
Blood Chemistry X X X X X X X
Urinalysis X X X X X X X
Adverse Events X X X X X X X
géscze;s;isss;slser;ent RECIST (CT/MRI) X X X X X X
Survival Data X X X X X X X

6.5.3 Pregnancy Test

Women and men should not procreate until six months after the end of their last treatment with '""Lu-
DOTA’-Tyr’-Octreotate. Due to the CT scans foreseen during the study (every 12+1 weeks), woman
should not procreate until the End of Study.

A pregnancy test must be performed at baseline and within 7 days prior to each '"Lu-DOTA’-Tyr’-
Octreotate treatment for every female patient of childbearing potential (Section 8.9 and Appendix 7).
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6.5.4 Cardiac Ejection Fraction

Patients with uncontrolled congestive heart failure (NYHA II, III, IV) aren't eligible according to
exclusion criterium Ne-11. Patients with history of congestive heart failure who don't violate the above
exclusion criteria will undergo an evaluation of their cardiac ejection fraction prior to baseline,
preferably via gated equilibrium radionuclide ventriculography. The results from an earlier study (not
exceeding 30 days) may substitute the evaluation at the discretion of the Investigator, if no clinical
worsening is noted. It is recommended that the patient’s measured cardiac ejection fraction is > 40%
before randomization.

6.5.5 ECG

ECGs will be recorded at baseline, immediately after each '""Lu-DOTA’-Tyr’-Octreotate treatment
procedure (following the completion of amino acid infusion) and at the End of Study to measure the
different ECG intervals (RR, PR, QRS, and a more extended QT evaluation according to ICH E14,
and heart rate (HR)). ECGs will be taken also in the 60 mg Sandostatin® LAR Depot arm at same time
points, according to Table 2 schedule.

A single ECG will be taken supine, after 5 minutes rest, and not immediately after a meal. The
parameters will be measured as a mean value of minimally 3 beats.

The Investigator/local cardiologist will note in the source documents (and in the e-CRF) whether the
ECG is normal or abnormal, as well as the clinical relevance of abnormal ECGs results and the
different EGC intervals measurements. Relevant abnormalities at baseline will be recorded in the
Medical history page, while changes during the study will be recorded on the Adverse Event page of
the e-CRF.

6.5.6 Physical Examination and Vital Signs

Physical examinations will be performed by the Investigator, or qualified designee. All body systems
will be examined and any relevant findings will be documented in the source documents and CRF.
Physical examinations should include heart rate, blood pressure and weight measurement (height will
only be measured at baseline). Blood pressure and pulse rate will be performed after the patient rests
for 5 minute. For each patient, all blood pressure recordings shall be made using the same type of
instrument (i.e., manual BP recording vs. automatic digital vital signs monitor) on the same arm.

Significant findings that are present prior to baseline will be recorded in the Medical history page,
while changes during the study will be recorded on the Adverse Event page of the e-CRF.

6.5.7 Karnofsky Performance Score

KPS forms must be completed by a medical professional at each treatment and follow-up visit, and
before any current clinical information is given to the patient (Appendix 13).

6.5.8 Study Visits and Assessments

Eligibility visit

Prior to any study activities, patient will be asked to read and sign an ICF that has been approved by
an Independent Ethics Committee/Institutional Review Board (IEC/IRB) and which complies with

regulatory requirements. Once the ICF has been signed the patient enters the eligibility screening
period.

The following patient data will be assessed for both treatment arms:
- Confirm that the patient has signed ICF and obtain patient demographic data

- Determine body weight (for calculation of creatinine clearance)
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Provide OctreoScan® image for central evaluation (positive OctreoScan® image should have been
documented within 24 weeks prior to enrolment in the study)

Provide histological sample of the primary tumour or liver metastases for central confirmation of
diagnosis (Histology and Ki67)

Report cancer lesions and TNM staging (local assessment), and submit CT/MRI documentation
for a central confirmation of progressive disease and evaluation of extent of disease (for the
purpose of determining disease progression the oldest CT/MRI should not be older than 3 years
and the most recent scan must not be older than 4 weeks from the projected randomization date).
The CT scan/MRI scan that is to be compared to the baseline CT scan/MRI scan, should be one
that was performed while the patient was on a fixed dose of Sandostatin LAR.

Document prior therapy for carcinoid tumour

Assess Karnofsky performance score

Deliver patient diary to record cancer-related symptoms experienced from eligibility to week 1
Perform laboratory tests (local assessment):

0 haematology: WBC with differential count, PLTs, Hb, Mean Corpuscolar Volume (MCV)

O biochemistry: blood urea nitrogen (BUN), serum creatinine and creatinine clearance
calculated by Cockroft-Gault formula, uric acid, albumin, total bilirubin, Alkaline
Phosphatase (AP), Aspartate Aminotransferase (AST/ASAT), Alanine Aminotransferase
(ALT/ALAT), gamma-Glutamyl Transferase (y-GT), sodium, potassium, Lactic
Dehydrogenase (LDH), glycosylated haemoglobin (glycoHb), free Thyroxine (fT4)

0 urinalysis: RBC/hpf, WBC/hpf, casts/Ipf, protein by dipstick test, 5-hydroxy-indoleacetic acid
(5-HIAA)

Baseline visit

The baseline visit should occur about 3 weeks before the first study treatment to confirm patient
eligibility (based on all inclusion and exclusion criteria, including those evaluated centrally). Baseline
checks will enable randomization and the release of '""Lu-DOTA’-Tyr’-Octreotate for the study
subjects in this arm.

The following patient data will assessed for both treatment arms:

Document relevant past medical history, and current medical conditions not related to the
diagnosis of carcinoid tumour

Document other therapies for concomitant diseases
Assess ejection fraction in subjects with history of congestive heart failure
Perform ECG

Perform physical examination, record signs and symptoms currently present, and record vital
signs (systolic, diastolic blood pressure; pulse rate), body weight, height

Assess Karnofsky performance score

Administer Quality of Life questionnaires (EORTC GI-NET21; EORTC C30)
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- Perform laboratory tests (local assessment. NB: screening and baseline lab evaluations can be
combined if sampling is within 3 weeks before the first treatment date):

0 haematology: WBC with differential count, platelets, haemoglobin, MCV

0 Dbiochemistry: BUN, serum creatinine and creatinine clearance calculated by Cockroft-Gault
formula or measured through two 24-h urine collections, uric acid, albumin, total bilirubin,
AP, AST/ASAT, ALT/ALAT, y-GT, LDH, glycoHb, fT4, sodium, potassium

0 urinalysis: RBC/hpf, WBC/hpf, casts/lIpf, protein by dipstick test, S-HIAA
O urinary pregnancy test (women of childbearing potential),

- Collect sample for central evaluation of CgA

171 u-DOTAL-Tyr3-Octreotate arm

Visits during treatment / exams to be performed during the treatment period, per treatment arm.

Safety assessments will be performed 2 weeks before and 4 weeks after each '""Lu-DOTA -Tyr’-
Octreotate treatment (see section 6.5.2).

The ""Lu-DOTA’-Tyr*-Octreotate treatment / assessment schedule shown in Table 1 is idealized in
the sense that all '""Lu-DOTA -Tyr’-Octreotate treatments occur at defined 8-week interval. In the
event that the intervals are less than or greater then the defined 8-week interval, the investigator will
need to ensure that the correct safety assessments before and after each treatment have been
conducted (safety assessments must be performed 2 weeks before and 4 weeks after each '"'Lu-
DOTA'-Tyr’-Octreotate treatment, see section 6.5.2 for further details).

Importantly, if the scheduled 12-week assessment were to overlap with one of the '""Lu-DOTA’-Tyr -
Octreotate treatment visits, then the 12-week assessment can not be performed at that time. However,
it is critical that the 12-week assessment be conduct within the +1-week window shown in Table 7.
The 12-week assessment visit should be combined with the assessment visit that occurs two week
before or four weeks after treatment if the 12-week safety and efficacy assessment would be within +
1 week of its scheduled time, or the treatment schedule may be adjust =1-week. See Table 7 and
Table 10 for the listing of assessments that are required for pre- and post treatment, and at the 12-
week intervals for safety and efficacy assessments.
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Table 10: u-DOTA’-Tyr3-Octreotate Treatment Arm — Safety Assessment and Treatment Visit Schedule

Treatment 1 Visits Treatment 2 Visits Treatment 3 Visits Treatment 4 Visits
Baseline . i . . . . . . i . .
Visit Visit T1B | Visit TIC | Visit T2A | Visit T2B | Visit T2C | Visit T3A | Visit T3B | Visit T3C | Visit T4A | Visit T4B | Visit T4C
Week -3 0 4 6 8 12 14 16 20 22 24 28
Procedure

7 u-DOTA’-Ty>-Octreotate Treatment X X X X
ECG X X X X X
Physical Exam X X X X
Karnofsky Performance X X
Quality of Life X
Haematology X X X X X X X
Blood Chemistry X X X X X X X X
Urinalysis X X X X X X X X
Pregnancy Test X X X X
Concomitant Rescue Therapy X X X X X
Adverse Events X X X X X X X X
Creatinine Clearance X
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At all visits (in addition to exams at specific visits):

At all visits (in addition to exams at specific visits):

Document concomitant therapy
Document adverse events

Deliver patient diary for the collection of cancer-related symptoms and rescue medication (except
at weeks 7, 15, 23)

Document cancer-related symptoms (last 4 weeks) and rescue medication through data reported
in the patient’s diary (except at weeks 7, 15, 23)

Report survival information

Week 0—-8-16

Treatment with '""Lu-DOTA -Tyr’-Octreotate + 30 mg Octreotide LAR Depot
ECG (at the end of the '""Lu-DOTA -Tyr’-Octreotate infusion)

Week 4 — 20 - 28

(only week 28) Treatment with 30 mg Octreotide LAR Depot

Determine body weight (for calculation of creatinine clearance)

Perform laboratory tests (local assessment):

0 haematology: WBC with differential count, platelets, haemoglobin, MCV

0 biochemistry: BUN, serum creatinine and creatinine clearance calculated by Cockroft-Gault
formula (creatinine clearance measured through two 24-h urine collections if a 40% increase
over the baseline serum creatinine value occurs during the course of treatment, with a
concomitant decrease of over 40% in creatinine clearance as calculated from serum creatinine
concentrations according to Cockcroft-Gault formula), uric acid, albumin, total bilirubin, AP,
AST/ASAT, ALT/ALAT, y-GT, sodium, potassium, LDH, glycoHb, {T4

0 urinalysis: RBC/hpf, WBC/hpf, casts/Ipf, protein by dipstick test, 5-HIAA

Week 6 — 14 —22

Perform physical examination and record vital signs (systolic, diastolic blood pressure; pulse rate),
body weight

Determine Karnofsky performance score
Perform laboratory tests (local assessment; within 2 weeks of the treatment date):
0 haematology: WBC with differential count, platelets, haemoglobin, MCV

0 biochemistry: BUN, serum creatinine and creatinine clearance calculated by Cockroft-Gault
formula (creatinine clearance measured through two 24-h urine collections if a 40% increase
over the baseline serum creatinine value occurs during the course of treatment, with a
concomitant decrease of over 40% in creatinine clearance as calculated from serum creatinine
concentrations according to Cockcroft-Gault formula), uric acid, albumin, total bilirubin, AP,
AST/ASAT, ALT/ALAT, y-GT, sodium, potassium, LDH, glycoHb, {T4
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0 urinalysis: RBC/hpf, WBC/hpf, casts/Ipf, protein by dipstick test, 5-HIAA
O urinary pregnancy test: only in women of childbearing potential
0 collect sample for central evaluation of CgA (only week 23)

Week 12 -36—-48 —60—72

- (except week 12) Treatment with 30 mg Octreotide LAR Depot

- Perform physical examination, record signs and symptoms currently present, and record vital
signs (systolic, diastolic blood pressure; pulse rate) and body weight

- Determine Karnofsky performance score
- Administer Quality of Life questionnaires (EORTC GI-NET21; EORTC C30)
- Perform laboratory tests (local assessment):

0 haematology: WBC with differential count, platelets, haemoglobin, MCV

0 biochemistry: BUN, serum creatinine and creatinine clearance calculated by Cockroft-Gault
formula (creatinine clearance measured through two 24-h urine collections if a 40% increase
over the baseline serum creatinine value occurs during the course of treatment, with a
concomitant decrease of over 40% in creatinine clearance as calculated from serum creatinine
concentrations according to Cockcroft-Gault formula), uric acid, albumin, total bilirubin, AP,
AST/ASAT, ALT/ALAT, y-GT, LDH, glycoHb, fT4, sodium, potassium

0 urinalysis: RBC/hpf, WBC/hpf, casts/Ipf, protein by dipstick test, 5-HIAA
- Collect sample for central evaluation of CgA

- Disease assessment according to RECIST and submission of CT/MRI images for central
evaluation

Week 24

- Treatment with '"’Lu-DOTA-Tyr’-Octreotate + 30 mg Octreotide LAR Depot
- ECG (at the end of the '""Lu-DOTA -Tyr’-Octreotate infusion)

- Administer Quality of Life questionnaires (EORTC GI-NET21; EORTC C30)

- Disease assessment according to RECIST and submission of CT/MRI images for central
evaluation

Week 32 —40 —44 — 52 — 56 — 64 — 68

- Treatment with 30 mg Octreotide LAR Depot
Week 76 (EOS)

- Perform final physical examination, record signs and symptoms currently present, and record vital
signs (systolic, diastolic blood pressure; pulse rate) and body weight

- Perform laboratory tests (local assessment):
0 haematology: WBC with differential count, platelets, haemoglobin, MCV

0 biochemistry: BUN, serum creatinine and creatinine clearance calculated by Cockroft-Gault
formula (creatinine clearance measured through two 24-h urine collections if a 40% increase
over the baseline serum creatinine value occurs during the course of treatment, with a

Evergreen Ex. 1012

63 of 676



62
Protocol N° AAA-1II-01/FINAL version 1.0, November 14" 2011

concomitant decrease of over 40% in creatinine clearance as calculated from serum creatinine
concentrations according to Cockcroft-Gault formula), uric acid, albumin, total bilirubin, AP,
AST/ASAT, ALT/ALAT, y-GT, sodium, potassium, LDH, glycoHb, fT4

0 urinalysis: RBC/hpf, WBC/hpf, casts/Ipf, protein by dipstick test, 5-HIAA

Record cancer-related symptoms and rescue medication (through data reported in the patient’s
diary)
Perform ECG

Follow-up visits (every 6-months for 3 years) after (EOS)

Perform laboratory tests (local assessment):
0 haematology: WBC with differential count, platelets, haemoglobin, MCV

0 biochemistry: BUN, serum creatinine and creatinine clearance calculated by Cockroft-Gault
formula, uric acid, albumin, total bilirubin, AP, AST/ASAT, ALT/ALAT, y-GT, sodium,
potassium, LDH, glycoHb, {T4

0 urinalysis: RBC/hpf, WBC/hpf, casts/Ipf, protein by dipstick test, 5-HIAA
Document serious adverse events suspected to be related to '""Lu-DOTA’-Tyr’-Octreotate
Report survival information

Collect information on tumour progression (local assessment)

The Safety Assessment Schedule for the 3 year follow-up visits is shown in Table 9.

Octreotide LAR arm

At all visits (in addition to exams at specific visits):

Document concomitant therapy

Document adverse events

Report survival information

Deliver patient diary for the collection of cancer-related symptoms and rescue medication

Document cancer-related symptoms (last 4 weeks) and rescue medication through data reported in
the patient’s diary

Treatment with 60 mg Octreotide LAR Depot

Week 0—-8-16

Perform ECG

Week 12 -36-48 —60—72

Perform physical examination, record signs and symptoms currently present, and record vital
signs (systolic, diastolic blood pressure; pulse rate) and body weight

Determine Karnofsky performance score
Administer Quality of Life questionnaires (EORTC GI-NET21; EORTC C30)

Perform laboratory tests (local assessment):
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0 haematology: WBC with differential count, platelets, haemoglobin, MCV

0 biochemistry: BUN, serum creatinine and creatinine clearance calculated by Cockroft-Gault
formula, uric acid, albumin, total bilirubin, AP, AST/ASAT, ALT/ALAT, y-GT, LDH,
glycoHb, T4, sodium, potassium

0 urinalysis: RBC/hpf, WBC/hpf, casts/lIpf, protein by dipstick test, S-HIAA
Collect sample for central evaluation of CgA

Disease assessment according to RECIST and submission of CT/MRI images for central

evaluation

Week 24

Perform ECG

Perform physical examination, record signs and symptoms currently present, and record vital
signs (systolic, diastolic blood pressure; pulse rate) and body weight

Determine Karnofsky performance score
Administer Quality of Life questionnaires (EORTC GI-NET21; EORTC C30)
Perform laboratory tests (local assessment):

0 haematology: WBC with differential count, platelets, haemoglobin, MCV

0 biochemistry: BUN, serum creatinine and creatinine clearance calculated by Cockroft-
Gault formula, uric acid, albumin, total bilirubin, AP, AST/ASAT, ALT/ALAT, vy-GT,
LDH, glycoHb, T4, sodium, potassium

0 urinalysis: RBC/hpf, WBC/hpf, casts/Ipf, protein by dipstick test, 5-HIAA
Collect sample for central evaluation of CgA

Disease assessment according to RECIST and submission of CT/MRI images for central
evaluation

Week 76 (EOS)

Perform physical examination, record signs and symptoms currently present, and record vital
signs (systolic, diastolic blood pressure; pulse rate) and body weight

Perform laboratory tests (local assessment):
0 haematology: WBC with differential count, platelets, haemoglobin, MCV

0 biochemistry: BUN, serum creatinine and creatinine clearance calculated by Cockroft-Gault
formula (creatinine clearance measured through two 24-h urine collections if a 40% increase
over the baseline serum creatinine value occurs during the course of treatment, with a
concomitant decrease of over 40% in creatinine clearance as calculated from serum
creatinine concentrations according to Cockcroft-Gault formula), uric acid, albumin, total
bilirubin, AP, AST/ASAT, ALT/ALAT, y-GT, sodium, potassium, LDH, glycoHb, T4

0 urinalysis: RBC/hpf, WBC/hpf, casts/Ipf, protein by dipstick test, 5S-HIAA

Record cancer-related symptoms and rescue medication (through data reported in the patient’s
diary)
Perform ECG
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Follow-up visits (every 6-months for 3 years)

- Perform laboratory tests (local assessment):
0 haematology: WBC with differential count, platelets, haemoglobin, MCV

0 biochemistry: BUN, serum creatinine and creatinine clearance calculated by Cockroft-
Gault, uric acid, albumin, total bilirubin, AP, AST/ASAT, ALT/ALAT, y-GT, sodium,
potassium, LDH, glycoHb, {T4

0 urinalysis: RBC/hpf, WBC/hpf, casts/Ipf, protein by dipstick test, S-HIAA
- Record survival information

- Record information on tumour progression (local assessment)

The Safety Assessment Schedule for the 3 year follow-up visits is shown in Table 9.

6.6 Dosimetry, Pharmacokinetics and ECG

A Dosimetry, Pharmacokinetics and ECG substudy will be performed in 20 patients at 2-3 selected
Sites performing full body (planar) and 3D SPECT scans on the day of the first 177Lu-DOTAO-Tyr3-
Octreotate administration. Blood and urine samples will be collected at different intervals after the
first '”’Lu-DOTA’-Tyr’-administration. All patients included in the substudy will undergo a 24-hour
continuous ECG recording via a 12-lead Holter machine.

Serial full body planar images will be obtained at 1 h, 4 h (or within 4-6 h), 24 h (or within 16-24 h),
48 h (or within 40-48 h), 72 h (or within 60-72 h) and 168 h (or within 156-168 h). The time point
ranges indicated in brackets are to be considered if the specific timepoint is not feasible.

3D SPECT scans will be performed at 24 h and 48 h in the upper abdomen (comprising kidneys, liver
and spleen) and, if deemed necessary based on the outcome of the planar imaging, also in different
regions.

Blood samples (whole blood) will be collected from each patient just before administration of '""Lu-
DOTA’-Tyr’-Octreotate therapeutic dose from the opposite arm of drug infusion and then at the
following time-points:

two time-points during the infusion (one in the middle of infusion and one just before the end of
infusion), then after the end of infusion: 20 min, 40 min, 1 h, 2 h, 4 h, 8 h, then twice a day on Day 2,
Day 3, Day 4 and Day 8§, e.g. 16 and 24 h (Day 2), 40 and 48 h (Day 3), 64 and 72 h (Day 4), 160 and
168 h (Day 8).

A urine sample will be collected within 24 h prior to '""Lu-DOTA -Tyr’-Octreotate administration,
preferable just prior to the infusion of study drug (0 h sample) to achieve bladder emptying before
study drug administration. Quantitative urine collections will be obtained for the periods 0-1 h
(immediately post start infusion to 1 h post start infusion), 1 h—4 h, 4 h— 16 h, and 16 h — 48 h post
start infusion (Appendix 10). The rate and extent of elimination of '""Lu-DOTA’-Tyr’-Octreotate will
be determined by analyzing the actual and cumulative percent injected dose (radioactivity) in the
sequential, quantitative urine collections.

Radioactivity in blood and urine will be measured at the investigational site, with a COBRA-Packard
auto-gamma counting system (Packard, Meriden, Conn., USA). In addition, a 10 mL aliquot will be
withdrawn from each urine collection sample. Urine samples will be processed and further analyzed
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by HPLC according to validated procedures in order to examine the chemical status of the
radionuclide in urine.

A 24-hour continuous ECG recording via 12-lead Holter machine will be performed on the day of
""Lu-DOTA’-Tyr’-Octreotate infusion. Data recording will start two hours prior to the start of the
amino acid infusion, will continue during the '""Lu-DOTA’-Tyr’-Octreotate and will continue after
completion of the treatment procedure for a total of 24 hours.

Data obtained will be analyzed to determine whether the ECG is normal or abnormal, as well as the
clinical relevance of abnormal ECGs. Relevant abnormalities at baseline will be recorded in the
Medical history page, while changes during the study will be recorded on the Adverse Event page of
the e-CRF.

Data from continuous recording over the 24-hour period will be analyzed to evaluate the effects of the
administration of '"Lu-DOTA’-Tyr’-Octreotate electrocardiographic ~parameters and their
relationship with drug plasma concentrations.

Descriptive statistics (N, mean, median, minimum, maximum, 95% confidence interval for the mean,
etc.) of the observed values as well as for the changes from baseline value will be created. Frequency
tabulations with values within, below or above the normal ranges will be made.

ECG parameters will include heart rate (HR), RR interval, PR interval, QRS width and QT interval.

QT intervals will be corrected for heart rate. ECG results will be evaluated by means of descriptive
statistics (mean, median, 95% confidence interval for mean, etc.) and frequency tabulations.

Graphical presentations might be created to facilitate the interpretation.

6.6.1 Dosimetry of 1”’Lu-DOTA’-Tyr*-Octreotate

An extensive dosimetry analysis will be performed in 20 patients enrolled at selected clinical sites.
The substudy will require planar and 3-D SPECT imaging, and will also include urine collection and
blood sampling.

According to the MIRD scheme, the radiation dose to a target organ is the sum of the self-dose from
this organ and the cross doses from all other target organs. In order to calculate the radiation dose to
the various target organs the amount of radioactivity present in the source organs must be measured.
The radioactivity uptake in each organ is determined at various time points. This uptake defines the
kinetics of the radiopharmaceutical. By integrating the kinetic curve, the number of interactions from
each source organ per injected activity dose is obtained, and this is the so-called residence time.

DATA ACQUISITION
Equipment

1. A gamma-camera with medium energy collimator. Energy window setting at 208 keV
(20%).

2. Well counter with multichannel analyzer or gamma counter to determine '"'Lu activity in
blood and urine samples.

3. A dose calibrator to measure the activity in the reference source and the injected activity.
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Timing of measurements

The uptake of peptides in liver, spleen and kidneys occurs almost immediately. Based on previous
experience (Phase I/II Erasmus study) the proposed measurement points are at approximately 1 h, 4 h
(or within 4-6 h), 24 h (or within 16-24 h), 48 h (or within 40-48 h), 72 h (or within 60-72 h) and 168
h (or within 156-168 h) after administration.

Performing the measurements

1. Conjugate view counting

Quantification of the '""Lu radioactivity will be performed by using 180° opposed planar images
(typically Anterior and Posterior views) in combination with transmission data through the subject
and a system calibration factor (Siegel, 1999).

a. Determine the transmission factor 3 (= e™ ')

For abdominal uptakes the attenuation correction is considerable and should be performed. The
ue/p for the 208 keV window of '""Lu may be determined by counting a point source during e.g.
5 minutes. This measurement must be repeated with several thicknesses of absorbing material
with unit density. (In a narrow beam geometry the average tissue p/p(208 keV) = 0.134 cm’/g
[2]). The patient thickness ( t ) at the Region Of Interest (ROI) in the abdomen is determined on a
CT scan or measured with a ruler.

b. Determine the system calibration factor C

The calibration factor C (count rate per MBq '"’Lu) is measured by counting a known activity
reference standard (usually 37-74 MBq '""Lu, or 0.5-1% of the injected activity; measured in the
dose calibrator). Count this standard in air for 3 minutes.

¢. Acquire anterior and posterior planar views

Patient measurements are performed with a medium energy collimator and the 208 keV peak is
used. The posterior and anterior views can be made as static planar images for a fixed time.

d. Determine the anterior IA and posterior IP count rates

Regions of interest (ROI) are drawn around the liver, kidneys and spleen both in the anterior and
posterior views. Subtraction of the background can be performed by drawing a background ROI
adjacent to the source ROI. Normalize the background count rate IADJ to the same area in the
source ROIs IA and IP. The background correction factor F is determined by:
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1 t; . .
F El—ﬂ(l——’j , with t; the source thickness. When ROI shows large overlap by other
t

IA
source organs, like e.g. in the right kidney ROI with overlapping liver, ROIs should be drawn
over both the non-overlapped regions of each organ to estimate the background.

e. Determine the absolute activity A

The absolute activity in each source region is calculated by the following equation:
A=F Lilp x S The source region attenuation factor f can usually be approximated by
3 C
wt; /2
sinh(z;t,/2)

for example the calculation for the liver is very time consuming and the fact that for some
patients a CT may not be available, a hollow liver phantom filled with the same activity as in the
reference standard '"’Lu in a container filled with water can be used to calculate f. For the
kidneys infusion bottles of 150 cc were used.

unity for smaller organs. For larger source thickness t;, f is defined by: f =

In alternative to the calibration based method described above, another method based on relative
calibration is proposed for the quantification of the '"’Lu radioactivity (Cremonesi, 2007). The
conjugate-view technique will be applied to anterior and posterior images after background,
scatter, attenuation, and physical decay corrections. Counts in whole-body images will be
normalized at the first image, scanning the patient with 100% of the injected activity (Cremonesi
2006) subtracted by the percent of injected activity eliminated in the urine before the first image
acquisition.

2. Blood and urine sample counting (see Appendix 10 and 11)

a. Urine sample counting

The majority of the infused '"’Lu-DOTA-Tyr’-Octreotate is excreted via the kidneys into the
urine. Urine will be collected at the following time intervals:

0-1h, 1-4 h, 4-16 h, 16-48 h post 177Lu—DOTAO—Tyr3—Octreotate administration.

Samples of the urine collected are counted in the well- or gamma counter and compared to the
count rate from a reference of the injected dose. The total radioactivity excreted at each time
point as percentage of the injected dose can be calculated and used for determination of the total
body distribution of '"’Lu-DOTA’-Tyr’-Octreotate, as well as urinary bladder residence time.

b. Blood sample counting

Blood samples will be taken just before administration of the therapeutic dose and at the
following time-points: 2 time-points during the infusion (one in the middle of infusion and one
just before the end of infusion), then after the end of infusion: 20 min, 40 min, 1 h, 2 h, 4 h, 8 h,
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then twice a day on Day 2, Day 3, Day 4 and Day 8§, e.g. 16 and 24 h (Day 2), 40 and 48 h (Day
3), 64 and 72 h (Day 4), 160 and 168 h (Day 8).

The blood samples will be counted in the well- or gamma counter and compared to the count rate
from a representative percentage of the injected activity inside the same counter.

3. Data analysis and radiation dosimetry calculations

The number of decays (NDs) per unit injected activity —mathematically equivalent to the quantity of
residence time (Stabin MG et al., 2005)—will be calculated from multiexponential fits to the time—
activity curves for spleen, kidneys, liver, testes, and remainder of body.

The time—activity curve for blood will be evaluated with rescaling for the individual blood mass based
on patient sex, weight, and height. The ND in the red marrow (NDgy) will be derived from the blood-
based method (Cremonesi M et al., 2006, Forrer F et al., 2009): NDgy = NDpjood * Mry /Mpjood » Where
Mpy and myeeq are the individual red marrow and blood masses, and NDy,,.q is the ND in the blood.
The red marrow mass will be derived assuming a fixed ratio of red marrow to blood mass (male,
1120/5000; female, 1300/3500). The total absorbed dose to red marrow will be extrapolated from the
blood curve. Absorbed doses to target organs will be calculated by entering the ND values for all the
source organs in the OLINDA/EXM software and adjusting the doses reported by the software for
individual weight and organ masses for kidneys, liver, spleen (determined from CT), and red marrow.

Whenever possible and for comparison purposes only, the patient specific red marrow mass will be
also derived based the individual volume of the lumbar vertebrae L2, L3, L4 (V1,.14) estimated from
CT images Ferrer L et al., 2010), according to the equation: mry = 6.7% Viop14.

The dose to the red marrow will be then rescaled with the red marrow mass determined from the L2-
L4 methods and compared with the previous one derived by proportionality with the blood volume.

Some more details on pharmacokinetic and radiation dosimetry calculations are given below.
a. Pharmacokinetic profile

1. Determine the time-activity curves in the source organs by either numerical fitting of
exponential curves to the data or by compartmental modeling to all organ uptake, blood and
excretion data. A general code for numerical and compartmental modeling is the SAAM 11
software (http://www.saam.com) (Cobelli C et al., 1998).

2. Integrate the time-activity curve in each source region to determine the cumulated activity A
[in MBq.h]. For a typical result of step 1: a bi-esponential curve Aggan = Ae™ + Aye™! the
cumulated activity is:

7 Al A2

Aorgan = + , with 2, the physical decay constant of '"’Lu.
A+ ﬂ,p Ay + ﬂ,p
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3. The quotient of A and the injected activity IA yields the residence time t = A/IA [in h].

a. The bi-exponential clearance pattern is assumed to apply.

b. If step 1 was not successful, numerical integration by the trapezoid method can be
used. Linear extrapolation to t = 0 can be performed by assuming A(0) = A(4).

4. Determine the fraction of administered activity that is excreted by the urinal pathway.
Perform a numerical fit of a bi-exponential curve with a curve-fitting program like SAAM 11
to the urinary data to determine the fractions and elimination rates in the subsequent clearance
stages.

Ayye (1) = Ay — Aje™" — A,

Urine

The cumulated activity in the total body Arp and residence time trp is derived from the urine
excretion curve by:

A= AO_AI_A2+ 4, " 4, ,Z.TB:ATB
A A+, At 4, IA

P

The cumulated activity in the total body is needed for the calculation of the cumulated activity
in the remainder of the body (source contribution to the bone marrow dose) and the clearance
stages are needed for the calculation of the bladder residence time. The residence time for the
remainder of the body is calculated by subtraction of the sum of the residence times in all
known source organs from the total body residence time:

Tremainder = z-TB - Z z-i

Source.organ q

b. Radiation dosimetry calculation

Data for '""Lu are available in the OLINDA/EXM (Stabin MG et al., 2005) software package.
Alternatively, the S-factors can be also taken from the Radiation Dose Assessment Resource
(RADAR) site (http://www.doseinfo-radar.com/RADARphan.html). By using these S-factors
and the residence times for the source organs, the radiation dose to all target organs can be
calculated.

4. Result reporting and documentation
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a. Therapy administration and camera settings

1. Record the date, time and activity of '""Lu-DOTA’-Tyr’-Octreotate administered

2.  Express the radioactivity uptake in the organs as a percentage of the activity
administered and in relation to the time after administration

3. Record patient body thickness at each ROI and source to skin distance, when the
conjugate view method fails.

b. Pharmacokinetics

1. Blood curve

1. Indicate date, time, activity and volume of each blood sample

ii. Record the results of the exponential curve fitting to the blood data

2. Urinary clearance pattern

i. Indicate date, time, activity and volume of each urine sample as well as the total
collected urine volume at each time interval

ii. Record the results of the exponential curve fitting to the urine data

iii. Total body residence time derived from urinary excretion curve

3. Radioactivity uptake in organs

1. Indicate date, time and count rate in ROI over organs, background and reference
source

ii. Record the results for the conjugate view quantification as percentage of the injected
activity at each time point

iii. Record the results of the exponential curve fitting to the organ uptake

c¢. Dosimetry results

Prepare dosimetry table output showing the organ doses per injected activity for the reference
phantom.
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7- STATISTICAL METHODS

The statistical analysis of the present study will be performed in accordance with the principles stated
in the Consensus-Guideline E9 (Statistical Principles for Clinical Trials) of the International
Conference on Harmonisation (ICH). The data of the study will be analyzed when the database is
discrepancy free and hard locked.

7.1 Sample Size

Currently, there is only one published clinical trial that provides source data on '""Lu-DOTA -Tyr’-
Octreotate’s effect on a treated patient population with midgut carcinoid tumours. In the Erasmus MC
phase I/II study (“A phase I/II single arm study to evaluate the efficacy of '""Lu-DOTA’-Tyr’-
Octreotate in patients with somatostatin receptor positive tumours”) an objective tumour response rate
of 23% (CR + PR according to SWOG Criteria at 3 to 4 months after the last treatment) was
determined in patients treated with '”"Lu-DOTA -Tyr’-Octreotate. This is based on an analysis in 188
patients with carcinoid tumours (Kwekkeboom DIJ et al., 2008).

Recently a retrospective, independent verification of the Erasmus MC phase I/II study source data and
a statistical analysis of the study results have been conducted by a contract CRO to support the
initiation of the present phase III study. Within this study, an analysis of a subgroup of 51 patients
with midgut carcinoid tumours that had progressive disease within 12 months before entering the
study (notably similar to the population in the present phase III Study), a median PFS of 45 months
with a 95% CI of 22-57 months was observed. However, because this subgroup size is small, the
median PFS has a large confidence interval (95% CI of 22-57 months).

Additionally, when considering the second arm (Octreotide LAR) of the present phase III study, there
are only two sets of relevant data for patients with midgut carcinoid tumours treated with Octreotide
LAR available in literature: the PROMID study (Rinke A et al., 2009), which recently reported a
median PFS of 14 months, and the RADIANT-2 study (Pavel M et al., data presented at the 8th
Annual ENETS Conference, 9-11 March 2011, Lisbon, Portugal) reported a median PFS of 11
months. In the PROMID study, patients with midgut carcinoid tumours were enrolled in a double
blinded randomized two armed trial. Patients in the control arm received a placebo, and patients in the
treatment arm received 30 mg Octreotide LAR (Rinke A et al., 2009). In the RADIANT-2 study,
patients with carcinoid tumours (diverse sites) were randomized for treatment in two comparator arms
(Yao J et al., 2008). In one arm, patients received 30 mg Octreotide LAR alone, and in the other arm
patients received Octreotide LAR plus Everolimus (Afinitor™). For the purpose of calculating sample
size for the present phase III study, the results of the PROMID study were deemed to be the most
applicable. This study was performed using a similar patient group (progressive midgut carcinoid
tumours at enrolment) wherecas the RADIANT-2 study was not restricted to midgut carcinoid
tumours. The PROMID study however, was conducted as a fully double-blinded clinical trial, and it
would be expected that such a study would not be significantly impacted by high patient dropout
rates; rather the likely decision point for a patient to participate in such a study would be before
enrolment — thus low impact on the trial for either dropout or intent to treat issues.

The median PFS of 45 months for the '""Lu-DOTA -Tyr’-Octreotate for the subgroup of 51 patients
with midgut carcinoid tumours that had progressive disease within 12 months before entering the
Erasmus MC phase I/II study is associated with a high degree of uncertainty based on the wide 95%
CI for the median PFS of 22-57 months. Furthermore, as the Erasmus MC phase I/II study has been
conducted by a single center with specially trained investigators of high expertise, it can be assumed
that survival times might be higher than might be observed in an average study site. This has to be
considered in the present multi-national, multi-center study.
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Therefore, the assumption that the median PFS for the '”’Lu-DOTA’-Tyr’-Octreotate arm could be 45
months might be too optimistic with regards to the expected composition of study centers. In order to
account for that, a median PFS of 30 months is chosen (which is obtained by calculating the mean of
the median PFS of 45 months for the '""Lu-DOTA’-Tyr’-Octreotate arm for the subgroup of 51
patients mentioned above and of the median of 14 months for the Octreotide LAR, i.e. (45 months
+14 months)/2 =30 months). This would still constitute a clinical relevant improvement in PFS
compared to the control group (Octreotide LAR).

Based on the above median PFS assumptions, an estimate of 162 patients was determined according
to the following conditions:

e 81 patients per arm

e ""Lu-DOTA’-Tyr’-Octreotate arm: median PFS of 30 months

e Octreotide LAR: median PFS of 14 months (PROMID study)

e Significance level 5% two sided (or 2.5% one-sided), power 90%

e Accrual period: 0 months (patient enrolment occurs over 14 months, but treatment is fixed at
72 weeks).

e Follow-up period: 18 months (corresponding to the length of treatment period)

An accrual period of 0 months results from the fact that the primary variable (PFS) will be
investigated for all patients during the same study period (= follow-up period) of 18 months.

Based on these conditions, a total number of 75 events are expected.

As stated above, there are limitations in the data currently available to confirm the accuracy of the
sample size calculations, based on the primary endpoint assumptions. The present phase III study is
different from the source data studies. With respect to the PROMID and RADIANT-2 studies, both
studies were double-blinded. In the PROMID study the control arm was a true placebo. With respect
to the Erasmus MC phase I/II trial, patients enrolled in the study were assured to receive '"Lu-
DOTAO—Tyr3—Octreotate treatment.

In order to ensure an adequately sized clinical trial it is necessary to have a realistic estimate for
dropout rates. In the PROMID study the dropout rate was predicted to be 10% before the start of the
study. At the interim analysis (Rinke A et al., 2009), 9 patients (21%) out of 42 patients in the
Octreotide LAR treatment arm had withdrawn from the study. Four of the dropouts were because of
withdrawal of consent, and five were because of adverse events. This contrasts with the dropout of
only 3 patients in the placebo arm (2 — withdrawn consent, 1 — switched treatment). Since the patients
were unaware of what treatment they received, one can expect the dropout rate of the Octreotide LAR
arm to be a lower limit for the present phase III study, because there will be additional dropouts due to
patient ‘treatment awareness’. In addition, the treatment arm of the current phase III trial will have a
much longer time span of follow-up and time to progression, meaning that virtually all of the '""Lu-
DOTA-Tyr’-Octreotate treated patients will need to complete at least a full year follow-up, because
very few will have progression during this period. Consequently, dropout rates (and intent to treat
penalties) could also be expected to be high in this arm. For these reasons the study is planned to
account for approximately 20% dropouts.

Therefore, controlling for a drop-out rate of approximately 20%, a total of 200 patients will be
randomized and treated (100 patients in each treatment group).
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The overall event rate in the trial will be monitored to assess the extent to which the trial is achieving
the design assumptions. This could be undertaken by the Trial Management Group, blind to the
treatment under which each event occurs. The determination of this overall event rate could trigger
potential modfications to the trial design during the trial.

7.2 Populations in the Analysis

Before the database is locked and statistical analysis of study is initiated, all problematic cases where
evaluability remains unclear will be scrutinized by a Data Review Committee. The data review
committee will consist of the biostatistician assigned to the study, and the study manager of the CRO
responsible for the execution of the study along with the responsible persons within the Sponsor.
Other persons may be invited.

For analysis of study results, the following patient populations have been defined:

Full Analysis Set (FAS): consists of all patients randomized. Following the intent-to-treat principle,
patients will be analyzed according to the treatment they were assigned to at randomization.

Safety Set (SAF): consists of all randomized patients, who received at least one dose of study drug.
Patients will be analyzed according to treatment received.

Per Protocol Set (PPS): consists of all randomized patients, who had no major protocol violations.
The PPS will be identified prior to database lock. Major protocol deviations refer to deviations that
potentially impact efficacy analysis materially, such as not following important inclusion/exclusion
criteria (e.g. incorrect diagnoses), taking wrong study medication, etc.

The FAS will be used for all analyses of efficacy, demographics and baseline characteristics. The PPS
will be used for the per-protocol analyses of primary objective and key secondary variables. The
safety set will be used for all safety analyses.

7.3 Demographics and Other Patient Characteristics

Demographic and other baseline data (including disease characteristics) will be summarized
descriptively by treatment group for the FAS and the PPS. The summary of demographics will also be
provided for the safety set. Categorical data will be presented as frequencies and percentages. For
continuous data, mean, standard deviation, median, minimum, and maximum will be presented. All
background and demographic data will be listed in detail.

7.4 Previous and Concomitant Medication

Previous and concomitant medications will be coded using World Health Organization (WHO)
dictionary. Type and incidence of previous and concomitant medications will be tabulated (generic
terms).

7.5 Analysis of Efficacy

All inferential statistics will be interpreted at the 5% 2-sided level. The primary objective will be
tested confirmatorily. All other efficacy variables will only be evaluated exploratorily, i.e. all reported
p-values for all other efficacy variables will only be interpreted in an exploratory sense.
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7.5.1 Primary Objective

The primary efficacy variable of this study is Progression Free Survival (PFS). PFS is defined as the
time from start of study treatment to documented progression according to RECIST Ceriteria or death
due to any cause, as evaluated by the Independent Review Committee, within 76 weeks of start of
study treatment. Patients, who drop out due to toxicity and who therefore cannot receive the full
treatment are included as having disease progression. If a patient has no progression and has not died,
the patient will be regarded as censored in the context of a time to event analysis at the date of last
adequate tumour assessment.

The median point estimate and 95% Confidence Interval (CI) for the PFS will be provided using the
Kaplan-Meier method, and the log-rank test will be used to compare the PFS between the two
treatment groups. The primary efficacy analysis will be conducted for the FAS. In addition, the
primary efficacy variable will be analyzed for the PPS.

7.5.2 Secondary Objectives

The secondary efficacy variables are: Objective Response Rate (ORR), Time to Tumour Progression
(TTP) and Overall Survival (OS). These key secondary efficacy variables will be reported using the
FAS and PPS.

ORR is defined in section 6.3.2. For patients who start another anti-cancer therapy (including surgery
for cancer), the ORR will be calculated based on assessments prior to the start of new therapy only.
Response rates and 95% Cls will be calculated for the ORR by treatment group. Frequencies in the
two treatment groups will be compared by Fisher’s exact test.

TTP is defined as the time (number of days) from start of study treatment to objective tumour
progression. It includes patients who drop out due to toxicity, but omits patients who die without
measured progression (censored to last follow-up date or death date).

OS is defined as the time from the date of start of study treatment to the date of death due to any cause
or the date of last contact (censored observation) at the date of data cut-off.

OS and TTP will be similarly analyzed as the primary efficacy variable.

Survival curves will be compared by the log rank test. The null hypothesis will be investigated that
the survival experience in the two groups is the same, i.e., there is no difference between the treatment
groups in the probability of PFS, TTP, and OS at any time point (i.e.: S;=S,), against the two sided
alternative hypothesis that the survival experience in the two treatment groups is different (i.e.:
Sl;tSz).

The comparison of response rates by Fisher’s exact test investigates the null hypothesis that the two
treatment group proportions are equal (i.e.: p1=p,) against the two sided alternative hypothesis that the
two treatment group proportions are not equal (i.e.: p1#p2).

The following correlation analyses will be performed:
o the correlation of toxicity outcomes with body weight and body surface area;

e the correlation of clinical efficacy outcomes (ORR, PFS, OS, TTP) with the levels of the
biomarkers Chromogranin-A (CgA) in the serum and 5-Hydroxyindoleacetic acid (5-HIAA)
in the urine;

e the correlation of clinical efficacy outcomes (ORR, PFS, OS, TTP) with OctreoScan® tumour
uptake score;
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e the correlation of clinical outcome (ORR, PFS, OS, TTP) with serum levels of Alkaline
Phosphatase (AP);

e Outcomes for both treatment groups will be evaluated in relation to objective tumour
response, KPS, and other parameters of clinical relevance.

For this purpose the correlation coefficient according to Pearson and the correlation coefficient
according to Spearman are calculated depending on the respective type of the respective variable.

Statistical analysis will be coordinated by the responsible CRO biostatistician. A detailed SAP giving
more details of the analysis and presentation of the results that are outlined here will be finalized
before the database is locked. Any deviations from the Statistical Analysis Plan will be justified in the
Study Report.

Health related QoL will be assessed using the EORTC QLQ-G.I.LNET21 questionnaire (Appendix 3),
which will be filled in by the patient. Changes from baseline will be assessed every 12+1 week after
the first treatment date until the End of Study, patient’s progression or death. The impact of treatment
on health related QoL will be assessed by comparison of the changes from baseline by means of
Wilcoxon’s rank sum test on an alpha-level of 5%.

7.6 Safety
The statistical analysis of safety data will be mainly descriptive in nature.
7.6.1 Adverse Events

All original AEs terms will be coded using the Medical Dictionary for Regulatory Activities
(MedDRA). System organ classes and preferred terms will be used in the analyses.

Type and incidence of AEs, as well as severity and relatedness to the study medication will be
recorded and notified appropriately. Special attention will be given to those patients who prematurely
discontinue the study or the study medication due to an AE, or who experience a severe AE or an
SAE. The investigator and the monitor will ensure that information on serious adverse events
immediately notified with a SAE form are consistent with information on the same event contained in
the e-CRF and in the source documents.

The number and percentage of patients with at least one AE will be determined, overall and separately
for both treatment groups. The rate of patients with at least one AE is compared between the two
treatment groups using Fisher’s exact test on an a-level of 5%.

These analyses will be performed additionally for AEs leading to premature discontinuation and for
serious adverse events.

Summary statistics will also be provided according to the intensity and the causality assessment (i.e.
relationship to study medication). Frequencies and percentages will be provided for all categories.
Percentages are based on the number of AE episodes, i.e. the number of AE forms filled in, and not on
the number of symptoms, as one AE might be coded with more than one code.

A summary of adverse events will be given according to the primary system organ class (SOC) and
preferred term (PT). Frequencies and percentages will be given overall and by treatment group in
separate columns for SOC followed by those for PT in alphabetical order. All AE symptoms are taken
into account for calculations.

Based on the preferred term, additionally an overview will be given for the most frequent AEs
according to the intensity and the causality assessment to the study medication. Frequencies of
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symptoms will be presented in descending order and will be determined for each PT together with the
associated frequencies of categories. The number and percentage of patients with an AE of the
respective PT will be given as well.

7.6.2 Laboratory Tests

Descriptive statistics including shift tables will be generated for all laboratory tests performed
(haematology, blood chemistry, and urinalysis), i.e. the actual values and the changes from pre-
treatment by cross-tabulations (with classes for below, within, and above normal range).

Abnormal laboratory test results will be tabulated.

7.6.3 Vital Signs and ECG

The normal ranges for the vital signs are as follows:
e Pulse rate: 40 — 100 bpm
e Systolic blood pressure (SBP): 100 — 150 mmHg
e Diastolic blood pressure (DBP): 45 — 90 mmHg

Descriptive statistics (N, mean, median, minimum, maximum, 95% confidence interval for the mean,
etc.) of the observed values as well as for the changes from baseline value will be created. Frequency
tabulations with values within, below or above the normal ranges will be made.

ECG parameters will include heart rate (HR), RR interval, PR interval, QRS width and QT interval.

QT intervals will be corrected for heart rate. ECG results will also be evaluated by means of
descriptive statistics (mean, median, 95% confidence interval for the mean, etc.) and frequency
tabulations.

Graphical presentations might be created to facilitate the interpretation.
7.6.4 Physical Examination

Physical examination results will be tabulated; abnormalities will be listed.
7.6.5 Karnofsky Performance Score

Descriptive statistics for KPS of the observed values as well as for the changes from baseline will be
created.

7.7 Dosimetry

Descriptive statistics for the dosimetry parameters will be created (for further details please refer to
section 6.6.1).

7.8 Pharmacokinetics

A separate PK analysis plan and a separate report will be created for the PK data.

7.9 Interim Analysis

Not applicable. There are no interim analyses planned for this study.
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7.10 Other Analysis
Study termination reasons will be tabulated.

Protocol deviations will be tabulated.

7.11 Handling of Missing Data, Outliers, Visit Window and Other Information

Details on visit windows, analysis phases and how to deal with missing data will be specified in the
Statistical Analysis Plan.
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8- ADVERSE EVENTS AND OTHER SAFETY ASPECTS

8.1 Definition of Adverse Events

An AE is defined as any untoward medical occurrence in a patient and which does not necessarily
have a causal relationship with the study medication. An AE can therefore be any unfavourable and
unintended sign (including an abnormal laboratory finding), symptom, or disease, temporally
associated with the use of a study medication, whether or not causally related to the study medication.
Symptoms of the underlying diseases are not considered AEs, except a significant change as assessed
by the Investigator.

AEs will be reported from signing the ICF onwards until end of study. If the information of an
untoward medical occurrence is collected before starting the intake of study medication, this
information will be listed as a pre-treatment AE during statistical analysis.

During the 3-year long-term follow-up of the patient, the Investigator must report only SAEs related
to '""Lu-DOTA’-Tyr’-Octreotate to the Sponsor Safety Officer.

8.2 Definition of Serious Adverse Events

An SAE is any untoward medical occurrence that at any dose:
e Results in death;
e [s life-threatening;

Note: “life-threatening” refers to an event in which the patient is at risk of death at the time of
the event; it does not refer to an event which hypothetically might have caused death if it was
more severe;

e Results in persistent or significant disability/incapacity;
e Results in congenital anomaly or birth defect;

e Requires in-patient hospitalisation or leads to prolongation of hospitalisation, with the
exception of elective pre-planned hospitalisations.

Medical and scientific judgment should be exercised in deciding whether expedited reporting is
appropriate in other situations, such as important medical events that may not be immediately life-
threatening or result in death or hospitalisation but may jeopardise the patient or may require
intervention to prevent one of the other outcomes listed in the definition above. These events,
including those that may result in disability, should also usually be considered serious. Examples of
such events are intensive treatment in an emergency room or at home for severe allergic reactions that
do not result in hospitalisation.

If a patient becomes pregnant during treatment, this should be reported as if it were an SAE to the
Sponsor Safety Officer.

The Investigator must report all SAEs by sending a completed SAE Reporting Form to the Safety
Officer designee within 24 h of becoming aware of the event.

8.3 Criteria for Causal Relationship to the Clinical Study Medication

The investigator should indicate the probable cause of the specific SAE in the appropriate section(s)
of the SAE Reporting Form:
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Possible Causes of the Serious Adverse Event

Check off all that apply Specify

Pre-existing / underlying disease

Study treatment

Other treatment

Protocol-related procedure

o O O 0 O

Other (e.g., accident, new / intercurrent iliness)

8.4 Criteria for Defining the Severity of an Adverse Event

National Cancer Institute Common Terminology for Adverse Events (CTCAE), Version 4.0
(Appendix 12) will be used for determining the severity of adverse events.

8.5 Investigator Reporting Requirements

Throughout the study, the study staff will question the patient in a non-directive way as to the
occurrence of AEs. The patient will also be instructed upon signing the ICF to contact the Investigator
to report any study medication or non-study medication-related adverse or unusual event that occurs
during participation to the study.

The study staff will record all these events in the patient’s medical records and e-CRF, whether
observed by the Investigator, the investigational staff, or spontaneously reported by the patient.

The Investigator will provide a complete description of the event in standard medical terminology, the
date of onset and termination, severity, relationship to the study medication, action taken regarding
the study medication, any treatment given, the outcome, and whether or not the event is considered an
SAE. If known, the Investigator should report the underlying illness or disorder rather than the
individual signs and symptoms.

8.6 Reporting of Serious Adverse Events

In the case of an SAE, the Investigator must immediately (within 24 h of awareness or at the earliest
possible time point) complete the SAE section of the e-CRF, reporting all information that is required
by the Regulatory Authorities and contact the delegated Safety Officer designee, if needed. The name
and contact details of the delegated Safety Officer designee will be available in the Investigator File
(and will be updated when needed).

The minimum information required for immediate reporting is the event description, the Subject ID,
the study medication concerned, and the identifiable reporter (Investigator or designee). Even if not
all the facts are known, an initial report should be made. The Investigator must provide follow-up
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information as soon as possible. If requested by the delegated Safety Officer designee, documents
relevant to the diagnosis, treatment, and course of the event must be submitted (e.g. technical
investigation reports, histology findings, hospital discharge documents). All documents must be
blinded with respect to the patient’s name.

When the Investigator determines that there is not more information likely to be available, a final
report should be provided.

The Sponsor or delegated CRO will assume responsibility for appropriate reporting of AEs to the
competent authorities and Independent Ethics Committee(s)/Institutional Review Board(s) (IEC/IRB)
according to local laws and regulations.

SAEs will be recorded once the patient has provided written consent to participate in the study. The
collection of SAE information will continue to be reported by the Investigator for each patient until 3
years after the end of the study only if the SAE is related to the product.

Deaths due to progression of the underlying midgut carcinoid tumours are considered SAEs and must
be reported to the sponsor as detailed above. Nonetheless, the deaths occurring in the wake of a
documented progression of the underlying cancer shall not be reported to the competent authorities
and Independent Ethics Committee(s)/Institutional Review Board(s) (IEC/IRB).

8.7 Adverse Events of Special Interest

In addition to the Serious Adverse Events defined above, a set of potential risks deserve special
attention even if they do not fulfill any of the seriousness criteria. These non-serious adverse events of
special interest (AESI) occurring in patients enrolled in the investigational arm should equally be
reported to the clinical trial’s pharmacovigilance department for safety analysis so long as they occur
during the 52-weeks after the 4™ administration of '""Lu -DOTA’-Tyr’-Octreotate. The following
domains of pathology have transpired from '""Lu -DOTA’-Tyr’-Octreotate treatment and AESIs
related to these categories should be reported to pharmacovigilance if so deemed by Investigators.

e Hematotoxicity: The main critical organ of '""Lu -DOTA -Tyr’-Octreotate treatment is the
marrow. Significant hematotoxicity, defined as Grade 2 or higher thrombocytopenia, or Grade
3 or 4 of any other hematotoxicity (anaemia, leuko-/neutropenia) are considered dose-
modifying toxicities in the study and should be reported as AESIs when not strictly fulfilling
the criteria of serious adverse events. Haematological toxicities to be considered AESIs
should not be limited to the CTCAE-defined Grades specified above but should be expanded
to include hematotoxicities regardless of severity if accompanied by clinical consequences,
i.e., infections in the presence of leuko-/neutro-/lymphopenia, hemorrhages / purpuric lesions
under thrombocytopenia that is not explained by another coagulation disorder, dyspnea /
fatigue in the presence of anaemia not otherwise explained by the underlying carcinoid
syndrome or other co-morbidity).

e Secondary haematological malignancies: such as MDS and acute myeloid leukemia, should
be reported in every case, either as SAEs or AESIs. Given their delayed latency of onset, their
period of detection and follow-up should be as long as possible, i.e., at least covering 3 years
counted from the end of the 48-weeks of the scheduled follow-up.

e Nephrotoxicity: Since '""Lu -DOTA’-Tyr’-Octreotate is cleared through the kidneys and
reabsorbed by the kidneys, the kidneys have always been considered the ‘‘critical organs’’.
An infusion of amino acid is used for kidneys protection by inhibition of tubular reabsorption
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of """Lu -DOTA-Tyr’-Octreotate. Pursuant to these risk minimization efforts and in addition
to the criteria of dose-modifying toxicities and criteria of inclusion (at baseline and before
subsequent treatments) pertinent to renal function measurements, renal and urinary tract
toxicities should be considered AESIs. Investigators are encouraged to report, e.g., renal
failure (ranging from significantly reduced measured or estimated creatinine clearance to
clinically overt renal failure other than that of obvious non-IMP-induced origin), suspected
radiation nephropathy of any type, such as radiation-induced thrombotic microangiopathy
(manifested with, e.g., proteinuria, hypertension, edema, anaemia, decrease serum
haptoglobin), or general symptoms and signs of acute radiation toxicity (e.g., increased
frequency and urgency of urination, nocturia, dysuria, bladder spasm, bladder obstruction,
genitourinary ulceration or necrosis).

e Cardiovascular events: In line with the objectives of planned safety pharmacology studies,
the potential effects of '""Lu-DOTA’-Tyr’-Octreotate on blood pressure, heart rate,
electrocardiogram changes justify reporting as AESIs all significant departures of these
parameters from the pre-treatment baseline if they occur within reasonable propinquity of
""Lu -DOTA’-Tyr’-Octreotate administration in the judgment of the Investigator. Likewise,
clinically manifest and/or consequences of hypo-/hypertension, arrhythmias, cardiac
conduction disturbances, and other cardiac pathologies evidenced by objective findings /
changes on electrocardiogram or echocardiography should also be considered for AESIs
reporting.

8.8 Follow-up of Adverse Events

All AEs occurring during the study are to be followed up until resolved or judged to be no longer
clinically significant, or until they become chronic to the extent that they can be fully characterised.
An assessment should be made at the last study-related visit for each patient. Certain long-term AEs
cannot be followed until resolution within the settings of this protocol. In these cases follow-up will
be the responsibility of the treating physician.

Since it is unpredictable how long such a follow-up might take, data from this follow-up generated
after the patient’s last study-related visit will be recorded by the Investigator. Full details regarding
this follow-up will be described in the Clinical Study Report, if necessary.

If during AE follow-up the case has progressed to the level of “SAE”, or if a new SAE is observed
whose relationship to the study medication could not be ruled out, the situation must be reported
immediately by the Investigator becoming aware of the information (considering that the “date of
SAE onset” is the date of the first manifestations of that AE).

8.9 Procedure in Case of Pregnancy

Prior to clinical study enrolment, women of childbearing potential (see Appendix 7 for definition)
must be advised of the importance of avoiding pregnancy until six months after the end of the last
treatment and the potential risk factors for an unintentional pregnancy. Due to the CT scans foreseen
during the study (every 12+1 weeks), woman should not procreate until the End of Study. The patient
must sign an ICF documenting this discussion. During the clinical study, all women of childbearing
potential should be instructed to contact the Investigator immediately if they suspect they might be
pregnant (e.g. missed or late menstrual period).
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If a patient or Investigator suspects that the patient may be pregnant prior to study medication
administration, the study medication must be withheld until the results of laboratory pregnancy testing
are available. If pregnancy is confirmed, the patient must not receive study medication and must not
be enrolled in the clinical study. If pregnancy is suspected while the patient is receiving study
medication, the study medication must immediately be withheld if it can be done safely until the result
of pregnancy testing is known. If pregnancy is confirmed, the Investigator must immediately
terminate the patient from the study but follow the patient to determine the outcome. The study
medication must be permanently discontinued if this can be done safely. If study medication is to be
discontinued, it should be done in an appropriate manner and the patient must be withdrawn from the
clinical study.

The Investigator must report any pregnancy associated with investigational product exposure
including conceptions occurring until 6 months after the last study medication administration. The
report should be carried out within 24 hours of pregnancy confirmation by sending a completed
Pregnancy Reporting Form to the Safety Officer.

Appropriate pregnancy follow-up procedures should be considered if indicated. The Investigator must
report follow-ups within 24 hours of the receipt of any new information on the course of the
pregnancy, including perinatal and neonatal outcome, by sending a completed Pregnancy Reporting
Form to the Safety Officer.

When the outcome of the pregnancy, delivery, and newborn fulfil the criteria of SAEs [e.g.,
spontaneous abortion, induced abortion, stillbirth, death of newborn, congenital anomaly (including
anomaly in a miscarried foetus)], the Investigator should respond in accordance with the reporting
procedure for SAEs described in section 8.6. Additional information regarding the outcome of
pregnancy (which is categorised as an SAE) is mentioned below.

Death of a newborn within 1 month after birth should be reported as an SAE regardless of its
relationship with the study medication.

If an infant dies more than 1 month after birth, it should be reported if a relationship between the
death and intrauterine exposure to the study drug is judged as reasonably related by the Investigator.

In case of a delivery of a living newborn, the newborn’s condition is evaluated at birth. The
miscarried foetus is evaluated by visual examination unless test results which indicate a congenital
anomaly are obtained prior to miscarriage.

Every case of pregnancy requires expedited reporting by the Sponsor to the competent authorities and
Independent Ethics Committee(s)/ Institutional Review Board(s) (IEC/IRB).

8.10 New Safety Information Affecting the Conduct of the Study

When new information, including “Dear Doctor Letters” but not limited to that, necessary for
conducting the clinical study properly will lead to a protocol amendment, the Sponsor should inform
all Investigators involved in the clinical study, the head of the study site, ethics committees, and
Regulatory Authorities of such information, and when needed, should amend the patient information.

Evergreen Ex. 1012

84 of 676



83
Protocol N° AAA-1II-01/FINAL version 1.0, November 14" 2011
9- TERMINATION OF THE STUDY

Early termination of the study can occur in the following cases:

o When the Sponsor is aware of information on matters concerning the quality, efficacy, and
safety of the study drugs, as well as other important information that may affect proper
conduct of the clinical study, the Sponsor may discontinue the clinical study and send a
written notice of the discontinuation along with the reasons to the Investigator and applicable
authorities.

o The Sponsor reserves the right to discontinue the study at any time for failure to meet
expected enrolment goals.

Termination of a study site:

o If an Investigator intends to discontinue participation in the study, the Investigator must
immediately inform the Sponsor of the discontinuation and the reason for it.
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10- OPERATIONAL, ETHICAL, AND ADMINISTRATIVE CONSIDERATIONS

10.1 Data Quality Control
10.1.1 Data Collection, Review, and Clarification
10.1.1.1 Data collection

The study will be monitored by the Sponsor or a designee according to the current SOP for the
monitoring of studies.

Shortly before the study starts, the Study Monitor will meet with the Investigator and Investigational
Staff involved reviewing the procedures regarding study conduct and recording of data in the e-CRF.
During the study, the Investigator will permit the Study Monitor to verify coherence of recorded data
in the e-CRF and the progress of the study at the centre as frequently as necessary. The Investigator
will make the electronic data screens available, provide missing or corrected data, and sign the e-
CRFs. Key data transcribed into the e-CRF will be reviewed against the source documents. Personal
information will be treated as strictly confidential and will not be made publicly available. Any
inconsistency between the source data and the data recorded in the e-CRF will be corrected.

Clinical data will be captured via Electronic Data Capture (EDC) using the HyperSuite-Hypernet
XMR" system, a electronic CRF (e-CRF). The Investigator site staff will enter and edit the data via a
secure network, with secure access features (userid, password). The study paper questionnaire
EORTC QLQ-G.ILNET21 will be completed directly by the patient at the investigator’s site. The
Investigator will provide to insert into a specific form of the e-CRF the questionnaire’s answers for
each patient.

The Sponsor will ensure that appropriate Quality Control (QC) steps are included in the different
clinical processes to adequately protect the study patients and the quality of the study data.

An independent Quality Assurance (QA) department, Regulatory Authorities and/or IECs/IRBs may
review this study. This implies that auditors/inspectors have the right to inspect the study centre(s) at
any time during and/or after completion of the study and have access to source documents, including
the patient’s file. By participating in this study, the Investigator(s) agree(s) to this requirement.

For any data transfer, measures will be undertaken to protect patient data handed over against
disclosure to unauthorised third parties and patient confidentiality will be maintained at all times.

10.1.1.2 Data Review

All data relating to the study must be recorded in the e-CRFs provided by the Sponsor or designated
CRO. These e-CRFs should always reflect the latest observations on the patient’s participation in the
study. Therefore, e-CRFs are to be completed as soon as possible after (or during) the patient’s visit.
To avoid inter-observer variability, every effort should be made to ensure that the study
determinations are completed by the same individual who made the initial ones at baseline. The
Investigator must verify that all data entries in the e-CRFs are accurate and correct. At the end of each
visit he must approve the data using an electronic signature. This approval is used to confirm the
accuracy of the data recorded. The electronic case report form must be kept current to reflect patient
status at each phase during the course of the trial.

The monitor will review the e-CRFs and evaluate them for completeness and consistency. The e-CRF
will be compared with the source documents to ensure that there are no discrepancies between critical
data. All entries, corrections and alterations are to be made by the responsible Investigator or his/her
designee. The monitor cannot enter data in the e-CRFs. Once clinical e-CRF data have been
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submitted, corrections of the data fields will be audit trailed, meaning that the reason for change, as
well as the name of the person performing the change will be logged together with the date and time.
Roles and rights of the site personnel responsible for entering the date into the e-CRF will be
determined in advance.

10.1.1.3 Data Clarification

If corrections to an e-CRF are needed, the responsible monitor or data manager will raise a query in
the electronic data capture application. The appropriate investigational staff will answer queries sent
to the Investigator. This will be audit-trailed by the e-CRF application.

10.1.2 Study Documents
10.1.2.1. Source Documents

Source data must be available at the study centre to document the existence of the study patients and
substantiate the integrity of the study data collected. They must include the original documents
relating to the study, as well as the medical treatment and medical history documentation of the
patient.

The source medical records should at least include the following information for each patient:
o Patient identification (name, date of birth, gender);

e Documentation of eligibility criteria, i.e. medical and medication history, physical
examination, and confirmation of diagnosis, including pathology assessment report;

e Participation in study (including study number);

e Study discussed, signed and dated ICF;

e Dates of all visits;

e Pathology, laboratory and Specialist’s (e.g., ECG, dosimetry, pharmacokinetics) reports;
e Images/scans (e.g., OctreoScan”™ and CT/MRI) and reports;

e Patient QoL questionnaires;

e Documentation that protocol-specific procedures were performed;

e Randomization number (if applicable), study medication start and end dates;
e Dispensation and return of study medication;

e Record of all AEs and other safety parameters;

e Record of all previous and concomitant therapies;

e Date of study completion or reason for early discontinuation (if applicable).

The following documents are considered as source documents as well: patient diaries, nurse records,
and worksheets.

The author of an entry in the source documents must be identifiable. Direct access to source
documentation (medical records) must be allowed for the purpose of verifying that the data recorded
on the e-CRF are consistent with the original source data.
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10.1.3 Clinical Study Monitoring

The Sponsor or designee (e.g. delegated CRO) is responsible for periodic monitoring of the study to
ensure that patients’ human rights, safety, and well-being are protected, that the study is properly
conducted in adherence to the current protocol and ICH GCP, and that the data reported by the
Investigator or designee are accurate, complete, and verifiable with the source documents. The
Sponsor or delegated CRO is responsible for assigning (a) Clinical Study Monitor(s), who will
monitor the study in accordance with the monitoring guidelines. A copy of their Monitoring Log will
be obtained at the study close-out visits.

10.1.4 Direct Access to Source Data/Documents

The Investigator and the study centre must accept monitoring and auditing by the Sponsor or
delegated CRO as well as inspections from the IEC(s)/IRB(s) and/or relevant Regulatory Authorities.
They must provide all study-related records, as well as source documents to these instances when they
are requested to. The confidentiality of the patient’s identity shall be well protected and consistent
with local and national regulations when the source documents are patient to direct access.

10.1.5 Data Management
Data management activities will be coordinated by the CRO under supervision of the Sponsor.

Final review of the clinical data will be executed by Data-Management staff. The Data manager will
generate queries for the clarification of unclear / missing / inconsistent data. The errors found will be
assessed by the Data Manager of the study and Investigators will be involved in resolving them. All
changes to the database will be automatically recorded in an audit trail file. All changes will be
requested from the Investigator through the EDC system. If a change is necessary once the
Investigator has no further access to the database, a query will be sent to the Investigator for
confirmation of the change. The Investigator’s signature is required to show he/she agrees with the
change that was made. The process of data-entry and data-cleaning for all patients starts when the
study is still in the phase of ‘treatment / follow-up’ and should be completed soon after the completion
of the study. After all corrections to the data are made, the database will be “locked” and no data can
be changed without adequate documentation.

Copies of the electronic CRF together with all data changes made will be supplied to the Investigator
at the end of the trial. The Investigator will be responsible for retaining all records pertaining to the
trial as specified in the appropriate contract. At the End of Study, a copy of all data-sets will be
provided to the Sponsor on electronic support.

All study-specific processes and definitions will be described in the Data Management Plan. Coding
of AEs and Medical History terms will be performed using MedDRA; previous and concomitant
medication will be coded using WHO codes.

10.2 Ethics and Protection of Patient Confidentiality
10.2.1 Ethical Conduct of Clinical Study

The Investigator(s) and all parties involved in this study should conduct the study in adherence to the
ethical principles based on the Declaration of Helsinki (Appendix 1), GCP, ICH guidelines, and the
applicable laws and regulations.

ICH-GCP is an international ethical and scientific quality standard for designing, conducting,
recording, and reporting study activities that involve the participation of human patients. Compliance
with this standard provides public assurance that the rights, safety, and well-being of the patients are
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protected, consistent with the principles that have their origin in the Declaration of Helsinki, and that
the study data are credible.

The Investigator and all study staff will conduct the study in compliance with the IEC/IRB approved
version of this protocol. The protocol, ICF, any information provided to the patient, recruitment
advertisements, and any amendments to these items will have IEC/IRB approval prior to their use in
the study. Voluntary informed consent will be given by every patient in order to be screened for study
eligibility and prior to the initiation of any study-related procedures. The informed consent process
must meet all applicable local laws. The rights, safety, and well-being of the patient is the most
important consideration and prevails over the interests of science and society. All personnel involved
in the conduct of this study must be qualified by education, training, and experience to perform their
assigned responsibilities.

10.2.2 Authorities

The protocol, name, and study centre of the Investigators, the votes of the IEC(s)/IRB(s), as well as
other locally required documents will be submitted to the Health Authorities of the participating
countries, according to local requirements for review and approval before the beginning of the study.
The Health Authorities will be informed about the end of the study. Individual patient medical
information obtained as a result of this study is considered.

10.2.3 Patient Confidentiality

Individual patient medical information obtained as a result of this study is considered confidential and
disclosure to third parties is prohibited. Such information may only be given to a third party after
approval of the patient, to the patient’s general practitioner or to other appropriate medical personnel
responsible for the patient’s well-being.

The Sponsor, its board members, and its personnel shall not disclose any confidential information on
patients obtained during the performance of their duties in the study without justifiable reasons.

All individuals and organisations involved in conducting the study and/or processing the study data,
must pay very careful attention to protect the patients’ privacy with appropriate measures, for
example, by prohibiting the use of any private information that may identify a patient (e.g. name or
address). These details shall be processed in accordance with the applicable local and regional laws.

10.2.4 Patient Information/Written Informed Consent

According to ICH GCP (CPMP/ICH135/95) the patient must give consent to participate in the study,
only after being fully informed by the Investigator of the nature, significance, and implications of the
study, as well as to the associated risks involved. Such meetings must be carried out on an individual
basis, and adapted to the educational background and previous knowledge of the patient. Participation
to this meeting will be documented in the patient’s file.

The patient will be instructed by the Investigator that the consent for study participation can
be withdrawn at any time, without justifying a reason, and that no disadvantageous consequences will
follow regarding further medical treatment. The Investigator shall ask for the reason of premature
termination without violating the patient’s rights (ICH GCP Definition 4.3.4).

Furthermore, the patient must be informed about insurance coverage and the corresponding patient
obligations (see Patient Information). The ICF must be personally dated and signed in duplicate
by both the Investigator and the patient. The patient receives 1 of the 2 original documents of the
patient information and consent form signed and dated by both Investigator and the patient.
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The other original of the signed ICF will be retained by the Investigator in the Investigator’s File, who
will confirm the patient’s consent in the e-CRF. The patient will only be included in the study after
written consent is given.

Furthermore, it is recommended that the Investigator inform the patient’s general practitioner of
his/her participation in the study, provided that the patient has a general practitioner and the patient
agrees to disclose this information.

10.2.5 Patient Cards

After signing an ICF for participation in the study, each patient is given a patient card, which indicates
the contact details of the Investigator (e.g. stamp with telephone number), the patient’s Subject ID, as
well as the medication number. The patient shall carry this card with him/her during participation in
the study so that the Investigator may be contacted in case of emergency.

10.3 Administration
10.3.1 Arrangement for Use of Information and Publication of Clinical Study Data

All information regarding the investigational product under study in the outlined protocol and
Sponsor’s operations, such as patent applications, formulas, manufacturing processes, basic scientific
data, or formulation information, supplied by the Sponsor and not previously published, are
considered confidential by the Sponsor and shall remain the sole property of the Sponsor. The
Investigator agrees to use this information only to perform this study and will not use it for other
purposes including publications and presentations without the Sponsor’s written consent.

It is understood by the Investigator that the information developed during the conduct of this study is
considered confidential and will be used by the Sponsor for the development of the specified
investigational medication. This information may be disclosed as deemed necessary by the Sponsor to
other Investigators, other pharmaceutical companies, and to governmental agencies. To allow for the
use of the information derived from this study and to ensure complete and thorough analysis, the
Investigator is obligated to provide the Sponsor with complete test results and all data developed in
this study, and to provide direct access to source data/documents for study-related monitoring, audits,
IEC/IRB review, and regulatory inspection.

Any publication or public presentation of the results of this study must be according to the Sponsor’s
standards. The first publication is multicentre and coordinated by the Sponsor. The Investigator agrees
that before he/she publishes any results of this study, he/she shall send the draft manuscripts and
copies of the information to be presented to the Sponsor at least 30 working days before submission to
a publisher or presentation. The Sponsor reserves the right to review these materials before
submission for publication or presentation. This is not intended to restrict or hinder publication or
presentation but instead to allow the Sponsor to protect proprietary information and to provide
comments based on information that may not yet be available to the Investigator(s).

10.3.2 Documents and Records Related to the Clinical Study

The Investigator must retain e-CRFs and source documents of all enrolled patients (i.e. all patients
who gave consent to be screened for the study), study medication disposition, and other documents
required by regulation, in his/her possession or in an accessible area for at least 15 years after the
completion of this study, or at least 2 years after the last approval of a marketing application in an
ICH region and until there are no pending or contemplated marketing applications in an ICH region,
or until at least 2 years have elapsed since the formal discontinuation of clinical development of the
investigational product. These documents should be retained for a longer period, if required by the
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applicable regulatory requirements. The Sponsor will notify the Investigator when the records no
longer need to be kept.

The Investigator should take measures to prevent accidental or premature destruction of these
documents.

Under no circumstance shall the Investigator relocate or dispose any study documents before
obtaining the Sponsor’s written approval.

If it becomes necessary for the Sponsor or the appropriate Regulatory Authority to review any
documentation relating to this study, the Investigator must permit, with the approval of the patient,
access to such reports.

Any difficulty in archiving and storage of clinical study documents must be discussed with the study
monitor prior to the initiation of the study.

The data and information collected during this study will be reported in Study Report(s) by the
Sponsor. In accordance with the European Medicines Agency (EMA) Guidance on Investigator’s
Signature for study reports, a coordinating Investigator will review and sign the Study Report(s) for
this study. The signing coordinating Investigator will be selected by the Sponsor from the
Investigators who participate in this study, based on the level of participation, the significant level of
clinical research, and adherence to the clinical study protocol.

10.3.3 Protocol Amendment and/or Revision

Any changes to the study, which arise after approval of the protocol, must be documented as protocol
amendments and/or revisions. Depending on the nature of the amendment and/or revision, either
IEC/IRB approval or notification is required. The changes will become effective only after the
approval of the Sponsor, the Competent Authority, and the [EC/IRB (if applicable).

10.3.4 Qualification of the Investigators

The Investigator(s) should be qualified by education, language, training, and experience to assume
responsibility for the proper conduct of the study. He/she should meet all qualifications specified by
the applicable regulatory requirements and should provide evidence of such qualifications through an
up-to-date curriculum vitae (Principal as well as all other Investigators) and/or other relevant
documentation requested.

The Investigator should be thoroughly familiar with the appropriate use of the investigational
product(s), as described in the protocol, the current Investigator’s Brochure, the product information,
and other information sources provided by the Sponsor.

The Investigator should be aware of, and should comply with, ICH-GCP and the applicable regulatory
requirements.

The Investigator should maintain a list of appropriately qualified persons to whom the Investigator
has delegated significant study related duties.

10.4 Finance and Insurance

The disclosed financial interest of the Investigator must be reported prior to enrolment of the first
patient into the study, following study centre completion, and 1 year following study completion. The
Investigator should promptly update this information if any relevant changes occur during this period.

Disclosable financial interests will be recorded on the Investigator Financial Disclosure Form.
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Any Investigator(s) added as investigational staff must complete the Investigator Financial Disclosure
Form at the beginning of his/her participation to the study. For any Investigator(s) leaving the site
prior to study completion, an Investigator Financial Disclosure Form should be obtained at the end of
his/her participation.

10.4.1 Insurance of Patients and Others

The Sponsor has covered this study by means of insurance according to national requirements. The
name and address of the relevant insurance company, the certificate of insurance, the policy number,
and the sum insured are provided in the Investigator’s File.

10.4.2 Investigator Indemnity

The Sponsor shall be liable towards the patients in accordance with the provisions of the Clinical
Study Law. Notwithstanding the foregoing; the Sponsor does not, however, agree to indemnify,
defend, or hold the Investigator harmless against liability, damage, loss, cost or expense (including
reasonable attorney’s fees and expenses), including liabilities arising out of or in connection with
claims of any nature by third parties, including, without limitation, in respect of bodily injury or
death, arising out of or in connection with the negligence, wrongful acts or omissions or wilful
misconduct of the Investigator, the Institution, or its affiliates.

Including but not limited to:

e The making of unauthorised representations and warranties concerning the study medication
or the study;

e The failure to obtain a signed ICF;
e Non-compliance with applicable rules or regulations;
e Failure to conduct the study in accordance with this protocol.

A condition of this indemnity obligation is that, whenever the Investigator has information from
which it may be reasonably concluded that an incident of bodily injury, sickness, disease, or death has
occurred, the Investigator must immediately notice the Sponsor of all pertinent data surrounding any
such incident, and, in the event a claim is made or a suit is brought, the Investigator will assist the
Sponsor and cooperate in gathering information with respect to the time, place, and circumstances,
and in obtaining the names and addresses of the injured parties and available witnesses.

The Investigator shall not, except at his/her own cost, voluntarily make any payment or incur any
expense in connection with any such claim or suit withot the prior written consent of the Sponsor.
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11- QUALITY ASSURANCE

The Sponsor or delegated CRO is implementing and maintaining QA and QC systems with written
SOPs to ensure that studies are conducted and data are generated, documented (record), and reported
in compliance with the protocol, GCP, and applicable regulatory requirement(s).

The Sponsor or designee may arrange to inspect or audit the study at any or all study centres. The
auditor is independent from the clinical monitoring and project management team at the Sponsor’s
site. The audit may include on-site review of regulatory documents, e-CRFs and source documents.
The auditors will have direct access to these documents.
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12- CLINICAL STUDY ORGANISATION

12.1 Independent Data Safety Monitoring Board

An Independent Data Monitoring Committee (IDMC) will evaluate safety throughout the study. The
IDMC will be independent from the Sponsor, specific agents of the Sponsor, Investigators, and any
other study oversight bodies. They will advise the Sponsor, Investigators and investigational sites
regarding the continuing safety of study patients and the patients yet to be recruited to the study as
well as maintaining validity and scientific merit of the study, The IDMC will review ongoing
examinations of safety data and promptly give recommendations to continue, continue with
modification, or terminate the study.

The IDMC monitoring plan will be provided as a separate charter.
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14- APPENDICES

Appendix 1 — Helsinki Declaration

WORLD MEDICAL ASSOCIATION DECLARATION OF HELSINKI

Ethical Principles for Medical Research Involving Human Subjects

Adopted by the 18th WMA General Assembly, Helsinki, Finland, June 1964, and amended by the:
29th WMA General Assembly, Tokyo, Japan, October 1975

35th WMA General Assembly, Venice, Italy, October 1983

41st WMA General Assembly, Hong Kong, September 1989

48th WMA General Assembly, Somerset West, Republic of South Africa, October 1996

52nd WMA General Assembly, Edinburgh, Scotland, October 2000

53rd WMA General Assembly, Washington 2002 (Note of Clarification on paragraph 29 added)
55th WMA General Assembly, Tokyo 2004 (Note of Clarification on Paragraph 30 added)

59th WMA General Assembly, Seoul, October 2008

A. INTRODUCTION

1. The World Medical Association (WMA) has developed the Declaration of Helsinki as a statement
of ethical principles for medical research involving human subjects, including research on identifiable

human material and data.

The Declaration is intended to be read as a whole and each of its constituent paragraphs should not be

applied without consideration of all other relevant paragraphs.

2. Although the Declaration is addressed primarily to physicians, the WMA encourages other

participants in medical research involving human subjects to adopt these principles.

3. It is the duty of the physician to promote and safeguard the health of patients, including those who
are involved in medical research. The physician's knowledge and conscience are dedicated to the

fulfillment of this duty.

4. The Declaration of Geneva of the WMA binds the physician with the words, “The health of my
patient will be my first consideration,” and the International Code of Medical Ethics declares that, “A

physician shall act in the patient's best interest when providing medical care.”

5. Medical progress is based on research that ultimately must include studies involving human
subjects. Populations that are underrepresented in medical research should be provided appropriate

access to participation in research.
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6. In medical research involving human subjects, the well-being of the individual research subject

must take precedence over all other interests.

7. The primary purpose of medical research involving human subjects is to understand the causes,
development and effects of diseases and improve preventive, diagnostic and therapeutic interventions
(methods, procedures and treatments). Even the best current interventions must be evaluated

continually through research for their safety, effectiveness, efficiency, accessibility and quality.
8. In medical practice and in medical research, most interventions involve risks and burdens.

9. Medical research is subject to ethical standards that promote respect for all human subjects and
protect their health and rights. Some research populations are particularly vulnerable and need special
protection. These include those who cannot give or refuse consent for themselves and those who may

be vulnerable to coercion or undue influence.

10. Physicians should consider the ethical, legal and regulatory norms and standards for research
involving human subjects in their own countries as well as applicable international norms and
standards. No national or international ethical, legal or regulatory requirement should reduce or

eliminate any of the protections for research subjects set forth in this Declaration.

B. PRINCIPLES FOR ALL MEDICAL RESEARCH
11. It is the duty of physicians who participate in medical research to protect the life, health, dignity,
integrity, right to self-determination, privacy, and confidentiality of personal information of research

subjects.

12. Medical research involving human subjects must conform to generally accepted scientific
principles, be based on a thorough knowledge of the scientific literature, other relevant sources of
information, and adequate laboratory and, as appropriate, animal experimentation. The welfare of

animals used for research must be respected.

13. Appropriate caution must be exercised in the conduct of medical research that may harm the

environment.

14. The design and performance of each research study involving human subjects must be clearly
described in a research protocol. The protocol should contain a statement of the ethical considerations
involved and should indicate how the principles in this Declaration have been addressed. The protocol
should include information regarding funding, sponsors, institutional affiliations, other potential
conflicts of interest, incentives for subjects and provisions for treating and/or compensating subjects
who are harmed as a consequence of participation in the research study. The protocol should describe
arrangements for post-study access by study subjects to interventions identified as beneficial in the

study or access to other appropriate care or benefits.
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15. The research protocol must be submitted for consideration, comment, guidance and approval to a
research ethics committee before the study begins. This committee must be independent of the
researcher, the sponsor and any other undue influence. It must take into consideration the laws and
regulations of the country or countries in which the research is to be performed as well as applicable
international norms and standards but these must not be allowed to reduce or eliminate any of the
protections for research subjects set forth in this Declaration. The committee must have the right to
monitor ongoing studies. The researcher must provide monitoring information to the committee,
especially information about any serious adverse events. No change to the protocol may be made

without consideration and approval by the committee.

16. Medical research involving human subjects must be conducted only by individuals with the
appropriate scientific training and qualifications. Research on patients or healthy volunteers requires
the supervision of a competent and appropriately qualified physician or other health care professional.
The responsibility for the protection of research subjects must always rest with the physician or other

health care professional and never the research subjects, even though they have given consent.

17. Medical research involving a disadvantaged or vulnerable population or community is only
justified if the research is responsive to the health needs and priorities of this population or
community and if there is a reasonable likelihood that this population or community stands to benefit

from the results of the research.

18. Every medical research study involving human subjects must be preceded by careful assessment
of predictable risks and burdens to the individuals and communities involved in the research in
comparison with foreseeable benefits to them and to other individuals or communities affected by the

condition under investigation.

19. Every clinical trial must be registered in a publicly accessible database before recruitment of the

first subject.

20. Physicians may not participate in a research study involving human subjects unless they are
confident that the risks involved have been adequately assessed and can be satisfactorily managed.
Physicians must immediately stop a study when the risks are found to outweigh the potential benefits

or when there is conclusive proof of positive and beneficial results.

21. Medical research involving human subjects may only be conducted if the importance of the

objective outweighs the inherent risks and burdens to the research subjects.

22. Participation by competent individuals as subjects in medical research must be voluntary.
Although it may be appropriate to consult family members or community leaders, no competent

individual may be enrolled in a research study unless he or she freely agrees.
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23. Every precaution must be taken to protect the privacy of research subjects and the confidentiality
of their personal information and to minimize the impact of the study on their physical, mental and

social integrity.

24. In medical research involving competent human subjects, each potential subject must be
adequately informed of the aims, methods, sources of funding, any possible conflicts of interest,
institutional affiliations of the researcher, the anticipated benefits and potential risks of the study and
the discomfort it may entail, and any other relevant aspects of the study. The potential subject must be
informed of the right to refuse to participate in the study or to withdraw consent to participate at any
time without reprisal. Special attention should be given to the specific information needs of individual
potential subjects as well as to the methods used to deliver the information. After ensuring that the
potential subject has understood the information, the physician or another appropriately qualified
individual must then seek the potential subject’s freely-given informed consent, preferably in writing.
If the consent cannot be expressed in writing, the non-written consent must be formally documented

and witnessed.

25. For medical research using identifiable human material or data, physicians must normally seek
consent for the collection, analysis, storage and/or reuse. There may be situations where consent
would be impossible or impractical to obtain for such research or would pose a threat to the validity of
the research. In such situations the research may be done only after consideration and approval of a

research ethics committee.

26. When seeking informed consent for participation in a research study the physician should be
particularly cautious if the potential subject is in a dependent relationship with the physician or may
consent under duress. In such situations the informed consent should be sought by an appropriately

qualified individual who is completely independent of this relationship.

27. For a potential research subject who is incompetent, the physician must seek informed consent
from the legally authorized representative. These individuals must not be included in a research study
that has no likelihood of benefit for them unless it is intended to promote the health of the population
represented by the potential subject, the research cannot instead be performed with competent

persons, and the research entails only minimal risk and minimal burden.

28. When a potential research subject who is deemed incompetent is able to give assent to decisions
about participation in research, the physician must seek that assent in addition to the consent of the

legally authorized representative. The potential subject’s dissent should be respected.

29. Research involving subjects who are physically or mentally incapable of giving consent, for
example, unconscious patients, may be done only if the physical or mental condition that prevents
giving informed consent is a necessary characteristic of the research population. In such

circumstances the physician should seek informed consent from the legally authorized representative.
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If no such representative is available and if the research cannot be delayed, the study may proceed
without informed consent provided that the specific reasons for involving subjects with a condition
that renders them unable to give informed consent have been stated in the research protocol and the
study has been approved by a research ethics committee. Consent to remain in the research should be

obtained as soon as possible from the subject or a legally authorized representative.

30. Authors, editors and publishers all have ethical obligations with regard to the publication of the
results of research. Authors have a duty to make publicly available the results of their research on
human subjects and are accountable for the completeness and accuracy of their reports. They should
adhere to accepted guidelines for ethical reporting. Negative and inconclusive as well as positive
results should be published or otherwise made publicly available. Sources of funding, institutional
affiliations and conflicts of interest should be declared in the publication. Reports of research not in

accordance with the principles of this Declaration should not be accepted for publication.

C. ADDITIONAL PRINCIPLES FOR MEDICAL RESEARCH COMBINED WITH
MEDICAL CARE

31. The physician may combine medical research with medical care only to the extent that the
research is justified by its potential preventive, diagnostic or therapeutic value and if the physician has
good reason to believe that participation in the research study will not adversely affect the health of

the patients who serve as research subjects.

32. The benefits, risks, burdens and effectiveness of a new intervention must be tested against those of

the best current proven intervention, except in the following circumstances:

* The use of placebo, or no treatment, is acceptable in studies where no current proven intervention

exists; or

* Where for compelling and scientifically sound methodological reasons the use of placebo is
necessary to determine the efficacy or safety of an intervention and the patients who receive placebo
or no treatment will not be subject to any risk of serious or irreversible harm. Extreme care must be

taken to avoid abuse of this option.

33. At the conclusion of the study, patients entered into the study are entitled to be informed about the
outcome of the study and to share any benefits that result from it, for example, access to interventions

identified as beneficial in the study or to other appropriate care or benefits.

34. The physician must fully inform the patient which aspects of the care are related to the research.
The refusal of a patient to participate in a study or the patient’s decision to withdraw from the study

must never interfere with the patient-physician relationship.
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35. In the treatment of a patient, where proven interventions do not exist or have been ineffective, the
physician, after seeking expert advice, with informed consent from the patient or a legally authorized
representative, may use an unproven intervention if in the physician's judgement it offers hope of
saving life, re-establishing health or alleviating suffering. Where possible, this intervention should be
made the object of research, designed to evaluate its safety and efficacy. In all cases, new information

should be recorded and, where appropriate, made publicly available.
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Appendix 2 — RECIST Criteria, Version 1.1 (Eisenhauer EA et al., 2009)

The complete criteria are included in the published RECIST document (Eisenhauer EA et al., 2009),
also available at http://www.eortc.be). A summary is provided below.

A2.1 Definitions
At baseline, tumor lesions/lymph nodes will be categorized measurable or non-measurable as follows:
A2.1.1 Measurable

Tumor lesions: Must be accurately measured in at least one dimension (longest diameter in the plane
of measurement is to be recorded) with a minimum size of:

e 10mm by CT scan (CT scan slice thickness no greater than 5 mm; see Appendix 9 on imaging
guidance).

e 10mm caliper measurement by clinical exam (lesions which cannot be accurately measured
with calipers should be recorded as non-measurable).

e 20mm by chest X-ray.

Malignant lymph nodes: To be considered pathologically enlarged and measurable, a lymph node
must be >15mm in short axis when assessed by CT scan (CT scan slice thickness recommended to be
no greater than 5 mm). At baseline and in follow-up, only the short axis will be measured and
followed.

See also notes below on ‘Baseline documentation of target and non-target lesions’ for information on
lymph node measurement.

A2.1.2 Non-measurable

Non-measurable are all other lesions, including small lesions (longest diameter <10mm or
pathological lymph nodes with >10 to <15mm short axis) as well as truly non-measurable lesions.
Lesions considered truly non-measurable include: leptomeningeal disease, ascites, pleural or
pericardial effusion, inflammatory breast disease, lymphangitic involvement of skin or lung,
abdominal masses/abdominal organomegaly identified by physical exam that is not measurable by
reproducible imaging techniques.

A3.2  Specifications by Methods of Measurements
A3.2.1 Measurement of Lesions

All measurements should be recorded in metric notation, using calipers if clinically assessed. All
baseline evaluations should be performed as close as possible to the treatment start and never more
than 4 weeks before first treatment.

A3.2.2 Method of Assessment

The same method of assessment and the same technique should be used to characterize each identified
and reported lesion at baseline and during follow-up. Imaging based evaluation should always be done
rather than clinical examination unless the lesion(s) being followed cannot be imaged but are
assessable by clinical exam.

Clinical Lesions:

Clinical lesions will only be considered measurable when they are superficial and >10mm diameter as
assessed using calipers (e.g. skin nodules). For the case of skin lesions, documentation by color
photography including a ruler to estimate the size of the lesion is suggested. As noted above, when
lesions can be evaluated by both clinical exam and imaging, imaging evaluation should be undertaken
since it is more objective and may also be reviewed at the end of the study.

Chest X-ray:

Chest CT is preferred over chest X-ray, particularly when progression is an important endpoint, since
CT is more sensitive than X-ray, particularly in identifying new lesions. However, lesions on chest X-
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ray may be considered measurable if they are clearly defined and surrounded by aerated lung. See
Appendix 9 for more details.

CT, MRI:

CT is the best currently available and reproducible method to measure lesions selected for response
assessment. This guideline has defined measurability of lesions on CT scan based on the assumption
that CT slice thickness is Smm or less. As is described in Appendix 9, when CT scans have slice
thickness greater than 5 mm, the minimum size for a measurable lesion should be twice the slice
thickness. MRI is also acceptable in certain situations (e.g. for body scans). More details concerning
the use of both CT and MRI for assessment of objective tumor response evaluation are provided in
Appendix 9.

Ultrasound:

Ultrasound is not useful in assessment of lesion size and should not be used as a method of
measurement. Ultrasound examinations cannot be reproduced in their entirety for independent review
at a later date and, because they are operator dependent, it cannot be guaranteed that the same
technique and measurements will be taken from one assessment to the next (described in greater detail
in Appendix 9). If new lesions are identified by ultrasound in the course of the study, confirmation by
CT or MRI is advised. If there is concern about radiation exposure at CT, MRI may be used instead of
CT in selected instances.

Endoscopy, Laparoscopy:

The utilization of these techniques for objective tumor evaluation is not advised. However, they can
be useful to confirm complete pathological response when biopsies are obtained or to determine
relapse in studies where recurrence following complete response or surgical resection is an endpoint.

Tumor Markers:

Tumor markers alone cannot be used to assess objective tumor response. If markers are initially above
the upper normal limit, however, they must normalize for a patient to be considered in complete
response. Because tumor markers are disease specific, instructions for their measurement should be
incorporated into protocols on a disease specific basis. Specific guidelines for both CA-125 response
(in recurrent ovarian cancer) and PSA response (in recurrent prostate cancer), have been published. In
addition, the Gynecologic Cancer Intergroup has developed CA125 progression criteria which are to
be integrated with objective tumor assessment for use in first-line studies in ovarian cancer.

Cytology, Histology:

These techniques can be used to differentiate between PR and CR in rare cases if required by protocol
(for example, residual lesions in tumor types such as germ cell tumors, where known residual benign
tumors can remain). When effusions are known to be a potential adverse effect of treatment (e.g. with
certain taxane compounds or angiogenesis inhibitors), the cytological confirmation of the neoplastic
origin of any effusion that appears or worsens during treatment can be considered if the measurable
tumor has met criteria for response or stable disease in order to differentiate between response (or
stable disease) and progressive disease.

A4.1 Assessment of Overall Tumor Burden and Measurable Disease

To assess objective response or future progression, it is necessary to estimate the overall tumor burden
at baseline and use this as a comparator for subsequent measurements. Only patients with measurable
disease at baseline should be included in protocols where objective tumor response is the primary
endpoint. Measurable disease is defined by the presence of at least one measurable lesion. In trials
where the primary endpoint is tumor progression (either time to progression or proportion with
progression at a fixed date), the protocol must specify if entry is restricted to those with measurable
disease or whether patients having non-measurable disease only are also eligible.

A4.2 Baseline Documentation of ‘Target’ and ‘Non-Target’ Lesions
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When more than one measurable lesion is present at baseline all lesions up to a maximum of five
lesions total (and a maximum of two lesions per organ) representative of all involved organs should
be identified as target lesions and will be recorded and measured at baseline (this means in instances
where patients have only one or two organ sites involved a maximum of two and four lesions
respectively will be recorded). For evidence to support the selection of only five target lesions, see
analyses on a large prospective database in the article by Bogaerts et al. Target lesions should be
selected on the basis of their size (lesions with the longest diameter), be representative of all involved
organs, but in addition should be those that lend themselves to reproducible repeated measurements. It
may be the case that, on occasion, the largest lesion does not lend itself to reproducible measurement
in which circumstance the next largest lesion which can be measured reproducibly should be selected.
To illustrate this point see the example in Figure 3 of Appendix 9.

Lymph nodes merit special mention since they are normal anatomical structures which may be visible
by imaging even if not involved by tumor. Pathological nodes which are defined as measurable and
may be identified as target lesions must meet the criterion of a short axis of >15mm by CT scan. Only
the short axis of these nodes will contribute to the baseline sum. The short axis of the node is the
diameter normally used by radiologists to judge if a node is involved by solid tumor. Nodal size is
normally reported as two dimensions in the plane in which the image is obtained (for CT scan this is
almost always the axial plane; for MRI the plane of acquisition may be axial, saggital or coronal). The
smaller of these measures is the short axis. For example, an abdominal node which is reported as
being 20mm- 30mm has a short axis of 20mm and qualifies as a malignant, measurable node. In this
example, 20mm should be recorded as the node measurement (see also the example in Figure 4 in
Appendix 9). All other pathological nodes (those with short axis >10mm but <15 mm) should be
considered non-target lesions. Nodes that have a short axis <10mm are considered non-pathological
and should not be recorded or followed. A sum of the diameters (longest for non-nodal lesions, short
axis for nodal lesions) for all target lesions will be calculated and reported as the baseline sum
diameters. If lymph nodes are to be included in the sum, then as noted above, only the short axis is
added into the sum. The baseline sum diameters will be used as reference to further characterize any
objective tumor regression in the measurable dimension of the disease. All other lesions (or sites of
disease) including pathological lymph nodes should be identified as non-target lesions and should also
be recorded at baseline. Measurements are not required and these lesions should be followed as
‘present’, ‘absent’, or in rare cases ‘unequivocal progression’ (more details to follow). In addition, it
is possible to record multiple non target lesions involving the same organ as a single item on the case
record form (e.g. ‘multiple enlarged pelvic lymph nodes’ or ‘multiple liver metastases’).

4.3 Response Criteria
4.3.1 Evaluation of Target Lesions

Complete Response (CR): Disappearance of all target lesions. Any pathological lymph nodes
(whether target or non-target) must have reduction in short axis to <10 mm.

Partial Response (PR): At least a 30% decrease in the sum of diameters of target lesions, taking as
reference the baseline sum diameters.

Progressive Disease (PD): At least a 20% increase in the sum of diameters of target lesions, taking as
reference the smallest sum on study (this includes the baseline sum if that is the smallest on study). In
addition to the relative increase of 20%, the sum must also demonstrate an absolute increase of at least
5 mm. (Note: the appearance of one or more new lesions is also considered progression).

Stable Disease (SD):  Neither sufficient shrinkage to qualify for PR, nor sufficient increase to
qualify for PD, taking as reference the smallest sum diameters while on study.

4.3.2. Special notes on the assessment of target lesions

Lymph nodes. Lymph nodes identified as target lesions should always have the actual short axis
measurement recorded (measured in the same anatomical plane as the baseline examination), even if
the nodes regress to below 10mm on study. This means that when lymph nodes are included as target
lesions, the ‘sum’ of lesions may not be zero even if complete response criteria are met, since a
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normal lymph node is defined as having a short axis of <10mm. Case report forms or other data
collection methods may therefore be designed to have target nodal lesions recorded in a separate
section where, in order to qualify for CR, each node must achieve a short axis <10mm. For PR, SD
and PD, the actual short axis measurement of the nodes is to be included in the sum of target lesions.
Target lesions that become ‘too small to measure’. While on study, all lesions (nodal and non-nodal)
recorded at baseline should have their actual measurements recorded at each subsequent evaluation,
even when very small (e.g. 2mm). However, sometimes lesions or lymph nodes which are recorded as
target lesions at baseline become so faint on CT scan that the radiologist may not feel comfortable
assigning an exact measure and may report themas being ‘too small to measure’. When this occurs it
is important that a value be recorded on the case report form. If it is the opinion of the radiologist that
the lesion has likely disappeared, the measurement should be recorded as Omm. If the lesion is
believed to be present and is faintly seen but too small to measure, a default value of 5mm should be
assigned (Note: It is less likely that this rule will be used for lymph nodes since they usually have a
definable size when normal and are frequently surrounded by fat such as in the retroperitoneum;
however, if a lymph node is believed to be present and is faintly seen but too small to measure, a
default value of Smm should be assigned in this circumstance as well). This default value is derived
from the Smm CT slice thickness (but should not be changed with varying CT slice thickness). The
measurement of these lesions is potentially non-reproducible, therefore providing this default value
will prevent false responses or progressions based upon measurement error. To reiterate, however, if
the radiologist is able to provide an actual measure, that should be recorded, even if it is below Smm.
Lesions that split or coalesce on treatment. As noted in Appendix 9, when non-nodal lesions
‘fragment’, the longest diameters of the fragmented portions should be added together to calculate the
target lesion sum. Similarly, as lesions coalesce, a plane between them may be maintained that would
aid in obtaining maximal diameter measurements of each individual lesion. If the lesions have truly
coalesced such that they are no longer separable, the vector of the longest diameter in this instance
should be the maximal longest diameter for the ‘coalesced lesion’.

4.3.3 Evaluation of Non-Target Lesions

Complete Response (CR): Disappearance of all non-target lesions and normalization of tumor marker
level. All lymph nodes must be non-pathological in size (<10mm short axis).

Non-CR/Non-PD: Persistence of one or more non-target lesion(s) and/or maintenance of tumor
marker level above the normal limits.

Progressive Disease (PD): Unequivocal progression (see comments below) of existing non-target
lesions. (Note: the appearance of one or more new lesions is also considered progression).

4.4 Evaluation of Best Overall Response

The best overall response is the best response recorded from the start of the study treatment until the
end of treatment taking into account any requirement for confirmation. On occasion a response may
not be documented until after the end of therapy so protocols should be clear if post-treatment
assessments are to be considered in determination of best overall response. Protocols must specify
how any new therapy introduced before progression will affect best response designation. The
patient’s best overall response assignment will depend on the findings of both target and non-target
disease and will also take into consideration the appearance of new lesions. Furthermore, depending
on the nature of the study and the protocol requirements, it may also require confirmatory
measurement (see section 4.6 below). Specifically, in non-randomized studies where response is the
primary endpoint, confirmation of PR or CR is needed to deem either one the ‘best overall response’.

4.5. Frequency of Tumour Re-evaluation

Frequency of tumour re-evaluation while on treatment should be protocol specific and adapted to the
type and schedule of treatment. However, in the context of phase II studies where the beneficial effect
of therapy is not known, follow-up every 6—8 weeks (timed to coincide with the end of a cycle) is
reasonable. Smaller or greater time intervals than these could be justified in specific regimens or
circumstances. The protocol should specify which organ sites are to be evaluated at baseline (usually
those most likely to be involved with metastatic disease for the tumour type under study) and how
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often evaluations are repeated. Normally, all target and non-target sites are evaluated at each
assessment. In selected circumstances certain non-target organs may be evaluated less frequently.

For example, bone scans may need to be repeated only when complete response is identified in target
disease or when progression in bone is suspected. After the end of the treatment, the need for
repetitive tumour evaluations depends on whether the trial has as a goal the response rate or the time
to an event (progression/death). If ‘time to an event’ (e.g. time to progression, disease-free survival,
progression free survival) is the main endpoint of the study, then routine scheduled re-evaluation of
protocol specified sites of disease is warranted. In randomised comparative trials in particular, the
scheduled assessments should be performed as identified on a calendar schedule (for example: every
6—8 weeks on treatment or every 3—4 months after treatment) and should not be affected by delays in
therapy, drug holidays or any other events that might lead to imbalance in a treatment arm in the
timing of disease assessment.

4.6 Confirmatory measurement/duration of response
4.6.1 Confirmation

In non-randomized studies where response is the primary endpoint, confirmation of PR and CR is
required to ensure responses identified are not the result of measurement error. This will also permit
appropriate interpretation of results in the context of historical data where response has traditionally
required confirmation in such studies (see the paper by Bogaerts et al. in this Special Issuel0).
However, in all other circumstances, i.e. in randomized studies (phase II or III) or trials where stable
disease or progression are the primary endpoints, confirmation of response is not required since it will
not add value to the interpretation of study results. However, elimination of the requirement for
response confirmation may increase the importance of central review to protect against bias, in
particular in trials which are not blinded. In the case of SD, measurements must have met the SD
criteria at least once after study entry at a minimum interval (in general not less than 6—8 weeks) that
is defined in the study protocol.

4.6.2 Duration of Overall Response

The duration of overall response is measured from the time measurement criteria are first met for
CR/PR (whichever is first recorded) until the first date that recurrent or progressive disease is
objectively documented (taking as reference for progressive disease the smallest measurements
recorded on study). The duration of overall complete response is measured from the time
measurement criteria are first met for CR until the first date that recurrent disease is objectively
documented.

4.6.3. Duration of Stable Disease

Stable disease is measured from the start of the treatment (in randomized studies, from date of
randomization) until the criteria for progression are met, taking as reference the smallest sum on study
(if the baseline sum is the smallest, this is the reference for calculation of PD). The clinical relevance
of the duration of stable disease varies in different trials and diseases. If the proportion of patients
achieving stable disease for a minimum period of time is an endpoint of importance in a particular
study, the protocol should specify the minimal time interval required between two measurements for
determination of stable disease.

Note: The duration of response and stable disease as well as the progression free survival are
influenced by the frequency of follow-up after baseline evaluation. It is not in the scope of this
guideline to define a standard follow-up frequency. The frequency should take into account many
parameters including disease types and stages, treatment periodicity and standard practice. However,
these limitations of the precision of the measured endpoint should be taken into account if
comparisons between studies are to be made.
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Overview of renewed RECIST Criteria, Version 1.1.
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Appendix 3 - EORTC Quality of Life Questionnaire

EORTC QLQ-C30 (version 3)
We are mterested in some things abont yon and your health. Please answer all of the questons yourself by

crcling the pumber that best applies to you There are no "rizht” or "wrong™ answers. The information that you
provide will remain sirictly confidential.

Fleasze fill in your initials: [
Your birthdate (Day, Mouth, Year): | I
TM:MW,YW}: I N |

Notat A Quite Very
Al Litle aBit Much

1 2 3 4
2 1 2 3 4
3. Dwyon bave any mouble taking a shorf ontside of the house? 1 2 3 4
4. Dwo youn need to stay in or 1 2 3 4
1 2 3 4

a clisg ingz the day?
5. Dw youn need help with E, dressing,
yourself or using the milet?
v
1“"\-—lllJ -

During the past week: Notat A  Quite Very

) Al Little aBit Auch

6. Were you limited in doing efther your work i tivite 1 2 3 4
7. Were you limited in pursuing your hobbies or

leisure fime acmvities? 4
8. Were you short of breath” 4
9.  Have you had pain? 4
10. Dvid you need to rest? 4
11. Have you had trouble slespimg? 4
12. Have you felt weak? 4
13. Have you lackad appetite? 4
14. Have yvou felt nanseated? 1 2 3 4
15. Have you womired? 1 2 3 4
16. Have you been constipared? 1 2 3 4

Please o oo fo the next page
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EMGELIEH

D

EORTC OLO — GINET21

Patients sometimes repert that they have the following symptoms or problems. Please indicate the extent

to which you have expenienced these symptoms or problems during the past week Please answer by
circling the mumber that best applies to youw

During the past week: Not A Quite Very
at all hittle abit muech

31. Ind vou have hot flushes? 1 2 3 4
32. Have vou noticed or been told by others that vou looked flushed/red? 1 2 3 4
33. Dhd vou have might sweats? 1 2 3 4
34,  Ihd vou have abdonunal discomfort? 1 2 3 4
35. Id vou have a bloated feeling m your abdomen” 1 2 3 4
36. Have yvou had a problem with passing wind/gas/flatulence? 1 2 3 4
37. Have vou had acid indipestion or heartborm? 1 2 3 4
38. Have you had difficulties with eatmg? 1 2 3 4
39,  Have you had side-effects from vour treatment?

{If you are not on treatment please circle Nid) A 1 2 3 4
40. Have you had a problem from repeated mjections?

{If not having mjections please circle N/4) A 1 2 3 4
4]1.  Were you wormied about the tomour recurming in other areas of the body? 1 2 3 4
42, Were you concerned about dismuption of home hife? 1 2 3 4
43 Have you womed about your health m the futore? 1 2 3 4
44, How distressing has your illness or treatment bean to those close to you? 1 2 3 4
45.  Has weight loss been a problem for you? 1 2 3 4
46. Has weight gain been a problem for you? 1 2 3 4
47.  Ihd vou woirry about the results of your tests?

{If vou have mot had fests please circle Ni4) A 1 2 3
48. Have you had aches or pains m your omseles or bones? 1 2 3
49, Did vou have any linsrtations in your ability to travel? 1 2 3 4
During the past four weeks:
50. Have vou had problems receiving adequate mformation

about your disease and treatment? 1 2 3 4
51. Has the dizease or treatment affected vour sex life (for the worse)?

(If not applicable please circle N/A) HAA 1 2 3 4

& QLQ-GINET2] Coprright 2004 ECRTC Quakity of life Group. Al rights russrved. Datn: 206 February 2006
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Appendix 4 — Sandostatin® LAR Depot (Patient Information Leaflet, Novartis Pharmaceuticals
UK Ltd)

Page 1 of 8

SANDOSTATIN® LAR® 10, 20 and 30 mg powder and solvent for suspension for injection

(octreotide)

Note: Doctors and other health professionals involved in the administration of Sandostatin LAR
please consult the Summary of Product Characteristics (SmPC) and the administration
instructions following Section 6 of this leaflet.

Patient Information Leaflet
This medicine will be referred to as Sandostatin LAR in this leaflet.
What you need to know about Sandostatin LAR

Your doctor has decided that you need this medicine to help treat your condition.

Plecase read this leaflet carefully before you start to have your medicine. It contains important
information. Keep the leaflet in a safe place because you may want to read it again.

If you have any other questions, or if there is something you don’t understand, please ask your
doctor or nurse.

This medicine has been prescribed for you. Never give it to someone else. It may not be the
right medicine for them even if their symptoms seem to be the same as yours.

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor or nurse.

In this leaflet:

What Sandostatin LAR is and what it’s used for

Things to consider before you start to take Sandostatin LAR
Taking Sandostatin LAR

Possible side effects

How to store Sandostatin LAR

Further information

Sk W=

1. What Sandostatin LAR is and what it’s used for

Sandostatin LAR is a long-acting injection, often called a ‘depot’ injection because the active
ingredient is released into the body slowly. This means that you don’t have to have an injection
every day. Sandostatin LAR contains the active ingredient octreotide (as the acetate). Octreotide
is a synthetic form of the natural hormone, somatostatin. It helps stop the release

of some hormones, including growth hormone, in the body.

Sandostatin LAR can be used for three conditions.

1. To treat acromegaly
Acromegaly is a condition where the body produces too much growth hormone. The level of

growth hormone controls the growth of tissues, organs and bones. Too much hormone means
the size of bones and tissues, especially in the hands and feet, is larger than normal. The
symptoms of acromegaly include headache, excessive perspiration, numb hands and feet,
tiredness, and joint pain. In most cases, the overproduction of growth hormone is caused by an
enlargement in the pituitary gland (a pituitary adenoma).

Sandostatin LAR is used to treat people with acromegaly;
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* when daily treatment with Sandostatin injection given subcutaneously (under the skin) has
been proved to be satisfactory; (Switching to Sandostatin LAR means that the injections
will be much less frequent.)

* when other types of treatment for acromegaly (surgery or radiotherapy) are not suitable or
haven’t worked;

e after radiotherapy, to cover the interim period until the radiotherapy becomes fully
effective;

e before surgery on the pituitary gland.

2. To relieve stomach or bowel symptoms associated with certain tumours known as
‘gastroenteropancreatic’ tumours (rare tumours of the stomach, bowels or pancreas)

Overproduction of specific hormones and other related natural substances can be caused by
some rare conditions of the stomach, bowels or pancreas. This upsets the natural hormonal
balance of the body, and results in a variety of symptoms, such as flushing, diarrhoea, low
blood pressure, rash, and weight loss. Treatment with Sandostatin LAR helps to control these
symptoms. It is generally given to people who have already responded well to treatment with
daily Sandostatin injections.

3. To tre 5 ine 5 od i : : :ndix, small intesti
colon)
Neuroendocrine tumours are rare tumours which can be found in different parts of the body.
Sandostatin LAR is also used to control the growth of these tumours, when they are located in
the gut.

2, Things to consider before you are given Sandostatin LAR

Some people MUST NOT be given Sandostatin LAR. Talk to your doctor if:
*« You think you may be allergic to octreotide or to any of the other ingredients of
Sandostatin LAR. (These are listed at the end of the leaflet).
*  You are breastfeeding.

You should also ask yourself these questions before having Sandostatin LAR:
Are you pregnant ?
Do you have diabetes?
Do you have thyroid problems, or have you had a disease which may have affected your
thyroid?
s Do vou have any problems with your liver, or have you had a disecase which may have
affected your liver?
« Have you ever suffered from gallstones or other stomach problems?
« Do you have a history of Vitamin B12 deficiency?
If the answer to any of these questions is YES, tell your doctor or nurse because Sandostatin
LAR might not be the right medicine for you.

Are you taking other medicines?

Sandostatin interacts with a large number of other medicines. Tell your doctor or nurse if you
are taking any of the following:

Insulin, or other drugs for diabetes

Ciclosporin

Cimetidine

Bromocriptine

Evergreen Ex. 1012
117 of 676



116

Protocol N° AAA-I11-01/FINAL version 1.0, November 14" 2011

Page 3 of 8

Medicines to control blood pressure (beta-blockers or calcium channel blockers) or agents to
control fluid and electrolyte balance {(diuretics)

Medicines metabolised by the liver for example carbamazepine, digoxin and warfarin and
terfenadine.

Always tell your doctor or pharmacist about all the medicines you are taking. This means
medicines you have bought yourself as well as medicines on prescription from your doctor.

Will there be any problems with driving or using machinery?
No problems have been reported.

Other special warnings

*  Your doctor may want to give you a check up from time to time while you are being
treated with Sandostatin LAR.

s Growth hormone secreting pituitary tumours may sometimes expand and cause
problems. Tell your doctor if you experience any problems with your eyes or sight.

e Tell your doctor if vour stomach or bowel problems get worse.

e There is very little experience of using Sandostatin LAR in children.
Sandostatin LAR should only be used during pregnancy if clearly needed. Tell your
doctor if you are pregnant or want to become pregnant.

=«  Women of child bearing potential must use an effective contraceptive method during
treatment with Sandostatin LAR.

3. Taking Sandostatin LAR
Your doctor will work out the correct dose for you.

If you receive Sandostatin LAR for the treatment of acromegaly, or for the relief of symptoms
of gastropancreatic tumours, the starting dose is usually 20 mg Sandostatin LAR, which is
given at 4-week intervals. After about the first 3 months of treatment with Sandostatin LAR,
your doctor will probably want to reassess your treatment. This may involve measuring the
levels of growth hormone or other hormones in your blood. Depending on these results, and
on how you are feeling, the dose of Sandostatin LAR may need to be changed. The dosc given
in each injection can be reduced to 10 mg or, if the treatment is not fully effective, it can be
increased to 30 mg. After the most suitable dose for you has been found, your doctor will
probably want to reassess your treatment about every 6 months.

Sandostatin LAR must be injected into the gluteal muscles in your buttocks. For repeat injections
the doctor or nurse will use the left and right buttocks alternately.

If you have had no problems with Sandostatin injected subcutaneously, vou can immediately be
changed over to Sandostatin LAR. If you haven’t had Sandostatin before, the doctor will give
you a test dose to see how you react, before switching to Sandostatin LAR, if appropriate.

Depending on why you are having Sandostatin LAR, you may need to continue having
subcutancous Sandostatin for about two weeks after your first injection of Sandostatin LAR until
it becomes fully effective. You might also occasionally need to use subcutancous Sandostation as
well when your symptoms are troublesome.

When Sandostatin LAR is being used prior to surgery on the pituitary gland, you must have the
last dose at least 3 to 4 weeks before the surgery.
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If you receive Sandostatin LAR for the treatment of neuroendocrine tumours located in the gut,
the usual dose is 30mg at 4-week intervals. Your doctor will decide how long you should be
treated with Sandostatin LAR.

Ask your doctor or pharmacist if you are unsure about how much medicine you are being given
or how often you are being given it.

What if you forget a dose?
If you forget to go for your appointment for your injection, you should contact your doctor as
soon as possible to arrange another appointment.

What if you have had too much? (Overdose)
If you think you have been given the wrong dose talk to the nurse or doctor.

4. Possible side effects

Most people who are prescribed Sandostatin LAR benefit from taking it, but a few can be upset
by it. If you are receiving this medicine on a long term basis then you will go to hospital from
time to time to have regular check-ups.

Some side effects can be serious

Tell your doctor immediately if you notice that:

e  Your face becomes flushed or swollen or you develop spots or a rash
*  Your chest feels tight, you become short of breath or wheezy

*  You feel faint, possibly as a result of a fall in blood pressure.

These might be the result of an allergic reaction.

If you develop any of the following see your doctor immediately:

« Prolonged/troublesome bloating of the stomach with pain

o Nausea/vomiting associated with drowsiness

«  Fecling restless or giddy

o Yellowing of skin or the whites of your eyes

e Acute pancreatitis (sudden, severe pains in the lower stomach). This may happen within the
first few hours or days of treatment and resolves itself upon drug withdrawal.

s have been re >d in clinical trials:

Up to 1 in 10 people have experienced:

e Local pain at the site of the injection

e Stomach ache, nausea, wind, diarrhoea or constipation
e« Headache

e Changes in blood sugar levels (Hyperglycacmia)

*  Gallstones.

Up to 1 in 100 people have experienced:
o Slow heart beat

e Hair loss
e [rching
e Rash

o Shortness of breath
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Dizziness

Loss of appetite

Changes in blood sugar levels (Hypoglycaemia)

Impaired glucose tolerance

Stomach discomfort after a meal

Vomiting

Bloated stomach

Loose faeces (stools)

Discolouration of faeces

Fat in your faeces (pale and fatty loose stools)

Inflammation of the gallbladder

Biliary sludge

Yellow skin and eyes

Abnormal liver function test results

Changes in activity of the thyroid gland (hypothyroidism} causing changes in heart rate,
appetite or weight, tiredness, feeling cold or sweating too much, anxiety or swelling at the
front of the neck.

Up to 1 in 1,000 people have experienced:
e Dehydration
e Fast heart beat.

Patients taking Sandostatin have reported experiencing the following additional side effects:

s Anaphylaxis (a type of allergic reaction which causes difficulty in breathing or dizziness),
allergy/hypersensitivity reactions

e lichy rash

¢ Inflammation of the pancreas

e Liver inflammation (hepatitis); symptoms may include yellowing of the skin and eyes
{jaundice), nausea, vomiting, loss of appetite, generally feeling unwell, itching, light-coloured
urine

s Irregular heart beat

e Liver dysfunction.

If any of the symptoms become troublesome, or if you notice anything clse not mentioned
here, please go and see your doctor. He/she may want to give you a different medicine.

5. How to store Sandostatin LAR

Keep all medicines out of the reach and sight of children.

Sandostatin LAR should be stored in the fridge (between 2°C and 8°C). Keep in the original
packaging to protect it from light. Sandostatin LAR can be kept below 25°C on the day of
injection, but it must be kept in the outer carton to protect it from light. The suspension must
only be prepared immediately before injection.

Do not use Sandostatin LAR after the expiry date which is printed on the outside of the pack.
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6. Further information

Sandostatin LAR contains the active ingredient octreotide (as octreotide acetate) in a powder
{microspheres} for suspension for injection. The powder also contains the inactive ingredients
poly(DL-lactide-co-glycolide) and mannitol. The powder is white to off-white in colour.

Before it can be used, the powder must be suspended in a special liquid (vehicle), which is
provided in a pre-filled syringe. This liquid consists of sodium carboxymethylcellulose,
mannitol and sterile water. The liquid is clear and colourless.

Once the powder has been mixed with the liquid to be used for suspending the powder,
Sandostatin LAR suspension contains less than 1mmol (23mg} of sodium per dose i.e.
essentially sodium free.

Sandostatin LAR is supplied in a kit which contains

e one 5 ml glass vial containing either 10, 20, or 30 mg octreotide powder (as the acetate),
e one syringe containing 2.5 mL of the liquid to be used for suspending the powder,

+« two needles [40 mm (1.5 inch), 19 gauge].

The product licence holder is Novartis Pharmaceuticals UK Limited, Frimley Business Park,
Frimley, Camberley, Surrey, GU16 7SR, England.

Manufacturer responsible for batch release Novartis Pharmaceuticals UK Ltd, Wimblehurst
Road, Horsham, West Sussex RH12 SAB, England.

This leaflet was revised in July 2011.

If you would like any more information, or would like the leaflet in a different format, please
contact Medical Information at Novartis Pharmaceuticals UK Ltd, telephone number 01276
698370.

SANDOSTATIN is a registered trade mark

Copyright Novartis Pharmaceuticals UK Limited
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For the Medical and Pharmaceutical Professions
Instructions for intramuscular injection of Sandostatin LAR:
FOR DEEP INTRAGLUTEAL INJECTION ONLY
Content:
One vial containing One prefilled syringe containing vehicle solution

Sandostatin LAR + two needles

Follow the instructions below carefully to ensure complete saturation of the powder and its
uniform suspension before i.m. injection.

Sandostatin LAR suspension must only be prepared immediately before administration.
Sandostatin LAR should only be administered by a trained health professional.

Allow the Sandostatin LAR vial and the vehicle syringe to reach
room temperature.

Remove the cap from vial containing Sandostatin LAR. Ensure
that the powder is settled at the bottom of the vial by lightly
tapping the vial.

Remove the cap from the vehicle syringe.
Attach one of the supplied needles to the vehicle syringe.

Disinfect the rubber stopper of the vial with an alcohol swab.
Insert the needle through the centre of the rubber stopper of the
Sandostatin LAR vial.

Without disturbing the Sandostatin LAR powder, gently inject all
the vehicle into the vial by running the vehicle down the inside
wall of the vial. Do not inject the vehicle directly into the
powder. Withdraw the needle from the vial.
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Appendix 5 - OctreoScan® Tumour Uptake and Extent of Tumour Burden Scales

The Tumour Uptake and the Extent of Tumour Burden scores are based soley on the planar images
obtained at 24 hours after administration of OctreoScan® according to the Tumour Scoring methods
described below. Planar image acquisition is to be performed according to the technical protocol
specificed in Appendix 6 - Part 1.

Tumour Scoring

The intensity of Tumour Uptake and the Extent of Tumour Burden is to be scored according to simple
scaling systems.

The Tumour Uptake score is determined by comparing the uptake of OctreoScan® (24 hour planar
scintigrams) in the selected tumour to the uptake observed in the liver according to the following
examples:

ey g;g :% *&N

Tumour Uptake: 1) < Liver 2) = Liver 3) > Liver 4) Very intense

Grade OctreoScan”: (Excluded) (>>Kidneys, spleen)

The Extent of Tumour Burden score is determined by assessing the number of OctreoScan” positive
tumours and is scored according to following examples and descriptions:

= ? s .
= F W e g o ke
% ; L , -
o * -~

Tumour Burden score OctreoScan”: Limited Moderate Extensive

Limited: Up to 5 sites in one part of the body (head/neck, chest, upper abdomen, lower
abdomen).

Moderate: Multiple metastatic lesions in up to 2 parts of the body, neither qualifying for limited

nor for extensive.

Extensive: Many tumour sites in > 2 parts of the body, usually a combination of extensive liver
and lymph node involvement or diffuse skeletal metastases; diffuse liver metastases
with limited abdominal involvement does not qualify.
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Appendix 6 - Part 1 - OctreoScan® Planar Imaging Protocol (ENETS Guidelines)

ENETS Guidelines

Neuroendocrinology 2009;90:184—189
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Introduction

The purpose of this guideline is to assist nuclear medicine practitioners in performing, interpreting
and reporting the results of somatostatin receptor scintigraphy with '''In-pentetreotide. It is not thi
guideline’s aim to give recommendations on the use of PET tracers for somatostatin receptor imaging
(SRI). The reason for this is that valid comparisons between state of the art SRI with ''In.
pentetreotide and these newer PET imaging methods are lacking, and that these newer methods have
not been fully validated. Besides, because of the local production of PET radiopharmaceuticals anc
the diversity of peptide analogs that are applied, each with a different affinity profile and therefore
potentially a different biodistribution and a different tumor detection sensitivity, it is virtually
impossible to make guidelines for the application of these PET radiopharmaceuticals. The genera
recommendations on patient preparation and image interpretation, however, do apply. This guideline
is adapted from the procedure guideline for somatostatin receptor scintigraphy with '''In-
pentetreotide, published by the Society of Nuclear Medicine [1]. *™Tc-Depreotide (Neotect™) is
another commercially available somatostatin analog that has been approved specifically for the
detection of lung cancer in patients with pulmonary nodules [2]. Because of the relatively higt
abdominal background and the impossibility of performing delayed imaging due to the short half-life
of the tracer, it is less suited for the detection of abdominal neuroendocrine tumors [3]. Somatostatir
is a regulatory peptide widely distributed in the human body, in particular in the central and periphera
nervous system, in the endocrine glands, in the immune system as well as in the gastrointestinal tract
In all these tissues, somatostatin action is mediated through membrane-bound receptors, of which five
have been cloned (sstl—sst5) [4].They all belong to the family of G-protein-coupled receptors. Only
sst2, sst5 and, to some extent, sst3 have a high affinity for the commercially available synthetic
octapeptide octreotide [S].Somatostatin receptors are expressed in several normal human tissues
including brain, pituitary, gastrointestinal tract, pancreas, thyroid, spleen, kidney, immune cells
vessels and peripheral nervous system [6—9]. Somatostatin receptors have been identified in vitro in ¢
large number of human neoplasias. A high incidence and density of somatostatin receptors are founc
in particular in neuroendocrine tumors, such as pituitary adenoma, pancreatic islet cell tumor
carcinoid, pheochromocytoma, paraganglioma, medullary thyroid cancer and small cell lung
carcinoma [10].Tumors of the nervous system including meningioma, neuroblastoma anc
medulloblastoma also very often express a high density of somatostatin receptors. But also tumors not
known to classically originate from endocrine or neural cells, such as lymphoma, breast cancer, renal
cell cancer, hepatocellular cancer, prostate cancer, sarcoma and gastric cancer can express
somatostatin receptors. In the majority of these tumors, the sst2 receptor subtype is predominantly
expressed, although low amounts of other somatostatin receptor subtypes may be concomitantly
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present [11].1t should also be emphasized that selected non-tumoral lesions may express somatostatin
receptors. For instance, active granulomas in sarcoidosis express somatostatin receptors on epithelioid
cells [12] and inflamed joints in active rheumatoid arthritis express somatostatin receptors,
preferentially located in the proliferating synovial vessels [13].The expression of somatostatin
receptor is therefore not specific for tumoral pathologies.

Imaging Results in Neuroendocrine and Other Tumors

Imaging results in tumors and other diseases are listed and subdivided according to reported
sensitivity of SRI in table 1.

Normal Scintigraphic Findings and Artifacts

Normal scintigraphic features include visualization of the thyroid, spleen, liver, and kidneys, and the
pituitary in some of the patients. Also, the urinary bladder and bowel are usually visualized to variable
degrees. The visualization of the pituitary, thyroid, and spleen is due to receptor binding. Uptake in
the kidneys is for the most part due to re-absorption of the radiolabeled peptide in the renal tubular
cells after glomerular filtration. There is predominant renal clearance of the somatostatin analog,
although hepatobiliary clearance into the bowel also occurs, necessitating the use of laxatives in order
to facilitate the interpretation of abdominal images. False-positive results of SRI have been reported.
In virtually all cases the term ‘false-positive’ is a misnomer because somatostatin receptor-positive
lesions that are not related to the pathology for which the investigation is performed, are present.
Many of these have been reviewed by Gibril et al. [46].The most common of these are listed in table 2
(which is not exhaustive). Diminished uptake in the spleen due to ongoing treatment with (unlabeled)
octreotide may occur, which may be accompanied by a lower liver uptake. In case of hepatic
metastases, this phenomenon may be misinterpreted as a better uptake in liver metastases. during
octreotide treatment, the uptake of [''' In-DTPA’]-octreotide in somatostatin receptor-positive tumors
is also diminished. This may lead to a lower detection rate of somatostatin receptor-positive lesions,
although there are also literature reports of improved tumor-to-background ratio after pretreatment
with nonradioactive octreotide. A number of causes for a potential false-negative study interpretation
are given in table 3.

Table 1. Sensitivity of SRI using pentetreotide
High sensitivity
Pituitary tumors [14]
GEPNETs
Gastrinomas [15, 16]
Nonfunctioning endocrine pancreatic tumors [17, 18]
Functioning endocrine pancreatic tumors except insulinomas [17, 18]
Carcinoids [19-22]
Paragangliomas [23-25]
Small cell lung cancer [26-29]
Meningiomas [30, 31]
Sarcoidosis and other granulomatous diseases [12, 32]
Graves’ disease and Graves’ ophthalmopathy [33, 34]

Intermediate sensitivity
Insulinomas [17, 35]
Medullary thyroid carcinoma [36—38]
Differentiated thyroid carcinoma (including Hurthle cell carcinoma) [39—41]
Breast cancer [42]
Lymphoma (NHL, HL) [43, 44]
Pheochromocytoma [45]
Astrocytoma [31]

High sensitivity = Detection rate >75%; intermediate sensitivity = detection rate 40—75%. Sensitivity
is either patient- or lesionbased. GEPNET = Gastroenteropancreatic neuroendocrine tumor; NHL =
non-Hodgkin’s lymphoma; HL = Hodgkin’s lymphoma
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Common Indications

Detection and localization of a variety of neuroendocrine and other tumors and their metastases
Staging patients with neuroendocrine tumors

Follow-up of patients with known disease to evaluate potential recurrence

Selection of patients with metastatic tumors for peptide receptor radionuclide therapy and
prediction of the effect of peptide receptor radionuclide therapy

Procedure
Patient Preparation

When appropriate and clinically feasible, therapy with short-acting somatostatin analogs should
be discontinued for 24 h before '''In-pentetreotide administration. Such therapy can be resumed
the day after injection of the radiopharmaceutical. Long-acting preparations should preferably
be stopped 5-6 weeks before the study, and patients should be switched to shortacting
formulations up to 1 day before the study. In follow-up studies, it may be more convenient to
plan the injection of the radiopharmaceutical just before a new administration of the long-acting
formulation is due. The reader should be aware that in such a condition, tumor and spleen
uptake may be diminished due to receptor occupancy

To reduce radiation exposure, patients should be well hydrated before and for at least 1 day
after injection

Laxatives are advised, especially when the abdomen is the area of interest. A mild oral laxative
may be administered in the evening before injection and in the evening after injection. The need
for bowel preparation should be assessed on an individual basis and laxatives should not be
used in patients with active diarrhoea

There is no need for fasting prior to the investigation

The feasibility of the investigation in patients on hemodialysis (with imaging after dialysis)
should be discussed with local nephrologists and radiation protection experts

Precautions

In patients suspected of having insulinoma, an intravenous infusion of glucose should be
available because of the potential for inducing severe hypoglycemia

"n-pentetreotide should not be injected into intravenous lines for or together with solutions
for total parenteral nutrition

The usual precautions and considerations for nuclear medicine investigations in pregnant or
breastfeeding women apply

Information Pertinent to Performing the Procedure

A relevant history of the type of suspected or known primary tumor, its hormonal activity,
the results of other imaging studies (CT or MRI), laboratory results (tumor markers), history
of recent surgery, chemotherapy, radiation therapy, and octreotide therapy should be
obtained

Table 2. Pitfalls and causes of potential misinterpretation of positive results

Radiation pneumonitis
Accessory spleen

Focal collection of stools
Surgical scar tissue
Gallbladder uptake

Nodular goiter

Ventral hernia

Bacterial pneumonia
Respiratory infections
Common cold (nasal uptake)
Cerebrovascular accident
Concomitant granulomatous disease
Diffuse breast uptake
Adrenal uptake
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Urine contamination
Concomitant second primary tumor

Table 3. Causes of potential misinterpretation of negative results

Presence of unlabeled somatostatin, either because of octreotide therapy or resulting from
production of somatostatin by the tumor itself, may lower tumor detectability.

Different somatostatin receptor subtypes have different affinities for the radioligand;
variable tumor differentiation and receptor expression also influence tumor detectability.
This may be important especially in patients with insulinomas and medullary thyroid
carcinomas.

Liver metastases of neuroendocrine tumors may appear iso-intense because of a similar
degree of tracer accumulation by the normal liver. Correlation with anatomic imaging and/or
SPECT imaging may be helpful

Radiopharmaceutical

"In-pentetreotide is a ['''In-DTPA’] conjugate of octreotide, a somatostatin analog
(OctreoScan). The recommended administered activity is 185-222 MBq (5-6 mCi) in adults
and 5 MBg/kg (0.14 mCi/kg) in children. The amount of pentetreotide injected is 10-20 pg; this
dose is not expected to have a clinically significant pharmacologic effect. '''In-pentetreotide is
cleared rapidly from the blood. Excretion is almost entirely through the kidneys (50% of the
injected dose is recovered in the urine by 6 h, 85% within 24 h). Hepatobiliary excretion is only
about 2% of the administered dose

The effective dose equivalent is 0.054 mSv/MBq. For a full patient dose of 222 MBq this is 12
mSv

Before the administration of '''In-pentetreotide, the labeling yield of the radiopharmaceutical
should be tested according to the manufacturer’s instructions

The radiopharmaceutical should be used within 6 h of preparation

"n-pentetreotide should be inspected visually before administration. Preparations containing
particulate matter or color should not be administered

Image Acquisition

Patients should void before imaging

Images are acquired at 4 and 24 h or 24 and 48 h after injection. The 48-hour images may be
needed when there is significant bowel activity at 24 h, which may potentially obscure lesions.
Four-hour images may be obtained to enable evaluation before appearance of activity in the
gut, but since the tumor-to-background ratio is lower at 4 h than at 24 and 48 h, some lesions
may be missed at 4 h

Planar images are acquired using a large-field-of-view gamma camera fitted with a medium-
energy collimator. Symmetrical 20% energy windows are centered over both photopeaks of
""In (173 and 247 keV) and the data from both windows are added. Planar localized images of
the head, chest, abdomen, pelvis, and, if needed, the extremities can be acquired for 10-15
min/image. For whole-body images using a dual-head camera, acquisition should be for a
minimum of 30 min (head to upper femurs) and longer for the entire body (e.g., a speed of up to
3 cm/min has been suggested) in a single pass. Since cervical lymph node metastases may be
missed on the whole-body images, additional planar localized images of the head and neck,
including lateral views, are suggested

SPECT imaging of the appropriate regions, as indicated based on the clinical history, should be
performed preferably with a multi-detector gamma camera. Early and delayed SPECT (i.e. 4
and 24 h after injection) may be helpful in distinguishing bowel activity from pathological
lesions. If only one SPECT acquisition is obtained, acquisition at 24 h is preferred because of a
higher target-to-background ratio. Although imaging systems may vary, an example of
potentially useful acquisition parameters for a multi-detector system are the following: 3°
angular sampling, 128x128 matrix, 360° rotation, 20-30 s/stop

Interpretation Criteria
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*  When possible, images should be evaluated in conjunction or fused with relevant anatomic
images e.g., CT or MRI)

* The optimal time interval to localize tumors is 24 h after injection or later. At 4 h the
background activity may be high. Nevertheless, early images may be important for comparison
and evaluation of abdominal activity imaged at 24 h

« Knowledge of normal tissue accumulation of '!''In-pentetreotide is important for study
interpretation. This radiotracer is seen in the pituitary, thyroid, liver, spleen, kidneys, bladder,
and occasionally the gallbladder. Intestinal activity is usually not present at 4 h, but may be
present at 24 h; images at 48 h may be necessary to clarify abdominal activity

Reporting

* In addition to the general information to be provided in each nuclear medicine report, it is
suggested that the report contain the following information

* Indication: Results of laboratory tests (e.g., neuroendocrine tumor markers if applicable) or
results of other imaging studies as well as other relevant history (known tumor and its type,
recent radiation therapy, and chemotherapy)

* Relevant medications: For example, octreotide therapy and, when stopped, chemotherapy
and/or laxatives, if given

* Procedure description: Timing of imaging relative to radiopharmaceutical administration; areas
imaged; whether SPECT was performed and, if so, its timing and body areas included

o Study limitations: The referring physician may be reminded that some tumors may lack
somatostatin receptors or the appropriate receptor subtypes and, therefore, may not be detected.
The differential diagnosis should consider the many potential causes for a false-positive study,
as listed in table 2

List of Participants

List of Participants of the Consensus Conference on the ENETS Guidelines for the Standard of Care
for the Diagnosis and Treatment of Neuroendocrine Tumors, Held in Palma de Mallorca (Spain),
November 28 to December 1, 2007

Goran Akerstrom, Department of Surgery, University Hospital, Uppsala (Sweden); Bruno Annibale, University Sa pienza
Roma, Rome (Italy); Rudolf Arnold, Department of Internal Medicine, Philipps University, Munich (Germany); Emilio
Bajetta, Medical Oncology Unit B, Istituto Nazionale Tumori, Milan (Italy); Jaroslava Barkmanova, Department of
Oncology, University Hospital, Prague (Czech Republic); Yuan-Jia Chen, Department of Gastroenterology, Peking Union
Medical College Hospital, Chinese Academy of Medical Sciences, Beijing (China); Fre derico Costa, Hospital Sirio
Libanes, Centro de Oncologia, Sdo Paulo (Brazil); Anne Couvelard, Service de Gastroentérologie, Hopital Beaujon, Clichy
(France); Joseph Davar, Department of Cardiology, Royal Free Hospital, London (UK); Wouter de Herder, Department of
Internal Medicine, Section of Endocrinology, Erasmus MC, Rotterdam (The Netherlands); Gianfranco Delle Fave, Ospedale
S. Andrea, Rome (Italy); Barbro Eriksson,Medical Department, Endocrine Unit, University Hospital, Uppsala (Sweden);
Massimo Falconi, Medicine and Surgery, University of Verona, Verona (Italy); Diego Ferone, Departments of Internal
Medicine and Endocrinological and Metabolic Sciences, University of Genoa, Genoa (Italy); David Gross, Department of
Endocrinology and Metabolism, Hadassah University Hospital, Jerusalem (Israel); Bjorn Gustafsson, Medi sinsk avd,
Gastroseksjon, St Olavs Hospital, Trondheim (Norway); Rudolf Hyrdel, 1I. Internal Medical Department, University
Hospital Martin, Martin (Slovakia); Diana Ivan, Endocrinology and Diabetology, Klinikum der Philipps-Universitit,
Marburg (Germany); Gregory Kaltsas, G. Genimatas Hospital, Athens (Greece); Reza Kianmanesh, UFR Bichat-Beaujon-
Louis Mourier, Service de Chirurgie Digestive, Hopital Louis Mourier, Colombes (France); Giinter Kloppel, In stitut fiir
Patho logie, TU Miinchen, Munich (Germany); Ulrich-Peter Knigge, Department of Surgery, Rigshospitalet, Copenhagen
(Denmark); Paul Komminoth,Institute for Pathology, Stadtspital Triemli, Ziirich (Switzerland); Beata Kos-Kudta, Slaska
Akademia Medyczna Klinika Endo krynologii, Zabrze (Poland); Anne Marie McNicol, Division of Cancer Sciences and
Molecular Pathology, Pathology Department, Royal Infirmary, Glasgow (UK); Emmanuel Mitry, Hepatogastroenterology
and Digestive On cology, Hopital Ambroise-Par¢, Boulogne (France); Ola Nilsson, Department of Pathology, Sahlgrenska
sjukhuset, Gothenburg (Sweden); Kjell Oberg, Department of Internal Medicine, Endocrine Unit, University Hospital,
Uppsala (Sweden); Juan O’Connor, Instituto Alexander Fleming, Buenos Aires (Argentina); Dermot O 'Toole, Department
of Gastroenterology and Clinical Medicine, St. James’s Hospital and Trinity College Dublin, Dublin (Ireland); Ulrich-Frank
Pape, Department of Internal Medicine, Division of He patology and Gastroenterology, Campus Virchow-Klinikum,
Charité-Univer sitits medizin Berlin, Berlin (Germany); Mauro Papotti, Department of Biological and Clinical Sciences,
University of Turin/St. Luigi Hospital, Turin (Italy); Marianne Pavel, Department of Hepatology and Gastroenterology,
Campus Virchow-Klinikum, Charité-Universitdtsmedizin Berlin, Berlin (Germany); Aurel Perren, Institut fiir Allgemeine
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Pathologie und Pathologische Anatomie der Technischen Universitdt Miinchen, Klinikum r.d. Isar, Munich (Germany);
Marco Platania, Istituto Nazionale dei Tumori di Milano, Milan (Italy); Guido Rindi, Department of Pathology and
Laboratory Medicine, Universita degli Studi, Parma (Italy); Philippe Ruszniewski, Service de Gastroentérologie, Hopital
Beaujon, Clichy (France); Ramon Salazar, Institut Catala d’Onco logia, Barcelona (Spain); Aldo Scarpa, Department of
Pathology, University of Verona, Verona (Italy); Jean-Yves Scoazec, Anatomie Pathologique, Hopital Edouard-Herriot,
Lyon, (France); Waldemar Szpak, Westville Hospital, Mayville (South Africa); Babs Taal, Netherlands Cancer Centre,
Amsterdam (The Netherlands); Marie-Pierre Vullierme, Service de Gastroentérologie, Hopital Beaujon, Clichy (France);
Bertram Wiedenmann, Department of Internal Medicine, Division of Hepatology and Gastroenterology, Campus Virchow-
Klinikum, Charité-Universititsmedizin Berlin, Berlin (Germany).
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Appendix 6 — Part 2 — OctreoScan® Summary of Product Characteristics

QUALITATIVE AND QUANTITATIVE COMPOSITION
OctreoScan is supplied as two vials which cannot be used separately.

111
1 vial 4920/A with 1.1 ml solution contains at activity reference time: ( In) Indium(lil)chloride 122 MBqg

1 vial 4920/B contains:
Pentetreotide 10 ug

111
After reconstitution and Iablelllling the solution contains  In-pentetreotide.

1Plrllysical characteristics of  In:

In is cyclotron produced and decays with a half-life of 2.83 days to stable cadmium.
Emission characteristics:
y-rays 172 keV (90 % abundance)
y-rays 247 keV (94 % abundance)
X-rays 23-26 keV

1Rmadionuclidic purity:  In = 99%, (1)ﬁ1er y-emitting nuclides < 0.1%.
m
In: maxl.14500 Bq per 1 MBg of  In at activity reference time/date.
m

Half-life of In: 49.51 days
For excipients see section 6.1.

PHARMACEUTICAL FORM

Vial A: Radiopharmaceutical precursor.

Vial B: Powder for solution for injection.

Vial A is a glass vial shielded with lead, containing a clear and colourless solution.

Vial B is a glass vial with grey rubber stopper and an aluminium crimp cap with orange flip off. It
contains a white lyophilised powder.

CLINICAL PARTICULARS
Therapelfﬂc indications

In pentetreotide specifically binds to receptors for somatostatin.
OctreoScan is indicated for use as adjunct in the diagnosis and management of receptor bearing gastro-
entero-pancreatic neuroendocrine (GEP) tumours and carcinoid tumours, by aiding in their localisation.
Tumours which do not bear receptors will not be visualised.

In a number of patients suffering from GEP or carcinoid tumours the receptor density is insufficient to
allow visualisation with OctreoScan. Notably in approximately 50% of patients suffering from insulinoma
the tumour can not be visualised.

Posology and method of administration
The dose for planar scintigraphy is 110 MBq in one single intravenous injection. Careful administration is
necessary to avoid paravasal deposition of activity. For single photon emission tomography the dose
depends on the available equipment. In general, an activity dose of 110 to 220 MBq in one single
intravenous injection should be sufficient. No special dosage regimen for elderly patients is required.

There is limited experience on administrations in paediatric patients, but the activity to be administered
in a child should be a fraction of the adult activity calculated from the bodyweight according to the
following table (Paediatric Task Group, European Association of Nuclear Medicine).

3kg=0.1 4kg =0.14 6 kg =0.19 8 kg = 0.23 10 kg = 0.27
12 kg = 0.32 14 kg = 0.36 16 kg = 0.40 18 kg = 0.44 20 kg = 0.46
22 kg = 0.50 24 kg = 0.53 26 kg = 0.56 28 kg = 0.58 30 kg = 0.62
32 kg = 0.65 34 kg = 0.68 36 kg = 0.71 38 kg = 0.73 40 kg =0.76
42kg=0.78 44 kg = 0.80 46 kg = 0.82 48 kg = 0.85 50 kg = 0.88
52-54 kg = 0.90 56-58 kg = 0.92 60-62 kg = 0.96 64-66 kg = 0.98 68 kg = 0.99

Scintigraphy takes place approx. 24 hours after administration. When activity in the abdomen is
observed at 24 hours which cannot be interpreted with certainty as uptake in tumour or activity in bowel
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contents, scintigraphy should be repeated at 48 hours. In some cases, scintigraphy after 4 hours gives
acceptable results. Physiologic uptake occurs in spleen, liver, kidneys and bladder. Thyroid, pituitary
and intestines are visible in most patients.

Contraindications
Hypersensitivity to the active substance or to any of the excipients.
No specific contraindications have been identified.
For use during pregnancy and lactation see below.

Special warnings and special precautions for use
111

Because of the potential hazard of the ionizing radiation  In-pentetrectide should not be used in
children under 18 years of age, unless the value of the expected clinical information is considered to
outweigh the possible damage from radiation.

Administration of a laxative is necessary in patients not suffering from diarrhoea, to differentiate
stationary activity accumulations in lesions in, or adjacent to, the intestinal tract from moving
accumulations in the bowel contents.
111

In patients with significant renal failure administration of  In-pentetreotide is not advisable because the
reduced or absent function of the principal route of excretion will lead to delivery of an increased
radiation dose (E.D.E. 1.9E-01 mSv/MBq). Administration should be considered only when the possible
damage from radiation is outweighed by the potential diagnostic information. Interpretable scintigrams
may be obtained after haemodialysis during which the high background activity can at least partially be
removed. Prior to dialysis images are non-diagnostic because of activity in the circulation. After dialysis
a higher than usual uptake in liver, spleen and intestinal tract, and a higher than usual activity in
circulation, were observed.
111 111

In-pentetreotide not bound to receptors, and non-peptide bound  In, are rapidly eliminated through
the kidneys. To enhance the process of excretion, in order to reduce background noise and to reduce
the radiation dose to kidneys and bladder, a liberal fluid intake (at least 2 litres) is required for 2 or 3
days following administration.

In diabetic patients, receiving high doses of insulin, the administration of pentetreotide may cause
paradoxical hypoglycaemia via a temporary inhibition of glucagon secretion.

Regarding patients on octreotide therapy it is recommended to withdraw this therapy temporarily to
avoid a possible blockade of somatostatin receptors. This recommendation is given on empirical
grounds, the absolute need for such measure has not been demonstrated. In some patients the
withdrawal of therapy might be not tolerated and may cause rebound effects. This is notably the case in
insulinoma patients, where the danger of sudden hypoglycaemia must be considered, and in patients
suffering from the carcinoid syndrome.

If the clinician responsible for the patients therapeutic management considers withdrawal of octreotide
therapy tolerable a three days withdrawal period is recommended.

111
Positive scintigraphy with  In-pentetreotide reflects the presence of an increased density of tissue
somatostatin receptors rather than a malignant disease. Furthermore positive uptake is not specific for
GEP- and carcinoid-tumours. Positive scintigraphic results require evaluation of the possibility that
another disease, characterised by high local somatostatin receptor concentrations, may be present. An
increase in somatostatin receptor density can also occur in the following pathological conditions:
tumours arising from tissue embryologically derived from the neural crest, (paragangliomas, medullary
thyroid carcinomas, neuroblastomas, pheochromocytomas), tumours of the pituitary gland, endocrine
neoplasms of the lungs (small-cell carcinoma), meningiomas, mamma-carcinomas, lympho-proliferative
disease (Hodgkin's disease, non-Hodgkin lymphomas), and the possibility of uptake in areas of
lymphocyte concentrations (subacute inflammations) must be considered.

For each patient, exposure to ionising radiation must be justifiable on the basis of likely benefit. The
activity administered must be such that the resulting radiation dose is as low as reasonably achievable
bearing in mind the need to obtain the intended diagnostic or therapeutic result.

The administration of radiopharmaceuticals creates risks for other persons from external radiation or
contamination from spills of urine, vomiting, etc. Therefore, radiation protection precautions in
accordance with national regulations must be taken.

Interaction with other medicinal products and other forms of interaction
No drug interactions have been reported to date.

Pregnancy and lactation
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There is no experience with the use of OctreoScan in pregnant women. When it is necessary to
administer radioactive medicinal products to women of childbearing potential, information should always
be sought about pregnancy. Any woman who has missed a period should be assumed to be pregnant
until proven otherwise. Where uncertainty exists it is important that radiation exposure should be the
minimum consistent with achieving the desired clinical information. Alternative techniques which do not
involve ionising radiation have to be considered.

Radionuclide procedures carried out on pregnant women also involve radiation dose to the foetus. The
administration of the maximal diagnostic activity of 220 MB(q to the patient results in an absorbed dose
to the uterus of 8.6 mGy. In this dose range lethal effects and the induction of malformations, growth
retardations and functional disorders are not to be expected; however the risk for the induction of cancer
and hereditary defects may be increased.Therefore, OctreoScan should not be used during pregnancy
unless clearly necessary.

111
It is not known whether  In pentetreotide is excreted into the breast milk. Before administering a
radioactive medicinal product to a mother who is breast feeding consideration should be given as to
whether the investigation could be reasonably delayed until the mother has ceased breast feeding and
as to whether the most appropriate choice of radiopharmaceutical has been made, bearing in mind the
secretion of activity in breast milk. If administration during lactation is considered necessary, breast
feeding has to be discontinued and the expressed milk has to be discarded.

Effects olrlllthe ability to drive and use machines
In-pentetreotide does not affect the ability to drive or to use machines.

Undesirable effects

Adverse effects attributable to the administration of OctreoScan are uncommon (>1/1000, <1/100).
Specific effects have not been observed.

The symptoms reported are suggestive of vasovagal reactions or of anaphylactoid drug effects.

The withdrawal of octrectide therapy as a preparatory step to scintigraphy might provoke severe
adverse effects, generally of the nature of a return of the symptoms seen before this therapy was
started.

Exposure to ionising radiation can lead to cancer or development of hereditary defects. As most
diagnostic nuclear medicine investigations involve levels of radiation less than 20 mSv (effective dose),
these adverse events can be expected with a low probability. However, with this product when
performing SPECT this level might be exceeded. The EDE in a 70 kg individual with normal renal
function is maximally 26 mSv. The higher dose may be justified under some clinical circumstances.

This product contains no excipients that have a recognised action or effect, or knowledge of which is
important for safe and effective use of the product.

Overdose

The pharmacelllj;[ical form (monodose injection) makes inadvertent overdosing improtl)ﬁble. The renal

elimination of  In-pentetreotide, not bound to receptors, and of non-peptide bound  In can be
enhanced by administration of fluids.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties
Pharmacotherapeutic group: Diagnostic radiopharmaceuticals for tumour detection.
ATC: V09I B 01.

OctreoScan attaches to somatostatin receptors in tissues where, as consequence of disease, the cell-
surfaces contain these receptors in a more than physiologic density. In individual patients, where the
disease did not lead to an increased receptor density, scintigraphy will not be successful.

In carcinoid and GEP-tumours the prevalence of increased receptor density in the tumour-tissue in
general is rather high.

Only limited studies of pharmacodynamic effects have been performed. The in vitro biological activity is
approximately 30% of the biological activity of natural somatostatin. The in vivo biological activity,
measured in rats, is less than that of equal amounts of octreotide. Intravenous administration of 20 ug of
pentetreotide resulted in some patients in a measurable but very limited decrease of serum gastrin and
serum glucagon levels of less than 24 hours duration.

Pharmacokinetic properties
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Approximately 80% (resp. 90%) of intravenously atlleinistered radiolabelled pentetreotide is eliminated

through the urinary system in 24 (resp. 48) hours.  In-pentetreotide is taken up by the following
organs:

liver (approx. 2% at 24 hours) and spleen (approx. 2.5% at 24 hours). Uptake in thyroid and pituitary
occurs but not reproducibly. The uptake in kidneys is partly a reflection of ongoing elimination through
the urine and partly due to delayed excretion by the kidney. The elimination via the gallbladder and
subsequently the faeces is approx. 2% of the administered activity dose in patients with normal intestinal
function.

111
Up to 6 hours post-administration radioactivity in urine is predominantly intact  In-pentetreotide.
Thereafter, increasing amounts of non-peptide-bound activity are excreted.

Preclinical safety data
Preclinical safety testing did not yield remarkable findings. No testing has been done on carcinogenic
potential nor of the influence of pentetreotide on fertility or on embryotoxicity.

Radiation dosimetry

The following radiation dosimetry are calculated according to the MIRD system. The data are given in
ICRP publication 80 in 1999.

“According to the biokinetic model described in ICRP 80 intravenously injected 111In-pentreotide is
assumed to be immediately taken up in liver, spleen, kidneys and thyroid, while the rest is assumed to
be homogeneously distributed in the remainder of the body. The experimentally found retention data is
best described by mono- or bi-exponential functions. The biokinetic data come from patients with
carcinoid tumours and endocrine tumours in the Gl-tract. Uptake in tumour tissue present in any given
organ may therefore be included in the published organ uptake values. The main route of excretion is
via the kidneys and less than 2 % is excreted in faeces. An observed excretion of 85 % via urine after 24
h fits well with the model. The small excretion via the Gl tract is not included in the model, since its
contribution to the absorbed dose in normal circumstances is negligible.”

Organ(s) F. T a A/Ao
Liver 0.06 2h 0.40 2.59 h
25d 0.30
70 d 0.30
Spleen 0.05 25d 1.00 230 h
Kidney 0.06 25d 1.00 2.76 h
Thyroid 0.001 25d 1.00 2.76 min
Other organs and 0.829 3h 0.90 6.90 h
tissues 25d
Bladder 1.00
Adults and 15 years 1.63 h
10 years 1.40 h
5 years and 1 year 54.3 min
Fs fractional distribution to organ or tissue
Tiso biological half-time for uptake or elimination
a fraction of Fs taken up or eliminated with the corresponding half-
time. A minus sign indicates uptake.
AJ/Ag cumulated activity in organ or tissue per unit of administered
activity
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Abaorbed doss per unlt activity administered (mGy/MBq)

Organ Aduit 15¥sars 10 Years 5 Yaara 1 Yaar
Adranals 5 BE-02 7.5E-02 1.2E-01 1.7E-01 10E-01
Bladder 2 DE-D1 2 5E-01 31E-D 4 5E-01 8 2E-01
Bone surfacas 2 TE-02 34E-02 5.0E-02 7.6E-02 1.55-01
Brain o 6E-03 1.2E-02 2.0E-02 3.3E-02 £ BE-02
Breast 1.2E-02 1.5E-02 2.3E02 3.7E-02 £ BE-02
Gall blagger 5.2E-02 £.3E-02 9.2E-02 1.4E-01 2 2E-01
Gl tract
Stomach 4 3E-02 S.DE-02 7.3E02 1.1E-01 1.8E-01
51 2 9E-02 3.3E-02 5.9E-02 9.1E-02 1.62-01
Colan 2 9E-02 36E-02 5.5E02 8.9E-02 1.55-02
uu 3.0E-02 37E-02 53502 9.4E-02 1.6E-01)
fLLI 2 TE-02 34E-02 5 0E-02 T BE-02 1.38-01)
Heart 2 5E-02 3.2E-02 4.9E-02 T.1E-02 1.3E-01
Kldneys 4.1E-D1 4.9E-01 8.7E-01 9.5E-01 1.6E+00
Liver 1.DE-D1 1.3E-01 2.0E-01 2.7E-01 4. BE-D1
Lungs 2 3E-02 3.0DE-02 4.4E-02 £.3E-02 12501
Muszies 2 DE-02 2 6E-02 3.3E-02 5.7E-02 1.1E-01
Oesophagus 1.4E-02 1.0E-02 2.3E-02 4 4E-02 T EE-D2
Ovarles 2 TE-02 3.5E-02 5.1E-02 8.1E-02 1.4E-01
Pancreas 7.2E-02 &.3E-02 1.38-01 2.0E-01 312801
Red marmw 2 2E-02 2. 7E-02 3.9E-02 5.3E-02 TE-02
Skin 1.1E-02 1.3E-02 2.1E-02 3.3E-02 £.25-02
Spleen 5. TE-D1 7.9E-01 1.2E+00 1.8E+00 3 1E+00
Testes 1.7E-02 2 3E-02 3.5E-02 5.5E-02 1.0E-01
Thymus 1.4E-02 1.9E-02 23502 4 4E-02 7.BE-02
Thyroid 7.6E-02 1.2E-01 1.35-01 3.7E-0 £.2E-01
Lierus 3.0E-02 4.9E-02 7.1E-02 1.1E-01 1.8E-01
Remalning organs  2.3E-02 2 BE-02 4.2E-02 £.3E-02 1.1E-01
Effecilve doss par
unit administersd  5.4E-02 7.1E-02 1.0E-01 1.6E-01 2 BE-01
[rEviMBY)

For an adminkstered maximal recommended 3.3'.|'|'||Ij' of 220 'l.'lﬂq thie effective dose Is
12 mSv {In an adult of 70 kg).

PHARMACEUTICAL PARTICULARS

List of excipients
Vial 4920/A
Hydrochloric acid
water for injections
Ferric Chloride Hexahydrate

Vial 4920/B

Sodium citrate dihydrate

citric acid monohydrate

inositol

gentisic acid

After reconstitution and labelling the pH of the aqueous solution is 3.8-4.3. The ready to use solution
does not contain a preservative agent.

Incompatibilities
Major incompatibilities: not known. After reconstitution and labelling OctreoScan may be diluted with
0.9% sodium chloride solution. Do not mix the injectate with any other solution in order to avoid possible
incompatibilities.

Shelf life
Vialﬁi‘l and by consequence vial B of OctreoScan expire 24 hours after the activity reference time/date of

the In. Activity reference time/date and expiry time/date are both stated on the label on the shielding
(sealed container) and appear in the documents that accompany each shipment. After reconstitution
and labelling the solution must be used within 6 hours.
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Special precautions for storage
The vials A and B are to be stored below 25 °C. Storage should take place in accordance with national
regulations for radioactive materials. Store the ready to use solution below 25°C during the prescribed
shelf life.

Nature and contents of container
Both 10 ml vials comply with the requirements for glass Type |, Ph.Eur. The vial containing pentetreotide
is closed with a butylrubber stopper. The vial containing 111In-indium chloride is closed with a teflon-
coated butylrubber stopper. Both vials are sealed with an aluminium crimp cap. OctreoScan is supplied
as one pack containing two vials that cannot be used separately, one of which has a lead shielding.
Both vials are packed in a closed, folded tin. Enclosed in the tin is a Sterican Luer Lock 0.90 x 70 mm /
20 G x 2 4/5 needle to be used for the labeling procedure.

Instructions for use/handling
Radiopharmaceutical agents should only be used by qualified personnel with the appropriate
government authorization for the use and manipulation of radionuclides.
This radiopharmaceutical may be received, used and administered only by authorised persons in
designated clinical settings. Its receipt, storage, use, transfer and disposal are subject to the regulations
and/or appropriate licences of the local competent official organisations.

Radiopharmaceuticals should be prepared by the user in a manner which satisfies both radiation safety
and pharmaceutical quality requirements. Appropriate aseptic precautions should be taken, complying
with the requirements of Good Manufacturing Practice for pharmaceuticals.

Instructions for labelling
1 Add the conltlelnts of vial A ( In-chloride) to vial B (lyophilised pentetreotide) to obtain the product

Indium (' In) pentetreotide; only the Sterican (0.90 x 70) needle supplied with the shipped patient
dose should be used to remove the indium chloride from its vial

2 Observe an incubation period of 30 minutes following the reconstitution

3 The preparation may be diluted with 2-3 ml of 0.9% sodium chloride solution if a larger volume is
desired for easier handling in the syringe

4 The solution must be clear and colourless, this can be checked behind a lead wall containing a lead
glass window. If the solution does not comply it should be discarded.

5 Use a tiny sample of this (diluted or not) volume for the quality control, which is described in the
following paragraph

6 The solution is ready for use.

111
N.B.: FOR THE RECONSTITUTION DO NOT USE ANY OTHER  IN-CHLORIDE SOLUTION THAN

THE ONE SUPPLIED IN THE SAME CONTAINER THAT HOLDS THE LYOPHILISED
PENTETREOTIDE

Instructions for quality control
111 111

Analysis of  In-bound peptides versus In-bound non-peptide compounds may be done on silicagel
impregnated glass fiber strips (ITLC SG by GELMAN, cat.nr.61885). Prepare a thoroughly dried strip,
approx. 10 cm long and 2.5 cm wide by marking a starting line at 2 cm, with additional marks at 6 and 9
cm. Apply 5 to 10 pl of the reconstituted and labelled solution to the starting line and develop in freshly
prepared sodium citrate solution 0.1M, adjusted with HCI to pH 5. In approximately 2-3 min the front will
have reached the 9 fer mark. Cut the strip at the 6 cm mark and measure the activity of both halves.

Non-peptide bound  In moves with the front. Requirement: The lower end of the chromatogram should
contain = 98% of the applied activity.
Instructilgps for waste disposal

Unused In activity or unused OctreoScan should be allowed to decay until the activity has dropped to
such a low level that, according to local

regulations, it is no longer considered radioactive. Then it may be disposed of as harmless waste.
Unused vials with lyophilized pentetreotide may be disposed of as harmless waste.

Waste must be disposed of according to national regulations for radioactive material.
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Appendix 7 — Precautions for Pregnancy

Men and women should not procreate until six months after the date of their last treatment with '""Lu-
DOTA"-Tyr’-Octreotate. Due to the CT scans foreseen during the study (every 12+1 weeks), woman
should not procreate until the end of the study.

It is noteworthy that f-HCG may be secreted by a small percentage of NETs, such that, in addition to
being a pregnancy marker it also is a tumour marker. Consequently, NET female patients with
positive B-HCG at baseline can be eligible to enter the study and receive treatment if pregnancy can
be excluded by lack of expected doubling of B-HCG. Normally in pregnant subjects B-HCG doubles
every 2 days during the first 4 weeks of pregnancy and every 3 % days by weeks 6 to 7.

Women of childbearing potential include any female who has experienced menarche and who has not
undergone successful surgical sterilisation (hysterectomy, bilateral tubal ligation or bilateral
ovariectomy) or is not postmenopausal (defined as amenorrhoea >24 consecutive months, and for
women on hormone replacement therapy, only with a documented plasma follicle-stimulating
hormone level >35 mIU/mL). Even women who are using oral, implanted or injected contraceptive
hormones, an IUD, or barrier methods (diaphragm, condoms, spermicidal) to prevent pregnancy, are
practicing abstinence or where the partner is sterile (e.g. vasectomy) should be considered to be of
childbearing potential. Postmenopausal women who have fertilised eggs implanted are also
considered to be of childbearing potential.

Acceptable methods of contraception may include total abstinence at the discretion of the Investigator
in cases where the age, career, lifestyle, or sexual orientation of the patient ensures compliance.
Periodic abstinence (e.g., calendar, ovulation, symptothermal, post-ovulation methods) and
withdrawal are not acceptable methods of contraception. Reliable contraception should be maintained
throughout the study and for 6 months after investigational drug discontinuation.

All women of childbearing potential must use a double-barrier method of birth control or practice
continuous abstinence from heterosexual contact throughout the study and for six months after the end
of the last treatment.
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Appendix 8 — YLu-DOTA’-Tyr®-Octreotate Administration and Amino Acid Co-Infusion
Scheme; Examples of Infusion Methods

Granisetron 3 mg is injected intravenously. The amino acid solution and '"Lu-DOTA’-Tyr’-
Octreotate (22-25 mL) are administered in parallel by peripheral vein infusion in one arm at a
constant infusion rate. The infusion with amino acids starts 30 minutes before the start of the '"'Lu-
DOTA'-Tyr’-Octreotate infusion, and runs for a total of 4 h. The infusion is performed through
pumps or any other infusion system. Table 11 shows the '”’Lu-DOTA -Tyr’-Octreotate administration
with amino acid co-infusion scheme.

Table 11:  ""Lu-DOTA’-Tyr’-Octreotate’ Administration and Amino Acid Co-Infusion Schemes.

Preparation Starting Time | Infusion Rate Duration

(h) (ml/h) (h)
Granisetron 3 mg 0 Bolus -
(or alternative)
Amino Acids: 2 L solution 0 500 4
Yu-DOTAC-Tyr3-Octreotate’ 0.5 50 0.5
Saline solution* 1.0 50 0.5

"TLu-DOTA-Tyr’-Octreotate must be infused directly into the line. The line must be flushed with at
least 25 ml of sodium chloride 9 mg/ml (0.9%) solution for injection after the infusion of '"’Lu-
DOTA"-Tyr’-Octreotate.

Examples of Infusion Methods

Example 1: Two Pumps Method

Two infusion pumps (pump 1 and pump 2) infuse the '’Lu-DOTA’-Tyr’*-Octreotate and amino acids
solution. A standard infusion set is connected to each pump and allows the infusion of the two
pharmaceuticals products (‘"’Lu-DOTA’-Tyr’-Octreotate and amino acid solution) independently one
each other.

The infusion set consists of:

1- a pre-filled, sterile container (glass bottle) of physiological solution that permit the fluid to flow
one drop at a time, making it easy to see the flow rate (and also reducing air bubbles);

2- a long sterile tube with a clamp to regulate or stop the flow;

3- connectors to allow "piggybacking" of another infusion set onto the same line. This second line is
connected to the amino acids solution bottle (pump 1) and to the '"’Lu-DOTA’-Tyr’-Octreotate vial

(pump 2).

By means of a 3 way cock another sterile tube guarantees the connection of the tube coming from the
physiological solution bottle and the tube coming from the second bottle (amino acid solution in the
case of the pump 1 or ""Lu-DOTA -Tyr’-Octreotate in the case of pump 2) to the device (the infusion
pump) that allows precise control over the flow rate and total amount of products delivered. The
confluence of the two fluids that flows into the 1 vein infusion tube is allowed by another cock.
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A scheme of the pumps infusion method is shown in Figure 1.

Figure 1: Two Pumps Infusion Method.

Example 2: Flebo Infusion Method

The flebo infusion method is schematically presented in Figure 2. It consists of a container for a vial
of radiopharmaceutical made of polymethyl methacrylate with a cavity capable of containing the vial
of radiopharmaceutical, and of a lid screwed onto the receptacle for closing the container, said lid
presenting a central through-hole. A set, in combination with this container with the vial of
radiopharmaceutical, consisting of a bottle of saline solution and two infusion catheters, enhances the
radioprotection during the infusion of a radiopharmaceutical in an infusion operation.

In an infusion operation, saline bottle 4 is conventionally suspended in a cradle 7 attached to a stand
8, equipped with a support shelf 9. The first infusion catheter is inserted with the first needle 50 in the
cap of bottle 4, while the second needle 52 is inserted, via flared portion 27 and central through-hole
26 of lid 2, into the cap of radiopharmaceutical vial 3 in such a way as not to be immersed in the
pharmaceutical.

The second infusion catheter 6 also has its first needle 60 inserted via flared portion 27 and through-
hole 26 of lid 2, into the cap of the vial of radiopharmaceutical, whereas the second needle 62 is
inserted in the brachial vein B of a patient. The first needle 60 is long enough to touch the bottom of
the vial of radiopharmaceutical, where it must be held in place for the complete extraction of the
radiopharmaceutical, as shown in Figure 2B.

The provision of flow via the bottle of saline solution 4, the first infusion catheter 5, vial 3 in
container 1-2, and the second infusion catheter 6 allows the radiopharmaceutical to be delivered by
gravity. The saline solution is fed from bottle 4 into radiopharmaceutical vial 3 with flow regulation
by means of flow-regulator 51. The influx of saline brings about an increase in pressure in
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radiopharmaceutical vial 3 which has its entire contents aspirated by the second infusion catheter 6,
the flow rate of which is regulated by flow-regulator 61. (See US Patent 7842023)

LL5. Patent Nov. 3, 2000 US 7.842,023 B2
A B. : /
60— ¥ /—52
e/ i
.|1_ -
1 h ] h
-4\
= L\
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L | = |= ¥
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= ’
1 7
Figure 2: Flebo Infusion Method (A) Showing Operations Details (B).

From US Patent No. US 7842023
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Appendix 9 — CT and MRI Imaging Protocols

The imaging protocols are performed according to Revised RECIST Criteria, Version 1.1
(Eisenhauer EA et. al., 2009, Appendix 2).

CT is the preferred imaging modality for assessing RECIST Criteria. The use of MRI should
be limited to additional investigation uses only (such as liver studies). In the event that MRI
is used for RECIST Ceriteria analysis, it must be used throughout the relevant study period,
using the same acquisition protocol including that used at inclusion and baseline.

These protocols for image acquisition of computed tomogra-
phv (CT) and magnetic resonance imaging (MRI) are recom-
mendations intended for patients on clinical tricls where
RECIST assessment will be performed. Standardisation of
imaging requirements and image acquisition parameters is
ideal to allow for optimal comparability of subjects within a
study and results between studies. These recommendations
are designed to balance optimised image acquisition proto-
cols with techriques that should be feasible to perform glob-
ally at imaging facilities in all types of radiology practices.
These guidelines are not applicable to functional imaging
techniques or volumetric assessment of tumour size.

Scanner quelity control is highly recommended and should
follow standard manufacturer and facility maintenance
schedules using commercial phantoms. It is likely that for RE-
CIST unidimensional measurements this will be adequate to
produce reproducible measurements. [maging quality control
for CTincludes an analysis of image noise and uniformity and
CT number as well as spatial resolution. The frequency of
quality control analysis is also variable and should focus on
clinically relevant scanning parameters. Dose analysis is al-
ways important and the use of imaging should follow the
ALARA principle, ‘As Low As Reasonably Achievable’, which
refers to making every reasonable effort to maintain radiation
exposures as far below the dose limits as possible.

Specific notes

Chest X-ray measurement of lesions surrounded by pulmon-
ary parenchyma is feasible, but not preferable as the
measurement represents a summation of densities. Further-
more, there is poor identification of new lesions within the
chest on X-ray as compared with CT. Therefore, measure-
ments of pulmonary parenchymal lesions as well as medias-
tinal disease are optimally performed with CT of the chest.
MRI of the chest should only be performed in extenuating cir-
cumstances. Even if IV contrast cannot be administered (for
example, in the situation of allergy to contrast), a non-con-
trast CT of the chest is still preferred over MRI or chest X-ray.

CT scans: CT scans of the chest, ebdomen, and pelvis should
be contiguous throughout all the anatomic region of interest.
As a general rule, the minimum size of a measurable lesion at
baseline should be no less than double the slice thickness and
also have a minimum size of 10 mm (see below for minimum
size when scarners have a slice thickness more than 5 mm).
While the precise physics of lesion size and partial volume
averaging is complex, lesions smaller than 10 mm may be dif-
ficult to accurately and reproducibly measure. While this rule
is applicable to baseline scans, as lesions potentially decrease
in size at follow-up CT studies, they should still be measured.
Lesions which are reported as ‘too small to measure’ should
be assigned a default measurement of 5 mm if they are still
visible.

The most critical CT image acquisition parameters for opti-
mal tumour evaluation using RECIST are anatomic coverage,
contrast administration, slice thickness, and reconstruction interval.

a. Anatomic coverage: Optimal anatomic coverage for most
solid tumours is the chest, abdomen and pelvis. Cover-
age should encompass all areas of known predilection
for metastases in the disease under evaluation and
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should additionally investigate areas that may be
involved based on signs and symptoms of individual
patients. Because a lesion later identified in a body part
not scanned at baseline would be considered as a new
lesion representing disease progression, careful consid-
eraticn should be given to the extent of imaging coverage
at baseline and at subsequent fellow-up time points.
This will enable better consistency not only of tumour
measurements but also identification of new disease.

. IV contrast administration: Optimal visualisation and
measurement of metastases in solid tumours requires
consistent administration {dose and rate) of [V contrast
as well as timning of scanning. Typically, most abdormni-
nal imaging is performed during the portal venous
phase and (optimally) about the same time frame after
injection on each examination {see Fig. 1 for impact of
different phase of IV contrast on lesion measurement).
Most solid tumours may be scanned with 2 single
phase after administration of contrast. While triphasic
GT scans are sometimes performed on other types of
vascular tumours to lmprove lesion conspicuity, for
consisteriey and uniformity, we would recommend tri-
phasic CT for hepatoecellular and neurcendoerine
tumours for which this scanning protocol is generally
standard of care, and the improved temporal resolution
of the triphasic scan will enhance the radiologists’ abil-
ity to consistently and reproducibly measure these
lesions. The precise dose and rate of IV contrast is
dependent upen the CT scanning equipment, CT acqui-
sition protocol, the type of contrast used, the available
venous access and the medical condition of the
patient, Therefore, the method of administration of
Intravenous contrast agents is variable. Rather than
oy to Institute rigid rules regarding methods for
administering contrast agents and the volurme injected,
it is appropriate to suggest that an adequate volume of
a suitable contrast agent should be given so that the
metastases are demonstrated to best effect and a con-
sistent method is used on subsequent examinations for
any given patient {ideally, this would be specified in
the protoceol or for an institution). It is very important
that the same technique be used at baseline and on fol-

low-up examinations for a given patient. This will
greatly enhance the reproducibility of the tumour mea-
surerments. If prior to enrolment itis known a patient is
not able to undergo CT scans with [V contrast due to
allergy or renal insufficiency, the decision as to
whether a non-contrast CT or MRI (with or without IV
contrast) should be used to evaluate the subject at
baseline and follow-up should be guided by the tumour
type under investigation and the anatomic location of
the disease. For patients who develop contraindica-
tions to contrast after baseline contrast CT is done,
the decision as to whether non-contrast CT or MRI
(enhanced or non-enhanced) should be performed
should also be based on the tumour type, anatomic
Iocation of the disease and should be optimised to
allow for comparison to the prior studies if possible.
Each case should be discussed with the radiologist to
determirie if substitution of these other approaches is
possible and, if not, the patient should be considered
not evaluable from that point forward. Gare must be
taken In measurement of target lesions on a different
modelity and interpretation of non-target disease or
new lesions, since the same lesion may appesar to have
a different size using & new modality (see Fig. 2 for a
comparison of CT and MRI of the same lesion). Oral
contrast is recommended to help visualise and differ-
entiate structures in the abdomen.

. Slice thickness and reconstruction interval: RECIST measure-

ments may be performed at most clinieally obtained
slice thicknesses. It 1s recommended that CT scans be
performed at 5 mm contiguous slice thickness or less
and indeed this guideline presumes a minimurmn 5 mm
thickness in recommendations for measurable lesion
definition. Indeed, vanations in slice thickness can have
an impact on lesion measurement and on detection of
new lesions. However, consideration should also be
given for minimising radiation exposure. With these
parameters, a minimum 10 mm lesion is considered
measurable at baseline. Ocrasionally, institutions may
perform medically acceptable scans at slice thicknesses
greater than 5 mm. If this occurs, the minimum size of
measurable lesions at baseline should be twice the slice

Fig. 1 - Difference in measurement/visualisation with different phases of IV contrast administration. Hypervascular
metastases imaged in the arterial phase (left} and the portal venous phase (right). Note that the number of lesions visible
differs greatly between the two phases of contrast administration as does any potential lesion measurement. Consistent CT
scan acquisition, including phase of contrast administration, is important for optimal and reproducible tumour
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for incorporating (or substituting) FDG-PET into anatemical
assessment of tumour response in phase II trials are not vet
available, though much research is ongoing. Nevertheless,
FDG-PET is being used in many drug development trals both
as a tool to assess therapeutic efficacy and also in assessment
of progression. If FDG-PET scans are included in a protocol, by
consensus, an FDG uptake period of 60 min prior to imaging
has been decided as the most appropriate for imaging of pa-
tients with malignancy.®® Whol. -body acquisition is impor-
tant since this allows for sampling of all areas of interest
and can assess if new lesions have appeared thus determining
the possibility of interval progression of disease. Images from
thebase of the skull to the level of the mid-thigh should be ob-
tained 60 min post injection, PET camera specifications are
varizble and manufacturer specific, so every attempt should
be made to use the same scanner, or the same model scanner,
for serizal scans on the same patient. Whole-body acquisitions
can be performed in either 2- or 3-dimensional mode with
attenuation correction, but the method chosen should be con-
sistent across all patients and serial scans in the clinical trial.

PET/CT scans: Combined modality scanning such as with
PET-CT is increasingly used in clinical care, and is a modal-
ity/technology that is in rapid evolution; therefore, the recom-
mendations in this paper may change rather quickly with
time. At present, low dose or attenuation correction CT por-
tions of a combined PET-CT are of limited use in anatomically
based efficacy assessments and it is therefore suggested that
they should not be substituted for dedicated diagnostic con-
trast enthanced CT scans for anatomically based RECIST mea-
surements. However, if a site can document that the CT

rate reflection of events. Furthermore, it, tor example, the
only measurable lesion is in the para-aortic region of the
abdomen and if gas in the bowel overlies the lesion, the lesion
will not be detected becanse the ultrasound beam cannot
penetrate the gas. Accordingly, the disease staging {or restag-
ing for treatment evaluation) for this patient will not be
accurate.

While evaluation of lesions by physical examination is also
of limited reproducibility, it is permitted when lesions are
supetficial, at least 10 mm size, and can be assessed using
calipers. In general, it is preferred if patients on clinical trials
have at least one lesion that is measurable by CT. Gther skin
or palpable lesions may be measured on physical examina-
tion and be considered target lesions.

Use of MRI remains & complex issue. MRI has excellent
contrast, spatial and temporal resolution; however, there
are many image acquisition variables involved in MRI, which
greatly impact image quality, lesion conspicuity and mea-
surement. Furthermore, the availability of MRI is variable
globally. As with CT, if an MRI is performed, the technical
specifications of the scanning sequences used should be
optimised for the evaluation of the type and site of disease.
Furthermore, as with CT, the modality used at follow-up
should be the same as was used at baseline and the lesions
should be measured/assessed on the same pulse sequernce.
Generally, axial imaging of the abdomen and pelvis with T1
and T2 weighted imaging along with gadolinium enhanced
imaging should be performed. The field of view, matnx,
number of excitations, phase encode steps, use of fat sup-
pression and fast sequences should be optimised for the spe-
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cific body part being imaged as well as the scanner utilised. It
is beyond the scope of this document or appendix to pre-
scribe specihe MRI pulse sequence parameters for all scan-
ners, body parts and diseases. Idezally, the same type of
scanner should be used and the image acquisition protocol
should be followed as closely as possible to prior scans. Body
scans should be performed with breath-hold scanning tech-
niques if possible.

Selection cf target lesions: In general, the largest lesions rep-
resentative of mvolved organs (up to a maximum of two per
organ and hve total) are selected to follow as target lesions.
However, in some cases, the largest lesions may not be easily
measured and are not suitable for follow-up because of their
configuration. In these cases, identification of the largest most
reproducible lesions is advised. Fig. 3 provides an illustrative
example where the largest lesion is not the most reproducible
and arnother lesion is better to select and follow:

Measurement cf lesions

The longest diameter of selected lesions should be measured
in the plane in which the images were acquired. For body CT,
this is the axial plane. In the event isotropic reconstructions
are performed, measurements can be made on these recon-
structed images; however, it should be cautioned that not
all radiology sites are capable of producing isotropic recon-
structions. This could lead to the undesirable situation of
measurements in the axial plane at one assessment point
and in a different plane at a subsequent assessment. There
are sorme tumours, for instance paraspinal lesions, which

reconstructions in those planes were isotropic or the images
were acquired with MRIin those planes. Using the same plane
of evaluation, the maximal diameter of each target lesion
should always be measured at subsequent follow-up time
points even if this results in measuring the lesion at a differ-
ent slice level or in & different orientation or vector compared
with the baseline study. Software tools that calculate the
maximal diameter for a perimeter of a tumour may be em-
ployed and may even reduce varability.

The only exception to the longest diameter rule is lymph
node measurement. Because malignant nodes are identified
by the length of their short axis, this is the guide used to
determine not only whether they are pathological but is also
the dimension measured for adding into the sum of target le-
sions. Fig. 4 illustrates this point: the large arrow identifies a
malignant node: the shorter perpendicular axis 15 =15 mm
and will be recorded. Close by {small arrow) there is a normal
node: note here the long axis is greater than 10 mm but the
short axis is well below 10 mm. This nede should be consid-
ered non-pathological.

If & lesion disappears and reappears at a subsequent time
point it should continue to be measured. However, the pa-
tient’s response at the point in time when the lesion reap-
pears will depend upon the status of his/her other lesions.
For example, if the patient’s tumour had reached a CR status
and the lesion reappeared, then the patient would be consid-
ered FD at the time of reappearance. In contrast, if the tumour
status was a PR or SD and one lesion which had disappeared
then reappears, its maximal diameter should be added to the
sum of the remaining lesions for a calculated response: in
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Fig. 6 - Example of unequivocal progression in non-target lesion (nodes).
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ently asked questions

Question

Answer

What should be done if several unique lesions at
baseline become confluent at a follow-up
evaluaton?

How large does a new lesion have to be to count
as progression? Does any small subcentimetre
lesion gualify, or should the lesion be at least
measurable?

How should one lesion be measured if on
subsequent exams it is split into two?

Does the definiton of progression depend on
the status of all target lesions or only one?

Are RECIST criteria accepted by regulatory
agencies?

What is the criterion for a measurable lesion if
the CT slice thickness iz =5 mm?

What should we record when target lesions
become so small they are below the 10 mm
‘measurable’ size?

If a patient has several lesions which have
decreased in size to meet PR criteria and one
has actually disappeared, does that patient have
PO if the ‘disappeared’ lesion reappears?

When measuring the longest diameter of target
lesions In response to treatment, is the same
axis that was used initally used subsaguently,
even if there 1s a shape change to the lesion that
may have produced a new longest diameter?

Targat lesions have been selectad at baseline
and followed but then one of these target
lesions then becomes non-evaluable (i.e.
different technique used)

What is the effect this has on the other target
lesions and the overall response?

Measure the longest diameter of the confluent mass and record to add into the sum of
the longaest diameters

MNew lesions do not nead to meet ‘measurability criteria’ to be considered valid. If it is
clear on previous images (with the same technigue) that a lesion was absent then its
definitve appearance imples progression. If there 1z any doubt (because of the
technigues or conditions) then it is suggested that reatment continue until next
scheduled assessment when, generally, all should be clear. Either it gets bigger and the
date of progression is the date of the first suspicion, or it disappears and one may then
consider 1t an artefact with the support of the radiologists

Measure the longest diameter of each lesion and add this into the sum

As per the RLCIST 1.1 guideline, progression requires a 20% increase in the sum of
diameters of all target lesions AND a minimum absolute increase of 5 mm in the sum

Many cooperative groups and members of pharma were involved in preparing RECIST
1.0 and have adopted them. The FDA was consulted in their development and supports
their use, though they don’t require it. The European and Canadian regulatory
authorities also participated and the RECIST criteria are now integrated in the Curopean
note for guidance for the developmeant of anticancer agents. Many pharmacsutical
comipanies are also using them. RECIST 1.1 was similarly widely distibuted before
publication

RLCIST 1.1 recommends that CT scans have a maximum slice thickness of 5 mm and the
minimum size for a measurable lesion is twice that: 10 mm (even if slice thickness is
<5 mm). If scanners with slice thickness 5 mm are usead, the minimum lesion siza must
have a longest diameter twice the actual slice thickness

Target lesion measurability is defined at baseline. Thereafter, actual measurements,
even if <10 mm, should be recorded. If lesions become very small, some radiclogists
indicate they are “too small to measure’. This guideline advises that when this ocours, if
the lesion is actually still present, a default measurement of 5 mm should be applied. If
in fact the radiologist believes the lesion has gone, & default measurement of 0 mm
should be recorded

Unless the sum meets the PD criteria, the reappearance of a lesion in the setting of PR (o1
SDj is not PD. The lesion should simply be added into the sum.

[f the patients had had a CR, clearly reappearance of an absent lesion would qualify for
PL

The longest diameter of the lesion should always be measured even if the actual axis is
different from the one used to measure the lesion initdally (or at different time paint
during follow-up)

The only exception to this is lymph nodes: as per RCCIST 1.1 the short axis should
always be followed and as in the case of target lesions, the vector of the shert axis may
change on follow-up

What may be done in such cases is one of the following:

(a) If the patient iz still being treated, call the centre to be sure that future evaluations are
done with the baseline technique =o at least SOME courses are fully evaluable

(b} If that is not possible, check if there IS a baseline exam by the same technigue which
was used to follow patients...in which case if you retrieve the baseline measures from
that technique you retrieve the lesion evaluability

{c) If neither () nor (b) is possible then it is a judgement call about whether you delete
the lesion from all forms or consider the impact of the lesion overall is so important that
its being non-evaluable makes the overall response interpretation inevaluable without
it. Such a decision should be discussed in a review panel

[tis NOT recommended that the lesion be included in baseline sums and then excluded
from follow-up sums since this biases in favour of a response

(continued on next page)

Evergreen Ex. 1012
147 of 676



146
Protocol N° AAA-III-01/FINAL version 1.0, November 14" 2011

continued
Queston Answer

What if a single non-target lesion cannot be reviewed, for Sometimes the major contribution of a single non-target lesion may be in

whatever reason; does this negate the overall assessment? the setting of CR having otherwise been achieved: failure to examine one
neon-target in that setting will leave you unable to claim CR. It is also
possible that the non-target lesion has undergone such substantial
progression that it would override the target disease and render patient
PD. However, this is very unlikely, especially if the rest of the measurable
disease is stable or responding

A patient has a 32% decrease In sum cycdle 2, a 28% decrease cycle It is not infrequent that tumour shrinkage hovers around the 30% mark.

4 and a 33% decrease cycle 6. Does confirmation of PR have to In this case, most would consider FR to have been confirmed looking at

take place in sequendal scans or is a case like this confirmed FR? this overall case. Had there been two or three non-PR cbservations
between the two time point PR responses, the most conservatve
approach would be to consider this case SDt

In the setting of a breast cancer necadjuvant study, would Neither CT ner mammography are optimal in this setting. MRI is the

mammography not be used to assess lesions? Is CT preferred in preferred modality to follow breast lesions in 2 neoadjuvant setting

this setting?

A patient has a lesion measurable by clinical exam and by CT CT scan. Always follow by imaging if that opton exists since it can be

scan. Which should be followed? reviewed and verified

A lesion which was solid zt baseline has become necrotic in the The longest diameter of the entire lesion should be followed. Cventually,

centre. How should this be measured? necrotic lesions which are responding to treatment decrease in size. In
reporting the results of trials, you may wish to report on this
phenomenon if it is seen frequently since some agents (e.g. angiogenesis
inhibitors) may produce this effect

If I am going to use MRI to follow disease, what is minimum size MRI may be substituted for contrast enhanced CT for some sites, but not

for measurability? lung. The minimum size for measurability is the same as for CT {10 mm)
as long as the scans are performed with slice thickness of 5 mm and no
gap. In the event the MRI is performed with thicker slices, the size of 2
measurable lesion at baseline should be two times the slice thickness. In
the event there are inter-slice gaps, this also needs to be considered in
determining the size of measurable lesions at baseline

Can PLT-CT be used with RCCIST? At present, the low dose or attenuation correction CT portion of a

combined PLT-CT is not always of optimal diagnostic CT quality for use
with RCCIST measurements. However, if your site has documented that
the CT performed as part of a PET-CT is of the same diagnostic quality as
a diagnostic CT (with IV and oral contrast) then the PLT-CT can be used
for RCCIST measurements. Note, however, that the PLT portion of the CT
introduces additional data which may bias an investigator if it is not
routinely or serially performed
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Appendix 10 — Dosimetry and Pharmacokinetics Study: Manual for Procurement, Storage and
Handling of Blood and Urine Samples

Blood samples (1 mL) will be collected in heparanized tubes just before administration of the
therapeutic dose and then at the following time intervals:

two time-points during the infusion (one in the middle of infusion and one just before the end of
infusion), then after the end of infusion: 20 min, 40 min, 1 h, 2 h, 4 h, 8 h, then twice a day on Day 2,
Day 3, Day 4 and Day 8, e.g. 16 and 24 h (Day 2), 40 and 48 h (Day 3), 64 and 72 h (Day 4), 160 and
168 h (Day 8)

The blood samples will be counted with a COBRA-Packard auto-gamma counting system (Packard,
Meriden, Conn., USA).

A urine sample will be collected within 24 h prior to '""Lu-DOTA -Tyr’-Octreotate administration,
preferable just prior to the infusion of study drug (0 h sample) to achieve bladder emptying before
study drug administration. Quantitative urine collections will be obtained for the periods 0-1 h
(immediately post start infusion to 1 h post start infusion), 1 h—4 h,4 h— 16 h, and 16 h — 48 h post
start infusion.

Quantitative urine collection samples will be weighed and 1 mL of each of them will be counted with
a COBRA-Packard auto-gamma counting system (Packard, Meriden, Conn., USA).

Moreover, a 10 mL aliquot will be withdrawn from each urine collection sample. Urine samples will
be processed and further analyzed by HPLC according to validated procedures in order to examine
the chemical status of the radionuclide in urine.

The collection of biological samples (blood and urine) will be recorded in the time-schedule template
shown in Appendix 11.

Evergreen Ex. 1012

149 of 676



148
Protocol N° AAA-1II-01/FINAL version 1.0, November 14" 2011

Appendix 11 — Dosimetry and Pharmacokinetics Study: Time Schedule for Biological Samples

Patient ID:
weight: kg; height: cm; Haematocrit: %

Date of injection time:
Administered activity (background corrected) GBqg

BLOOD SAMPLES - 1 ml/sample URINE COLLECTION - COMPLETE

n. Time date n. Time interval date
1 | Before treatment Day 1 1 Before treatment Day 1
2 | Half infusion Day 1 2 Up to 1 h p.i. (before image n.1) Day 1
3 | End of infusion Day 1 3 From 1h p.i. (after image n.1) > 4 h Day 1
4 |20 min p.i. Day 1 4 16 h p.i. = 48 h p.i. (before image n.4) | Day 2-3
5 |40 min p.i. Day 1

6 |1hp.i. Day 1

7 |2hp.i. Day 1

8 [4hp.i. Day 1

9 |8hp.i. Day 1

10 [ 16 hp.i. Day 2

11 |24 hp.i Day 2

12 |40 hp.i. Day 3

13 |48 hp.i. Day 3

14 |64 hp.i. Day 4

15 |72 hp.i. Day 4

16 | 160 h p.i. Day 8

17 | 168 hp.i. Day 8

URINE COLLECTION: Please ask the patient to void their bladder BEFORE the acquisition of each
scintigraphic image, especially within the first 24 h post injection, when the activity elimination rate is

high.
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Appendix 12 — National Cancer Institute Common Terminology Criteria for Adverse Events

This is an extract of the whole document. For the complete CTCAE guide, version 4.0, please refer to
the following website: http://www.acrin.org/Portals/0/Administration/Regulatory/CTCAE_4.02_2009-

09-15_ QuickReference_5x7.pdf

Blood and lymphatic system disorders

Grade

Adverse Event

1

s

3

4

Anemia

Hemwoglobin (Hgb) <LLN -
10.0 gfdL; <LLN - 6.2 mmoliL;
=LLN- 100 gL

Hgly =10.0 - 8.0 gidL; <6.2 -
4.9 mmol/L; =100 - 80g/L

art, soft systolic murmurs, lethargy, and fatigability.

Hghb <8.0 gfdL; <4.9 mmoliL;
=50 g/L; transfusion indicated

Life-threatening
consequences,; urgent
intervention indicated

Dieath

Definition: A disorder characterized by an reduction in the amount of hemoeglobin in 100 mi of blood. Signs and symptoms of anemia may include pallor of the skin and
mucous membranes, shoriness of breath, palpitations of the he;

coagulation

Definition: A disorder characterized by systemic pathological activation of bloed clofting mechani
increase in the rigk of hemorrhage as the body is depleted of platelets and coagulation factors.

bleeding

bleeding

sms which results in clot formati

consequences,; urgent
intervention indicated

Bone mamow hypocellular Mildly hypocellular or <=25% | Moderately hypocellular or Severely hypocellular or =50 - | Aplastic persistent for longer | Death
reduction from normal =25 - «50% reduction from ==75% reduction cellularity than 2 weeks
cellularity for ags normal cellularnty for age from nomal for age

Definition: A disorder characterized by the inability of the bone mamow to produce hematopoietic elements.

Disseminated intravascular - Labaoratery findings with no Laboratery findings and Life-threatening Dreath

ion throughout the body. There is an

Febrile neutropenia

ANC <1000/mm3 with a single
temperature of =38.3 degrees
C {101 degrees F)ora
sustained temperature of
==38 degrees C (100.4
degrees F) for more tham one
hour.

Life-threatening
consequences; urgent
intervention indicated

Death

Definition: A disorder characterized by an ANC <1000/mm3 and a single temperature of =38.3 degrees C (101 degrees F) or a sustained temperature of »=38 degrees C
(100.4 degrees F) for more than one hour.

Hemolysis Laboratory evidence of Evidence of hemelysis and Transfusion or medical Life-threatening Death
hemaolysis only (e.g., direct ==2 gm decrease in intervention indicated (e.g., conseguences; urgent
antiglobulin test; DAT; hemoglobin. steroids) intervention indicated
Coombs'; schistocytes;
decreased haptoglobin)
Definition: A disorder characterized by laboratory test results that indicate widespread erythrocyte cell membrane destruction.
Hemolytic uremic syndrome: Evidence of RBC destruction | - Laboratory findings with Life-threatening Death
(schistocytosis) without clinical consequences (e.g., conseguences, (e.g., CHNS
clinical conssquences renal insufficizncy, petechiag) | hemomhage or
thrombosis/embolism or renal
failure)
Drefinition: A disorder characterized by a form of thromibetic microangiopathy with renal failure, hemolytic anemia, and severe thrombocytopenia.
Leukocytosis - - =100,000/mm3 Clinical manifestations of Death
leucostasis; urgent
intervention indicated
Drefinition: A disorder characterized by laloratory test resulis that indicate an increased number of white blood cells in the blood.
Lymph node pain Mild pain Moderate pain; limiting Severe pain; limiting self care | - -
instrumental ADL ADL
Drefinition: A disorder characterized by a sensation of marked discomfort in a lymph node.
Spleen disorder Incidental findings (e.g., Prophylactic antibictics - Life-threatening Death
Howell-Jolly bodies); mild indicated consequences; urgent
degree of thrombocytosis and intervention indicated
leukocytosis
Diefinition: A disorder of the spleen.
Thrombotfic thrombocytopenic | Evidence of RBC destruction | - Laboratory findings with Life-threatening Death
purpura (schistocytosis) without clinical consequences (e.q., consequences, (e.g., CNS
clinical consequences renal insufficiency, petechias) | hemomhage or
thrombosis/embolism or renal
failure)
Definition: A disorder characterized by the presence of microangiopathic hemolytic anemia, thrombocytopenic purpura, fever, renal abnommalities and neurclogical
abnormalities such as seizures, hemiplegia, and visual disturbances. It is an acute or subacute condition.
Blood and lymphatic system | Asymptomatic or mild Moderate; minimal, local or Severe or medically significant | Life-threatening Death
disorders - Other, specify symptoms; clinical or noninvasive intervention but not immediately life- CONSEqUENCESs, urgent
diagnostic chservations only; | indicated; limiting age- threatening; hospitalization or | intervention indicated
intervention not indicated appropriate instrumental ADL | prolongation of existing
hospitalization indicated,
dizabling; limiting self care
ADL
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Infections and infestations
Grade
Adverse Event 1 2 3 4 5
Infections and infestations - Asymptomatic or mild Moderate; minimal, bocal or Severe or medically significant | Life-threatening Death
Other, specify symptoms; clinical or noninvasive intervention but not immediately life- consequences; urgent
diagnostic cheservations only; | indicated; limiting age- threatening; hospitalization or | intervention indicated
intervention not indicated appropnate instrumental ADL | prolongation of existing
hospitalization indicated;
disabling; limiting self care
ADL
Gastrointestinal disorders
Grade
Adverse Event 1 2 | 3 4 5
Nausea Loss of appetite without Oral intake decreased without | Inadequate oral caloric or fluid | - -
alteration in eating habits significant weight loss, intake; tube feeding, TPN, or
dehydration or malnutrition hospitalization indicated
Drefinition: A disorder characterized by a queasy sensation andlor the urge to vomit.
“omiting 1 - 2 episodes (separated by 5 | 3 - 5 episodes (separated by 5 | »=6 episodes (separated by 5 | Life-threatening Death
minutes) in 24 hrs minutes) in 24 hrs minutes) in 24 hrs; ube consequences; urgent
feeding, TPN or intervention indicated
hospitalization indicated
Definition: A disorder characterized by the reflexive act of ejecting the contents of the stomach through the mouth.
Diarrhea Increase of =4 stools per day | Increase of 4 - § stools per Increase of >=7 stools per day | Life-threatening Death
over bassling; mild increase in | day over baseling; moderate | over baseling; incontinencs; conseguences; urgent
ostomy output compared to increase in ostomy output hospitalization indicated; intervention indicated
baseline compared to baseline savers increase in ostony
output compared to baseline;
limiting self care ADL
Drefinition: A disorder characterized by frequent and watery bowel movements.
Esaphagitis Asymiptomiatic; clinical or Symptomatic; altered Seversly alterad Life-threatening Death
diagnostic cbservations only; | eatingfswallowing, oral eating/swallowing; tube consequences, urgent
intervention not indicated supplements indicated feeding, TPN or operative intervention
hospitalization indicated indicated
Definition: A disorder characterized by inflammation of the esophageal wall.
Dysphagia Symptomatic, able to eat Symptomatic and altered Severely altered Life-threatening Death
regular diet eating/swallowing eating/swallowing; tube consequences; urgent
feeding or TPN or intervention indicated
hospitalization indicated
Definition: A disorder characterized by difficulty in swallowing.
Mucositis oral Asymptomatic or mild Moderate pain; not interfering | Severe pain; interfering with Life-threatening Death
symptoms; intervention not with oral intake; modified diet | oral intake consequences; urgent
indicated indicated intervention indicated
Definition: A disorder characterized by inflammation of the oral mucosal.
Gastric ulcer Asymptomatic; clinical or Symptomatic; altered Gl Severely alterad Gl function; | Life-threatening Dreath
diagnostic observations only; | function; medical intervention | TPM indicated; elective consequences; urgent
intervention not indicated indicated; limiting instrumental | operative or endoscopic operative intervention
ADL intervention indicated; limiting | indicated
self care ADL; disabling
Definition” & dienrder characterzed by a circnmecribed  infl, nry and necrofic emeive leejion on the muenes] sifacs of the etomach
Gastritis Asymptomatic; clinical or Symptomatic; altered Gl Severely altered eating or Life-threatening Death
diagnostic observations only; | function; medical intervention | gastric function; TPN or consequences; urgent
intervention not indicated indicated hospitalization indicated operative intensention
indicated
Drefinition: A disorder characterized by inflammation of the stomach.
Small intestinal chstruction Asymptomatic; clinical or Symptomatic; altered GI Hospitalization indicated; Life-threatening Death
diagnostic observations only; | function; imiting instrumental | elective operative intervention | consequences; urgent
intervention not indicated ADL indicated; limiting self care operative intervention
ADL; disabling indicated
Diefinition: A disorder characterized by blockage of the normal flow of the intestinal contents.
Gastric fistula Asymptomatic; clinical or Symptomatic; altered G| Severely altered Gl function; | Life-threatening Death
diagnostic observations only; | function bowel rest; tube feeding, TPN | consequences; urgent
intervention not indicated or hospitalization indicated; operative intenention
elective operative intervention | indicated
indicatsd
Drefinition: A disorder characterized by an abnormal communication between the stomach and ancther organ or anatomic site.
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Metabolism and nutrition disorders

Grade

Adverse Event 1

| 2 |

3 4 5

Anorexia Loss of appetite without

Drefinition: A disorder characterized by a loss of appetite.

alteration in eating habits

Oral intake altered without
significant weight loss or
malnuirition; oral nutritional
supplements indicated

Associated with significant
weight loss or malnutrition
(e.g., inadequate oral caloric
andfor fluid intake); tube

Life-threatening Death
consequences; urgent

intervention indicated

feeding or TPN indicated

Commen Terminology Criteria for Adverse Events v4.0 (CTCAE)

Quick Reference

The MCI Common Terminology Criteria for
Adverse Events is a descriptive terminalogy which
can be utilized for Adverse Event (AE) reporting.
& grading (severity) scale is provided for each AE
term.

Components and Organization
500C

System Organ Class, the highast level of the
MedDRA hierarchy, is identified by anatomical or
physiclogical system, etiology, or purpose (eg.,
50C Investigations for laboratory test results).
CTCAE terms are grouped by MedDRA Primary
50Cs. Within each S0C, AEs are listed and
accompanied by descriptions of severity [Grade).

CTCAE Terms

Aan adverse Event (AE) iz amy unfavorable and
unintended  sign  (including am  abnormal
laboratory  finding), symptom, or disease
temporally associated with the use of a medical
treatment or procedure that may or may not be
considered related to the medical treatment or
procedure. Am AE is @ term that is a unigue
representation of a specfic event used for
medical documentation and scientific analyses.
Each CTCAE w4.0 term is @ MedDRA LLT (Lowest
Lewel Term).

Publish Date: May 28, 2009
Definitions
A brief defimition is provided to carify the
meaning of each AE term.

Grades

Grade refers to the severity of the AE. The CTCAE
displays Grades 1 through 5 with unigue clinical
descriptions of severity for each AE based on this
general guideline:

Mild; asymptomatic or  mild
symptoms; clinical or disgnostic
observations only; intervention not
indicatad.

Moderate; minimal, local or
noninvasive intervention indicated;
limiting aEe-appropriate
mstrumental ADL*.

Severe or medically significant but
not immediately life-threatening;
hospitalization or prolongation of
hospitalization indicated; disabling;
limiting self care ADL**®.

Grade 1

Grade 2

Grade 3

Grade 4  Life-threatening CONSEqUances;
urgent intervention indicated.

GradeS Death related to AE

& Semi-colon indicates ‘or’ within the description
of the grade.

4 single dash [-) indicates a grade is not available.

Mot all Grades are appropriate for all AEs.
Therefore, some AEs are listed with fewer than
five options for Grade selection.

Grade 5

Grade 5 [Death) is not appropriate for some AEs
and therefore is not an option.

Activities of Daily Living [ADL)

*Instrurmental ADL refer to preparing meals,
shopping for groceries or clothes, using the
telephone, managing money, etc.

**5elf care ADL refer to bathing, dressing and
undressing, feeding self, using the toilet, taking
medications, and not bedridden.

+ CTCAE vd. 0 incorparates cartain slemerts of the MecDRA terminology. For further details on MedDRA refer to the MedDRA M550 Web site (httoc/iwaw. maddramszo. comi).
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Appendix 13 — Karnofsky Performance Scale

100
Able to carry on normal activity and to work; no
special care needed. 90

80

70

Unable to work; able to live at home and care for
most personal needs; varying amount of assistance | 60
needed.

50

40

30

Unable to care for self; requires equivalent of
institutional or hospital care; disease may be

progressing rapidly. 20

10

Normal no complaints; no evidence of
disease.

Able to carry on normal activity; minor
signs or symptoms of disease.

Normal activity with effort; some signs
or symptoms of disease.

Cares for self; unable to carry on normal
activity or to do active work.

Requires occasional assistance, but is
able to care for most of his personal
needs.

Requires considerable assistance and
frequent medical care.

Disabled; requires special care and
assistance.

Severely disabled; hospital admission is
indicated although death not imminent.

Very sick; hospital admission necessary;
active supportive treatment necessary.

Moribund; fatal processes progressing
rapidly.

Dead
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Appendix 14 — Radioprotection Precautions for Patients Treated with 'Lu-DOTA’Tyr-
Octreotate

1- Technical Data

The principle characteristics of lutetium-177 ('”’Lu) are specified in Table 1 (from Les principales
caractéristiques du 177 lutetium (*"'Lu) and Guide Pratique Radionucléides & Radioprotection, D.
Delacroix, J.P. Guerre, P. Leblanc, EDP Sciences, 2004).

Table 1: Emissions of '""Lu

177 Lu Période : 6,71 jours Activité massique : 4,07.10'* Bq.g"  Groupe de risque : 4
7
Lutetium - 177
Gamma [ X Bata (Emax] Electrons Alphs Quantits #n Bg 1.10°
| Emev) | % EfoV) | %  Efov) | % | Efev) | % Concentration en Bg.g" 110"
= ST i B .| | 8 g
E2 13 | & | 3 | q | 4 5 Bfs By
E3 208 " | [ 79 | 10 3 A1 390
% omis -] <1 L] A2 740

""Lu is generally produced using enriched '"Lu placed in a reactor, following a reaction of the type
['"°Lu n,y ""Lu]. This reaction results the production of a small amount of '"’Lu meta-stable (‘""™Lu)
which varies according to sources between 10° and 4x10* per MBq of '""Lu produced. The
characteristics of this radionuclide are given in Table 2.

Table 2: Emissions of ""™Lu

Période : 160,4 jours Activité massique : 169.10% Bq.g' Groupederisque:3* 177m L /'] Il L
Descendant : Embr. = 0,215; T = 6,71 jours 71 u 71 u

Lutétium - 177m / Lutétium - 177
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E2 n | B | 3B | 2 a5 51 Transport (Bg
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2- Recommendations

Based on radiation exposure calculations employing whole body clearance data (Wehrmann C et al,
2007) and exposure rates at one meter at 24 h (7,5 + 3,6 uSv/h, Dpt. of Nucl. Med. Erasmus MC
Rotterdam), patients may be treated on an outpatient basis for an administration of 7.4 GBq of '""Lu-
DOTA-Tyr’-Octreotate. As a precaution, it is recommended that patients be kept in radiation
isolation for a period of 4 — 5 hours following administration, and be allowed to urinate during that
time, and before release. This precaution is deemed prudent because this is the method of elimination
(approximately 50% by urination within the first 6 hours; Kwekkeboom et al, 2001). At the time of
release, the patient is given written instructions which summarize the precautions to take, in order to
keep the exposure to others below regulatory limits.
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Appendix 15 — Recommended Preacautions for Patients Treated with 'Lu-DOTA’-Tyr-
Octreotate (Lutathera)

You have received treatment with a radioactive medicine. The therapeutic benefit of this medicine is
due to the presence of the radioactivity. After each of your treatments you must follow certain
precautions to minimize exposure or contamination of radioactivity to the people around you.

It is known that the health risks of this medicine are low because of its physical and
radiopharmaceutical properties and its metabolic properties. Nevertheless, the following rules will
ensure a high level of safety. They are the result of many years of experience in the use of
radioactivity in medicine, and they include recommendations by international organizations.

1- General rule

You must avoid close contact with people who live with you, and should try to keep a distance of at
least one meter for 7-days after you receive Lutathera.

2- Use of toilets

Toilets must be used in a seated position, even for men. It is absolutely necessary to use toilet paper
each time. It is equally important to wash your hands to avoid contaminating the door handles. It is
strongly recommended to move your bowels every day and use a laxative if you need help.
Furthermore, empty your bladder (urinate) every hour or so on the day you received treatment and for
day after. Follow your doctor’s advice on how much fluid to drink.

3- Contact with children (less than 10 years old)

Because of the high sensitivity of children to radioactivity, it is strongly advised to limit contact to
them to less than 15 minutes for each day while keeping a distance of at least 1-2 meters. It is
strongly recommended that there be no contact with children who are less than 10 years old for 7-days
after the administration of Lutathera.

4- The spouse and people in the family circle

It is strongly advised to sleep in separate beds at a distance of at least 1 meter. Embraces and sexual
activity are not advised for eight days after the administration of Lutathera.

5- Seniors

Older people are less sensitive to radioactivity (between 3 and 10 times less than a middle-aged
person). Therefore, the previous recommendations can be followed with a little more flexibility in the
presence of the elderly.

6- Contact with pregnant women

Contact with pregnant women should follow the same restrictions recommended for children less than
10 years old.

7- Breastfeeding

Breastfeeding should be stopped because it is not compatible with a treatment using a radioactive
product.

Evergreen Ex. 1012

156 of 676



155
Protocol N° AAA-1II-01/FINAL version 1.0, November 14" 2011

8- Pregnancy

Pregnancy must be excluded before the start of treatment. Any woman who has missed a period must
be assumed to be pregnant until proven otherwise and alternative therapies which do not involve
ionizing radiation must be then considered.

There is a potential risk that ionizing radiation by Lutathera could cause toxic effects on female and
male gonads. Due to the nature of the compound, women of child-bearing potential, as well as males,
must abstain from procreation (using effective contraceptive measures) during and up to 6 months
after treatment with Lutathera.

9- People who need extra assistance

People who are confined to the bed or have reduced mobility will preferably receive assistance by a
care provider. It is recommended that when providing assistance in the bathroom, the care provider
wear disposable gloves for 2-3 days after administration. In the case of the use of special medical
equipment such as catheters, colostomy bags bedpan, water nozzle, or anything that could be
contaminated by your body fluids they must be emptied immediately in the toilet and then cleaned. If
anyone helps you clean up vomit, blood, urine, or stool they should wear plastic gloves; the gloves
should then be put in the specified trash plastic bag.

10- Dishes and bathroom accessories

For the first two days after your treatment wipes and/or toilet paper must be flushed down the toilet.
Always wash your hands well after using the toilet.

It is strongly recommended to shower every day for at least the first 7 days after your treatment.

Try to flush any tissues or any other items that contain anything from your body, such as blood, urine
and faeces down the toilet (at least for two days after the therapy). Items that cannot be flushed, such
as menstrual pads and bandages, must be placed in specified plastic trash bags.

Wash your underwear, pyjamas, sheets and any clothes that contain sweat, blood or urine separately
from the laundry of others in your household. Wash your items two or three times; use a standard
washing machine; you do not need to use bleach and do not need extra rinses.

11- Trash recommendations

Keep the specified plastic trash bags separate from other trash; keep the bags away from children and
animals.

A member of the Study Staff will tell you how and when to get rid of the specified plastic trash bag;
you may be asked to bring the bag back to your treatment facility, or, after 70 days, the bag may be
removed as other trash bags.

12- Professional activities

Lutathera could affect your ability to drive and to use machines, as dizziness has been reported as a
common side effect.

If there is a risk of frequent contact and being in close vicinity to the public and/or with children, the
activity must be temporarily suspended.

13- Use of public transportation

Evergreen Ex. 1012

157 of 676



156
Protocol N° AAA-1II-01/FINAL version 1.0, November 14" 2011

For short trips (less than 30 minutes), the precautions are minimum. If you ride with someone else,
confirm she is not pregnant, and maintain a distance of >1 meter (use the back seat on opposite side of
the driver). If you are able to do so, it is best to drive yourself.

14- Public activities

Avoid assisting in shows or public meetings which could expose third-parties for more than 30
minutes in the first week after your treatment.

Ask Your Doctor or a member of the Study Staff when:

— It will be safe to eat out, go shopping and attend events such as religious services, parties and
movies;

—  You will be able to return to work and to care for or teach others;

— It would be safe to donate blood;

— Special or longer distance travel is possible (Note: For up to 3 months or more following
radioactive treatment you may set off radiation detectors at: national borders, airports, bus and
train stations, tunnels, bridges, trash collection sites and even your place of employment); a
member of your Study Staff will issue you a letter or card describing the therapy and the
phone number of a person knowledgeable about your treatment (usually at the treating
facility) in case local law enforcement agents need to check on this information; you should
keep the letter or card containing the information with you whenever you are travelling for at
least 3 months.

15- Hospitalization

In the case that an unplanned hospitalization occurs, it is important to notify your doctor.

16- Domesticated animals

The lifespan of domesticated animals is much less than that of humans. Therefore, the effect of the
radioactivity is less. It is not necessary to take any particular precautions. But do not sleep with pets
(ask your doctor for how long) since your secretions may be carried away by the pet.

17- Emergency Care

You will get an information card or letter at the time of your treatment that will show the date, type
and amount of radioactivity that you were treated with; carry this card with you at all times for at least
3 months following your treatment.

If you are in a traffic accident or any other medical emergency and require medical assistance during
the first week after your treatment, you should show this card to the medical providers to let them
know about the date and dose of your radioactive treatment.

18- Important information for patients on risks of radiation

Radiation exposure to others should always be As Low As Reasonably Achievable, a goal often
abbreviated as ALARA. If you follow the above advice, the radiation from you to others is likely to
be less than what they receive from radiation in nature over a year’s time.

Please phone us if:

— you have any questions, and particularly if

— any of the above instructions cannot be followed and/or if

— you see anything that may have accidentally or unavoidably increased exposure of others to
radiation.
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19- Recommended Precautions after Lutathera treatments

mCi (MBq) administered
200 200 200 200
(7400) | (7400) | (7400) | (7400)
Precaution Days
Night-time restrictions
Sleep in a separate (1 meter separation) bed from adults for
8 8 8 8
days shown
Sleep in a separate bedroom from pregnant partners, infants, or
. 15 15 15 15
children for days shown
Day-time restrictions
You may return to work after days shown 8 8 8 8
Maximize your distance (1 meter) from children and pregnant 8 ] 8 ]
women for days shown.
Avoid extended time in public places for days shown 8 8 8 8
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Appendix 16 — Instructions for Shipment, Storage and Handling of ’Lu-DOTA’Tyr-

Octreotate (Lutathera) Solution for Infusion

NAME OF THE MEDICINAL PRODUCT
Lutathera 7400 MBq, radiopharmaceutical solution for infusion
QUALITATIVE AND QUANTITATIVE COMPOSITION

Lutathera is supplied as ready for use radiopharmaceutical solution for infusion.

A vial contains 7400 MBq of '""Lu-DOTA’-Tyr’-Octreotate with a maximum specific activity of 48
GBg/umol at calibration time in a formulation solution with a concentration of 370 MBq at production

time.

PHARMACEUTICAL FORM
Sterile Solution for infusion.

Clear, colorless or slightly yellow solution.

PHARMACEUTICAL COMPONENTS
List of excipients

Acetic Acid

Sodium Acetate

Gentisic Acid

Ascorbic Acid

DTPA

NaCl

Water for Injection

Shelf life

72 hours after production (to be used within three working? days).

Special precautions for storage

Store below 25°C.

Store in the original package for radioprotection purposes.

The product must be stored according to national regulations concerning radioactive products.

Nature and contents of container
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A 30 mL vial, colourless Type I glass, closed by a rubber stopper and sealed by an aluminum cap.
One vial contains 22 to 25 mL of solution. The vial is inserted into a lead shielded container protected

by a plastic sealed container closed in a Type A package (according to the Accord Dangereuses Route
agreement or ADR).

Type A container

Plastic container

Lead container inserted in the plastic container.
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The Type A container, the sealed Plastic container, the Lead container inset in the plastic container,
and the 30 ml vial are all labeled with the product information. The labels are compliant with the
annex 13 of Current GMP regulations. An example of the label is shown below.

Special precautions for disposal and other handling

The administration of radiopharmaceuticals creates risks for other people from external radiation or
contamination from spills of urine, vomit, etc. Radiation protection precautions must be taken
according to national regulations.

Radioactive waste disposal must be according to relevant national and international regulations.

The disposal of any unused product must be according to local requirements as well as applicable
national requirements.

INSTRUCTIONS FOR THE USE OF Lutathera (7400 MBq)
Lutathera is delivered in monodose vials.

The integrity of the Lutathera package must be inspected before use and the product vial total
radioactivity measured using a dose calibrator (or activimeter). The residual radioactivity in the vial
should be determined after the product is administered.

The activimeter or dose calibrator must be periodically calibrated by means of a standard source of
Lu-177. If this procedure is not in place at the clinical site, Advanced Accelerator Applications will
provide a calibration protocol and will ship a source of Lu-177 to perform the calibration.

Lutathera does not need to be manipulated before administration because it is delivered as a ready to
use monodose vial.
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The vials must not be opened. After disinfecting the stopper, the solution should be withdrawn via the
stopper using a single dose syringe fitted with suitable protective shielding and a disposable sterile
needle. The filled syringe in then connected to the infusion system.

The solution should be inspected visually prior to use. Only clear solutions, free of visible particles
should be used.

Disposal of radioactive waste must be according to relevant national and international regulations.

A product batch release certificate will be sent to each center receiving the product. The
manufacturing site’s Qualified Person provides a product batch release certificate to the clinical site to
guarantee that the product is suitable for injection and that it meets the specifications indicated in the
Investigation Medicinal Product Dossier (IMPD). The product is not to be used before the site has
received the release certificate. The product is not to be used if the site is notified that the product
batch has not been released for use, or if the product batch has been recalled because of fabrication
defects.

Lutathera must not be used after the expiry date which is stated on the label of the outer package.

Product receipt, tracking and administration data will be recorded using a informatics system provided
by the CRO. In the event that the product is not administered for any reason, AAA will be notified,
and a disposal verification record will be provided.

Quality Control of Lutathera

Minimum Quality Control is needed at the site, before the administration of Lutathera. The site will
confirm that the product received has the correct release certificate. The results will be recorded.
Additionally, the site’s measurement of total radioactivity and product administration data (start and
stop time, and residual radioactivity not administered) will also be recorded.
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Lutathera storage requirements

Lutathera must be stored at a temperature below 25°C (77° F) but not lower than 3 °C (37.4 °F), in its
original package for radioprotection purposes, according to national regulations concerning
radioactive products.

Shelf life: 72 hours after production (to be used within three working days).

The disposal of any unused product or waste material must be according to local and national
requirements.

Further information

The clinical site must request the required Lutathera dose for each patient at least 10 days before the
scheduled treatment. A product order must be placed with AAA through the informatics system
provided to each Investigator by the CRO. The administration date of the product for each patient
should not be confirmed until the clinical site has received both an order confirmation and a
production dose confirmation from AAA. The scheduled date of treatment must be accepted by AAA
so that the Manfacturer’s Production Planning matches patient treatment schedules.
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Appendix 17 — Randomization Procedure of Patients after Enrolment.

Patient randomization will be performed according to a centralizedbiased coin design
procedure, stratifying for the following factors; 1) centre; 2) OctreoScan® tumour uptake
score (Grade 2, 3 and 4); and 4) length of time that a patient has been on the most recent
constant dose of Octreotide prior to enrolment (<6 and > 6 months). Approximately 28
European centres and 13 USA centres are expected to participate in the trial.

The rationale for the using this randomization procedure can be summarized as follows:

1. The study is unblinded; the centralized assignment to treatment arm upon the request
of the Investigator at the time of enrolment of each patient ensures that the assignment
of patients is not biased by knowledge of the next treatment in the random order.

2. The complexity of the disease means that a number of factors may influence the final
outcome. The importance of each of these factors is likely to vary from centre to
centre, the net effect being between-centre variability.

3. Randomization in blocks of patients could create problems because of the small
number of patients in each treatment arm within each centre and stratum. The size of
the randomization blocks presents opposing statistical problems. If the blocksize is
too large, and there are unused assignments within blocks, there could be an
imbalance in the overall assignments. If the block size is small then the probability of
selection bias increases, which is of particular concern in an open trial such as the
present phase III trial.

4. The above considerations favour the choice of an adaptive treatment assignment
procedure (Pocock SJ et al., 1975). Among the various methods proposed, the biased
coin design proposed by Pocock and Simon has been selected, since it can provide a
fair balance within strata without being completely deterministic.

Details

The randomisation procedure for the present study takes into consideration that patients are
sequentially enrolled, and each in turn requires assignment to a treatment arm. In the present
phase III clinical trial there are N=2 treatment arms and M=3 factors (strata):

1. Centre (n,=41 levels);

2. OctreoScan® tumour uptake score (1,=3 levels);

3. The length of time that patients have been on the most recent constant dose of
Octreotide prior to enrolment (73=2 levels);

for which treatment arm balance is required, the number of levels of these factors being n;  n»
and ns.

The procedure will be described by considering an arbitrary point during the trial. At such a
point x,, be the number of patients with level j of factor / who have been assigned treatment

k for j=1, 2,... ,n ; i=1, 2, 3; k=1, 2. Consider the next patient entering the trial. Let ,7, 7,
r, be the levels of factors 1, 2 and 3 for this patient. The choice of treatment for this new
patient is determined in the following manner. For each treatment £ one considers the new
{xw}, denoted {x,-f/}’ that would arise if the treatment were assigned to the patient. This is

achieved by adding one onto {x,.r‘,} for i=1, 2, 3. That is, define:
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l#k

Where the superscript k refers to the particular treatment under consideration. Then, if

treatment k were assigned to the next patient, d, = range{xir‘ }for %, 1, r; would be the

k
i

resultant “lack of imbalance” among treatment assignments for patients with level r of factor

i

Let ¢ - y 4. for k=1,2. Then G represents the “total amount of imbalance” in the
k Z ik (3

i=1

treatment numbers which would exist at all the factor levels of the new patient if treatment k

were assigned to that patient.

One can rank treatments according to their valuesG,. The treatment will be assigned

according the following set of probabilities:

Conditions G, probability | G, probability
G,> Gy 0.40 0.60
G,=Gy 0.50 0.50

V a#be {1,2}.

This ordering of probabilities means that treatments with small values of G, have a higher

probability of being chosen. The entire procedure is repeated when the next patient enters the

trial.
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Appendix 18 — Staging of Midgut Carcinoids by TNM criteria
(Rindi G et al, 2007)

TNM classification for endocrine tumors of lower jejunum and ileum

T-primary tumor
TX Primary tumor cannot be assessed
TO No evidence of primary tumor
T1 Tumor invades mucosa or submucosa and size <1 cm
T2 Tumor invades muscularis propria or size >1 cm
T3 Tumor invades subserosa
T4 Tumor invades peritoneum/other organs
For any T add (m) for multiple tumors

N regional lymph nodes
NX Regional lymph nodes cannot be assessed
NO No regional lymph node metastasis
N1 Regional lymph node metastasis

M Distant metastasis
MX Distant metastasis cannot be assessed
MO No distant metastases
M1 Distant metastasis

Disease staging for endocrine tumors of lower jejunum and ileum

Disease stages T-primary tumor  N-regional nodes  M-distant metastasis
Stage | T1 NO MO
Stage 1A T2 NO MO
Stage I11B T3 NO MO
Stage IIIA T4 NO MO
Stage I11B Any T N1 MO
Stage IV Any T Any N M1
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TNM classification for endocrine tumors of the appendix

T-primary tumor
TX Primary tumor cannot be assessed
TO No evidence of primary tumor

T1 Tumor <1 cm invading submucosa and muscularis propria
T2 Tumor <2 cm invading submucosa, muscularis propria and/or minimally (up to 3 mm)

invading subserosa/mesoappendix

T3 Tumor >2 cm and/or extensive (more than 3 mm) invasion of subserosa/mesoappendix

T4 Tumor invades peritoneum/other organs
For any T add (m) for multiple tumors

N regional lymph nodes
NX Regional lymph nodes cannot be assessed
NO No regional lymph node metastasis
N1 Regional lymph node metastasis

M Distant metastasis
MX Distant metastasis cannot be assessed
MO No distant metastases
M1 Distant metastasis

Disease staging for endocrine tumors of the appendix

Disease stages T-primary tumor  N-regional nodes = M-distant metastasis
Stage | Tl NO MO
Stage 1A T2 NO MO
Stage 1B T3 NO MO
Stage I1IA T4 NO MO
Stage I1IB Any T N1 MO
Stage [V Any T Any N M1
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LIST OF PROTOCOL CHANGES

Protocol N° AAA-II1-01

o Previous version New version
Page V 1.0, November 14" 2011 Final V 2.0, August 28" 2012 Change reason
. FINAL version 2.0, August 28th, 2012 (Replaces .
1, 17 FINAL version 1.0, November 14th, 2011 version 1.0, November 14th, 2011) Protocol version updated
1 IND N*77219 IND Number added
8Protocol footnote “f1”
4 administered radiation-doses administered radioactivity The term ‘radioactivity’ is more
appropriate in this context.
§Protocol footnote “f2”
Responses to treatment are to be recorded
from the date of randomization, instead of
410 from the date of first treatment.
’3 4 | firsttreatment randomization Revision to response to treatment
determination based on FDA Comment 3,
FDA Memorandum dated May 21, 2012,
and Sponsor’s reply (Response Letter-2)
dated May 22, 2012.
8Protocol footnote “f1”
. . total cumulative administered radioactivity of 29.6 | The  term ‘total  administered
I f29.6 GB P . . L. . . .
5,34 | cumulative dose of 29.6 GBq (800 mCi) GBq (800 mCi) radioactivity’ is more appropriate in
this context.
Presence of inoperable (curative intent) at | 1. Presence of inoperable (curative intent) at | 8Protocol footnote “f3”
enrolment time, histologically proven, midgut enrolment time, histologically proven, midgut | Text added to Protocol to clarify that
carcinoid tumour. carcinoid tumour (to be centrally confirmed). assessments of specific eligibility
requirements are centrally confirmed.
6,42 Ki67 index <20%. 2. Ki67 index < 20% (to be centrally confirmed) equirements are centratly co ed
Patients must have progressive disease based | 5. Patients must have progressive disease based | 8Protocol footnote “f3”

on RECIST Criteria, Version 1.1 (Appendix 2)

on RECIST Criteria, Version 1.1 (Appendix 2)

Text added to Protocol to clarify that
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Previous version New version
*
Sdge V 1.0, November 14", 2011 Final V 2.0, August 28", 2012 CIEINgE FEEEOn
evidenced with CT scans/MRI obtained within evidenced with CT scans/MRI obtained within | assessments of specific eligibility
3 years from enrolment; 3 years from enrolment (to be centrally | requirements are centrally confirmed.
confirmed);
6. Confirmed presence of somatostatin receptors 6. Confirmed presence of somatostatin recep_tors
. . on all technically evaluable tumour lesions
on all technically evaluable tumour lesions
documented by CT/MRI scans, based on
documented by CT/MRI scans, based on . ® - . . -
- . . positive OctreoScan™ imaging within 24 weeks | §Protocol footnote “f3
positive OctreoScan® imaging within 24 . . .
weeks brior to enrolment in the stud prior to enrolment in the study (to be centrally | Text added to Protocol to clarify that
P Y- confirmed). assessments of specific eligibility
. i . requirements are centrally confirmed.
7. The ~ tumour uptake observ_ed using | 7 The tumour uptake observed  using g y
OctreoScan® must be > normal liver uptake ® .
. . OctreoScan™ must be > normal liver uptake
7,42 observed on planar imaging (Appendices 5 D
and 6) observed on planar imaging (to_be centrally
' confirmed). (Appendices 5 and 6).
_ _ §Protocol footnote “f4”
10. [Applicable only for France] All patients | aAdditional inclusion criteria requested by
i included in the trial must be affiliated with a | the French Leading Ethic Committee.
social security regime or be a beneficiary of the | pevision to response to French Leading
same in order to be included in the study. Ethic Committee deficiency letter dated
Mar 01, 2012
§Protocol footnote “f5”
_ Additional Exclusion Criteria — lactation.
7 43 | 5. Pregnancy (see protocol Appendix 7). 5. Pregnancy (see protocol Appendix 7) or| gdditional exclusion criteria based on
' lactation. FDA Comment 1.f., FDA Memorandum
dated May 18, 2012, and Sponsor reply
(Response Letter-1) dated May 22, 2012.
§Protocol footnote “f4”
20. Patient _with known _incompatibility to CT | Additional exclusion criteria requested by
9. 44 |20. Scans with 1.V contrast due to allergic reaction | the French Leading Ethic Committee.

or renal insufficiency.

Revision to response to French Leading
Ethic Committee deficiency letter dated
Mar 01, 2012
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Previous version New version
*
Page V 1.0, November 14", 2011 Final V 2.0, August 28", 2012 Change reason
§Protocol footnote “f6a”
N _ Additional safety assessment will be
In addition, for the second, third, and fourth *""Lu- performed on the same day or within one
DOTA’-Tyr®-Octreotate treatment, an additional day before treatment with “’Lu-DOTA-
10 - safety assessment will be performed on the same Tyr3-Octreotate on the second, third, and
day of treatment, or within one day before | fourth treatment.
treatment. Revision to safety assessments based on
FDA comment in Full Clinical Hold
Letter, Comment 1.
12, 37

Table 1: Visit Schedule: "Lu-DOTA’Tyr-
Octreotate Treatment Arm

Table 1: Visit Schedule: Y"Lu-DOTA’-Tyr-
Octreotate Treatment Arm

8Protocol footnote “f6a”

Additional safety assessment will be
performed on the same day or within one
day before treatment with *"’Lu-DOTA’-
Tyr3-Octreotate on the second, third, and
fourth treatment.

Revision to safety assessments based on
FDA comment in Full Clinical Hold
Letter, Comment 1.

8Protocol footnotes “f10” and “f12”
-Recommendations, 1) to consider

hospitalization of the patients followin
treatment with *""Lu-DOTA’-Tyr*-

Octreotate because of possible pgevgieseie Ex. 1012
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Previous version

New version

*
Page V 1.0, November 14", 2011 Final V 2.0, August 28", 2012 Change reason
2012, and Sponsor’s reply (Response
Letter-1) dated May 22, 2012.
-Sponsor’s Question-1 comment, reply to
May 23, 2012 teleconference (Response
Letter-3) dated May 24, 2012.
_ §Protocol footnote “f7”
st st e b e s st | Erure that Iaortory arametrs e
4.2.2 and 6.5.2 (footnote to Table 8) of the Protocol required trea_tment 177C“te“a Obefoge
prior to administration of 7’Lu-DOTA’Tyr*-Octreotate. | treatment — with Lu-DOTA™-Tyr"-
Investigator must maintain _phone contact with the | Octreotate.
patient for the first week after the first treatment to Statement added based on FDA Comment
verify the general status of the patient. 5.e., FDA Memorandum dated May 18,
2012, Sponsor’s reply (Response Letter-1)
dated May 22, 2012.
13, 38

Tests included in the local laboratory assessments:

- Haematology: WBC with differential, Platelets, Hb,
MCV

- Blood chemistry: Serum Creatinine, (Creatinine

Clearance - Cockcroft-Gault formula), Uric Acid,

Albumin, Total Bilirubin, AP, AST/ASAT, ALT/ALAT,

Gamma-GT, Sodium, Potassium, LDH, GlycoHb, fT4 .

Tests included in the local laboratory assessments:

- Haematology: WBC with differential, Platelets, Hb, MCV
and Haematocrit

- Blood chemistry: Serum Creatinine, (Creatinine
Clearance - Cockcroft-Gault formula), Uric Acid, Albumin,
Total Bilirubin, AP, AST/ASAT, ALT/ALAT, Gamma-GT,
Sodium, Potassium, LDH, GlycoHb (haemoglobin A1C),
fT4, Calcium and Glucose.

8Protocol footnote “f3”
Haematocrit assessment added in the local
laboratory tests panel

§Protocol footnote “f9”

Clarify that Glyco HB is haemoglobin
AlC.

Based on FDA Comment 6, FDA
Memorandum dated May 18, 2012, and

Sponsor’s reply (Response Letter-1) dz/tsg
May 22, 2012.
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*
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Sponsor’s reply (Response Letter-1) dated
May 22, 2012.
- During '"Lu-DOTA’-Tyr’-Octreotate  treatment,
laboratory tests will be performed within 2 weeks before “« ”
and 4 weeks after each treatment. In_addition, for the §Pr(?t_OCOI footnote “féa”. .
second, third _and fourth *”’Lu-DOTA’-Tyr’-Octreotate | Additional safety assessment will be
bur 7 7L4-DOTAGTVIE-Octreotate.  treatment trea:]ment. addditional 'liborﬁto(rjv tet;st? will beh performed performed on the same day or within one
- During u- -Tyr3-Octreotate treatment, | on the same day or within the day before each treatment. s 177 0
laboratory tests will be performed within 2 weeks before | Laboratory assessments performed on the same day or dayabefore treatment with 'L [-)OTA
within one day prior to administration of the second, third, | TYr -Octreotate on the second, third, and
and 4 weeks after each treatment. Ther-every—12+k | 5n fourth doses of study drug must include at minimum: | fourth treatment.
weeks a. serum blood urea nitrogen and creatinine Revision to Safely assessments based on
b.___serum __total _ bilirubin, _aspartate | pr 4 mment in Full Clinical old Letter,
aminotransferase and alanine aminotransferase
c. _hemoglobin, platelet count, total leukocyte Comment 1.
count, and absolute neutrophil count.
15, 40

Table 2: Visit Schedule: Octreotide LAR Arm

Table 2: Visit Schedule: Octreotide LAR Arm

8Protocol footnote “f6b”

Additional safety assessment will be
performed 4 weeks after first treatment
with Octreotide LAR.

Revision to safety assessments based on:
-FDA Comment 2, FDA Memorandum
dated May 18, 2012 .

-Sponsor’s Question-1 comment, reply to
May 23, 2012 teleconference (Response
Letter-3) dated May 24, 2012.

5/28
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-Sponsor’s Question-1 comment, reply to
May 23, 2012 teleconference (Response
Letter-3) dated May 24, 2012.

Investigator must ensure that the laboratory parameters
meet the retreatment criteria outlined in sections 4.2.1
and 4.2.2.

Investigator must maintain _phone contact with the
patient for the first week after the first treatment to
verify the general status of the patient.

8Protocol footnote “f7”

Ensure laboratory parameters meet
required treatment criteria before
treatment with *’Lu-DOTAC-Tyr*-
Octreotate.

Statement added based on

FDA Comment 5.e., FDA Memorandum
dated May 18, 2012;

-Sponsor’s reply (Response Letter-1)
dated May 22, 2012.

§Protocol footnotes “f12”

Advise Investigator to maintain phone
contact with patient for the first week after
the first treatment in both arms to verify
patient status. Based on:

-FFDA Comment 2, and 3, FDA
Memorandum dated May 18, 2012, and
Sponsor’s reply (Response Letter-1) dated
May 22, 2012.

-Sponsor’s Question-1 comment, reply to
May 23, 2012 teleconference (Response
Letter-3) dated May 24, 2012.

16, 41

*Tests included in the local laboratory assessments:

- Haematology: WBC with differential, Platelets, Hb,
MCV

- Blood chemistry: Serum Creatinine, (Creatinine
Clearance - Cockcroft-Gault formula), Uric Acid,
Albumin, Total Bilirubin, AP, AST/ASAT, ALT/ALAT,
Gamma-GT, Sodium, Potassium, LDH, GlycoHb, fT4

Tests included in the local laboratory assessments:

- Haematology: WBC with differential, Platelets, Hb, MCV

and Haematocrit

- Blood chemistry: Serum Creatinine, (Creatinine
Clearance - Cockcroft-Gault formula), Uric Acid,
Albumin, Total Bilirubin, AP, AST/ASAT, ALT/ALAT,
Gamma-GT, Sodium, Potassium, LDH, GlycoHb
(haemoglobin A1C), fT4, Calcium and Glucose

8Protocol footnote “f3”
Haematocrit assessment added to the local
laboratory tests panel

8Protocol footnote “f8”.
Calcium and Glucose tests added to blood
chemistry assessments.
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8Protocol footnote “f9”
Clarify that Glyco HB is haemoglobin
AlC.
Based on FDA Comment 6, FDA
Memorandum dated May 18, 2012, and
Sponsor’s reply (Response Letter-1) dated
May 22, 2012.
Appendix 19 — Determination of LUTATHERA | 8Protocol footnote “f3”
99 ) Administered Radioactivity Appendix added to provide method for
measurement of LUTATHERA
Administered Radioactivity
Figure 2: Flebo Infusion Method | Figure 2: Flebo Infusion Method
23 (A) Showing Operations (A) Showing Operations | List of Figures updated
Details (B). Details (B, C, D).
§Protocol footnote “f9”
Clarify that Glyco HB is haemoglobin
GlycoHb Glycosylated AlC.
24 GlycaHb ﬁ;ﬁ?ﬁgyllztsﬁ] y Ha)émo)élobin Based on FDA Comment 6, FDA
g (haemoglobin A1C) Memorandum dated May 18, 2012, and
Sponsor’s reply (Response Letter-1) dated
May 22, 2012,
8Protocol footnote “f3”
25 ] LV. Intravenous ‘1.V.” added in the abbreviations list
8Protocol footnote “f3”
The third patient, a 76 years old man suffering | The third patient, a 76 years old man suffering | Typo correction (‘fibrosis’ instead of
from liver eierhosis, developed hyperbilirubinemia | from liver fibrosis , developed hyperbilirubinemia | “‘cirrhosis”)
after the second administration of 200 mCi and | after the second administration of 7.4 GBg (200 | §Protocol footnote “f1”
30 passed away 3 weeks from treatment. mCi) and passed away 3 weeks from treatment. Radioactivity is reported in GBq and in

parentheses in mCi for clarity

Acute leukaemia was reported for 2 of the 367
Dutch patients and it occurred in 1 French patient.
It was diagnosed up to 7 years after the last *""Lu-

§Protocol footnote “f3”
This paragraph has been rephrased for
clarity, and safety data have been

7128
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hemothoranyfractionated radiation thorapv—and

¥ I . i
DOTA’- Ty -Octerotate— Fhis— patiert—was
f it , he af
with—""Lu-DOTA -Ty*-Octreotate— The—other
W ) 2o :

. , o
T Ly-DOTA -Tyr®-Octerotate—Nine—rronthstater
{42-months-post-treatment)-the patient-developed
AML and died soon-thereafter-

DOTA’-Tyr’-Octreotate _treatment _ with _a
cumulative administered activity of either 22.2
GBg (600 mCi; 1 patient) or 29.6 GBq (800 mCi, 2
patients). One patient received prior chemotherapy
and one patient received external beam radiation
for breast cancer 7 years before *’Lu-DOTA"-
Tyr’-Octreotate therapy.

corrected

31

dose

administered radioactivity

8Protocol footnote “f1”
The term ‘administered radioactivity’ is
more appropriate in this context.

the cumulative (800 mCi-dese)

the cumulative 29.6 GBq (800 mCi) administered
radioactivity,

§Protocol footnote “f1”
Radioactivity is reported both in GBq and
mCi for clarity

consisting of 485 subjects with diagnosed
GEPNETSs,

consisting of 404
GEPNETS,

subjects with diagnosed

« Obijective tumour response (complete response
(CR) + partial response (PR) + minor response
(MR is defined as a tumour diameter decrease
of 25% to 50%, Kwekkeboom DJ et al., 2005)
in the overall GEPNET FAS population was
59:3% (95% CIl; 54.30-64.09%); in the
subgroup of 157 Dutch carcinoid tumour
patients the objective tumour response was
61.2% (95% ClI; 53.05 - 68.81%);

Objective tumour response (complete response
(CR) + partial response (PR) + minor response
(MR is defined as a tumour diameter decrease of
25% to 50%, Kwekkeboom DJ et al., 2005) in the
overall GEPNET FAS population was 59.4% (95%
Cl; 54.44-64.23%); in the subgroup of 157 Dutch
carcinoid tumour patients the objective tumour
response was 61.2% (95% CI; 53.05 - 68.81%);

32

. Time to progression (TTP) from start of
treatment in the overall GEPNET FAS
population was 1164 days (38 months) with a
95% Cl of 10634-1357 days (33:3-446

« Time to progression (TTP) from start of
treatment in the overall GEPNET FAS
population was 1164 days (38 months) with a

§Protocol footnote “f3”
Typo correction
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months);

Median PFS from start of treatment in the
overall GEPNET FAS population was 904
days (36 months) with a 95% CI of 813-994
days (26-7-32-7months);

Median OS from start of treatment in the
overall GEPNET FAS population was: 1501
days (49 months) with a 95% CI of 1375-1667

95% CI of 994-1357 days (32.6-44.5 months);

Median PFS from start of treatment in the
overall GEPNET FAS population was 904
days (29 months) with a 95% CI of 812-994
days (26.6-32.6 months);

Median OS from start of treatment in the
overall GEPNET FAS population was: 1496
days (49 months) with a 95% CI of 1375-1667

days (45-+-54-7 months). days (45.1-54.7 months).

8Protocol footnote “f1”
The term ‘administered radioactivity’ is
more appropriate in this context.

33 radiation-dese administered radioactivity

Baseline evaluations will be performed 2 weeks | Cocine evaluations will be performed 2 weeks | gprotocol footnote “f3”

prior to their first treatment (Treatment Day 1) prior to their first treatment (Treatment Day 1) (8 | Added paragraphs ~cross-reference for
34 ' Section 6.5.2). clarity

...which results in a safe radiation dose to the
critical organs, the bone marrow and the kidneys

...which provide a safe radiation dose to the

critical organs, the bone marrow and the kidneys English text improved

8Protocol footnote “f1”

35 | dese amount of radioactivity. The term ‘amount of radioactivity’ is
more appropriate in this context.
(8Section 6.1.4) Added
42 3 ed paragraph cross-reference for

clarity

8Protocol footnote “f1”

The term ‘amount of administered
radioactivity’ is more appropriate in this
context.

46 A radioactivity dese-of 7.4 GBq (£5%) The amount of administered radioactivity

§Protocol footnote “f1”
The term ‘amount of radioactivity’ is
more appropriate in this context.

total cumulative amount of radioactivity of 29.6
GBq (800 mCi)

47,50 | cumulative dese of 29.6 GBq (800 mCi)

9/28
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The total amount of administered radioactivity is
determined by measuring the radioactivity in the | §protocol footnote “f18”
50 - 177LU'DOTAO'Tvrs'OCtreotate Infusion Solution Text added in response to FDA Comment
(Lutathera) vial before and after administration (the | 4, Full Clinical Hold Letter..
procedure is provided in Appendix 19).
8Protocol footnote “f3”
51 Additional text to improve Protocol clarity
of the infusion methods
e 157 | Tables: 7 yu-DOTAS-Tyr™ Table 5: 77| y-DOTA-Tyr- §Protocol footnote “f3”

Octreotate Arm Administration Schedule.

Octreotate Arm Administration Schedule.

Table 5 modified to improve Protocol
clarity of the infusion methods

' TLu-DOTA’-Tyr-Octreotate must be

infused directly into the line. The line must be

! When the two pump method is used, *"'Lu-
DOTAC-Tyr*-Octreotate is pumped directly
into the infusion line. The infusion line must
be flushed with at least 25 ml of sodium
chloride 9 mg/ml (0.9%) solution for injection

8Protocol footnote “f3”

- - O 3
51,52, ) . . after the infusion of '"Lu-DOTA’-Tyr*- N _
157 flushed with at least 25 ml of sodium chloride Octreotate. > When the Flebo infusion method Footnote modified to improve Protocol
9 mg/ml (0.9%) solution for injection after the . - : clarity of the infusion methods
e 177 0— 3 is used, a sodium chloride 9 mg/ml (0.9%)
infusion of ~"Lu-DOTA"-Tyr’-Octreotate. i . . ;
solution for injection gravity flows directly
into to the *""Lu-DOTA’-Tyr®-Octreotate
solution, which is connected to the infusion
line.
In the event of toxicity, the only change allowed to
the treatment with *"’Lu-DOTA’-Tyr®-Octreotate is | §Protocol footnote “f3”
a dose reduction and treatment postponement or | Additional text to provide instructions for
discontinuation. patient management in case of Lutathera®
52 double

Lutathera® overdose, has a very low probability of
occurring since it will be supplied as a single dose
"ready to use product" in order to avoid any
manipulation outside the production facilities. In

overdose, administration, or
deliberate treatment interruption

10/28
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addition the infusion system methods (see Protocol
Appendix 8) do not allow the concurrent use of two
separate  *""Lu-DOTA’-Tyr>-Octreotate _solution
vials. No doubling of the administered radioactivity
is ever allowed either in absolute amount or by
shortening the time intervals between treatments.
Treatments (amount of radioactivity and time of
administration) will be monitored during the study
and any unallowed treatment modification will be
considered a major protocol violation.

e In the unlikely occurrence of Lutathera®
double administration:

- if not clinically contraindicated, hydration must
be enhanced up to 48 h after Lutathera®
administration in order to force diuresis

- every week and up to the 10th week after
treatment laboratory tests have to be performed
(hematology: WBC with differential, Platelets, Hb
and Haematocrit; blood chemistry: albumin, total
bilirubin, AP, AST/ASAT, ALT/ALAT, Gamma-
GT, serum creatinine, calcium and glucose).
In_addition, rigorous procedures are in place to
minimise the risk of accidental overexposure and,
in general, the correct study drug management and
administration.

Attention will be given also to respect the threshold
of radiation emission from the patients before their
dismissal from the hospitals according to the local

legislation.

11/28
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Page*

e Deliberate treatment interruption

In_case of study interruption in single patients
(based on either the patient’s or the Investigator’s
decision), patients will undergo an End-of-study
(EQS) visit with all exams scheduled for such visit,
as scheduled after 76 weeks of study, unless early
termination (See Protocol Section 6).

If the interruption occurs because of laboratory
abnormality, or any evidence of toxicity, the
Investigator will collect additional specimens for
repeat or additional analyses, at intervals
appropriate to the abnormality. The patient will be
closely followed until sufficient information is
obtained to determine the cause or the value
redresses. Appropriate remedial measures should
be taken and the response recorded (See Protocol

Section 6.5.2).

All patients will be followed in the long-term
follow-up every 6 months up to 3 years after the
End of study (See Protocol Section 6.5.2),
regardless the early interruption or reqular
completion of the study.

Crises due to excessive release of hormones or 8Protocol footnotes “f10”

bioactive substances may occur following Recommendations, 1) to consider
treatment, therefore, observation of patients by hospitalization of the patients following
overnight  hospitalization  should  be treatment  with  'Lu-DOTA’-Tyr*-
53 ' considered. Recommended treatment of Octreotate because of possible occurrence
patients with hormonal crises are: i.v. high of hormone or bioactive substance
dose somatostatin analogues, i.v. fluids, induced crises, and 2) for treatment of
corticosteroids, and correction of electrolyte patients with hormonal crises.

disturbances in patients with diarrhoea and Added statements based on FDA Comment

12/28
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vomiting.

3, FDA Memorandum dated May 18,
2012, and Sponsor’s reply (Response
Letter-1) dated May 22, 2012.

54

In the treatment arm with Sandostatin® LAR
Depot, a dose adjustment scheme will be
applied in case of Grade 3 or 4 toxicity,

In the treatment arm with Sandostatin® LAR
Depot, a dose adjustment scheme will be
applied in case of Grade 3 or 4 toxicity,

8Protocol footnote “f3”

Hyperglycemia added as possible

. . . especially in cases of severe abdominal e '
especially in cases of severe abdominal symptoms and Sandostatin® LAR adverse reaction
symptoms, and hypoglycaemia. hypoglycaemia/hyperglycemia.
. . . 8Protocol footnote “f3”
. . . Specimen of primary tumour or liver . .
Specimen of primary tumour or liver . Soft tissue metastases will be accepted as
57 metastases or soft tissue metastases. (repeated . . . .
metastases. . T tumor site for centralized histological
in the two first lines)
tumor assessment
8Protocol footnote “f7”
) ) | Ensure laboratory parameters meet
iefer to Sectllzon 6 frc])r fﬁrtTetr) details on Visits required treatment criteria before
ssessments. Ensure that the laboratory parameters | ;-tant with L’Lu-DOT. A0 Tyr-
58 . meet the retreatment criteria outlined in section Octreotate
4.2.1,4.2.2 and 6.5.2 (footnote to Table 8) of the g ' dded based on FDA C.
protocol prior to administration of “’Lu-DOTA- | ©latement added based on omment
Tyr*-Octreotate. S.e., FDA Memorandum dated May 18,
2012; Sponsor’s reply (Response Letter-1)
dated May 22, 2012
§Protocol footnote “f6a”
The specific 12-week interval assessments for The specific 12-week interval assessments for the | Additional safety assessment will be
the 7Lu-DOTA’-Tyr-Octreotate treatments YLu-DOTA -Tyr*-Octreotate  treatments  are | performed on the same'da3{7c7)r within org)e
are l_n,d,e_pen,d_l_y shown in Table 7’ without the independently shown in Table 7, without the da.y before treatment Wlth Lu-DOTA"-
59 treatment specific assessments that are performed 2 | Tyr>-Octreotate on the second, third, and

treatment specific assessments that are
performed 2 week before and 4 weeks after
treatment.

week before, on the day of treatment or the day
before (only for the second, third, and fourth
treatment) and 4 weeks after treatment.

fourth treatment.

Revision to safety assessments based on
FDA comment in Full Clinical Hold
Letter, Comment 1.

AH 43 + P A 4+ (59 + [
AT PJadlucTits dic 1eguncu W Tidave  LeTitran
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histological confirmation of midgut carcinoid
tumours in  accordance with WHO
classification and ENETS grading and staging
guidelines (Rindi G et al., 2011), based on
surgery/biopsy specimens of the primary
tumour or liver metastases and assessed by
immunohistochemical staining for CgA,
synaptofysine and Ki67 (for the latter see
Section 6.1.1.2).

histological confirmation of midgut carcinoid
tumours in accordance with WHO classification
and ENETS grading and staging guidelines (Rindi
G et al., 2011), based on surgery/biopsy specimens
of the primary tumour or liver metastases or soft
tissue metastases and assessed by
immunohistochemical staining  for  CgA,
synaptofysine and Ki67 (for the latter see Section
6.1.1.2).

Soft tissue metastases is accepted as a tumor
site  for centralized histological tumor
assessment.

All patients are required to have central
assessment of the Ki67 proliferation index based
on surgery/biopsy specimens of the primary
tumour or liver metastases and assessed by the
microscopy and immunohistochemical staining.

All patients are required to have central assessment
of the Ki67 proliferation index based on
surgery/biopsy specimens of the primary tumour or
liver metastases or soft tissue metastases and
assessed by the microscopy and
immunohistochemical staining.

§Protocol footnote “f3”

Soft tissue metastases is accepted as tumor
site  for centralized histological tumor
assessment

60

The inclusion would be centrally validated under
the condition that target lesions are considered as
positive on Octreoscan. It is not mandatory that all
lesions will show at least grade 2 uptake.

8Protocol footnote “f3”
Text added to improve Protocol clarity for
assessment of Octreoscan uptake.

If a patient has had an OctreoScan® performed
while Octreotide LAR treatment-naive, the
patient must have a repeat OctreoScan®
performed after 3 months of Octreotide LAR
treatments before entering the clinical study.

§Protocol footnote “f3”
Text added to improve Protocol clarity for
assessment of Octreoscan uptake.

61, 86

randomization date (repeated 4 times at page 85))

§Protocol footnote “f2”

Responses to treatment are to be recorded
from the date of randomization, instead of
from the date of first treatment.

Revision to response to treatment
determination based on FDA Comment 3,
FDA Memorandum dated May 21, 2012,
and Sponsor’s reply (Response Letter-2)
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dated May 22, 2012.
8Protocol footnote “f2”
Responses to treatment are to be recorded
from the date of randomization, instead of
from the date of first treatment.
61, 87 12+1 week after the firsttreatment date 12+1 week from the randomization date Revision to response fto treatment
determination based on FDA Comment 3,
FDA Memorandum dated May 21, 2012,
and Sponsor’s reply (Response Letter-2)
dated May 22, 2012.
An_Independent  Data Safety Monitoring §Prqtoco| footnote f.13 L
- — Provide further details on the interim
) Board will evaluate patient’s safety throughout safety analvsis olan
the study (8 Section 12.1 - Independent Data y ysIS pian. . .
Safety Monitorine Board), Based on FDA request in Full Clinical
hold letter, Comment-2.
8Protocol footnote “f6a”
Additional safety assessment will be
In addition, for the second, third, and fourth | performed on the same day or within one
17 u-DOTA’-Tyr*-Octreotate _treatment, an | day before treatment with *’Lu-DOTA’-
- additional laboratory assessment will be | Tyr*-Octreotate on the second, third, and
performed on the same day, or within one day | fourth treatment.
62 before treatment. Revision to safety assessments based on

FDA comment in Full Clinical Hold
Letter, Comment 1.

e In the 60 mg Sandostatin® LAR Depot
arm: throughout the study laboratory
assessments will be performed every 12+1
weeks (see Visit Schedule in Table 2).

e In the 60 mg Sandostatin® LAR Depot arm:
throughout the study laboratory assessments
will be performed 4 weeks after the first
treatment, and every 12+1 weeks from
randomization (see Visit Schedule in Table 2).

§Protocol footnote “f6b”

Additional safety assessment will be
performed 4 weeks after first treatment
with Octreotide LAR.

Revision to safety assessments based on:
FDA Comment 2, FDA Memorandum
dated May 18, 2012

Sponsor’s Question-1 comment, reply to
May 23, 2012 teleconference (Response
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Letter-3) dated May 24, 2012.

64

Table 8:  Laboratory Assessments.

Table8:  Laboratory Assessments®.

Protocol footnote “f3”

Haematocrit assessment added in the local
laboratory tests panel

§Protocol footnote “f8”.

Calcium and Glucose added to blood
chemistry assessments.

Additional assessments added based on
FDA Comment 5.b. and 5.d., FDA
Memorandum dated May 18, 2012;
Sponsor’s reply (Response Letter-1) dated
May 22, 2012.

§Protocol footnote “f9”.
Recommendation to clarify that Glyco HB
is haemoglobin A1C.

Added clarification in all occurrences of
the term glycoHB, based on FDA
Comment 6, FDA Memorandum dated
May 18, 2012, and Sponsor’s reply
(Response Letter-1) dated May 22, 2012.

! Laboratory assessments performed on the same day or
within one day prior to administration of the second,
third, and fourth doses of *""LLu-DOTA’-Tyr*-Octreotate
must include at minimum:

a. serum blood urea nitrogen and creatinine

b. serum total bilirubin, aspartate aminotransferase and
alanine aminotransferase

¢. hemoglobin, platelet count, total leukocyte count,

and absolute neutrophil count.

§Protocol footnote “f6a”

Additional safety assessment will be
performed on the same day or within one
day before treatment with *"’Lu-DOTA’-
Tyr®-Octreotate on the second, third, and
fourth treatment.

Revision to safety assessments based on
FDA comment in Full Clinical Hold
Letter, Comment 1.

66

A-single-ECG will be taken supine, after 5 minutes

rest, and not immediately after a meal

An ECG in triplicate (at least 5 minutes apart) will

§Protocol footnote “f11”
ECG test will be performed in triplicate.

ha talkan crupine—aftar B minidbne ract  and At
U tanRCT— Supihc—altCr— o T uteS— 15t artu— 1ot

immediately after a meal.

Based on FDA Comment 8, 18128
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Memorandum dated May 18, 2012, and
Sponsor’s reply (Response Letter-1) dated
May 22, 2012.

Provide histological sample of the primary | - Provide histological sample of the primary sProtocol footnote “f3”

tumour or liver metastases or soft tissue tumour or liver metastases or soft tissue | gyft tissue metastases is accepted as a tumor

metastases for central confirmation of metastases for central confirmation of diagnosis | site  for centralized histological ~tumor

diagnosis (Histology and Ki67) (Histology and Ki67) assessment

o haematology: WBC with differential o0 haematology: WBC with differential count, §Protocol footnote “f3”

67 PLTs, Hb, Mean Corpuscolar Volume | paematocrit assessment added in the local

count, PLTSs,
Volume (MCV)

Hb, Mean Corpuscolar

(MCV) and Haematocrit (repeated at pages
68, 69,70, 71,72, 73,74, 75)

laboratory tests panel

0 biochemistry: blood urea nitrogen (BUN),
serum creatinine and creatinine clearance
calculated by Cockroft-Gault formula, uric
acid, albumin, total bilirubin, Alkaline
Phosphatase (AP), Aspartate
Aminotransferase (AST/ASAT), Alanine
Aminotransferase (ALT/ALAT), gamma-
Glutamyl Transferase (y-GT), sodium,
potassium, Lactic Dehydrogenase (LDH),
glycosylated haemoglobin (glycoHb), free
Thyroxine (fT4)

O biochemistry: blood urea nitrogen (BUN),
serum creatinine and creatinine clearance
calculated by Cockroft-Gault formula, uric
acid, albumin, total bilirubin, Alkaline
Phosphatase (AP), Aspartate
Aminotransferase (AST/ASAT), Alanine
Aminotransferase (ALT/ALAT), gamma-
Glutamyl Transferase (y-GT), sodium,
potassium, Lactic Dehydrogenase (LDH),
glycosylated  haemoglobin  (glycoHb,
haemoglobin A1C), free Thyroxine (fT4),
calcium and glucose. (68, 69, 70, 71, 72,
73,74, 75)

8Protocol footnote “f8”.

Calcium and Glucose added to blood
chemistry assessments.

Additional assessments added based on
FDA Comment 5.b. and 5.d., FDA
Memorandum dated May 18, 2012,
Sponsor’s reply (Response Letter-1) dated
May 22, 2012.

8Protocol footnote “f9”.
Recommendation to clarify that Glyco HB
is haemoglobin A1C.

Added clarification in all occurrences of
the term glycoHB, based on FDA
Comment 6, FDA Memorandum dated
May 18, 2012, and Sponsor’s reply
(Response Letter-1) dated May 22, 2012.

Data for patients in the Dosimetry sub-study will

be carefully examined for dose limiting radiation to

§Protocol footnote “f19”
Text added in response to FDA Comment

bone marrow, kidneys, and other high-dose organs

before administering each additional treatment of
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Previous version New version
Page* V 1.0, November 14", 2011 Final V 2.0, August 28", 2012 Change reason
Y7 u-DOTA’-Tyr*-Octreotate.
- Perform laboratory tests (local assessment).
- Perform laboratory tests (local assessment. NB: sc';reemng and ba-_lselm'e M
NB: screening and baseline lab ev_aIL_Jatlons can be combined !f sampling is §Protocol footnote “f3”
evaluations can be combined if sampling within 3 weeks before the first treatmept Text added to improve Protocol clarity of
is within 3 weeks before the first treatment bate (howver laboralory tsssssinents in the laboratory t tp hedul d
date): the 177Lu-DOTAO-Tyr3-Octreotate arm | (N€ laboratory tests schedule.
' should be done preferably within 2 weeks
before treatment):
Safety assessments will be performed 2 weeks §Pr(?t_o col footnote “f6a .
before and 4 weeks after each *’Lu-DOTA’-Tyr*- Additional safety assessment will be
Safet assessments will be performed 2 weeks | OCITeOtate treatment. In addition, for the second, performed on the same_da){7c7)r within one
y pEr VeSS | third _and fourth 'L u-DOTA’-Tyr’-Octreotate | day before treatment with 'Lu-DOTA’-
68 | before and 4 weeks after each “"Lu-DOTA'-TYr- | yroniment an additional safety assessment will be | Tyr*-Octreotate on the second, third, and
Octreotate treatment (see section 6.5.2). performed on the same day or within one day | fourth treatment.
before each treatment (see section 6.5.2). Revision to safety assessments based on
FDA comment in Full Clinical Hold
Letter, Comment 1.
Table 1: "Lu-DOTA’-Tyr®-Octreotate | Table 2: Y u-DOTA’-Tyr’-Octreotate §Protocol footnote “f7”
Treatment Arm - Safety Assessment and | Treatment Arm - Safety Assessment and | Ensure laboratory parameters meet
Treatment Visit Schedule Treatment Visit Schedule required treatment criteria before
Refer to Protocol Section 6 for further details on Visits treatment with 177LU-DOTA0-Tyr3-
Assessments. Investigator must ensure that_ th_e Octreotate.
laboratory parameters meet the retreatment criteria
- outlined in section 4.2.1, 4.2.2 and 6.5.2 (footnote to | Statement added based on FDA Comment
69 Table 8) of the Protocol prior to administration of *"Lu- | 3.e., FDA Memorandum dated May 138,

DOTA’-Tyr’-Octreotate.

2012, Sponsor’s reply (Response Letter-1)
dated May 22, 2012.

Investigator must maintain _phone contact with the
patient for the first week after the first treatment to
verify the general status of the patient.

§Protocol footnotes “f12”

Advise Investigator to maintain phone
contact with patient for the first week after
the first treatment in both arms to verify
patient status.
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Previous version New version
*
Page V 1.0, November 14", 2011 Final V 2.0, August 28", 2012 Change reason
Based on:
FDA Comment 2, and 3, FDA
Memorandum dated May 18, 2012, and
Sponsor’s reply (Response Letter-1) date
May 22, 2012.
-Sponsor’s Question-1 comment, reply to
May 23, 2012 teleconference (Response
Letter-3) dated May 24, 2012.
At all visits (in addition to exams at specific
Visits):
cite (i " | Atall visits (in addition to exams at specific visits): | SProtocol footnotes “f3”
70 At_all visits (in_addition to exams at specific Redundancy deleted
visits):
Week 0 8Protocol footnotes “f12”
- Phone contact with the patient for the first | Advise Investigator to maintain phone
- H 177 . . .
0 |- week after the first treatment with _Lu- | contact with patient for the first week after
DOTA -Tyr —Octre_otatﬁ + 30 ”l‘q Octrec;uge the first treatment in both arms to verify
LA_R Depot to verify the general status of the patient status.
patient.
Based on:
Week 0 FDA Comment 2, and 3, FDA
- Phone contact with the patient for the first | 24emor az,adum dated May 18, 2012, and
73 |- week after the first treatment with 60 mg | SPO7s0r’s reply (Response Letter-1) date
Octreotide LAR Depot to verify the general status | M@ 22, 2,01 2. ,
of the patient -Sponsor’s Question-1 comment, reply to
May 23, 2012 teleconference (Response
Letter-3) dated May 24, 2012.
§Protocol footnote “f11”
. ECG (at the end of the Y"Lu-DOTAC-Tvr- o ECG test will be performed in triplicate.
70,72 Octreo(tate infusion) "'"| - ECG (in_tiplicate at the end of the *"L- Based on FDA Comment 8, FDA

DOTA’-Tyr*-Octreotate infusion)

Memorandum dated May 18, 2012, and
Sponsor’s reply (Response Letter-1) dated
May 22, 2012.
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Protocol N° AAA-II1-01

Previous version New version
*
Page V 1.0, November 14", 2011 Final V 2.0, August 28", 2012 Change reason
- At weeks 8 and 16 perform laboratory tests
(local assessment) on the same day or within one | §Protocol footnote “f6a”
day prior to administration of study drug. Safety | Additional safety assessment will be
assessments must include at minimum: performed on the same day or within one
. - day before treatment with *’’Lu-DOTA’-
70 i 0 serum blood urea nitrogen and creatinine Tyr3-OCtre0tate on the second. third. and
0 serum total bilirubin, aspartate | fourth treatment
aminotransferase and alanine aminotransferase | Revision to safety assessments based on
i FDA comment in Full Clinical Hold
o0 hemoglobin, platelet count, total leukocyte
- Letter, Comment 1.
count, and absolute neutrophil count
o collect sample for central evaluation of o collect sample for central evaluation of | §protocol footnote “f3”
& CgA (only week 23) CgA (only week 22) Typo correction
- Perform laboratory tests (local assessment)
on the same day or within one day prior to | §Protocol footnote “f6a”
administration of study drug. Safety assessments | Additional safety assessment will be
must include at minimum: performed on the same day or within one
. day before treatment with *’’Lu-DOTA’-
- a. serum blood urea nitrogen and 3 .
79 . — Tyr®-Octreotate on the second, third, and
creatinine
fourth treatment
- b. serum total bilirubin, aspartate | Revision to safety assessments based on
aminotransferase and alanine aminotransferase | FDA comment in Full Clinical Hold
. Letter, Comment 1.
- c. _hemoglobin, platelet count, total
leukocyte count, and absolute neutrophil count
8Protocol footnote “f11”
o ECG test will be performed in triplicate.
23 - Perform ECG - Perform ECG (in triplicate) (repeated on pages | Bgsed on FDA Comment 8, FDA
74 and 75) Memorandum dated May 18, 2012, and
Sponsor’s reply (Response Letter-1) dated
May 22, 2012.
75 A Dosimetry, Pharmacokinetics and ECG | A Dosimetry, Pharmacokinetics and ECG substudy | §Protocol footnote “f14”
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Page*

Previous version
V 1.0, November 14" 2011

New version
Final V 2.0, August 28" 2012

Change reason

substudy will be performed in 20 patients at 2-3
selected Sites—performing full body (planar) and
3D SPECT scans on the day of the first *""Lu-
DOTAC-Tyr*-Octreotate administration. Blood and
urine samples will be collected at different
intervals after the first *""Lu-DOTA’-Tyr®-
administration.

will be performed in 20 patients at 2-3 selected
sites. The substudy will be conducted, concurrent
with the general study. Selected substudy sites
must give high priority to early enrolment of
patients into the substudy.

Patients participating in the substudy will be
patients who have been determined to be eligible
for the general study and have been randomized
into _the '""Lu-DOTA’-Tyr*-Octreotate arm, and
have signed an additional informed consent
specific for the substudy.

Aside from the specific tests conducted in the
dosimetry study as described above, the patient
treatment regimen and patient care management
will be identical to that conducted in the general
study. The patients will also be considered to be
members of the general study group.

As per specific request, the results of this substudy
will be included in a preliminary Dosimetry Study
Report that will be provided to the FDA as soon as
the substudy is completed and the report written.
This preliminary report will also be made available
to the DSMB.

The substudy patients will receieve full body
(planar) and 3D SPECT scans on the day of the
first 1”’Lu-DOTAC-Tyr*-Octreotate administration.
Blood and urine samples will be collected at
different intervals after the first *'"Lu-DOTA’-Tyr-
administration.

Provide further details on the substudy
conduction.

Statement added based on FDA Comment
1, FDA Memorandum dated May 21,
2012, and Sponsor’s reply (Response
Letter-2) dated May 22, 2012; and
Sponsor’s Question-1 comment, reply to
May 23, 2012 teleconference (Response
Letter-3) dated May 23, 2012.

76, 168

a COBRA-Packard auto-gamma cednting system

a COBRA-Packard auto-gamma counter system

8Protocol footnote “f3”
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Previous version

New version

*
Sl V 1.0, November 14", 2011 Final V 2.0, August 28", 2012 Change reason
(Packard, Meriden, Conn., USA) (Packard, Meriden, Conn., USA) or similar | Text added to improve Protocol to
system. (repeated two times at page 166) correctly identify auto-gamma counter
equipment.
1 Well counter with multichannel 1. Well counter with  multichannel
| analyzer or gamma counter to analyzer 1(7)7r gamma ~counter to
determine '"’Lu aetivity in blood and determine “Lu radioactivity in blood | sprotocol footnote “f1”
urine samples. and urine samples. The term “radioactivity” is more
appropriate in this context.
5 A dose calibrator to measure the 2. A dose calibrator (activimeter) to
' ity in the reference source and the measure the radioactivity in the | The “dose calibrator” device is also referred to
in'ectesd - reference source and the injected | &S an “activimeter” in some regions.
J ' radioactivity.
27 a. Determine the transmission factor 5 (=—&™* a. Determine the transmission factor 3 = exp(-

)

For abdominal uptakes the attenuation correction
is considerable and should be performed. The pe/p
for the 208 keV window of '"Lu may be
determined by counting a point source during e.g.
5 minutes. This measurement must be repeated
with several thicknesses of absorbing material
with unit density. (In a narrow beam geometry the
average tissue p1e/p(208 keV) = 0.134 cm?/g [2]).

e t)

For abdominal uptakes the attenuation correction is
considerable and should be performed. The pe/p
for the 208 keV window of Lu may be
determined by counting a point source during e.g. 5
minutes. This measurement must be repeated with
several thicknesses of absorbing material with unit
density. (In a narrow beam geometry the average
tissue pe/p(208 keV) = 0.134 cm?/g = 0.0134 m*/kg

[2D).

8Protocol footnote “f1”
Dosimetry formulas have been corrected

78

The calibration factor C (count rate per MBq
Y7u) is measured by counting a known reference
standard (usually 37-74 MBq *"'Lu, or 0.5-1% of

The calibration factor C (count rate per MBq *"Lu)
is measured by counting a known radioactivity
reference standard (usually 37-74 MBq *"Lu, or

8Protocol footnote “f1”
The term “radiatioactivity” as been added
to improve text clarity.
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Previous version New version
*
P V 1.0, November 14", 2011 Final V 2.0, August 28", 2012 CINETE [EEEET
the injected activity; measured in the dose | 0.5-1% of the injected activity; measured in the
calibrator). Count this standard in air for 3 minutes | dose calibrator). Count this standard in air for 3
minutes
The total absorbed dose to red marrow will be Ti_we total absorbed radiation dose to red marrow
will be extrapolated from the blood curve.
extrapolated from the blood curve. Absorbed deses o .
to target organs will be calculated by entering the Absorbed radiation dose to target organs will be
ND \g/aluesg for all the source O)r/ ans ing ihe | Calculated by entering the ND values for all the §Protocol footnote “f1 _
79-80  Org source organs in the OLINDA/EXM software and | The term “radiation dose” is more
OLINDA/EXM software and adjusting the deses | . . - approopriate in this context
o : adjusting the radiation dose reported by the | @PPIOP :
reported by the software for individual weight and L .
. . software for individual weight and organ masses
organ masses for kidneys, liver, spleen . . .
. for kidneys, liver, spleen (determined from CT),
(determined from CT), and red marrow.
and red marrow.
_ §Protocol footnote “f15”
1. A general code for numerical and | pharmacokinetic parameters will be
compartmental modeling is the SAAM II'| cajculated based on time-activity blood
1. . A general code for numerical and software (http://www.saam.com) (Cobelli curves, and include systemic exposure,
compartmental modeling is the SAAM I C et al.,, 1998). Based on time-activity clearance, volume of distribution, and
80 software (http://www.saam.com) (Cobelli blood curve, the main pharmacokinetic | terminal half-life.
Cetal., 1998). parameters will be calculated, such as | Stgrement added based on FDA Comment
systemic exposure, clearance, volume of | ;0 FDA Memorandum dated May 18,
distribution, and terminal half-life. 2012, and Sponsor’s reply (Response
Letter-1) date May 22, 2012.
» L 8Protocol footnote “f1”
81 | actwity amount of radioactivity The term “amount of radioactivity” is
more appropriate in this context.
Theoverall-eventrate-inthe trial will-be-monitored 8Protocol footnote “f16”
to-assess-the-extent-to-which-the-trial-is-achieving Delete statement regarding monitoring the
the-design-assumptions—Thiscould-be-undertaken event rate in the trial for the purpose of
85 by theTrial-Management—Group,—blind—to—the | - potential modification to the trial design.

Paragraph  deleted based on FDA
Comment 7, FDA Memorandum dated
May 21, 2012, and Sponsor’s reply
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Previous version

New version

*
Rage V 1.0, November 14" 2011 Final V 2.0, August 28", 2012 Change reason
during the-triak (Response Letter-2) dated May 22, 2012.
An Independent Data Safety Monitoring Board will | Protocol footnote “f13”
evaluate patient safety throughout the study (§ | Describe in greater detail the interim
87 - safety analysis plan.

Section 12.1 - Independent Data Safety Monitoring
Board).

Based on request by FDA in Full Clinical
hold letter, Comment-2.

89

Interim safety analyses will be conducted by an
Independent Data Safety Monitoring Board (8
Section 12.1 - Independent Data Safety Monitoring
Board). This Board will provide the Sponsor with a
recommendation to continue the trial as planned, or
to discontinue the trial, according to the Safety
Analysis Plan. This Plan is described in detail in
the Data Safety Monitoring Board (DSMB)
Charter, provided as separate document.

As described in the DSMB Safety Plan (Appendix
1, DSMB Charter) the DSMB will conduct 4
interim safety analyses that will be initiated at the
time when 25%, 50%, 75% and 100% percent of
the total ”’Lu-DOTA’-Tyr*-Octreotate treatments
in the trial have been completed (that is out of 400
planned treatments), or where such treatments
would have taken place had treatment not been
withdrawn form subjects in the *"Lu-DOTA’-Tyr*-
Octreotate treatment arm. The DSMB will meet
and assess up-to-date safety information within two
weeks of a treatment exposure rate being achieved
(i.e., the point when 25%, 50%, 75%, and 100% of
treatments have occurred). Further patients may
only be randomized two weeks after the treatment
exposure rate has been reached and after a positive
opinion from the DSMB.

8Protocol footnote “f13”

Describe in greater detail the interim
safety analysis plan.

Based on request by FDA in Full Clinical
hold letter, Comment-2.

24/28

Evergreen Ex. 1012
192 of 676




Protocol N° AAA-II1-01

Previous version New version
Page* V 1.0, November 14", 2011 Final V 2.0, August 28", 2012 Change reason
An Indep_endent Data Monitoring Gomsmittee An Independent Data Safety Monitoring Board
(BMG) will evaluate safety throughout the study. | (pgMmB) will evaluate safety throughout the study.
The +BMC will be independent from the Sponsor, | The DSMB will be independent from the Sponsor,
specific agents of the Sponsor, Investigators, and | specific agents of the Sponsor, Investigators, and ccen e
any other study oversight bodies. any other study oversight bodies. §Pr0t_oco_| footnote fl? L
Describe in greater detail the interim
107 | The 4BME will review ongoing examinations of | The DSMB will review ongoing examinations of | safety analysis plan.
safety data and promptly give recommendations t0 | safety data and promptly give recommendations to | Based on request by FDA in Full Clinical
continue, continue with modification, or terminate continue, continue with modification, or terminate | #0ld letter, Comment-2.
the study. the study. The DSMB Charter, and the DSMB
The IDMGC monitoring-plan-will be provided as-a | Safety Plan (Appendix 1 of the DSMB Charter) are
separate charter. provided as separate documents.
§Protocol footnote “f2”
Responses to treatment are recorded from
date of randomization, instead of from
4.4 Evaluation of Best Overall Response [NB: | date of first treatment.
124 | 4.4 Evaluation of Best Overall Response see Protocol Section 6.3 for assessment methods | Revision to response to treatment
and endpoints] determination based on FDA Comment 3,
FDA Memorandum dated May 21, 2012,
and Sponsor’s reply (Response Letter-2)
date May 22, 2012.
. 8Protocol footnote “f1”
) [NB: 220 MBg is the recommended amount of | A qitjonal text to improve Protocol clarity
144 administered  radioactivity for this trial, ® .
according to Appendix 6. Part 2], on the OctreoScan™ Planar Imaging
Protocol.
Figure 1: Flebo Infusion Method (A) Showing | _ _ §|_3r0t0C0| fOOtnOt_e “f3” _
160 Operations Details (B). Figure 2: FIebp Infuspn Method (A) Showing | Figures a_dded_ to improve Protocol clarity
Operations Details (B, C, D) of Flebo infusion system method.
Appendix 11 — Dosimetry and Pharmacokinetics | Appendix 11 — Dosimetry and Pharmacokinetics | SProtocol footnote “f3” _ _
169 Typos on urine collection time points

Study: Time Schedule for Biological Samples

Study: Time Schedule for Biological Samples

corrected
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Previous version New version
*
Page V 1.0, November 14", 2011 Final V 2.0, August 28", 2012 Change reason
(two lines added in the urine collection table)
8Protocol footnote “f3”
Tables “Investigations” National ~ Cancer  Institute ~ Common
172 |- Terminology Criteria for Investigations
Adverse Events added.
. . . L We think that the potential activity of this medicine
Fhe-therapeutic-benefit of this medicine is due to | - . .
L in treating your tumour is due to the presence of the
the presence of the radioactivity. radioactivit
Y §Protocol footnote “f20”
. . . - It is estimated that the health risks of this medicine | Revision based FDA C t 10,
It is knewn that the health risks of this medicine NN . evision basea -on ommen
. i to your family members and the general public are | stated in Full Clinical Hold Letter,
are low because of its physical and - i
. . . . .| low because of its physical and | Comment 10.
radiopharmaceutical properties and its metabolic . . . . .
. . ... | radiopharmaceutical properties and its metabolic
properties. Nevertheless, the following rules will . .
. properties. You must adhere to the following rules
ensure-a-high-level-ofsafety. .
to maximize the safety of other persons.
176
_ 8Protocol footnote “f17”
your bladder (urinate) every hour on the day of instructions to patients on frequency to
treatment and for two more days after treatment. . . .
. . . urinate, and drink fluids.
. After expelling fluids, drink a glass of water. You Revisi based FDA C /5
can substitute juice or a sports drink as a means to | ©*¢V/$I01 bdsed on omment. 2,
replace_expelled fluids. Follow any additional | Stated in Sponsor’s reply to teleconference
advice that your doctor provides on how much to | comment (Response Letter-3) dated May
drink. 22,2012.
specific activity of 48 GBq/umel at calibration - . e g
180 P y a specific activity of 48 GBg/umol at calibration time | SProtocol footnote “f3
time Typo correction
Figure: Lead container inserted in the plastic §Protocol footnote “f3” _
183 |- container. Figure added to improve Protocol clarity.
184 Th | 4 4 Lo A A £ Aicinfapts T ial + PN PU. W I3 Aicinfapts SPratnecal faontnata 4277
e vidls TITust Tt DT U}JUIICU. AT Ulbllllﬁbllllg T vidls 11ust 11Ut U U}.)CIICU. AT Ulblllltbllllg S TULULUT TUULTTIULC o
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Previous version New version
Eagss V 1.0, November 14" 2011 Final V 2.0, August 28", 2012 Change reason
the stopper, the solution sheuld be withdrawn via | the stopper, the vial must be connected to the | Text added to improve Protocol clarity of
the stopper using a single dose syringe fitted with | needle of the infusion system (§Appendix 8: | infusion system methods.
suitable protective shielding and a disposable | Example 1 (Two Pumps Method) or Example 2
sterile needle. (Flebo Infusion Method)).
The ‘“Two Pumps Method’ and the ‘Flebo Infusion
Method’ are the recommended infusion systems for
this trial. However, if a syringe infusion system is
available at the centre this can be used, provided
that the dose calibrator (activimeter) calibration is
done for both the vial and the syringe. In addition,
the radioactivity must be measured, before and
after the infusion, in both the vial and the syringe.
After disinfecting the stopper, the solution must be
withdrawn via the stopper using a single dose
syringe fitted with suitable protective shielding and
a disposable sterile needle.
The visual inspection of the solution should be | 8Protocol footnote “f3”
- performed under a shielded screen for | T1€Xt added to improve Protocol clarity of
radioprotection purposes. Lutathera vial, visual inspection method.
§Protocol footnote “f3”
The proposed change in the set of
probabilities (if Gz>Gp then the
probability to assign next patient to
treatment b is 0.75) maintains a higher
. - control on the chance of treatment
187 Ga probability: 0.40 Ga probability: 0.25 imbalance (Pocock SJ et al., 1975) while
Gy probability: 0.60 Gy, probability: 0.75 the unpredictability on the next
assignment is kept.
As the randomization is centralized:
o] No single investigator is aware of
treatment assignments at other sites and
consequently it is impossible for him to
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Page*

Previous version
V 1.0, November 14" 2011

New version
Final V 2.0, August 28" 2012

Change reason

determine for his next patient that
treatment & which minimizes G;.

o] If his site has fewer patients on one
particular treatment arm he may guess
that the other treatment arm will be
chosen, but with three stratification
factors contributing to {G;} and a
probability to 0.25 to assign next patient
to treatment arm that increase the
imbalance he would be wrong in a high
proportion of cases.

191

Appendix 19 — Determination of LUTATHERA
Administered Radioactivity

(the entire appendix has been added)

8Protocol footnote “f18”

Appendix added to provide instructions on
calculation of LUTATHERA
Administered Radioactivity
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September 11, 2013

NETTER- 1 Study: A multicentre, stratified, open, randomized, comparator-controlled,
parallel-group phase 111 study comparing treatment with **’Lu-DOTAC-Tyr*-Octreotate to
Octreotide LAR in patients with inoperable, progressive, somatostatin receptor positive,
midgut carcinoid tumours.

PROTOCOL N° AAA-111-01; EudraCT N° 2011-005049-11; IND N° 77219
SPONSOR: Advanced Accelerator Applications SA,

RE:Submission of Protocol Amendment Version 3.0, July 24™, 2013
(replaces version 2.0, August 28", 2012)

MAIN ISSUES ADDRESSED IN PROTOCOL Version 3.0

3 FDA COMMENT:
We strongly discourage you from using biased coin randomization. If biased coin
randomization is used, then the primary analysis should be a re-randomization test. This
would involve reproducing the randomization, accounting for subject stratification
factors and time of randomization, a large number of times and conducting a
permutation test on this basis

The Clinical Protocol, version 3.0 has been amended to address the Agency’s request
(see Section 5.6, Section 7, and Appendix 17)

o FDA COMMENT:

Because there are approximately 41 centers and 200 patients, you may consider
dropping center as a stratification factor.

The Clinical Protocol, version 3.0 has been amended to address the Agency’s request
(see Section 5.6 and Appendix 17)

FDA COMMENT:

You have proposed three secondary endpoints and have not controlled for multiplicity.
Since time to tumor progression (TTP) and PFS are correlated, it is highly unlikely that
the results of TTP will be included in the product labeling. Include a method to control
the family-wise type I error rate for the two other secondary endpoints.
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The Clinical Protocol, version 3.0 has been amended to address the Agency’s request
(see Section 7.5 and 7.5.2).

FDA COMMENT:

Even though the analysis for overall survival (OS) may be underpowered, please provide
a statistical analysis plan for OS including the difference to be detected, power, the
number of deaths for the final OS analysis, and the estimated number of deaths for an
interim OS analysis at the final PFS analysis.

The Clinical Protocol, version 3.0 has been amended to address the Agency’s request
(see Section 7.1).

FDA COMMENT:

Since the power calculation of a log-rank test is based on the number of events, please

perform the final analysis based on the planned number of events. You propose that
“The End of Study is defined as the moment that the last enrolled patient has completed
72 weeks of assessments (unless early termination) after the patient’s first treatment in
either arm of the study,” which is not acceptable.

The Clinical Protocol, version 3.0 has been amended to address the Agency’s request.
The Final Analysis will occur at the moment the planned number of events (disease
progression or death) has occurred (Sections amended: Section 3.2 End of Study; Section
7.5.1; and other sections have been amended to account for the change in the End of
Study point).

FDA COMMENT:
All randomized patients should be included in the primary analysis, regardless of
whether they received study medication, and no replacement should be done.

The Clinical Protocol, version 3.0 has been amended to address the Agency’s request
(see Section 4.5).

FDA COMMENT:
Specify whether the primary log-rank test is a stratified or un-stratified.

The Clinical Protocol, version 3.0 has been amended to address the Agency’s request
(see Sections 7.5.1, and 7.5.2)

ADDITIONAL ISSUES AND RESPONSES (Protocol changes at the request of
European regulatory authorities)

The German Radioprotection Authority has requested that “metastatized primary
tumour” be added to requirement for inclusion.
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The Sponsor has agreed to this request and has made appropriate modifications to the
Protocol to include metastatic disease in the inclusion criteria (see Section 3.3;
Section 4.1.1; other sections of the Protocol have been amended to account for this
change).

ADDITIONAL ISSUES AND RESPONSES (Protocol changes at the request
Investigators)

o The timing of the CT or MRI scans prior to enrollment is not clear.

The Sponsor has amended the inclusion criterion (#5 Protocol) to explain more
clearly the requirements for timing CT and MRI scans. Other sections of the Protocol
have been amended to account for this change.

o The requirements for the timing of the Octreotide® scan prior to
enrollment are not clear.

The Sponsor has amended the inclusion criterion #6 to clarify the correct timing of
the Octreotide® scan — the scan must be obtain at least 12 weeks after the start of
Somatostatin analog therapy.

o What are the recommended medication to give patients who become
nauseated during infusion with the amino acid solution infusion (with *"'Lu-
DOTAC-Tyr*-Octreotate treatment).

The Sponsor has amended the Protocol to include use of medications to treat patients
who become nauseated (and/or vomit) during *'’Lu-DOTA-Tyr®-Octreotate infusion
(see Section 5.7.2).

ADDITIONAL ISSUES AND RESPONSES (Sponsor initiated changes)
The term “technically evaluable lesion” is confusing and not defined.

The Sponsor has amended the inclusion criterion (#6, Protocol) to explain more
clearly which lesions must be somatostatin receptors positive. The term “technically
evaluable lesion” has been deleted and replaced where appropriate with RECIST
v1.1, defined terms; target lesion, non-target lesion, and measurable lesion.
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Previous version New version
*x
Page V 3.0, July 241, 2013 V 3.1, September 237, 2013 Change reason
(Fél;lﬁ;;esversécr);of.oé Ojuhfa\uztt:t’ ;gtlh?) FINAL version 3.1, September 23" 2013 )
1,15 2012) 0 AU ' | (Replaces version 3.0, July 24t 2013) Protocol version updated
dc:I(\:llrJ]?r:gnt enrolment enrollment Typo correction
| (;/\C/Bg::nt metastasized metastasized Typo correction
dc:I(\:lB?r:gnt tumor tumour Typo correction
dg’(‘)’gﬁ:gnt 177Lu-DOTAO-Tyr3-Octreotate 1771 y-DOTA-Tyr’-Octreotate Typo correction
A 20 patient Dosimetry, | A 20 patient Dosimetry, Pharmacokinetics, . S
34 Pharmacokinetics, and ECG study will be | and ECG study will be performed in about 5 :Qi[]eeazﬁgs?ﬁg]ber of sites participating
performed in about 1-2 selected sites. selected sites. y
\-m?;i zg:nfoﬂgtrg?:r tﬁ;tsf;[:)dnl]e;e?gib;; Sgﬁg There are a number of studies published which
custom made amino acid solutions reduce demonstrate that commercial and custom made
the kidney retention of radiolabeled amino acid solutions reduce the Kkidney
somatostatin ~_analoas  in  humans retention of radiolabelled somatostatin
45,75 Researchers at the Igrasmus MC havé analogues in humans. Researchers at the | Typos correction
directly demonstrated the benefit of 2.5% Eras”?‘*s Mc have_dlrectl_y _demonstrated Fhe
lvsine/arginine in 1L solution in blockin benefit of 2.5% lysine/arginine in 1L solution
k%dne rgetention of YL u-DOTALT rg in blocking kidney retention of ¥’Lu-DOTA?-
Octregate y Tyr®-Octreotate.
ghg sublstudy paéiegltjs ;\IIDiIIEICKIG')CEive full | The substudy patients will receive full body Sgg;lrlrldeir iﬁ:;ﬁgal rgg;?jllljsreson the
0 anar) an scans on :
the 3:1;5 of t)he first 7Lu-DOTAL-Tyr- (planar) and 3D SPECT scans on the day of y yp
first 177 u- 0_Tyr3-
76-77 Octreotate administration. Blood and the Lu-DOTA™Tyr*Octreotate Allow dosimetry cycle 2 or cycle 3, in

urine samples will be collected at
different intervals after "’Lu-DOTA?-
Tyr3-administration. All patients included

administration. Preferably dosimetry should be
performed at treatment cycle 1, but dosimetry
at cycle 2 or cycle 3 are also acceptable. In the

addition to cycle 1.

Make as optional dosimetry procedures at
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in the substudy will undergo a 24-hour
continuous ECG recording via a 12-lead
Holter machine.

Serial full body planar images will be
obtained at 1 h, 4 h (or within 4-6 h), 24 h
(or within 16-24 h), 48 h (or within 40-
48 h), 72 h (or within 60-72 h) and 168 h
(or within 156-168 h).

The time point ranges indicated in
brackets are to be considered if the
specific timepoint is not feasible. 3D
SPECT scans will be performed at 24 h
and 48 h in the upper abdomen
(comprising kidneys, liver and spleen)
and, if deemed necessary based on the
outcome of the planar imaging, also in
different regions.

Blood samples (whole blood) will be
collected from each patient just before
administration of *’Lu-DOTAC-Tyrs-
Octreotate therapeutic dose from the
opposite arm of drug infusion and then at
the following time-points:two time-points
during the infusion (one in the middle of
infusion and one just before the end of
infusion), then after the end of infusion:
20 min, 40 min, 1 h, 2 h, 4 h, 8 h, then
twice a day on Day 2, Day 3, Day 4 and
Day 8, e.g. 16 and 24 h (Day 2), 40 and
48 h (Day 3), 64 and 72 h (Day 4), 160
and 168 h (Day 8).

event that dosimetry measurements are
performed after cycle 2 or 3 only the dose
estimates for the kidneys and the bone
marrow can be used in the overall
evaluation, as the tumours (and by that also
liver) and spleen may be influenced by the
prior therapy effect. In the same treatment
cycle, blood and urine samples will be
collected at different intervals after 1'’Lu-
DOTAC-Tyr3-administration. All patients
included in the substudy will undergo a 24-
hour continuous ECG recording via a 12-lead
Holter machine.

Serial full body planar images will be obtained
at 1 h, 4 h (or within 4-6 h), 24 h (or within
16-24 h), 48 h (or within 40-48 h) and 72 h (or
within 60-72 h). If one or more images are
skipped or are not performed at the correct
time, then an additional whole body scan will
be scheduled at 168 h (or within 156-168 h).
Patients that live in the vicinity of the clinic
can be requested to come back for the last
whole body scan at 168 h, in that case the
whole body imaging at 48 h could be skipped.

SeriaHfull - body-planar-images-witkbe-obtained

h)- The time point ranges indicated above in
brackets are to be considered if the specific
timepoint is not feasible. 3D SPECT scans will
be performed at 24 h and 48 h in the upper

Days8.

Correct typos
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abdomen (comprising kidneys, liver and
spleen) and, if deemed necessary based on the
outcome of the planar imaging, also in
different regions.

Blood samples (whole blood) will be collected
from each patient just before administration of
7u-DOTAL-Tyr3-Octreotate therapeutic dose
from the opposite arm of drug infusion and
then at the following time-points: two time-
points during the infusion (one in the middle
of infusion and one just before the end of
infusion), then after the end of infusion: 20
min, 40 min, 1 h, 2 h, 4 h, 8 h, then twice a day
on Day 2, Day 3, Day 4 and Day 8, e.g. 16 and
24 h (Day 2), 40 and 48 h (Day 3), 60 and 72 h
(Day 4), 160-anrd-168-h-{Day-8)-If one or more
blood samplings are skipped or are not
performed at the correct time, an additional
blood sampling will be scheduled at 168 h (or
within 156-168 h). Patients that live in the
vicinity of the clinic can be requested to come
back for the last blood sampling at 168 h.

78

The uptake of peptides in liver, spleen
and kidneys occurs almost immediately.
Based on previous experience (Phase I/11
Erasmus study) the proposed
measurement points are at approximately
1 h, 4 h (or within 4-6 h), 24 h (or within
16-24 h), 48 h (or within 40-48 h), 72 h
(or within 60-72 h) and 168 h (or within
156-168 h) after administration.

The uptake of peptides in liver, spleen and
kidneys occurs almost immediately. Based on
previous experience (Phase I/Il Erasmus
study) the proposed measurement points are at
approximately 1 h, 4 h (or within 4-6 h), 24 h
(or within 16-24 h), 48 h (or within 40-48 h),
72 h (or within 60-72 h) and optionally 168 h
(or within 156-168 h) after administration (see
section 6.6).

Make as optional dosimetry procedures at
Days8.

80, 167,
168

Blood samples will be taken just before
administration of the therapeutic dose and

Blood samples will be taken just before
administration of the therapeutic dose and at

Make as optional dosimetry procedures at
Days8.
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at the following time-points: 2 time-
points during the infusion (one in the
middle of infusion and one just before the
end of infusion), then after the end of
infusion: 20 min, 40 min, 1 h, 2 h, 4 h, 8
h, then twice a day on Day 2, Day 3, Day
4 and Day 8, e.g. 16 and 24 h (Day 2), 40
and 48 h (Day 3), 64 and 72 h (Day 4)
and 160 and 168 h (Day 8).

the following time-points: 2 time-points during
the infusion (one in the middle of infusion and
one just before the end of infusion), then after
the end of infusion: 20 min, 40 min, 1 h, 2 h, 4
h, 8 h, then twice a day on Day 2, Day 3, Day
4 and Day 8, e.g. 16 and 24 h (Day 2), 40 and
48 h (Day 3), 60 and 72 h (Day 4) and
optionally 156 and 168 h (Day 8) (see section
6.6).

Correct typos

95

If the Investigator is not able to access the
eCRF, a paper version of the SAE form is
available on the study documentation at
site and this form should be completed
and sent by fax to Sponsor
Pharmacovigilance Department in order
to report the SAE. When the access
problem is resolved, the investigator must
report the event into the eCRF.

If the Investigator is not able to access the
eCRF, a paper version of the SAE form is
available on the study documentation at site
and this form should be completed and sent by
fax to the Sponsor Pharmacovigilance
Department in order to report the SAE. When
the access problem is resolved, the investigator
must report the event into the eCRF.

Correct typos
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TABLE OF CHANGES

Protocol N° AAA-III-01

Previous version

New version

*%
Page V 3.0, July 24" 2013 V 4.0, March 25, 2014 Reasonorichanoe
Within . .
the entire | - Typos correction or minor changes Improving t.he docurfle.nt clarity
document and correcting remaining typos
Protocol N°® AAA-III-01, version 4.0, March 25
FINAL version 3.0, July 24th, 2013 | 2014 )
1,21 (Replaces version 2.0, August 28th, 2012) | Replaces version 3.0, July 24, 2013 and version Protocol version updated
3.1, September 23, 2013
HEAD OF CLINICAL DEVELOPMENT
Claude Hariton, Ph.D., DSc Update Sponsor contact
2-21 - Advanced Accelerator Applications SA . If). i p
Tel:+33 681 587 825 intormation
E-mail: claude.hariton@adacap.com
- To evaluate the Duration of Response (DoR) in
he two study arms;
4.36 - the two study arms Added two secondary exploratory
’ B - To evaluate the Time to Second Progression objectives
(PFS2) in the two study arms
Objective tumour response in both arms Objective tumour response in both arms will be Clarify baseline CT scan time-
will be assessed every 12«1 weeks from the | assessed every 1241 weeks from the point and the need to follow
randomization date according to RECIST randomization date according to RECIST Criteria | patients after week 72 (treatment
4 until progression centrally confirmed. The and assessment), until 74 events

Criteria. The baseline CT scan/MRI must
not be older than 4 weeks before the
projected randomization date.

baseline CT scan/MRI must not be older than 4
weeks before the projected randomization date. In
order to provide a consistent CT/MRI scan

are reached.
Only centrally confirmed
progressions will be considered
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timepoint between the two arms of the study it
may be necessary for the site to repeat the
baseline CT scan immediately before
randomization if the CT timepoint is greater than
4 weeks before randomization to provide more
current lesion data.
- Any progressive patient (confirmed by central
review of CT scans) ceases treatment/assessment
and proceeds to long-term follow-up.
- Any non-progressive patient continues
treatment/assessments until the PFS Primary End-
Point is met (i.e. 74 evaluable and centrally
confirmed disease progressions or death events).
Once the Primary End-Point is reached
a. Patients who have received more than 76
weeks treatment/assessment stop treatment
but continue the long-term follow-up
assessments for 5 years overall from the
date of randomization of the last patient
randomized.

b. Remaining randomized patients continue in
the fixed 76-week treatment/assessment
period unless progression occurs, then
continue the long-term follow-up
assessments for 5 years overall from the
date of randomization of the last patient

During the long-term follow-up assessment phase,
toxicities suspected in relation with the study drug
(including haematology, biochemistry, urine
analyses), anti-tumour treatment administered

for the primary PFS analysis.
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after progression/discontinuation, disease status
based on local CT/MRI assessment, and OS data
will be collected every 6 months (phone contact

or visit at site). In case of phone contacts, medical
reports/CT-MRI images must be provided by the

patient to the Investigational Site.

"Lu-DOTA’-Tyr’-Octreotate arm

30 mg Octreotide LAR treatment for
symptom control will continue until Week
72, unless the patient progresses or dies;

""Lu-DOTA’-Tyr*-Octreotate arm

30 mg Octreotide LAR treatment for symptoms
control will continue until the-end-ofthestadythe
PFS Primary End-Point, unless the patient
progresses or dies. When the PFS endpoint has
been reached, the treatment/assessment period
becomes fixed and all patients receive 30 mg for
72 weeks before entering the long-term
assessment follow-up phase.

Clarify that Octreotide LAR
treatment will continue until the PFS
Primary End-Point

Octreotide LAR arm:

60 mg Octreotide LAR treatment every 4
weeks (i.m. injections) = 3 days until the
End of the Study, unless the patient
progresses or dies;

Octreotide LAR arm:

60 mg Octreotide LAR treatment every 4 weeks
(i.m. injections) & 3 days until the-end-ofthe-study
PFS Primary End-Point—unless—the—patient
prosresses-or-dies-unless the patient progresses or
dies (see below for Dose Moditying Toxicity
(DMT)-below). When the PFS endpoint has been
reached, the treatment/assessment period becomes
fixed and all patients receive 60 mg for 72 weeks
before entering the long-term assessment follow-

up phase.

Clarify that Octreotide LAR
treatment will continue until the PFS
Primary End-Point

Dose modifying toxicity

According to National Cancer Institute

Dose modifying toxicity

Aceording-toWith reference to the grading system

Correct typos, provide more
details on Dose Modifying
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Common Terminology Criteria for Adverse
Events Version 4.0 DMT is defined as a
Grade 2 toxicity for blood platelet count,
any Grade 3 or 4 haematological toxicity
other than lymphocytopenia, a 40%
increase over the baseline in serum
creatinine value with a concomitant
decrease of over 40% in creatinine
clearance, or any other Grade 3 or 4
toxicity possibly related to study drug and
regardless of its duration.

If the patients experiences DMT during
""Lu-DOTA"-Tyr’-Octreotate therapy,
the subsequent treatments of '"’Lu-DOTA’-
Tyr’-Octreotate are permissible, provided
the DMT resolves within 16 weeks
following the non-tolerated administration.
After resolution of a DMT, a patient may
receive  his/her  subsequent planned
treatment(s) at 50% of the standard
treatment dose. If the same DMT recurs
after treatment with the reduced dose, the
patient goes off-study. If the DMT event
does not reoccur, the next treatment is at
full dose.

of the NCI (National Cancer Institute, -fCommon
Terminology Criteria for Adverse Events Version
4.0), DMT in the ""Lu-DOTA-Tyr*-Octreotate
arm is defined as a Grade 2 toxicity for blood
platelet count, any Grade 3 or 4 haematological
toxicity other than lymphocytopenia, a 40%
increase over the baseline in serum creatinine
value with a concomitant decrease of over 40% in
creatinine clearance, or any other Grade 3 or 4
toxicity possibly related to '""Lu-DOTA -Tyr’-
Octreotate stady-drag-and regardless of its
duration. ""Lu-DOTA’-Tyr’-Octreotate and
regardless of its duration. The DMT principles
will also be applied if renal — hepatic —
hematological adverse events are observed which
are unlikely related to the study drug, but to other
possible or concomitant causes, and the full

administration of |77Lu-DOTAO-Tyr3-Octreotate
would represent a safety risk for the patient.

In the Sandostatin LAR arm a dose adjustment

scheme will also be applied in case of NCI Grade
3 or 4 toxicity possibly related to study drug.

If the patients experiences DMT during '"’Lu-
DOTA"-Tyr’-Octreotate therapy, the
subsequent treatments of '"’Lu-DOTA’-Tyr’-
Octreotate are permissible, provided the DMT
resolves within 16 weeks following the non-
tolerated administration. In any case, the patient
will continue the administration of 30 mg
Sandostatin LAR at monthly intervals. After

Toxicity rules
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resolution of a DMT, a patient may receive his/her
subsequent planned treatment(s) at 50% of the
standard treatment dose. If the same DMT
reoccurs after treatment with the reduced dose; or
the DMT does not resolve within 16 weeks, the
patient gees-off-stops further treatment with

L u-DOTA -Tyr’-Octreotate but continues the
study with monthly Sandostatin LAR 30 mg (if
Sandostatin LAR is unlikely to be the causative
agent of the observed toxicity).

If the DMT event does not reoccur, the next
treatment is administered at full dose.

Projected 43 months total: 25 months
recruitment (Last Patient In: Q2 2014) and
18 months_treatment and assessments until
the Last Patient Out (Q4 2015).
Long-term toxicities suspected in
relationship to the study drug (included
haematology, biochemistry, urine
analyses), PFS (based on local
assessments), OS data will be collected
every 6 months for 3 years after Week 76
or early termination for each patient (phone
contact or visit at site).

Study Duration :

e e s b e s s s e
Posepe o 20 s

1. Total number of randomized patients: 230
2. First Patient In: Q3 2012

3. Pre-defined accrual period: 18 months

4

5

. Expected Last Patient In: Q3 2014
. PFS primary analysis point occurs at 74

evaluable and centrally confirmed disease

progressions or death events.

6. Long term follow-up: 5-years from the date of

randomization of the last randomized patient.
7. End-of-Study (EOS): when 158 deaths are
recorded or when 5 years from the date of

randomization of the last randomized patient

Clarify that Octreotide LAR
treatment will continue until the PFS
Primary End-Point.

Clarify  that only centrally
confirmed progressions will be
considered for the primary PFS
analysis.

The end-of-study is now defined
as the last pre-specified safety or
efficacy data point collected
during the conduct of the study,
158 death events (or when 5
years from the randomization of
the last randomized patient have
elapsed, whichever comes first),
which is the endpoint for overall
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have lapsed, whichever occurs first.

8. OS primary analysis point occurs at 158
deaths or 5 years from the date of

randomization of the last randomized patient,
whichever occurs first.

The primary analysis is performed at 74 events
(74 evaluable disease progressions centrally
confirmed or death events). Patients who are
randomized should continue to receive the

assigned treatment until tumour progression or
until the PFS Primary End-Point is reached. After
the PFS Primary End-Point has been reached, the
treatment/assessment period becomes fixed and

all patients receive 60 mg (Octreotide LAR arm)
or 30 mg ("""Lu-DOTA’-Tyr*-Octreotate arm)
until week 72 and then proceed to the long-term
follow-up assessment phase.

EOS is defined as the moment 158 deaths have
occurred, or 5 years from the date of
randomization of the last randomized patient
whichever occurs first.

survival assessment, and not the
time of the primary analysis of
PFS.

Procedures timing corrected
within __the entire document

according to the new Primary
End-Point _analysis and EOS

time-points

Planned number of patients:

200 randomized patients (considering the

Planned number of patients:

200— 230 randomized patients (eensidering—the

As requested by the Regulatory
Agencies, the sample size of the
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drop-out rate, 100 patients per treatment | drop-outrate;+00-115 will be randomly assigned | study has been adjusted in order
group will be randomly assigned to open- | to open-label treatment). to detect a statistically significant
label treatment). and clinically relevant difference
in OS (80% power) between the
two arms of the study.
Exclusion criterian 1
l .
Exclusion criteria n 1
whomme ethe o e e basedhe
Serum creatinine >150 pmol/L or >1.7 | <50—mb/min—Either serum creatinine >150 | Clarify that at baseline the
]: 48 mg/dL, or a measured creatinine clearance | umol/L (>1.7 mg/dL), or creatinine clearance <50 | measured creatinine clearance / GFR
’ (or measured glomerular filtration rate | mL/min calculated by the Cockroft Gault method, | is required only as confirmatory
(GFR) using plasma clearance methods, not | eventually confirmed by measured creatinine | €Xam.
gamma camera-based) of <50 mL/min. clearance (or measured glomerular filtration rate
(GFR) using plasma clearance methods, not
gamma camera-based) <50 mL/min (the measured
creatinine clearance / GFR is required only as
confirmatory exam).
Long-term follow-up after Week76End of Study Clarify that treatment/assessment
Long-terrr{ fol.low-up after Week 76 or treatment or early termination phase will continue until the PFS
early termination Primary End-Point, then will return
.. .. Al 5Si tient Ses -
Long-term toxicity to critical organs (bone 1 PIOETCSSIVE PAICTLL Ceasos to the fixed 76-week scheme.
10 treatment/assessment and proceeds to long-term

marrow and kidney) suspected in
relationship to the study drug (including
haematology, biochemistry, urine analyses)
will be monitored every 6 months for 3

follow-up assessment.

Any non-progressive patients continues
treatment/assessments until the PFS Primary End-
Point, then:

Clarify  that only centrally
confirmed progressions will be
used for the primary PFS
analysis.
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years after Week 76 or early termination.

PFS (based on local assessments) and OS
data will be recorded every 6 months for 3
years after Week 76 or early termination.

Phone contacts or site visits will be
performed during the 3 years follow-up
after end of the study.

a. Patients who have 76week or more
treatment/assessment stop treatment but

continue the long-term follow-up

assessments for 5 years overall from the

date of randomization of the last

randomized.

b. Remaining randomized patients continue
in the fixed 76-week

treatment/assessment phase unless

progression occurs, then proceed to the

long-term follow-up assessment phase for
5 years overall from the date of

randomization of the last randomized
patient.
Sponsor will notify all the Centres and their Ethic
Committees as soon as 74 evaluable disease

progressions or death events (PFS Primary End-

Point) have occurred.

During the long-term follow-up assessment phase,
toxicities suspected in relation with the study drug
(including haematology, biochemistry, urine
analyses), anti-tumour treatment administered

after progression/discontinuation, disease status
based on local CT/MRI assessment, and OS data
will be collected every 6 months (phone contact
or visit at site). In case of phone contacts, medical
reports/CT-MRI images must be provided by the
patient to the Investigational Site.

L . ciical l

Increase the follow-up period
from 3 to 5 years
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10

End Of Study Definition

The End of Study is defined as the moment
that 75 disease progression or death events
have occurred.

End Of Study Definition

e e Ll L e maens sa e
75 g . ot} |
oceurred—The End of Study (EOS) is defined as
the moment when 158 deaths have occurred, or 5
years have elapsed since the date of
randomization of the last randomized patient
whichever occurs first.

Modify the End Of Study
definition as requested by the
Regulatory Agencies.

The end-of-study is now defined
as the last pre-specified safety or
efficacy data point collected
during the conduct of the study,
158 death events (or when 5
years from the randomization of
the last randomized patient have
elapsed, whichever comes first),
which is the endpoint for overall
survival assessment, and not the
time of the primary analysis of
PFS.

10; 59

Dosage
In total 29.6 GBq (800 mCi) '"Lu-DOTA"-
Tyr’-Octreotate  administered in  four

Dosage

In total 29.6 GBq (800 mCi) ""Lu-DOTA’-Tyr’-
Octreotate administered in four equally divided
doses. Each dose to be infused over 30 minutes.

Provide details on the '"Lu-
DOTA -Tyr’-Octreotate  infusion
duration
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equally divided doses.
) ) ) Clarify  that only centrally
" Progresswe. d.1sease as determined by Central.lv confirmed Pprogressive disease as | confirmed progressions will be
RECIST Criteria; determined by RECIST Criteria; considered for the primary PFS
analysis.
Efficacy
Objective CT/MRI tumour assessment in both
arms will be performed every 12+1 weeks from
the randomization date unti-End-efStudy-(central
assessment).
Every effort should be made to avoid differences
bet th timi fi tients in the t
aremxzeen ese timings for patients in the two As requested by the Regulatory
: Agencies, the sample size of the
Efficacy Any progressive patient ceases study has beeg a'djusted' in order
o o treatment/assessment and proceeds to long-term to dete.Ct. a statistically SIgmﬁcam
Long-term toxicity to critical OTgANS | ]ow-up assessment. and clinically relevant difference
11 suspected to be study drug related will be

monitored every 6 months for 3 years after
Week 76 or early termination.

Any non-progressive patients continues
treatment/assessments until the PFS Primary End-
Point, then:

a. Patients who have 76 weeks or more

treatment/assessment stop treatment but

continue the long-term follow-up

assessments for 5 years overall from the
date of randomization of the last patient
randomized;

b. Remaining randomized patients continue the

fixed 76week treatment/assessment period
unless progression occurs, then continue the

in OS (80% power) between the
two arms of the study.

Sponsor also agreed to increase
the follow-up period from 3 to 5
years.
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long-term follow-up assessment for 5 years
overall from the date of randomization of the
last patient randomized.
Date of death will be recorded at any time during
the treatment/assessment phase and the long term
follow-up assessment phase, when known.
Safety Safety
Safety assessments will be performed2 Safety assessments will be performed wit1};i7n 2
weeks before and 4 weeks after each '""Lu- weeks Obef"‘;e and 4+l wecks after each ™ Lu-
DOT AO—Tyr3— Octreotate  treatment  and DOTA"-Tyr —Octreotate. tre'fitment and every 12+1
every 1241 weeks from the randomization Weeks from the-randomization first treatment date
date in both study arms. in both study arms.
In addition, for the second, third, and fourth In addigion, ;"or the second, third, and fourth .]7.7Lu— . ..
11 7 u-DOTA’-Tyr-Octreotate treatment, an DOTA"-Tyr -OctreoFate treatment, an additional | Clarify timing for safety
additional safety assessment will be safety assessment will be }.)er.formed on the same | assessments
performed on the same day of treatment, or day of treatment, or within one day before
s treatment.
within one day before treatment.
.. - Long-term toxicity to critical organs suspected to
Long-term toxicity to critical organs be study—drugrelated to 77 -DOTA’-Tyr’-
suspected to be study drug related will be . .
monitored every 6 months for 3 years after Octreotatef will be monitored every 6 months for3
Week 76 or early termination. yeurs ur?tll e b ol Study :
termnation.
Sample size Sample size As requested by the Regulatory
POWER Procedure Log-Rank Test for Two POWER Procedure Log-Rank Test for Two Agencies, the sample Siz.e of the
12 Survival Curves (SAS 9.2) based on the Survival Curves (SAS 9.2) based on the following | study has been adjusted in order

following assumptions:

Median PFS for group 1 (Octreotide

assumptions:
-  Median PFS for group 1 (Octreotide
LAR): 14 months

to detect a statistically significant
and clinically relevant difference
in OS (80% power) between the
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LAR): 14 months

Median PFS for group 2 ('"'Lu-DOTA’-
Tyr’-Octreotate): 30 months

Nominal Power: 90%

Alpha: 0.05

Accrual period: 0 months (patients
enrolled over 14 month period but follow-
up for each patients is fixed at 72 weeks)

Follow-up period: 18 months (72 weeks)

Based on the above median PFS
assumptions, a sample size of 162 patients
in total with an expected number of 75
events is obtained. Controlling for a drop-
out rate of approximately 20% a total of
200 patients (100 patients per treatment
group) will be randomized and treated. This
sample size also provides the availability of
sufficient safety data.

- Median PFS for group 2 ("""Lu-DOTA’-
Tyr’-Octreotate): 30 months

—  Nominal Power: 90%

- Alpha: 0.05
ppetledbe o Do oo d bt o
“p fer eaeh pﬁﬁ.eﬂ{f‘ ]‘S ﬁ*ed at ;2 wee EE‘)

el e de T meadi T e el

—  Pre-defined accrual period: 18 months

—  Follow-up period: 18 months

Based on the above median PFS values, a sample
size of +62-124 patients with an expected number
of 7574 events (disease progression centrally
confirmed or death due to any cause) is-obtained
nceded. Controtingtora-drop-outrateof
. o .

: 14 . ) . l E .

I f Thi g] .} | . |
Habihi i —However

the sample size of the study has also been adjusted

in order to detect a statistically significant and
clinical relevant difference in the overall survival
(OS, secondary end-point, (80% power) between
the two arms of the study, with the following

assumptions:
—  Median OS for group 1 (Octreotide

LAR): 32 months

- Median OS for group 2 ("""Lu-DOTA’-
Tyr’-Octreotate): 50 months

— Nominal power: 80%

two arms of the study.
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— Alpha: 0.05
—  Number of Patients: 230

—  Pre-defined accrual period: 18 months
—  Study duration (treatment/assessment
phase and long-term follow-up
assessment): 60 months
Accordingly, 230 patients will be randomized.
The length of the overall survival assessment
period includes a pre-defined 18-month accrual
period, and a 5 years treatment and follow-up
period. The 5-year period of treatment and follow-
up is the predicted length of the study.

13

Statistical analysis

The primary efficacy variable of this study
is PFS.

The median point estimate and 95%
Confidence Interval (CI) for the PFS will
be provided using the Kaplan-Meier
method and the stratified log-rank test
incorporating the randomization factors
will be used to compare the PFS between
the two treatment groups.

The secondary efficacy variables are:
Objective Response Rate (ORR), Time to
Tumour Progression (TTP) and OS.

Response rates and 95% Cls will be
calculated for the ORR by treatment group.
Frequencies in the two treatment groups

Statistical analysis

The primary efficacy variable of this study is PFS
from the randomization date.

The median point estimate and 95% Confidence
Interval (CI) for the PFS will be provided using
the Kaplan-Meier method and the unstratified
log-rank test ineorporatinsthe randomization
faetors-will be used to compare the PFS between
the two treatment groups.

The secondary efficacy variables are: Objective
Response Rate (ORR), Time to Tumour
Progression (TTP) and OS. Duration of Response
(DoR) and Time to Second Progression (PFS2)
will be descriptively analyzed as secondary
explorative end-points.

Response rates and 95% Cls will be calculated
for the ORR by treatment group. Frequencies in

Provide further details on the PFS
calculation method.

The protocol and statistical
analysis plan have been amended
accordingly in order to state that
the primary analysis of PFS will
be an unstratified log-rank test, as
requested by the Regulatory
Agencies.

Include Duration of Response (DoR)
and Time to Second Progression
(PFS2) as secondary exploratory
end-points.
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will be compared by Fisher’s exact test.

OS and TTP will be similarly analyzed as
the primary efficacy variable.

the two treatment groups will be compared by
Fisher’s exact test.

OS and TTP will be similarly analyzed as the
primary efficacy variable. OS will not be
censored if a patient receives other anti-tumour
treatments after study medication. Survival data
will be analyzed at the time of the primary end-
point (PFS) analysis, and at the moment when
158 deaths have occurred, or 5 years from the
date of randomization of the last randomized
patient, whichever is first.

The revised

Protocol flow-charts (tables I-II) are reported at the end of this document

Everolimus (Afinitor® Tablets, Novartis
Pharmaceuticals Corporation, an oral
inhibitor of mammalian target of
rapamycin (mTOR)) has been approved in
the US for treatment of progressive

Everolimus  (Afinitor®  Tablets, Novartis
Pharmaceuticals Corporation, an oral inhibitor of
mammalian target of rapamycin (mTOR)) has
been approved in the US for treatment of
progressive neuroendocrine twmerstumours of
pancreatic origin, but not for any other GEPNET

Correct a typo and update the

32 neuroendocrine tumors of pancreatic indication. Approvalfor—the—same—indicationia | Protocol

origin, but not for any other GEPNET Eurepe-is—presumed—to-be-pending—Afinitor has

indication. Approval for the same also been approved in the EU for the treatment of

indication in Europe is presumed to be progressive unresectable or metastatic, well- or

pending. moderately-differentiated neuroendocrine tumours

of pancreatic origin.
If a patient experiences a Dose Modifying | If a patient experiences a Dose Modifying
Toxicity (DMT) during "Lu-DOTA"-Tyr’- | Toxicity (DMT) during '""Lu-DOTA’-Tyr- . .
y( ) g y y( ) £ e Provide further details on Dose

37 Octreotate therapy, subsequent treatments Octreotate therapy, subsequent treatments with

with '’Lu-DOTA’-Tyr’-Octreotate are
permissible, provided the DMT resolves

""Lu-DOTA’-Tyr’-Octreotate are permissible,
provided the DMT resolves within 16 weeks

Moditying Toxicity procedures
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within 16 weeks following the non- following the non-tolerated administration. In any
tolerated administration. After resolution of | case, the patient will continue the administration
a DMT, a patient may receive his/her of 30 mg Sandostatin LAR at monthly intervals.
subsequent planned treatment(s) at 50% of | After resolution of a DMT, a patient may receive
the standard treatment dose. If the same his/her subsequent planned treatment(s) at 50% of
DMT recurs after treatment with the the standard treatment dose. If the same DMT
reduced dose, the patient_goes off- .study If | recurs after treatment with the reduced dose, the
the DMT event does not re-occur, the next | patient-sees-off- will no longer receive any '’Lu-
treatment is at full dose. DOTA-Tyr’-Octreotate but continues the study

. . . . with monthly Sandostatin LAR 30 mg (if
Patients in the comparator arm will receive . . . .
. ® Sandostatin LAR is unlikely to be the causative
60 mg Sandostatin® LAR Depot . .
. . . agent of the observed toxicity), and continues
(Octreotide Acetate, Novartis; Octreotide ; -
. . L scheduled scans, until progression; after
LAR) intramuscular (i.m.) injections every . . : .
progression, the patient will continue the
4 weeks + 3 days-, for the overall 72 weeks ..
. observation in the long term follow-up assessment
of therapy, unless the patient progresses or .
. . . . . phase._is-withdrawn-from-study-If the DMT event
dies. If the patient experiences toxicity with .
. . does not re-occur, the next treatment is at full
the increased dose, the dose will be
. . dose.
adjusted to the previous well-tolerated
dose, to be increased again with the next Patients in the comparator arm will receive 60 mg
treatment to 60 mg. Sandostatin® LAR Depot (Octreotide Acetate,
Novartis; Octreotide LAR) intramuscular (i.m.)
injections every 4 weeks + 3 days.-for-the-overalt
T
or-dies- If the patient experiences toxicity with the
increased dose, the dose will be adjusted to the
previous well-tolerated dose, to be increased again
with the next treatment to 60 mg if the toxicity
has resolved.
38 Objective tumour assessment in both arms | Objective tumour assessment in both arms will be | Clarify that treatment/assessment

will be performed every 12+1 weeks from

performed every 12+1 weeks from the

phase will continue until the PFS
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the randomization date until Week 76,
unless the patient progresses or dies.
Patients that are RECIST progressive are
treatment failures. Any progressive patient
ceases treatment/assessment and proceeds
to long-term follow-up.

randomization-date until the analysis of PFS
Primary End-Point (i.e. 74 evaluable and centrally
confirmed disease progressions or death events)
then until Week 76, unless the patient progresses
or dies. Patients that are RECIST progressive
according to central reading assessment are
treatment failures and proceed to the long-term

follow-up phase.

In case of discrepancies between Investigator and
central assessor on the evaluation of the
progression of disease, see Section 4.4.1.

The primary analysis will be performed after 74
PFS events (74 evaluable and centrally confirmed
disease progressions or death events) have
occurred. Patients who are randomized should
continue to receive either Octreotide 60 mg
(Octreotide LAR arm) or Octreotide 30 mg ("’ Lu-
DOTA -Tyr’-Octreotate arm) until progression (or
until 74 evaluable and centrally confirmed disease
progressions or death events). When the PFS
Primary End-Point has been reached, the 76-week
treatment period becomes fixed and all patients
receive Octreotide 60 mg (Octreotide LAR arm)
or Octreotide 30 mg ("”"Lu-DOTA’-Tyr’-
Octreotate arm) until week 72 before entering the
long-term follow-up assessment phase after week
76. Any progressive patient ceases
treatment/assessment and proceeds to long-term
follow-up assessment.

Primary End-Point, then it will
return to the fixed 76-week schema.
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Any non-progressive patient continues
treatment/assessments until the PFS Primary End-
Point has been reached, then:

- Patients who have 76-weeks or more

treatment/assessment stop treatment but
continue the long-term follow-up
assessments for 5 years from the date of
randomization of the last randomized

patient.
- Remaining randomized patients continue

in the fixed 76week treatment/assessment
period unless progression occurs, then

continue the long-term follow-up
assessment for 5 years from the date of

randomization of the last randomized
patient.

38

The End of Study is defined as the moment
that 75 disease progression or death events
have occurred.

All patients enrolled at the End of Study
point will continue treatments, and
assessment unless early termination, or the
patient progresses or dies.

All surviving patients will continue to be
monitored in the 3-year long term follow

up.

The End of Study is defined as the moment that
158 deaths have occurred, or 5 years have elapsed
from the date of randomization of the last
randomized patient, whichever occurs first.

Modify the End Of Study definition
as requested by the Regulatory
Agencies.

The end-of-study is now defined as
the last pre-specified safety or
efficacy data point collected during
the conduct of the study, 158 death
events (or when 5 years from the
randomization of  the last
randomized patient have elapsed,
whichever comes first), which is the
endpoint for overall survival
assessment, and not the time of the
primary analysis of PFS.
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Inclusion Criteria Subsequent Treatments
Both serum creatinine <150 umol/L (<1.7 mg/dL)
Inclusion Criteria Subsequent Treatments and calculated creatinine clearance >50 mL/min,
eventually confirmed by measured creatinine
Serum creatinine <150 pmol/L or 1.7 | learance (or measured glomerular filtration rate
mg/dL, or a measured creatinine clearance (GFR) using plasma clearance methods. not
(or measured GFR) of 250 mL/min. Should | ¢3mma camera-based) >50 mL/min (the measured
a 40% increase over the baseline serum | .,oqtinine clearance / GFR is required only as
creatinine value occur during the course of | o, firmatory exam). Clarify that the measured creatinine
49 treatment, with a concomitant decrease of o clearance / GFR is required only as
over 40% in creatinine clearance as SW%%%%W confirmatory exam
calculated  from  serum  creatinine me&sufed—efe&tmm%eleam&e%(er—measmed—@%}
concentrations according to Cockroft’s ef—é@—mb#mm—Shetﬂd—a%%—nmeas&eveﬁme
method, patients must also have a M@WM*W%%
measured creatinine clearance (or GFR) eeufs&e{l&eaﬁﬂa}t,—wﬂa—a—eeﬂeemﬁaﬂt—deerease
performed, unless resolved within 16 9%%49%““‘*%”%%%%%‘%
weeks. #em%erumereaﬂﬁm&eeﬁeenﬁaﬂeﬂsﬁaeeefémg%e
Cockrofts—method—patients—must—also—have—a
o L : : GER)
] ; o 5 ] ]
s R e e
Exclusion criteria for baseline # 1,2, 3,4, 13
All exclusion criteria for baseline apply to apply to all subsequent treatments, when a Provide further details on Exclusion
50 relationship eamnetcannot be excluded with either

all subsequent treatments.

study drugs and the corresponding toxicity has not
resolved.

In relation to renal function: subjects are also
excluded from further therapy in case of >40%

Criteria Subsequent Treatments
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increase of serum creatinine over the baseline and
with a concomitant decrease of >40% in
creatinine clearance as calculated according to the
Cockroft Gault method. eventually confirmed by
measured creatinine clearance (or GFR), if a
relationship may not be excluded with either study
drugs and the corresponding toxicity has not
resolved. For patients in the '""Lu-DOTA -Tyr’-
Octreotate arm, criteria for dose modifying
toxicity should be verified, when applicable.

When such exclusion criteria events occur, the
patient will postpone any subsequent study
treatment (any '""Lu-DOTA’-Tyr’-Octreotate or
Sandostatin LAR) until resolution of the event
(normalization or return to baseline values).
Sandostatin LAR can be continued (in either
arms, at monthly intervals) if its causative relation
with the exclusion criteria can be reasonably
excluded, after consultation with the Medical
Monitor of the study. In any case, the patient
remains in the study and continues observation
with the scheduled tumour and clinical
assessments.

All other exclusion criteria for enrolment
eligibility apply to all subsequent treatments

50

A “screening failure” is a patient who consented
to participate in the study but was not
randomized.

Provide further clarifications on
the definition of “screening failure”

50

A “withdrawal” is a patient who is enrolled

“Study termination” occurs when the patient is

Provide further clarifications on
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into the study, but who prematurely
terminated the treatment or follow-up
period for any reason.

The patient is free to withdraw from the
study for any reason and at any time
without giving reason for doing so and
without penalty or prejudice It is also
possible that the Sponsor or the Competent
Authorities request termination of the study
if there are concerns about conduct or
safety.

A patient will be withdrawn from the study
if:

e a Dose Modifying Toxicity (DMT)
occurs (see Protocol Section 5.7.3)
that has not resolved, or occurred at
areduced dose;

e due to safety reasons, and in the
Investigator opinion it is in the best
interest of the patient. Such
considerations will be made in the
case of serious adverse events not
representing a DMT, which are
likely to be related to study drugs
and are of relevant clinical severity
(especially for events of grade 3
and 4 according to CTCAE Ceriteria

definitively discontinued from any study-related
activity, upon completion of the 5-year study (and
accrual period, if applicable), or because of
premature termination for any reason.

A“Study withdrawal” is-a-patient-whe-is-enreHed
St bbb he sl Lamsnimn e Ll
B T e Y
occurs when the patient is withdrawn from the
treatment/assessment phase of the study because
of disease progression. These patients proceed
immediately to the long term follow-up
assessment phase.

Investigators should make every effort to avoid
patient’s withdrawal before the central imaging

centre has confirmed disease progression.

- Any progressive patient (confirmed by central
review of CT scans) ceases the

treatment/assessment phase and proceeds to the
long-term follow-up assessment phase. During

long-term follow-up every effort must be made by

the Investigator to collect additional information
on further anti-tumour therapies and scan
assessment outcomes (RECIST local evaluation)

to evaluate the Time to Second Progression
(PFS2) in the two study arms.

- Any non-progressive patient continues
treatment/assessments until the PFS Primary End-
Point is reached, then:

the discontinuation Criteria for
Individual Patients
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version 4.0)

conditions have occurred that_do
not satisfy the inclusion / exclusion
criteria for subsequent treatments
after baseline (see Protocol Section
4.2.1 and 4.2.2);

the patient withdraws his/her
consent ;

the patient is pregnant;

the patients has repeatedly and
severely failed to comply with the
dosing (less than 80% study drug
assumption, or severe irregularity
in the scheduling/timing of
assumptions), evaluations, or other
requirements of the study;

the patient has started treatment
with one of the medications listed
as disallowed (see Protocol section
5.5). The final decision to
withdraw a patient who starts
treatment with disallowed
medication will be made by
Investigator following consultation
with the Sponsor, based on the
nature of the medication - dose -
duration — concomitance with

- Patients who have 76 weeks or more

treatment/assessment stop treatment but

continue the long-term follow-up assessment
for 5 years from the randomization date of the
last randomized patient;

- Remaining randomized patients continue in
the fixed 76-week treatment/assessment
period unless progression occurs, then

continue the long-term follow-up assessments

for 5 years overall from the date of
randomization of the last randomized patient.
The informed consent form (ICF) signed at the

time of the inclusion foresees the patient’s
participation in the Study until the end of the long
term follow-up assessment phase. Patients should

sign an addendum to the consent to participate in

the long term follow-up assessment phase only in

case they have withdrawn the initially signed
consent.

The patient is free to withdraw from the study for
any reason and at any time without giving reason
for doing so and without penalty or prejudice.
However, in this case, the patient should be
requested to continue the observation in the long

term follow-up phase of the study after signing
the addendum ICF for the long term follow-up.

It is also possible that the Sponsor or the
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assessment visits.

The date, time, and reason for
discontinuation must be documented in the
e-CRF. All patients who prematurely
withdraw from the study will be asked to
have a CT/MRI evaluation of their disease
at the time of exit, except in case of
pregnancy.

If a patient withdraws from the study for
any reason, the Investigator must determine
the primary reason for the withdrawal and
record this information in the e-CRF.

For patients who are lost to follow-up (i.e.,
those patients whose status is unclear
because they fail to appear for study visits
without stating an intention to withdraw),
the Investigator should show ‘due
diligence’ by documenting in the source
documents steps taken to contact the
patient or his/her caregivers, dates of
telephone calls, registered letters, etc.

Competent Authorities request termination of the
study if there are concerns about conduct or
safety. A Dose Modifying Toxicity (DMT - see
Protocol Section 5.7.3), or any other safety issue,
is neither a cause of “study termination”, nor
“withdrawal” from the treatment/assessment
phase, by itself, but requires the temporary
suspension or definitive interruption of either
suspect study drugs. In any case, the patient will
continue the scheduled visits and clinical/tumour
assessments until tumour progression, if possible,
even in case of study treatment suspension or
interruption. In case of interruption of '""Lu-
DOTA’-Tyr’-Octreotate treatment due to
suspected toxicity, the administration of
Sandostatin LAR 30 mg should be continued, if it
is safe for the patient.

A patient may have completed and may be
withdrawn from the “treatment/assessment phase”
of the study (but not from the long term follow-up
phase), even if tumour progression has not
occurred or has not been centrally confirmed. in

the following cases:

o intheInvestigator-opinion-it is in the best

22/61

Evergreen Ex. 1012
225 of 676



Protocol N° AAA-III-01

Page**

Previous version
V 3.0, July 24" 2013

New version
V 4.0, March 25, 2014

Reason for change

interest of the patient. Such
considerations will be made in the case of
. .
, . . t £
; .
5. £ .
ytest . : : g; .
verston—4-0) unethical continuation of the
“treatment/assessment phase” (e.g., need
of alternate systemic anti-tumour therapy
because of safety or ineffectiveness of the
assigned treatments — see also item #6),
logistic / physical impossibility for the
patient to follow the scheduled visits, or
other documented reasons:

conditions have occurred that have

compromised the regular continuation of
the clinical and tumour assessments
according to the protocol until disease
progression de—net-satisfythe—inechasion
treatments—after—baseline—(see Protocol
Section 4.2.1 and 4.2.2);

the patient withdraws his/her consent; in
this case, the patient may enter the long
term follow-up phase of the study only
after signing an addendum to the main
consent;

the patient is pregnant;
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e the patients has repeatedly and severely
failed to comply with the protocol
requirements or dosing (e.g. less than
80% study drug assumption, or severe
irregularity in the scheduling/timing of
assumptions__of any study drug),
evaluations, or other requirements of the
study;

o the patient has started treatment-with-ene
of-the—medieations—systemic anti-tumour
therapy which is listed as disallowed (see
Protocol section 5.5). The final decision
to withdraw a patient who starts treatment
with disallowed medication will be made
by the Investigator following consultation
with the Sponsor, based on the nature of
the medication - dose - duration —
concomitance with assessment visits.

TheBefore the patient’s actual withdrawal, the
case should be discussed with the Medical
Monitor of the study.

In case of a patient’s premature withdrawal, an
“early termination visit” should be performed and
patient’s data be collected in the CRF including
date, time, and primary reason for discontinuation
mustbe-documentedin-the-e-CRFE-as well as the
latest information available on the clinical
condition and tumour progression. AH-patients

who-prematareb—withdrawfromthestudy-with-be
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asked-to-have-a-A CT/MRI evaluation-of their
disease- scan should be obtained at the time of
exit-withdrawal, except in case of pregnancy.

the Investi totormine i

i.;i.. .

For patients who are lost to follow-up (i.e., those
patients whose status is unknown because they
fail to appear for study visits without stating an
intention to withdraw), the Investigator should
show ‘due diligence’ by documenting in the
source documents steps taken to contact the
patient or his/her caregivers, dates of telephone
calls, registered letters, etc. Documented
information obtained on patient’s clinical
condition, in particular the survival status, will be
used as follow-up documentation.

52

4.4.1 Discrepancies _on_the evaluation of the
progressive _status _between _Investigator _and

central assessor

Central, blinded, real-time IRC (Independent
Review Committee) assessment is implemented in
this trial for an independent re-evaluation of

progressive disease.

In case of discrepancies between Investigator and
central assessor on the evaluation of the
progression of disease, the Investigator may
request the assessment by a third evaluator for

Added a new paragraph to
describe how to handle
discrepancies in the evaluation of the
progressive status between
Investigator and central assessor
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final adjudication.

If the discrepancy persists:

- Investigator assessment: non-PD; central
assessment: PD. The
“treatment/assessment” phase of the study
is terminated and the patient should
proceed to the long term follow-up
assessment period. The investigator may
request the continuation of treatment and
assessments (""Lu-DOTA -Tyr’-
Octreotate until the cumulative dose limit
has been reached and/or Sandostatin LAR
provided by the Sponsor according to
randomization; 12-week local tumour
assessments; safety assessments as in the
treatment/assessment phase of the study)
until progression has been documented by
the Investigator, thereafter, the patient
will proceed to the long term follow-up

assessment phase.
- Investigator assessment: PD:; central

assessment: non-PD. The
“treatment/assessment” phase of the study
should be continued as planned. However.
the Investigator may decide to withdraw
the patient from the
“treatment/assessment phase” because of
unethical continuation of the study in
his/her opinion, and start the follow-up
phase of the study. Such cases should be
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limited as much as possible and discussed
with the local CRO representative before
withdrawing the patient.
4.5 Dropouts and Replacements 4.5 Dropouts and Replacements
For the purpose of this study, an “enrolled | For the purpose of this study, an “enrolled
patient” is a patient who has signed the ICF | patient” is a patient whe-has-sisned-the }CE-and-is
and is then randomized to participate in a thearandomized to participate in a study arm,
study arm after verification of all after signature of the ICF and verification of all
inclusion/exclusion criteria. inclusion/exclusion criteria.
A “screening failure” is a patient who has A “screening failure” (see Section 4.3) is a patient
signed the ICF, but who does not meet all who has signed the ICF, but who does not meet all
selection criteria and has not been selection criteria and has not been randomized. A
randomized. A screening failure is not sereeningfatlureisnoteounted-as-anenrolled
counted as an enrolled patient. However, a | patient—However, a patient who has signed the
patient who has signed the ICF and has ICF and has been randomized, but who is (later) Provide clarifications on  the
53 been randomized, but who is (later) found | found not to meet all selection criteria, is procedures  for Dropouts and

not to meet all selection criteria, is
considered a “protocol violator”.

All randomized patients will be included in
the primary analysis, regardless of whether
they received study medication, and no
replacement will be done.

A subject can be re-screened when
intercurrent conditions emerging after
consent signature and impeding the planned
randomization are resolved Such cases will
have to be discussed and approved by the
Sponsor. The site will be informed about

considered a “protocol violator”.

All randomized patients will be included in the
primary analysis, regardless of whether they
received study medication, and no replacement
will be done.

A subject can be re-screened with a new study
number when intercurrent conditions emerging
after consent signature and impeding the planned
randomization are resolved, or because of
previously missed confirmation of the tumor
progression after the central assessment. Such
cases will have to be discussed and approved by

Replacements
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the procedures to be followed for re- the Sponsor. The site will be informed about the
screening. procedures to be followed for re-screening.

The investigational drug product '""Lu-DOTA"-
The investigational drug product '"Lu- Tyr’-Octreotate will be provided by the Sponsor.
DOTA -Tyr’-Octreotate will be provided The Sponsor will also provide/reimburse the
by the Sponsor. The Sponsor will also amino acid solution for infusion as well as the
provide/reimburse the amino acid solution | Sandostatin® LAR Depot according to local
for infusion as well as the Sandostatin® regulations: for the whole duration of the

54 LAR Depot according to local regulations. | treatment phase of the study (but not during the Provide clarifications on
L . follow-up period). Sandostatin® LAR administration.

Granisterin, Ondansetron, Tropisetron,
Tropisetron, short-acting Sandostatin® or S Dades e e b n S -
any other supportive care medication will emetics, short-acting Sandostatin® or any other
not be provided by Sponsor. supportive care medication will not be provided

by Sponsor.
30 mg Sandostatin® LAR Depot is 30 mg Sandostatin® LAR Depot is_preferably
administered the day after each administered the day after each administration of
administration of the "Lu-DOTA’-Tyr’- the '""Lu-DOTA’-Tyr’-Octreotate, according to
Octreotate, according to the schedule in the schedule in Section 5.7.2-, and no earlier than
Section 5.7.2. Once completed the four 4 hours after completion of the '""Lu-DOTA"-
treatments with '""Lu-DOTA"-Tyr’- Tyr’-Octreotate infusion. Once completed the
Octreotate patients will continue the 4- four treatments with '”’Lu-DOTA’-Tyr’- . e

55 week interval administrations of 30 mg Octreotate, and also in case the '""Lu-DOTA’- I clarifications on

Sandostatin® LAR Depot until 72 weeks
from enrolment (according to the schedule
in Table 1) unless the patient progresses or
dies.

Sandostatin® LAR Depot (Octreotide

Acetate for injectable suspension, Novartis;
Octreotide LAR) is a pharmaceutical that is

Tyr’-Octreotate infusions have been suspended,
patients will continue the 4-week interval
administrations of 30 mg Sandostatin® LAR
Depot until the PFS Primary End-Point or until72
weeks from enrelment-randomization after the
PFS end-point has been reached (according to the
schedule in Table 1), unless the patient progresses

Sandostatin® LAR administration.
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available in a single-use kit containing a 5- | or dies.
mL vial of 10 mg, 20 mg, or 30 mg ® .
strength for intramuscular injection, a Sqndostatm LAR Depot (OcFreotlde Agetate for
syringe containing 2.5 mL of diluent, two %n_]ectable suspension, NF)V&I'tl?; Octreotld.e LAR)
sterile 1%4” 19 gauge needles, and two isa pharmacgu'tlcal that is ayallable in a single-
alcohol wipes. use kit containing a 5-mL vial of 10 mg, 20 mg, or
30 mg strength for intramuscular injection, a
syringe containing 2.5 mL of diluent, two sterile
12”19 gauge needles, and two alcohol wipes.
For prolonged storage, Sandostatin LAR®
Depot should be stored at refrigerated
temperatures between 2°C and 8°C (36°F-
46°F) and protected from light until the time
of use.
Recommendations on the minimum infusion
rate or maximum infusion time for treatment
of nausea and vomiting
The suggested reduced rates calculated for
each solution are:
Solution Yol Time | Prd¥dfie 4dditional recommendations
i o () ninimum infusion rate or
AminoSynilj1 0% - maximum infusion rate 4 ma%mum infusion time and on the
56 M&HM — — 2 ustOQf antiemetics for treatment of
AminoSynlI|10% (6.25h) — minimum infusion rate* 6.25 3 .
Vamin 18 — maximum infusion rate 4 1mf,(](] d vomiting
Vamin 18 (5h) 2 5 400
Vamin 18 (6/15h) — minimum infusion rate* 6.15 %

* It is strongly advised not to reduce infusion
rates below the stated minimum (e.g., 320
mL/h for Aminosyn II 10%, or 325 mL/h for

Vamin 18).

Additional recommendations regarding
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the use of antiemetics

Investigators are advised to use antiemetics which
are commonly prescribed in their institutions for
treatment of nausea induced by chemotherapeutic
drugs. Among such antiemetics, the use of
Aprepitant (Emend®) as a prophylactic treatment
prior to the start of the infusion with the amino
acids solution should be considered. Haloperidol
(Haldol®) could also be considered as an adjunct
treatment (either i.v. or oral) in case the advised
antiemetic regimens are not successful and
patients continue to vomit. Lorazepam (Ativan")
could also be considered as an adjunct treatment.

There is some evidence that corticosteroids can
induce down-regulation of sstr receptors

therefore their use should be avoided in the setting
of 177Lu—DOTAO-Tyr3-Octrcotatc administration.
Nevertheless, in the case where the treatments
previously provided for nausea and vomiting are

insufficient, a single dose of corticosteroids can

be used, as long as it is not given before initiating
or within one hour after the end of '""Lu-DOTA"-
Tyr’-Octreotate infusion.

57

In the control arm patients will receive
administrations of Sandostatin® LAR Depot
60 mg at 4-week intervals until Week 72
according to the schedule in Table 2 (i.e.,
two injections of Sandostatin® LAR 30 mg
per treatment), unless the patient progresses

or dies.

Sandostatin® LAR  Depot

(Octreotide

In the control arm, patients will receive
administrations of Sandostatin® LAR Depot 60
mg at 4-week intervals (+/- 3 days) until the PFS
Primary End-Point, or until Week from
randomization after the PFS end-point has been
reached, according to the schedule in Table 2 (i.e.,
two injections of Sandostatin® LAR 30 mg per
treatment), unless the patient progresses or dies-.

Provide clarifications on
Sandostatin® LAR administration
and storage condition.
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Acetate for injectable suspension, Novartis; | Sandostatin® LAR Depot (Octreotide Acetate for
Octreotide LAR) is a pharmaceutical that is | injectable suspension, Novartis; Octreotide LAR)
available in single-use kits containing a 5- | is a pharmaceutical that is available in single-use
mL vial of 10 mg, 20 mg, or 30 mg | kits containing a 5-mL vial of 10 mg, 20 mg, or
strength for intramuscular injection, a | 30 mg strength for intramuscular injection, a
syringe containing 2.5 mL of diluent, two | syringe containing 2.5 mL of diluent, two sterile
sterile 12”7 19 gauge needles, and two | 12” 19 gauge needles, and two alcohol wipes.
alcohol wipes. An instruction booklet for | For prolonged storage, Sandostatin LAR®
the preparation of drug suspension for | Depot should be stored at refrigerated
injection is also included with each kit. temperatures between 2°C and 8°C (36°F-

46°F) and protected from light until the time
of use. An instruction booklet for the preparation
of drug suspension for injection is also included
with each kit.

The last administration of Sandostatin LAR

53 i before the start of the study treatment is Provide  clarifications on

allowed during the screening period, before Sandostatin® LAR administration.
randomization.
In addition to treatment with '"’Lu-DOTA’-Tyr’-

In addition to treatment with '""Lu-DOTA’- | Octreotate, patients will receive 30 mg

Tyr’-Octreotate, patients will receive 30 mg | Sandostatin® LAR Depot until the PFS Primary ) ) )

59 Sandostatin® LAR Depot, until Week 72 or | End-Point, then until Week 72 from Provide e Clarlﬁcaquns _on
early termination, unless the patient randomization after the PFS Primary End-Point, | Sandostatin” LAR administration.
progresses or dies. or early termination, unless the patient progresses

or dies.
5.7.3 Dose Modifying Toxicity 5.7.3 Dose Modifying Toxicity
61 In the '""Lu-DOTA’-Tyr’-Octreotate In the '""Lu-DOTA’-Tyr’-Octreotate treatment Provide clarifications on Dose

treatment arm, dose modifying toxicity
(DMT), according to National Cancer

arm, dose modifying toxicity (DMT), according to
the grading system of the National Cancer

Modifying Toxicity criteria.
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Institute Common Terminology Criteria for
Adverse Events Version 4.0 (CTCAE), is
defined as a Grade 2 toxicity for blood
platelet count, any Grade 3 or 4
haematological toxicity other than
lymphocytopenia, a 40% increase over the
baseline in serum creatinine value with a
concomitant decrease of over 40% in
creatinine clearance, or any other Grade 3
or 4 toxicity possibly related to study drug
and regardless of its duration.
Lymphocytopenia and liver enzyme
toxicities (ALAT (ALT), ASAT (AST) and
AP) will not be used to define a DMT.

If a patient experiences a DMT during
""Lu-DOTA’-Tyr’-Octreotate therapy,
subsequent treatments with '”’Lu-DOTA"-
Tyr’-Octreotate are permissible, provided
the DMT resolves within 16 weeks
following the non-tolerated administration.
After resolution of a DMT, a patient may
receive subsequent planned treatment(s) at
50% of the standard treatment dose. If the
same DMT recurs after treatment with the
reduced dose, the patient goes off-study
and will continue to be followed for the
long-term follow-up up to 3 years after
withdrawal. If the DMT event does not
reoccur, the next treatment is at full dose.

Institute Common Terminology Criteria for
Adverse Events Version 4.0 (CTCAE), is defined
as a Grade 2 toxicity for blood platelet count, any
Grade 3 or 4 haematological toxicity other than
lymphocytopenia, a 40% increase over the
baseline in serum creatinine value with a
concomitant decrease of over 40% in creatinine
clearance, or any other Grade 3 or 4 toxicity

.
duration, when any of the above is possibly
related to "’Lu-DOTA’-Tyr’-Octreotate and
regardless of its duration. The DMT schema will
also be applied if renal — hepatic — hematological
adverse events are observed which are unlikely
related to the study drug, but to other possible or
concomitant causes, and the full administration of
"Lu-DOTA’-Tyr’-Octreotate would represent a
safety risk for the patient. Lymphocytopenia and
liver enzyme toxicities (ALAT (ALT), ASAT
(AST) and AP) will not be used to define a DMT.
Nonetheless, a DMT schema may be applied if the
administration of "Lu-DOTA’-Tyr’-Octreotate is
thought to severely and clinically significantly
worsen the lymphocyte count and liver function.
If a patient experiences a DMT during '”"Lu-
DOTA -Tyr’-Octreotate therapy, subsequent
treatments with ’Lu-DOTA’-Tyr’-Octreotate are
permissible, provided the DMT resolves within 16
weeks following the non-tolerated administration.
In any case, the patient will continue the
administration of 30 mg Sandostatin LAR at
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monthly intervals. However, Sandostatin LAR
should not be administered within 6 weeks of the
next "Lu-DOTA -Tyr’-Octreotate treatment, if
the latter treatment is resumed.

After resolution of a DMT, a patient may receive
subsequent planned treatment(s) at 50% of the
standard treatment dose, if this is felt to be safe
for the patient, or the risk-benefit assessment is
favourable. If the same DMT recurs after
treatment with the reduced '"’Lu-DOTA’-Tyr’-
Octreotate dose, the patient will remain in the
study and continue the scheduled clinical / tumour
assessments until tumour progression, but no
further'"Lu-DOTA’-Tyr’-Octreotate treatment
will be given. Sandostatin LAR will be continued
at monthly intervals. If the DMT event does not
reoccur, the next treatment is at full dose, if it is
considered to be safe for the patient, or the risk-
benefit assessment is favorable.

If a patient experiences a DMT during '7"Lu-
DOTA-Tyr-Octreotate therapy, subsequent
treatments with '""Lu-DOTA’-Tyr’-Octreotate are
permissible, provided the DMT resolves within 16
weeks following the non-tolerated administration.
In any case, the patient will continue the
administration of 30 mg Sandostatin LAR at
monthly intervals. However, Sandostatin LAR
should not be administered within 6 weeks of the
next ""Lu-DOTA’-Tyr’-Octreotate treatment, if
the latter treatment is resumed.
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After resolution of a DMT, a patient may receive
subsequent planned treatment(s) at 50% of the
standard treatment dose, if this is felt to be safe
for the patient, or the risk-benefit assessment is
favourable. If the same DMT recurs after
treatment with the reduced dose, the patient goes
off-study and will continue to be followed for the
long-term follow-up up to 3 years after
withdrawal. If the DMT event does not reoccur,
the next treatment is at full dose.

If the same DMT recurs after treatment with the
reduced ""Lu-DOTA -Tyr’-Octreotate dose, the
patient gees-off-study-will remain in the study and
continue the scheduled clinical / tumour
assessments until tumour progression, but no
further'"Lu-DOTA’-Tyr’-Octreotate treatment
will be given.and-will-continue-to-be-followedfor
the-lonu—term-foHow—up-up-to3-vears-after
withdrawal- If the same DMT recurs after
treatment with the reduced dose, the patient
Sandostatin LAR will be continued at monthly
intervals. If the DMT event does not reoccur, the
next treatment is at full dose if it is considered to
be safe for the patient, or the risk-benefit
assessment is favorable.

62

e DMT in relation to Sandostatin LAR
toxicity _in the "Lu-DOTA’-Tyr’-
Octreotate arm

In case of Grade 3 or 4 toxicity at any time during
the study, especially in cases of severe abdominal

Provide clarifications on Dose
Moditying Toxicity criteria.
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symptoms, and hypoglycaemia/ hyperglycemia,
which is possibly related to Sandostatin LAR, the
subsequent Sandostatin LAR treatment dose will
be reduced, or (temporarily) suspended. If the
event has resolved and there are no foreseeable
risks for the patient, the next treatment dose will
be increased to the initial 30 mg dose of
Sandostatin® LAR.
* Deliberate treatment interruption e Deliberate treatment interruption
In case of study interruption or early a-ease-The discontinuation of either study
termination in single patients (based on interruptiontreatments (""Lu-DOTA -Tyr’-
either the patient’s or the Investigator’s Octreotate or Sandostatin LAR) is not a reason for
decision), patients will undergo all exams patient’s withdrawal either from the clinical/tumor
scheduled for Week 76 visit (See Protocol | 4sessments until tumour progression, or for early
Section 6). study termination (reasons for the patient’s
If the interruption occurs because of withdrawal are discussed in Section 4.4 — Study
laboratory abnormality, or any evidence of discontinuation). However, in case of a patient’s ) ) )
toxicity, the Investigator will collect withdrawal from the clinical/tumour assessments | T r(?VIde Clarlﬁ.catlons . on
62 or early study termination a-single patients-(based | deliberate treatment interruption

additional specimens for repeat or
additional analyses, at intervals appropriate
to the abnormality. The patient will be
closely followed until sufficient
information is obtained to determine the
cause or the value redresses. Appropriate
remedial measures should be taken and the
response recorded (See Protocol Section
6.5.2).

All patients will be followed in the long-
term follow-up every 6 months up to 3

on either the patient’s or the Investigator’s
decision), patients will undergo all exams
scheduled for Week 76 visit (See Protocol Section
6).

If the interruption-treatment discontinuation
occurs because of laboratory abnormality, or any
evidence of toxicity, the Investigator will collect
additional specimens for repeat or additional
analyses, at intervals appropriate to the
abnormality. The patient will be closely followed

criteria.
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years after Week 76 or early termination until sufficient information is obtained to
(See Protocol Section 6.5.2), regardless the | determine the cause or the value regresses
early interruption or regular completion of | redgresses. Appropriate remedial measures should
the study. be taken and the response recorded (See Protocol

Section 6.5.2).

oati L befoll Lin thel
folow-up-every-6-months-up-to-3-vears-alter
Week 76 | nation (S |
o 6.5.2). . .
60 mg Sandostatin® LAR  Depot | g9 mg Sandostatin® LAR Depot (Octreotide
(Octreotide Acetate, Novartis; Octreotide Acetate, Novartis, Octreotide LAR) should be
LAR) should be given as i.m. concurrent | given as i.m. concurrent injections (two injections
injections once every 4 weeks £ 3 days up | of Sandostatin® LAR 30 mg per treatment) once
to 72 weeks (two injections of Sandostatin® | .very 4 weeks + 3 days until the PFS Primary
LAR 30 mg per treatment). Each of these End-Point, or until Week 72 from randomization Provide clarifications on 60 mg
63 injections  should be administered in | sfier the PFS Primary End-Point has been Sandostatin® LAR Depot injection

accordance with the product preseribing | yeached. or until early termination. Each of these schedule.
instructions for single-use kits, containing | jnjections should be administered in accordance
5-ml vials of either 10 mg, 20 mg, or 30 mg | with the product prescribing instructions for
strength. single-use kits, containing 5-ml vials of either 10

mg, 20 mg, or 30 mg strength.
5.9.3 Dose Modifying Toxicity 5.9.3 Dose Modifying Toxicity
In the treatment arm with Sandostatin® In the treatment arm with Sandostatin® LAR Provide clarifications on Dose

64 LAR Depot, a dose adjustment scheme will | Depot, a dose adjustment scheme will be applied Modifying Toxicity for 60 mg

be applied in case of Grade 3 or 4 toxicity,
especially in cases of severe abdominal
symptoms, and

in case of Grade 3 or 4 toxicity, especially in
cases of severe abdominal symptoms, and
hypoglycaemia/ hyperglycemia possibly related to

Sandostatin® LAR Depot.
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hypoglycaemia/hyperglycemia. If a patient
experiences a DMT during Sandostatin®

LAR Depot treatment, the subsequent
treatment dose will be reduced to the

previous well-tolerated dose and then at the
next treatment, the dose will be increased
again to 60 mg Sandostatin® LAR Depot.

Sandostatin® LAR Depot. The DMT schema will
also be applied if such adverse events are
observed which are unlikely related to the study
drug, but to other possible or concomitant causes
and the full administration of Sandostatin® LAR
Depot would represent a safety risk for the
patient.

If a patient experiences a DMT during
Sandostatin® LAR Depot treatment, the
subsequent treatment dose will be reduced to the
previous well-tolerated dose (or even temporarily
suspended) and then at the next treatment, the
dose will be increased to the initial 60 mg dose of
Sandostatin® LAR Depot, if this is felt to be safe
for the patient, or the risk-benefit assessment is
favorable.

In any case (also in case of Sandostatin LAR
treatment dose suspension), the patient remains in
the study and continues the scheduled clinical /
tumour assessments until tumor progression,
unless the patient’s withdrawal becomes
inevitable (see Section 4.4 — Study
discontinuation).

65

Figure 2

Figure 2 modified

Clarify that in case of persisting
toxicity related to '""Lu-DOTA’-
Tyr’-Octreotate, only '""Lu-DOTA’-
Tyr’-Octreotate  is  discontinued,
while 30 mg Sandostatin® LAR
Depot treatment continues.

67

It should be observed that a misalignment may
occur between the tumour imaging exams

Provide clarifications on CT/MRI
scans timing schedule.
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(CT/MRI scans) which are scheduled from the
date of randomization, and the other clinical and
laboratory assessments which are scheduled from
the first treatment date (WO).
Include extra visits at the centre after
70 Table 7 Table 7 modified W72, until the PFS Primary End-
Point is reached.
During the main portion of the study
(“treatment/assessment” phase, until tumour
progression),AH all enrolled patients in either arm
have assessments conducted at 12-week intervals
. o from either the start of treatment (safety
All enrolled patients in either arm have assessments) or the randomization date (tumour
assessments conducted at 12-week intervals staging)up-to-76-weeks (EOS, unless-early
from the start oftreatme.nt up to 76 weeks termination). The assessment are conducted until
(EOS, unless early termination). The 12- the PFS Primary End-Point, or up to 76 weeks
week interval assessments are in the ) from randomization (unless early termination)
treatment / assessment schedules shown in after the 74 PFS Primary End-Point has been
Figures 1 and 2. The sp601ﬁ(1:732-week o | reached. The 12-week interval assessments are ..
interval assessments for the " "Lu-DOTA™- | i, cuded in the treatment / assessment schedules Include extra visits at the centre after
72 Tyr’-Octreotate treatments are W72, until the PFS Primary End-

independently shown in Table 7, without
the treatment specific assessments that are
performed 2 week before, on the day of
treatment or the day before (only for the
second, third, and fourth treatment) and 4
weeks after treatment.

shown in Figures 1 and 2. The specific 12-week
interval assessments for the '""Lu-DOTA’-Tyr’-
Octreotate treatments are independently shown in
Table 7, without the treatment specific
assessments that are performed 2 week before, on
the day of treatment or the day before (only for
the second, third, and fourth treatment), and 4
weeks after treatment.

After tumour progression, the patient proceeds to
the long term follow-up assessment phase and
visits every 6 months until the last randomized
subject has completed 5 years of study overall
from date of randomization.

Point is reached
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72

Supportive information on the tumour origin may

be obtained by specific immunohistochemistry
analysis (e.g. determination of positive CDX2,

negative TTF1, negative PP-ISL1 markers).

Provide further information on
histology supportive information.

74

In order to provide a consistent CT scan timepoint
between the two arms of the study, it may be
necessary for the site to repeat the baseline CT
scan immediately before randomization if this
timepoint is greater than 4 weeks before
randomization to provide more current lesion
data.

<...>

All previous CT scans (prior to randomization)
that permits to unequivocally confirm a
progression based on RECIST 1.1 criteria, will be
considered.

Provide clarifications on CT/MRI
scans  timing  schedule  and
procedures.

74

All medications taken at the time of start of

screening through Week 76 or early
termination are to be recorded. This

includes prescription and over-the-counter
medications taken during this time frame.

All medications taken at the start of screening
threugh-until the PFS Primary End-Point, then
until Week 76 after randomization, or early
termination, are to be recorded. This includes
prescription and over-the-counter medications
taken during this time frame.

Further anti-tumour treatments after progression
must be reported until the end of the long term

follow up period.

Provide clarifications on
concomitant medication data
collection procedures.

75

Restaging is scheduled at intervals of 1241 weeks
starting from the date of randomization. In case

of delays, the reason of the delay has to be
documented and the CT/MRI assessment has to be

Provide clarifications on CT/MRI
scans  timing  schedule  and
procedures.
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done as soon as possible. When a CT/MRI
assessment is > 6 weeks earlier or later than the
original schedule, the next reassessments have to
be discussed and adjusted with the Medical
Monitor of the study in a way to progressively
come back to the original schedule.

Every effort should be done to avoid differences

between these timings for patients in the two
arms.

75

Additional PFS data will be collected up to
3 years after Week 76 or early termination
based on local assessments.

Sponsor will notify all the Centres and their Ethic
Committees as soon as the 74 PFS Primary End-
Points have occurred.

Additional PFS data will be collected up to 3
years-after- Week-76-or-carly-termination-based-on
local-assessments: the moment 158 deaths have
occurred, or 5 years from the date of
randomization of the last randomized patient
whichever is first.

After progression and during the long-term
follow-up every effort must be made by the
Investigator to collect additional information on
further anti-tumour therapies and scan

assessments outcome (RECIST local evaluation)
to evaluate the Time to Second Progression
(PFS2) in the two study arms.

Provide clarifications on CT/MRI
scans  timing  schedule  and
procedures.

76

The Duration of Response (DoR) is defined as the
time from initially meeting the criteria for
response (CR or PR) until the time of progression
by RECIST. DoR will be reported descriptively
for each group without comparison between

Include DoR and PFS2 as additional
secondary exploratory end-points

40/61

Evergreen Ex. 1012
243 of 676



Protocol N° AAA-III-01

Page**

Previous version
V 3.0, July 24" 2013

New version
V 4.0, March 25, 2014

Reason for change

groups.

TTP is defined as the time (number of days) from
randomization to objective tumour progression
centrally assessed. It includes patients who drop
out due to toxicity, but omits patients who die
without measured progression (censored to last
follow-up date or death date).

As additional secondary exploratory end-point
(local RECIST assessment), the Time to Second
Progression (PFS2) will be assessed in the two
study arms. PFS2 is defined as the time from
randomization to the time of disease
progression or death due to any cause (on any
treatment) following the first episode of
disease progression.

76

Survival data will be collected at the End of
Study and for each patient up to 3 years
after Week 76 or early termination.

Survival data will be collected at the End-efStudy
and-oreach-patientup-to-3-vearsafter Week 76

orearhy-termination-time of the analysis of the
primary end-point (PFS), and updated 6-monthly

thereafter until the moment 158 deaths have
occurred, or 5 years from the date of
randomization of the last randomized patient,
whichever occurs first.

Provide clarification on the OS
analysis timing

77

If laboratory data are available from a date which
is less than 2 weeks since the signature of the ICF

those data can be considered acceptable for the
initial screening of the patient (as acknowledged
in the ICF), if the repetition of the same exams is
regarded as useless.

Provide clarifications on laboratory
data schedule
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Any clinically relevant change from Any clinically relevant change from baseline
baseline onwards, will be recorded on the onwards, will be recorded on the Adverse Event )
Adverse Event page of the e-CRF. page of the e-CRF, possibly with a single Clarlf}{ adverse  events  data
diagnosis encompassing all changes possibly collection procedures
supporting to the single diagnosis.
During the Long-term Follow-up: In both study
During the Long-term Follow-up: In both arms laboratory assessments will be performed
study arms laboratory assessments will be every 6 months for3-years after Week 76-orearly
performed every 6 months for 3 years after | termination-up to the moment 158 deaths have
79 Week 76 or early termination. The Safety occurred, or 5 vears from the date of Provide clariﬁc.ations on long—-term
Assessment Schedule for the 3 year follow- | 14y domization of the last randomized patient, follow up duration
up visits is shown in Table 9. whichever is first. The Safety Assessment
Schedule for the long-term follow-up visits is
shown in Table 9.
Include extra visits due to the long-
79 Table 9 Table 9 modified term follow up extension (from 3 to
5 years).
For the patients participating in the substudy, the
12-lead ECG data collected during the Holter
ECG recording on Day 1 (ECG recorded at the ) » ] )
) end of the infusion) will be used, in order to avoid Provide additional 1nfonnatlog on
80 interfering with the signal acquired by the Holter ?it?ci;:ffigsﬁf?ﬁz sflobrs tfll(lii/ patients
machine. At other times, the ECG machine
supplied by the Sponsor or the local site ECG
machine may be used.
Significant findings that are present prior to | Significant findings that are present prior to
baseline will be recorded in the Medical baseline will be recorded in the medical history Provide clarifications on Physical
80 history page, while changes during the page, while changes during the study (including Examination and Vital Signs data

study will be recorded on the Adverse
Event page of the e-CRF.

significant changes of the symptoms due to the
underlying disease vs baseline, as reported in the

collection procedures
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diary card) will be recorded on the Adverse Event
page of the e-CRF.
Lempermat e e s el s el s
were-to-overlap-with-one-of the Lu-DOTA’-
Importantly, if the scheduled 12-week Tyr’-Octreotate-treatment visits, then the 12 -week
assessment were to overlap with one of the assessmentcan-not be performed-at that time:
""Lu-DOTA’-Tyr*-Octreotate treatment Hewever itis-critical that the 12 week
visits, then the 12-week assessment can not | gesessmentbe-conductwithin-the—1-week
be performed at that time. However, it is window-shown-in-TableZ The 12 -week
critical that the 12-week assessment be assessmentvisitshould be-combined-with-the
conduct within the £1-week window shown | gesessment visit that oceurs two-week before or
in Table 7. The 12-week assessment visit four-weeks-after treatment if the 12 week safety
should be combined with the assessment and-efficacy-assessment would be within + 1 week Provide clarifications on the timing
83 visit that occurs two week before or four of itsscheduled time—orthe treatment schedule of the _timing Qf the exams ]t707 be
weeks after treatment if the 12-week safety | mas be adiust =1 -week—See Table 7 and Table 10 done in relation to the "'Lu-
and efficacy assessment would be within & | go:the listing of assessments that are required for DOTAO-Tyr'-Octreotate treatments
1 week of its scheduled time, or the pre—and pest treatmentand-at the 12 -week
treatment schedule may be adjust £1-week. | jptervalsfor safety-and-efficacy-assessments.
See Table 7 and Table 10 for the listing of | gy ;115 t0 be done in relation to the '"’Lu-DOTAO-
assessments that are required for p e and Tyr’-Octreotate treatments (one the day of the
post treatment, and at the 12-week intervals | - . - . .
for safety and efficacy assessments. infusion, within two weeks before the infusion,
y y . . . .
441 weeks after infusion) can be combined with
those required at 12-week intervals during the
study, if less than 2 weeks apart.
The 24-hour continuous ECG recording via 12- Clarify that the 24-hour continuous
lead Holter machine can be done at a treatment ECG ) recording via 12-lead Holter
91 ) cycle different from the one chosen for the machme_: can be done at a treatment
Dosimetry and PK_ analyses. cycle dlffer_ent from the one chosen
for the Dosimetry and PK analyses
The substudy patients will receieve full »Dosimetry assessments Provid arificati h
92 body (planar) and 3D SPECT scans on the rovide  clarifications —on  the

day of the first '"’Lu-DOTA"-Tyr’-

The substudy patients will receive full body
(planar) and 3D SPECT scans on the day of the

dosimetry assessments
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Octreotate administration. Blood and urine
samples will be collected at different
intervals after the first '’Lu-DOTA’-Tyr’-
administration. All patients included in the
substudy will undergo a 24-hour
continuous ECG recording via a 12-lead
Holter machine.

Serial full body planar images will be
obtained at 1 h, 4 h (or within 4-6 h), 24 h
(or within 16-24 h), 48 h (or within 40-48
h), 72 h (or within 60-72 h) and 168 h (or
within 156-168 h). The time point ranges
indicated in brackets are to be considered if
the specific timepoint is not feasible.

first'"Lu-DOTA’-Tyr’-Octreotate administration.
Preferably dosimetry should be performed at
treatment cycle 1, but dosimetry at cycle 2 or
cycle 3 is also acceptable. In the event that
dosimetry measurements are performed after
cycle 2 or 3. only the dose estimates for the
kidneys and the bone marrow can be used in the
overall evaluation, as the tumours (and by that
also liver) and spleen may be influenced by the
prior therapy effect. In the same treatment cycle,
Bblood and urine samples will be collected at
different intervals after the-first'’'Lu-DOTA-
Tyr’-administration. All patients included in the
substudy will undergo a 24-hour continuous ECG
recording via a 12-lead Holter machine.

Serial full body planar images will be obtained at
1 h, 4 h (or within 4-6 h), 24 h (or within 16-24
h), 48 h (or within 40-48 h) and 72 h (or within
60-72 h). If one or more images are skipped or are
not performed at the correct time, then an
additional whole body scan will be scheduled at
168 h (or within 156-168 h). Patients that live in
the vicinity of the clinic can be requested to come
back for the last whole body scan at 168 h, in that
case the whole body imaging at 48 h could be
skipped.

The time point ranges indicated above in brackets
are to be considered if the specific timepoint is not
feasible.
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92

If one or more blood samplings are skipped or are
not performed at the correct time, an additional
blood sampling will be scheduled at 168 h (or
within 156-168 h). Patients that live in the vicinity
of'the clinic can be requested to come back for the
last blood sampling at 168 h.

Provide clarifications on the PK
assessments (day 8 sampling:
optional)

93

Samples will be obtained for the periods 0-1 h
(immediately post start infusion to 1 h post start
infusion), lh—4h,4h—-16h,and 16 h—48 h

post start infusion.

Provide clarifications on the urine
sampling for HPLC analyses

93

Sites participating in the substudy are strongly
recommended to perform an additional 24-hour

continuous ECG recording via 12-lead Holter
machine at one of the subsequent study
treatments.

After enrollment in the study, subsequent 12-lead

ECGs will be performed as clinically indicated
(and interpreted locally, as per routine clinical
practice, for safety at bedside). However, in the
event a 12-lead ECG needs to be performed
during the Holter ECG recording on Day 1, this
should be performed using the ECG machine

supplied by the Sponsor (rather than the site
machine), in order to avoid interfering with the
signal acquired by the Holter machine. At other
times, the ECG machine supplied by the Sponsor

or the local site ECG machine may be used.
Often, cancer patients are likely to have
cardiovascular disease that is not clinically
manifest. The presence of cardiac disease might

Provide additional information on
cardiac assessments for the patients
participating in the substudy
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be associated with greater prolongation of QTc
interval after the administration of QT-prolonging

drug.
The typical symptoms of carcinoid syndrome

include valvular heart disease in 30-40% of
patient. Carcinoid heart disease is characterized
by plaque-like fibrous endocardial thickening that
classically involves the right side of the heart,

occurring in 50-70% of patients with carcinoid
syndrome. Hemodynamically significant heart

disease is observed in about 5-10% of patients. It
is therefore recommended that the following
baseline conditions are NOT present before to
include the patient in the substudy:

e Prior history of torsades de pointe, or
congenital long QT syndrome

e Conditions with screening ECG
repolarization difficult to interpret, or
showing significant abnormalities. This
includes, but is not limited to: high degree
AV block, pacemaker, atrial fibrillation or
flutter,

e QTcF internal > 480 msec on screening
ECG,

e Significant hypokalemia at screening (K+
<3.5 mMol/L),
e Significant hypomagnesemia at screening
(Mg++<0.7 mMol/L)
Of note, patients can be assessed after correction
of these laboratory abnormalities and new
laboratory tests performed a few days later to
check the above exclusion criteria.
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In addition, cancer patients commonly receive
medications known to cause QTc prolongation,
such as antiemetics, antibiotics and

antihistamines. The use of concomitants therapies
can confound the results of the intensive QT
study. The sequence and timing of treatments

administered should therefore be carefully
controlled and registered.

Because of the multiple treatments received at
Day 1. which may interfere with the evaluation of
the ECG parameters, the sequence and timing of
treatments administered at Day 1 must be
carefully recorded in the patient clinical chart (the
eCRF will be amended to collect these additional
information).

e All pre-medication will be administered
during the time interval ranging from 90
to 60 min before the start of '"Lu-
DOTA -Tyr’-Octreotate _infusion; _the
purpose of this requirement is to allow the
recording of the baseline ECG intervals
used in the primary ECG analysis and to
capture the potential ECG effects of the
pre-medication regimen.

e If other treatments (other than pre-

medications) are  planned to  be
administered on Day 1, these should be
administered at least 1h before the start of
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infusion, as best as practically possible. In
general, best effort will be made to avoid
introducing new treatment between 1h
before, until 8h after the start of infusion
unless clinically required.
Based on the above median PFS assumptions, an
estimate of462124 patients was determined
Based on the above median PFS according to the following conditions:
assumptions, an estimate of 162 patients . 2162 patients per arm Based on the Regulatory
was determined according to the following Agencies recommeqdatlon to use
conditions: e ""Lu-DOTA’-Tyr’-Octreotate arm: | event-based end-points for both
81 bat median PFS of 30 months PFS and OS, a 18-month accrual
. atients per arm .
o prienBper A e Octreotide LAR: median PFS of 14 |Period, and a S-year follow-up
. Lu-DOTA"-Tyr’-Octreotate arm: months (PROMID study) period have been defined. The
median PFS of 30 months Sionif tevel 5% ¢ ided (or 2.5% accrual time applies to both PFS
o Significance level 5% two sided (or 2.5% :
e Octreotide LAR: median PFS of 14 Ongel_lsided) power 90% and QS evaluation. The PFS
months (PROMID study) ’ endpoint occurs a 74 events and
. . —Aeerual—period—0—months—(patient | the Overall Survival endpoint
102 « Significance level 5% two sided (or

2.5% one-sided), power 90%

e Accrual period: 0 months (patient
enrolment occurs over 14 months,
but treatment is fixed at 72 weeks).

e Follow-up period: 18 months

(corresponding to the length of

treatment period)

An accrual period of 0 months results from
the fact that the primary variable (PFS) will
be investigated for all patients during the
same study period (= follow-up period) of

enrohment—occurs—over—4—months;—but
e e el

e Pre-defined accrual period: 18 months

e Follow-up period: 18 months
(corresponding to the length of treatment

period)

occurs at 158 events.

Furthermore, the sample size of
the study has been adjusted in
order to detect a statistically
significant and clinically relevant
difference in OS (80% power)
between the two arms of the
study.
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18 months.

e Based on these conditions, a total
number of 75 events are expected.

Therefore, controlling for a drop-out rate of
approximately 20%, a total of 200 patients
will be randomized and treated (100
patients in each treatment group).

Power analysis for OS

The median OS in the '""Lu-DOTA-Tyr’-
Octreotate arm is expected to be in the
range of 45 to 49 months. This estimate is
based on the observed median OS 0f 47.3
months in the Erasmus MC phase I/II study
subgroup analysis of 51 patients with
midgut carcinoid tumors that had
progressive disease within 12 months
before entering the study. But, because this
subgroup is small, the median OS has a
large confidence interval (95% CI [27.8-
75.3] months) making the robustness of the
result difficult to assess.

The median OS in the control arm
(Octreotide LAR) is expected to be in the

o Based on these conditions, a total number

of 7574 PFS events are expected.
Therefore, the PFS primary analysis point

occurs at the timepoint when 74 evaluable
and centrally confirmed disease

progressions or death events are reached.

<...>

Therefore, controlling for a drop-out rate of
approximately 20%, a total of 200160 patients
willberandomized-and-treated-(10080 patients in
each treatment group) should be required.

The sample size has also been adjusted to detect a

statistically significant and clinical relevant
difference in OS (80% power) between the two

arms of the study, based on the following
assumptions:

1. Octreotide LAR median OS: 32 months

2. ""Lu-DOTA’-Tyr’-Octreotate median
0OS: 50 months

3. Significance level: 5% two sided

4. Nominal power: 80%

5. Accrual time: 18 months

6. Long-term follow-up: 5 years

Accordingly, 230 patients (115 patients in each

treatment group) should be randomized.
The median OS in the '""Lu-DOTA"-Tyr*-

Octreotate arm is expected to be-in-therange-of45
to-49-months 50 months. This-estimate-is-based-on
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range of 34 to 38 months. This range is
derived from the results observed in the
RADIANT-2 study. The median survival
times were not estimated in this study,
however, based on the assumption of
exponential distribution, the median
survival time for Placebo + Octreotide
LAR arm was estimated to be about 36.4
months. Extrapolation of this median
survival time must be performed with care
since RADIANT-2 was not restricted to
patients with midgut carcinoid tumors.
Based on these estimates, differences of 7
to 15 months in median OS between '"Lu-
DOTA’-Tyr*-Octreotate and Octreotide
LAR are expected to be observed in the
current Study Protocol.

For the final OS analysis, an accrual period
of 0 months is considered (OS being
investigated for all patients during the same
study period of 76 weeks + 3 years). An
interim analysis for OS will be performed
at the time of the final PFS analysis.

A drop-out rate of about 25% at the time of
final OS analyses is considered.

The assumptions for the final OS analysis
are as below:

the-observed-The median OS of 47.3 months, with
a large confidence interval (95% CI [27.8 - 75.3].
reported in the Erasmus MC Phase I/II study
subgroup analysis of 51 patients with midgut
carcinoid tumours has limited relevance for the

purpose of this study, since the patients that had
progressive disease within 12 months before
entering the studytreatment schedule, and at a

latest stage of disease. But-beeause-thissubgroup
. 1 Lian OS | q
Pebﬂstﬂ%ss‘ Bf {he result difﬁe‘ﬂ t to-assess-
However, most recent survival analysis in a

similar population treated with PRRT has been
reported. In 2012, Baum RP et al. reported an

overall survival of 59 months from the first cycle
of PRRT using ""Lu-DOTATATE. This group
also published in 2014 the outcome of a
retrospective analysis assessing the efficacy of
PRRT in 1,000 patients with metastatic and/or
progressive NETs using '"Lu (n=331). Y
(n=170) or both (n=499). The median OS for all
patients was 52 months from the start of the

treatment. With regard to the used radionuclide
the following OS were reported: 24 months with
%Y. 55 months with '”’Lu, and 64 months with
both. There is however no indication of the used
peptide, albeit this group is known to use mainly
DOTATOC and DOTATATE.

Additionally, in 2013, Kunikowska J. et al
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e ""Lu-DOTA’-Tyr’-Octreotate arm:
median OS between 45 and 49
months

e Octreotide LAR: median OS
between 34 and 38 months

e Significance level 0.05% two sided
e Accrual period: 0 months

e Follow-up period: 53.5 months (76
weeks + 3 years)

e Total number of evaluable patients:
150

Based on these assumptions, a conservative
estimate of powers for the OS interim
analysis range from 0.0245% to 0.14% and
for the final OS analysis from 12.5% to
40.2%.

The number of death s estimated for the OS
interim analysis range from 35 (16 and 19
in the test and control groups, respectively)
to 36 (15 and 21 in the test and control
groups, respectively); and for the final OS
analysis they range from 89 (42 and 47 in
the test and control groups, respectively) to
90 (40 and 50 in the test and control
groups, respectively).

published their results from 358 patients treated
with PRRT involving “Y-DOTATATE, '""Lu-
DOTATATE, and Y/"""Lu-DOTATATE
collected from April 2004 to December 2010.
They reported a median OS 0f'49.8 - 52.8 months
in the group of patients treated with *°Y/"""Lu-
DOTATATE.

Finally, in a study published in 2014, Paganelli G.
et al. have reported the most recent overall

survival data in 49 patients with advanced well-
differentiated gastrointestinal NETS (79% midgut
NETs) treated with ""Lu-DOTATATE.The
median OS was not reached at the time of

publication, after a median follow-up of 38
months, ranging from 11 to 59 months.

The median OS in the control arm (Octreotide
LAR) is expected to bein-therange-of34-t0-38
Thi . . ; |
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the-eurrentStadyPretoeok-32 months, as per the
updated results reported in the RADIANT-2

study.
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The length of the overall survival assessment

period includes a 18-month accrual period, and a
5-year follow-up period. The 5-year follow-up is
the predicted length of the study; however, the
actual end-of-study will be based on death events
(158), or after 5 years from the randomization
date of the last randomized patient, whichever
occurs first. The analysis on OS will be conducted
when 158 deaths have been recorded in the study
or when 5 years from the date of randomization of
the last randomized patient have lapsed,
whichever occurs first.

105

The median point estimate and 95%
Confidence Interval (CI) for the PFS will
be provided using the Kaplan-Meier
method, and the stratified log-rank test
incorporating the randomization factors
will be used to compare the PFS between
the two treatment groups. However, if the
number of events in some strata is too low
and doesn’t allow for the use of the
stratified test, the un-stratified test will be
used instead. This evaluation will be
performed by an independent statistician
before the finalization of the Statistical
Analysis Plan (SAP) (more details on this

The median point estimate and 95% Confidence

Interval (CI) for the PFS will be provided using

the Kaplan-Meier method, and the unstratified

log-rank test incorporating the randemization

faetors-will be used to compare the PFS between

the two treatment groups.Hewever-ifthe-number
. . . l ,

State that the primary analysis of
PFS will be an unstratified log-
rank test, as requested by the
Regulatory Agencies.
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process will be reported in the SAP).

<...>

Additional PFS data are collected after the
Primary End-Point has been reached as an effect
of the continuation o