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Banner will be user-
activated; the user
hovers over the
banner to expand it.

NOTE: Functional annotations
apply to both the KADCYLA
and the PERJETA sections of
the banner.

Can you
Improve survival

IN HER2+ MBC? SEE DATA THAT
INCLUDE SUBGROUPS...

MBC = metastatic breest cancar

» Roll over for clinical data «
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NOTE: Functional annotations apply to both the KADCYLA and the PERJETA sections of the banner.

cgilbert
Callout
Banner will be user-activated; the user hovers over the banner to expand it.
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Upon initial expand,
the page curl will
animate to roll down
briefly to reveal the
option to view
additional content
(see p. 3 for rolled-
down view).

Clicking "Close" will
collapse the banner
to the initial state.

/

Results of the EMILIA trial: KADCYLA vs
lapatinib + capecitabine ﬂ
Proven survival benefit for patients, l
including both ER+/PR+ and ER-/PR-
patient subgroups

Select patient subgroups/treatment benefit by
hormone receptor status’

Select a tab for more information

Category n HR 05% CI
- 0.68  0.55,0.85

Box El:| WARNIMNGS: Hapatotoxicity,
Cardiac Taxicity, Embryo-Fetal Taxicity

"I

] ZOOM (]

Clicking "Zoom" will
enable users to see
the content in in the
full viewing space.
See pp. 22-28 for
example.

é—J Kadl:ula Seroll for Important Safety
5 srtene | nformation ineluding Bowed WARNINGS

Indication and Important Safety

Information

EADCYLA™ (ado-trestuzumab emtansine), as a single agent,

5 indicated for the treatment of patients with HER2-positive

(HERZ2+}, metastatic breast cancer {MBC) who previcusly

receivad trastuzumab and a taxane, separately or in

combination. Patients should have either: raceived prio

therapy for matastatic disezsa, or developed disaase

recurrenca during or within six months of complating

adjuvant therapy.

Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,

EMBRYO-FETAL TOXICITY

= D Mot Substitute KADCYLA for or with Trastuzumalk

* Hapatotoxicity: Serious hepatotoxicity has been
reported, including liver failure and death in patients

See full Prescabing Information

: =
Closa [x

I

Ak

™

KADCYLA warning text).

Clicking this space will present user with expanded Boxed
WARNINGS view (see p. 4 for expanded view of

Link to Pl is static so users
can always see and click it.
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cgilbert
Callout
Upon initial expand, the page curl will animate to roll down briefly to reveal the option to view additional content (see p. 3 for rolled-down view).

cgilbert
Callout
Clicking "Close" will collapse the banner to the initial state.

cgilbert
Callout
Clicking "Zoom" will enable users to see the content in in the full viewing space. See pp. 22-28 for example.

cgilbert
Callout
Clicking this space will present user with expanded Boxed WARNINGS view (see p. 4 for expanded view of KADCYLA warning text).

cgilbert
Callout
Link to PI is static so users can always see and click it.


Hovering over the
page curl will cause
the page to roll down
to reveal the option
for users to click to
view the alternate
brand content at any
time (see p. 29).
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Global - users can use
scroll bars in each
section to navigate the
content

More
survival
data

i the EMILIA trial: KADCYLA vs
+ capecitabine

—soUrvival benefit for patients,
including both ER+/PR+ and ER-/PR-
patient subgroups

Select patient subgroups/treatment benefit by
hormone receptor status’

Select a tab for more information

HR 95% CI
0.68  0.55, 0.85

Boxed WARNINGS: Hepato
Cardiac Taxicity, Embryo-Fatal Ti

Category n

] ZOOM (]

HPK0002464200

Eula Seroll for Important Safety
1t Information ineluding Boxed WARNINGS

Indication and Important Safety

Information

EADCYLA™ (ado-trestuzumab emtansine), as a single agent,

5 indicated for the treatment of patients with HER2-positive

(HERZ2+}, metastatic breast cancer {MBC) who previcusly

receivad trastuzumab and a taxane, separately or in

combination. Patients should have either: raceived prio

therapy for matastatic disezsa, or developed disaase

recurrenca during or within six months of complating

adjuvant therapy.

Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,

EMBRYO-FETAL TOXICITY

= D Mot Substitute KADCYLA for or with Trastuzumalk

* Hapatotoxicity: Serious hepatotoxicity has been
reported, including liver failure and death in patients

See full Prescabing Information
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cgilbert
Callout
Hovering over the page curl will cause the page to roll down to reveal the option for users to click to view the alternate brand content at any time (see p. 29).

cgilbert
Callout
Global - users can use scroll bars in each section to navigate the content

cgilbert
Line
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Closa |x
Boxed WARNINGS: Hepatotoxicity, Cardiac Toxicity, Embryo-Fetal Toxicity
* Do Not Substitute KADCYLA for or with Trastuzumab

* Hepatotoxicity: Serous hepatotoxicity has been reported, including liver failure and death in patients
treated with KADCYLA. Monitor serum transaminases and bilimmbin prior to initiation of KADCY LA
treatment and prior to each KADCYLA dose. Reduce dose or discontinue KADCYLA as appropriate in
cases of increased serum transaminases or total bilirubin

* Cardiac Toxicity: KADCYLA administration may lead to reductions in left ventrcular gjection fraction
(LVEF). Evaluate left ventricular function in all patients pror to and during treatment with KADCYLA.
Withhold treatment for clinically significant decrease in left ventricular function

* Embryo-Fetal Toxicity: Exposure to KADCYLA can result in embryo-fetal death or birth defects. Advise
patients of these nsks and the need for effective contraception

Please see full Prescrbing Information for additional important safety information, including Boxed

WARMNINGS.
Q. ZOOM OUT
Clicking "zoom out"
returns the user to
the prior view.
HPK0002464200 IMMUNOGEN 2335, pg. 4
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mclarke
Callout
Clicking "zoom out" returns the user to the prior view.


5 of 59

For all tabbed charts, users can click a tab
to reveal which data they want to view

ct patient subgroups/treatment benefit by
ormone receptor status’

Select a tab for more information

Category n HR a5% Cl

0.68  0.55, 0.85

All patients 991 e
Hormone receptor status
Positive [ER+and/orPRy) | 545 0.62 0.46, 0.85

Negative Ei-ad FRH | 426 0.7% 0.54, 1.03

s Boxed WARNINGS: Hapatotaxicity,
Cardiac Toxicity, Embryo-Featal Toxicity

\ ZOOM (X cardiacToxicity, Embryo-Fetal Toxici

"I

HPK0002464200

é—J Kadl:ula Seroll for Important Safety
5 srtene | nformation ineluding Bowed WARNINGS

Indication and Important Safety

Information

EADCYLA™ (ado-trestuzumab emtansine), as a single agent,

5 indicated for the treatment of patients with HER2-positive

(HERZ2+}, metastatic breast cancer {MBC) who previcusly

receivad trastuzumab and a taxane, separately or in

combination. Patients should have either: raceived prio

therapy for matastatic disezsa, or developed disaase

recurrenca during or within six months of complating

adjuvant therapy.

Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,

EMBRYO-FETAL TOXICITY

= D Mot Substitute KADCYLA for or with Trastuzumalk

* Hapatotoxicity: Serious hepatotoxicity has been
reported, including liver failure and death in patients

See full Prescabing Information
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cgilbert
Callout
For all tabbed charts, users can click a tab to reveal which data they want to view

cgilbert
Rectangle
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T T ST

ct pati ent subgroups/treatment benefit by
ormone rece ptor status'

Select a tab for more information m
Category n HR 5% CI

E 0.65 055 0.77
All patients 991

P<0.0001

Hormone receptor status
Positive [FR+and/or PRy | 545 0.72 0.58, 0.9
Negative [Ef-and FRH | 476 0.56 044,072 |~

Boxed WARNINGS: Hapatotaxicity,

Cardiac Taxicity, Embryo-Fetal Taxicity

é—J Kadl:ula Seroll for Important Safety
5 srtene | nformation ineluding Bowed WARNINGS

Indication and Important Safety
Information
EADCYLA™ (ado-trestuzumab emtansine), as a single agent,
5 indicated for the treatment of patients with HER2-positive
(HERZ2+}, metastatic breast cancer {MBC) who previcusly
receivad trastuzumab and a taxane, separately or in
combination. Patients should have either: raceived prio
therapy for matastatic disezsa, or developed disaase
recurrenca during or within six months of complating
adjuvant therapy.

Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,

EMBRYO-FETAL TOXICITY

* Do Mot Substitute KADCYLA for or with Trastuzumakb

* Hapatotoxicity: Serious hepatotoxicity has been
reported, including liver failure and death in patients

See full Prescabing Information
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cgilbert
Text Box
PFS data
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mﬂ ER—ard PR '4EE' 0.56

0.44 0,72

HA = hazard ratio; Cl = confidence interval; ER = aztrogen
receptor; PR = progasterone receptor.

Results of the randomized, open-labsal, Fhaza 1 EMIL 1A trial of
LADCYLA (3.6 mg/kp IV, Day 1) ws the eombination of lapatinib
11250 mp/day oral, once daily | and capecitabine {1000 mg/me, oral,
twice daily, Dayas 1-147in 21-day cyeles until disease progression
in HER2+ MEBC patiants previously treated with trastuzumab and &
taxane. Primary endpaints were overall survival {05],
prograssion-free sureival {PFSL, and safety.

KADCYLA significantly extended OS
{coprimary endpoint)’

HPK0002464200

:EL ) Kadcyla' serul for important Safety

sl stnene | nformation including Boxed WARNINGS

Indication and Important Safety
Information

EADCYLA™ (ado-trestuzumab emtansine), as a single agent,
is indicated for the treatment of patients with HER2-positiva
(HER2+}5, mwetastatic breast cancer {MBCH who previoushy
receivad trastuzumab and a taxane, separately or in
combination. Patiants should heva eithar: received prior
therapy for matastatic disezsa, or developed disaase
recurrence during or within six months of complating
adjuvant therapy.

Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,

EMBRYO-FETAL TOXICITY

* Do Mot Substitute KADCYLA for or with Trastuzumakb

* Hapatotoxicity: Serious hepatotoxicity has been
reported, including liver failure and death in patients

See full Prescabing Information
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improvement
Median 03 improvemant Inmadian PFS
30.9vs 25.1 months 9.6 v= 6.4 months
(HR=0.582; 95% Cl: 0.548, (HR=0.650; 959 Cl: 0.5449,
0.249; P=0.000&) 0.771; P=0.0001)"

+ The most common advarse reactions seen with
EADCYLA Grades =3 (frequancy =2%) ware
thrombocytopenia, increased transaminasas, anemia,
hypokalemia, peripharal neurcpathy, and fatigua
based on MCI-CTCAE (version 3)

3200M 1]

V?LA significantly extended 0S5

.coprimary endpoint)’

50, M

Ak

¢y Boxed WARNINGS: Hepatotoxicity,

Cardiac Taxicity, Embryo-Fetal Taxicity
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é—J mﬂula Seroll for Important Safety (lose [x

srtene | nformation ineluding Bowed WARNINGS

Indication and Important Safety

Information

EADCYLA™ (ado-trestuzumab emtansine), as a single agent,

5 indicated for the treatment of patients with HER2-positive

(HERZ2+}, metastatic breast cancer {MBC) who previcusly

receivad trastuzumab and a taxane, separately or in

combination. Patients should have either: raceived prio

therapy for matastatic disezsa, or developed disaase

recurrenca during or within six months of complating

adjuvant therapy.

Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,

EMBRYO-FETAL TOXICITY

= D Mot Substitute KADCYLA for or with Trastuzumalk

* Hapatotoxicity: Serious hepatotoxicity has been
reported, including liver failure and death in patients

See full Prescabing Information
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aalemia, peripharal neurcpathy, and fatigue
cazad an MCI-CTCAE (version 3)

Select Important Safety Information:
Pulmonary Toxicity

= Cages of interatitial lung disaase (ILDY, including
pneumaonitia, some leading to acute respiratory
distrass syndrome or fatal outcomea, have bean
raparted in clinical trials with KADCYLA. Treatment
with KADCYLA should be permanently discentinuad
in patients disgnosad svith ILD oF pneumonitis

Most common adverse reactions (ARs)

categorized according to NCI-CTCAE (version 3)
Select a tab for more information

All Grades | %] Grades =3 (%)

¢y Boxed WARNINGS: Hepatotoxicity,
"\ Cardiac Toxicity, Embryo-Fetal Toxicity

HPK0002464200

é—J mtula Seroll for Important Safety
srtene | nformation ineluding Bowed WARNINGS

Indication and Important Safety

Information

EADCYLA™ (ado-trestuzumab emtansine), as a single agent,

5 indicated for the treatment of patients with HER2-positive

(HERZ2+}, metastatic breast cancer {MBC) who previcusly

receivad trastuzumab and a taxane, separately or in

combination. Patients should have either: raceived prio

therapy for matastatic disezsa, or developed disaase

recurrenca during or within six months of complating

adjuvant therapy.

Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,

EMBRYO-FETAL TOXICITY

= D Mot Substitute KADCYLA for or with Trastuzumalk

* Hapatotoxicity: Serious hepatotoxicity has been
reported, including liver failure and death in patients

See full Prescabing Information
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Grades | %] Grades =3 (%)

AR KADCYLA ;ﬁ&'&:ﬂ
(n=440) (n=488)

Nausaa 39.8 45.1
Fatigue 36.3 8.3
Musculoskeletal pain 36.1 30.5
Thrombocytopenia 31.2 3.3
Increased transaminasas 288 14.3
Headache 28.2 145
Constipation 265 1.1

Boxed WARNINGS: Hapatotoxicity,
c loxicity, Embryo-Fetal Toxicity

I

"I
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seigursh emrtnene [ nformation including Bowed WARNINGS

Indication and Important Safety

Information

EADCYLA™ (ado-trestuzumab emtansine), as a single agent,

5 indicated for the treatment of patients with HER2-positive

{HER2+}, metastatic breast cancer {MBC) who previcusly

receivad trastuzumab and a taxane, separately or in

combination. Patients should have either: raceived prio

therapy for matastatic disezsa, or developed disaase

recurrenca during or within six months of completing

adjuvant therapy.

Boxad WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,

EMBRYO-FETAL TOXICITY

* Do Mot Substitute KADCYLA for or with Trastuzumalb

* Hapatotoxicity: Serious hepatotoxicity has been
reported, including liver failure and death in patients

See full Prescabing Information
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¥ _aache
Constipation

Diarrhea

Peripheral neuropathy
Vomiting

Aremia

Stomatitis

Rash

Hypokalemia
Meutropenia

28.2
26.5
24.1
2.2
19.2
14.3
14.1
11.6
10.2
6.7

14.5
1.1
79.7
135
29.9
10.5
32.6
27.5
94

8.0

Ak

. Boxed WARNINGS: Hapatotaxicity,
k‘h Z00OM qﬁ Cardiac Taxicity, Embryo-Fetal Taxicity
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,  Information including Boxed WARNINGS

Indication and Important Safety

Information

EADCYLA™ (ado-trestuzumab emtansine), as a single agent,

5 indicated for the treatment of patients with HER2-positive

(HERZ2+}, metastatic breast cancer {MBC) who previcusly

receivad trastuzumab and a taxane, separately or in

combination. Patients should have either: raceived prio

therapy for matastatic disezsa, or developed disaase

recurrenca during or within six months of complating

adjuvant therapy.

Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,

EMBRYO-FETAL TOXICITY

= D Mot Substitute KADCYLA for or with Trastuzumalk

* Hapatotoxicity: Serious hepatotoxicity has been
reported, including liver failure and death in patients

See full Prescabing Information
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Grades =3 (%)

HPK0002464200

AR KADCYLA ;ﬁ&'&:ﬂ
(n=440) (n=488)
Nausaa 0.8 2.5
Fatigue 2.5 a5
Musculoskeletal pain 1.8 14
Thrombocytopenia 145 04
Increased transaminasas 8.0 2.5
Headache 0.8 0.8
Constipation 0.4 0.0

Boxed WARNINGS: Hapatotoxicity,
c loxicity, Embryo-Fetal Toxicity

"I

é—J Kadl:ula Seroll for Important Safety
Information ineluding Boxed WARNINGS

Indication and Important Safety

Information

EADCYLA™ (ado-trestuzumab emtansine), as a single agent,

5 indicated for the treatment of patients with HER2-positive

{HER2+}, metastatic breast cancer {MBC) who previcusly

receivad trastuzumab and a taxane, separately or in

combination. Patients should have either: raceived prio

therapy for matastatic disezsa, or developed disaase

recurrenca during or within six months of completing

adjuvant therapy.

Boxad WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,

EMBRYO-FETAL TOXICITY

= D Mot Substitute KADCYLA for or with Trastuzumals

* Hapatotoxicity: Serious hepatotoxicity has been
reported, including liver failure and death in patients

See full Prescabing Information
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F_uache
Constipation

Diarrhea

Peripheral meuropathy
Vomiting

Aremia

Stomatitis

Hash

Hypokalemia
Neutropenia

0.8
0.4
1.6
2.2
0.8
4.1
0.2
0.0
2.7
2.0

0.8
0.0
20.7
0.2
45
25
25
1.8
4.7
43

"I

. Boxed WARNINGS: Hapatotaxicity,
k‘h Z00OM qﬁ Cardiac Taxicity, Embryo-Fetal Taxicity

HPK0002464200

é—J Kadl:ula Seroll for Important Safety (lose [x

,  Information including Boxed WARNINGS

Indication and Important Safety

Information

EADCYLA™ (ado-trestuzumab emtansine), as a single agent,

5 indicated for the treatment of patients with HER2-positive

(HERZ2+}, metastatic breast cancer {MBC) who previcusly

receivad trastuzumab and a taxane, separately or in

combination. Patients should have either: raceived prio

therapy for matastatic disezsa, or developed disaase

recurrenca during or within six months of complating

adjuvant therapy.

Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,

EMBRYO-FETAL TOXICITY

= D Mot Substitute KADCYLA for or with Trastuzumalk

* Hapatotoxicity: Serious hepatotoxicity has been
reported, including liver failure and death in patients

See full Prescabing Information
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P
Aremia
stomatitis

Hash

Hypokalemia
Neutropenia

This link takes
users to brand site
page to sign up to
contact a
representative

0.8
4.1
0.2
0.0
2.1
20

Boxed WARNINGS: Hapatotaxicity,

45
25
25
1.8
4.7
43

Refersnce: 1. KADCYLA Prescribing Infarmation.
Genentech, Inc. May 2003

Ak

Cardiac Taxicity, Embryo-Fetal Taxicity

HPK0002464200

é—J Kadl:ula Seroll for Important Safety
5 srtene | nformation ineluding Bowed WARNINGS

Indication and Important Safety

Information

EADCYLA™ (ado-trestuzumab emtansine), as a single agent,

5 indicated for the treatment of patients with HER2-positive

(HERZ2+}, metastatic breast cancer {MBC) who previcusly

receivad trastuzumab and a taxane, separately or in

combination. Patients should have either: raceived prio

therapy for matastatic disezsa, or developed disaase

recurrenca during or within six months of complating

adjuvant therapy.

Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,

EMBRYO-FETAL TOXICITY

= D Mot Substitute KADCYLA for or with Trastuzumalk

* Hapatotoxicity: Serious hepatotoxicity has been
reported, including liver failure and death in patients

See full Prescabing Information
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cgilbert
Callout
This link takes users to brand site page to sign up to contact a representative
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P
Aremia
stomatitis

Hash

Hypokalemia
Neutropenia

0.8
4.1
0.2
0.0
2.1
20

45
25
25
1.8
4.7
43

Refersnce: 1. KADCYLA Prescribing Infarmation.
Genentech, Inc. May 2003

I

Boxed WARNINGS: Hapatotaxicity,
q‘ Z00OM Cardiac Taxicity, Embryo-Fetal Taxicity

HPK0002464200

Information ineluding Boxed WARNINGS

é—J Kadcula Seroll for Important Safety (lose [x

reported, including liver failure amnd death in patients
treatad with KADCYLA. Monitor serum transamineses
and bilirubin prior to initigtion of KADCYLA treatment
and prior to each KADCYLA dese. Reduce dose or
discontinue KADCYLA as appropriate in cases of
increased serum transaminases of total bilirubin

= Cardise Toxicity: KADCYLA administration may lead to
reductions in left ventricular ejaction frection [LVEFL.
Evaluate left ventricular function in all patients pricr to
and during treatment with KADCYLA. Withhold
treatment for clinically significant decrease in left
ventricular function

= Embryoe-Fetal Toxicity: Exposure to KADCYLA can result
in embryc-fetal death or birth defects. Advise patients
of these risks and the need for effective contraception

Additional Important Safety Information
See full Prescabing Information
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F - : 08 | 45 1—1 mtma’ Seroll far Important Safety Close [x]

Ar;m'la 17 75 sl stnene | nformation including Boxed WARNINGS

iti . . itional Impo vy Information
Stomatitis 0.2 25 Additional | rtant Safety Informati
' Rash 0.0 ' 18 Left Ventricular Dysfunctien [LVD}
! - . f . * Fatients treated with KADCYLA are at increased risk of
Hypokalemia 27 1.7 developing WD, In EMILIA, YD occurred in 1.8% of
patients in the KADCYLA-treated group and in 3.3% in

NEUU’U;]EH[H 20 43 the comparator group. Parmanently discontinue
EADCYLA if LVEF has not improved of has declinad

Refarence: 1. KADCYLA Prescribing Infarmation. further

Genentech, Inc. May 2013 Pregnancy Registry

« Advise patiants to contact their healthcare provider
immediately if thay suspect thay may be pregnant
Encourage women who may be exposad to KADCYLA
during pregnancy te enrcll in the MotHER Pregnancy
Ragistry by contacting 1-800-890-6720

Pulmonary Toxicity
See full Prescrabing Information
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F - : 08 | 45 1—1 ml:ma' Seroll far Important Safety Close [x]

A.r;m'la 17 75 sl stnene | nformation including Boxed WARNINGS

Stomatitis 02 75 m * Cases of interstitial lung disease {ILDY, including m
f ’ i prawmenitis, ome leading to scute respiratory distrass
Rash 0.0 18 syndromea or fatal cutcome have been reported in
T 1 1 clinical trials with KADCY LA In EMILLA the overall
|-|'l_i'|:UkE lemia 2.7 4.7 frequency of pnaumaoenitis was 1.2%
. s Treatmeant with KADCYLA should be permanently
NEUD’DDEF‘IIH 20 43 discontinued in patiants dizggnosed with ILD or

pnaumoenitis

Reference: 1. KADCYLA Prescriting Infarmation. Infusion-Related Reactions, Hypersensitivity Reactions
Genentech, Inc. May 2013

sTreatmeant with KADCYLA has not been studied in
patients who had trastuzumab parmanenthy
discontinued due to infusion-ralated reactions (IRR)
andlor hyparsansitivity reactions; traatment with
EADCYLA is not recommended for these patients. In
EMILIA, the owarall frequency of IRRE in patients treatad
with KADCYLA was 1.4%

See full Prescrabing Information
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F - : 08 | 45 1—1 ml:ma' Seroll far Important Safety Close [x]

A.r;m'la 17 75 sl stnene | nformation including Boxed WARNINGS

stomatitis 0.2 25 m s KADCYLA treatment should be interruptad in patients m
I 1 l with severa |RR and permanantly discontinuead in tha
Hash 0.0 1.8 avant of a life-threatening IRR. Patients should be
| . | I 1 clesaly moniterad for IRR reactions, especially during
|'|':rFﬂkE|EmIE 2.1 47 the first infusion
Neutropenia 2.0 4.3 Thrombocytopenia
« [m EMILLA, the incidence of = Grade 3 thrombocytopenia
Reference: 1. KADCYLA Frescribing Information wis 14.6% in the KADCY LA-treated group and 0.4% in
Genentecl:l I.n{ May 2013 ' the comparator group (overall incidence 31.2% and
) ) ¥ ) 3.5%, respactively)
« Bonitor platelat counts pricr to initiation of KADCYLA
and prior to each KADCYLA dosa. Institute dose
miodifications as appropriate

Meurctoxicity s
* |m EMILLA, the incidence of = Grade 3 paripharal %
See full Prescrabing Information
HPK0002464200 IMMUNOGEN 2335, pg. 18
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F - : 08 | 45 1—1 ml:ma' Seroll far Important Safety Close [x]

A.r;m'la 17 75 sl stnene | nformation including Boxed WARNINGS

Stomatitis 0.7 75 ﬂ neuropathy was 2.2% in the KADCYLA-treated aroup ﬂ
| } : ] : and 0.2% in the comparator group {overall incidenca

Razh 00 18 21.2% and 132.5%, respectivaly}

. 1 I 1 * fonitor for signs or symptoms of neurctoxicity.
Hypokalemia 2.7 4.7 KADCYLA should ba temporarnly discontinuaed in

. patiants expariancing Grade 3 or 4 peripheral
Neutropenia 2.0 43 neuropathy until resclution to = Grade 2

HERZ Testing

Refarence: 1. KADCYLA Prescribing Infarmation.
Genentech, Inc. May 2013

* Dretection of HERZ protein overaxprassion or gane
amplification is nacessary for selection of patients
appropriate for KADCY LA Perform using FO& approved
tasts by laboratories with demonstrated proficiancy

Extravasation
* [m KADCYLA clinical studies, reactions secondary to

L
axtravasation have been obsarved and were ganerally =
mailld Tha infiunian cdfs nhoold ha slarsks msanignesd fae L J
See full Prescrabing Information
HPK0002464200 IMMUNOGEN 2335, pg. 19
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F - : 08 | 45 1—1 ml:ma' Seroll far Important Safety Close [x]

A.r;m'la 17 75 sl stnene | nformation including Boxed WARNINGS

e mild_The infusion sita should be closaly monitorad for
| Stomatitis ] 0.2 | 25 m possible subcutanacus infiltraticn during drug m

administration. Specific treatmeant for KADCYLA

Rash ! 0.0 | 1.8 ! axtravasation is unknown

Hypokalemia 2.1 4.7 Mursing Mothers

. * [gcontinue nursing or discontinuea KADCY LA taking

NEUD’DDEF‘IIH 20 43 inte considaration the impoertance of the drug to the

mother

Refarence: 1. KADCYLA Prescribing Infarmation.
Genentech, Inc. May 2013

Adverse Reactions

*Thea mest common ADRs saan with KADCYLA in EMILLA
{frequency = 26%) ware nausea, fatigusa,
musculeskaletal pain, thrombocytopenia, increasad
tranzaminases, headache, and constipation. The most
commaon MCI-CTCAE (version 3} = Grade 3 ADRs

ifrequency =2%}) were thrombocytopeania, increased o
transaminases, anemia, hypokalamia, perpheral =
See full Prescrabing Information
HPK0002464200 IMMUNOGEN 2335, pg. 20
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F - : 08 | 45 1—1 ml:ma' Seroll far Important Safety Close [x]

A.r;m'la 17 75 sl stnene | nformation including Boxed WARNINGS

] | transaminases, headache, and constipation, Tha most
Rash 0.0 18 comimon MCI-CTCAE (version 3} = Grade 3 ADR=
| ! a | : | ifrequency =2%) were thrombocytopenia, increased
|'|H'FﬂkE|Eme 77 47 tranzaminases, anemia, hypokalamia, pernpheral
neuropathy and fatigue
NEUD’DDEF‘IIrH 2.0 4.3 You are eanceuraged to repaort side effects to Genantech
amd the FOM You may contact Genentach by calling

Reference: 1. KADCYLA Prescribing Information. 1-888-835-2665. You may contact the FOA by visiting
Genantech, Inc. May 2013, wawnfda gov/medwateh or calling 1-800-FDA-108E.

Stomatitic 07 75 m musculeskaletal pain, thrombooytopenia, increased m

Please see full Prescribing Information for additional
important safety information, including Boxad
WARMNIMNGS.

al®Q

See full Prescrabing Information

HPK0002464200 IMMUNOGEN 2335, pg. 21
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Results of the EMILIA trial: KADCYLA vs lapatinib + capecitabine
Proven survival benefit for patients, including both ER+/PR+ and ER-/PR-

patient subgroups

Closa [x

Select patient subgroups/treatment benefit by hormone receptor status'

PFS 0s
Category n
HR 95% Cl HR 95% CI

- 0.65 0.55, 0.77 0.68 0.55, 0.85

All patients 991
P<0.0001 P=0.0006

Hormone receptor status
Positive (ER+ and/or PR+ 545 0.72 0.68, 0.91 0.62 0.46, 0.85
Megative (ER— and PR- 476 056 044 072 0.75% 054, 1.03

Q, ZOOM OUT

Boxed WARNINGS: Hapatotoxicity,

Cardiac Toxicity, Embryo-Fatal Toxicity

HPK0002464200

I

Y
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Closa |x
Boxed WARNINGS: Hepatotoxicity, Cardiac Toxicity, Embryo-Fetal Toxicity
* Do Not Substitute KADCYLA for or with Trastuzumab

* Hepatotoxicity: Serous hepatotoxicity has been reported, including liver failure and death in patients
treated with KADCYLA. Monitor serum transaminases and bilimmbin prior to initiation of KADCY LA
treatment and prior to each KADCYLA dose. Reduce dose or discontinue KADCYLA as appropriate in
cases of increased serum transaminases or total bilirubin

* Cardiac Toxicity: KADCYLA administration may lead to reductions in left ventrcular gjection fraction
(LVEF). Evaluate left ventricular function in all patients pror to and during treatment with KADCYLA.
Withhold treatment for clinically significant decrease in left ventricular function

* Embryo-Fetal Toxicity: Exposure to KADCYLA can result in embryo-fetal death or birth defects. Advise
patients of these nsks and the need for effective contraception

Please see full Prescrbing Information for additional important safety information, including Boxed
WARNINGS.

Q. BACKTO ZOOM

HPK0002464200 IMMUNOGEN 2335, pg. 23
Phigenix v. Immunogen
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_I—r"u““""'" L B 1 T DR T T 1 T T, T

HR = hazard ratio; Cl = confidenca interval; ER = estrogan receptor; PR = progestarong receptor.

Results of the randomized, open-label, Phase Il EMILIA trial of KADCYLA (3.6 mg/kg IV, Day 1) vs
the combination of lapatinib {1250 mg/day oral, once daily) and capeacitabine (1000 mg/m*, oral,

treated with trastuzumab and a taxane. Primary endpoints wera ovarall survival {05],
progression-free survival {FFS), and safety.

KADCYLA significantly extended OS (coprimary endpoint)’

90%

improvement
Q. ZOOM QUT Boxed WARNINGS: Hepatotoxicity,

Cardiac Toxicity, Embryo-Fatal Toxicity

HPK0002464200

g T
Closa [x

twice daily, Days 1-14) in 21-day cyclas until disease progression in HERZ2+ MBC patients previously

I

al®Q

IMMUNOGEN 2335, pg. 24
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IR T ESSIUITT=TREE W VI ary T T, 1T SalTEL Y.

KADCYLA significantly extended OS (coprimary endpoint)’

Median OS improvement
30.9 vs 25.1 months

(HR=0.682; 95% CI: 0.548, 0.849; P=0.0006)

Q, ZOOM OUT

HPK0002464200

Closa [x

I

90%

improvement

In median PFS
9.6 vs 6.4 months

(HR=0.650; 95% CI: 0.549, 0.771; P<0.0001)

al®Q

Boxed WARNINGS: Hapatotoxicity,
Cardiac Toxicity, Embryo-Fatal Toxicity
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* Tha most comman adverse reactions sean with KADCYLA Grades =3 (frequency =2%) warge Close [x
thrombooytopenia, increased transaminases, anamia, hypokalamia, peripheral neuropathy, and

fatigue based on MCI-CTCAE (version 3) m

Select Important Safety Information: Pulmonary Toxicity

* Cases of intarstitial lung diseasea (ILD)}, including pneumonitis, somea leading to acute respiratory
distress syndromea or fatal outcome, have been reportad in clinical trials with KADCYLA.
Treatrmeant with KADCYLA should be permanently discontinued in patients diagnosed with ILD or

pneumaonitis

Most common adverse reactions (ARs) categorized according to NCI-CTCAE (version 3)

KADCYLA {n=490) lapatinib + capecitabine (n=188)
ADVERSE REACTION All Grades, %  Grades=3,%  All Grades,%  Gradesz=3 %
Mauses 39.8 0.8 45.1 25
Fatigue 36.3 25 283 3.5

Boxed WARNINGS: Hapatotoxicity,

G‘\- ZOOM OUT Cardiac Toxicity, Embryo-Fatal Toxicity

a|®i

HPK0002464200 IMMUNOGEN 2335, pg. 26
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1.4 Closa [

I

Musculoskeletal pain 36.1 1.8 30.5
Thrombocytopania 31.2 145 3.3 0.4
Increased transaminasos 28.8 8.0 14.3 25
Headache 28.2 0.8 14.5 0.8
Constipation 26.5 0.4 11.1 0.0
Diarrhea 24.1 1.6 79.7 20.7
Peripheral neuropathy 21.2 2.2 13.6 0.2
Vomiting 19.2 0.8 29.9 4.5
Anemia 14.3 4.1 10.6 25
Stomatitis 14.1 0.2 32.6 256
Rash 11.6 0.0 275 1.8
Hypokalemia 10.2 2.7 9.4 4.7
Meutropenia 6.7 2.0 9.0 4.3

Q, ZOOM OUT

HPK0002464200

Y

Boxed WARNINGS: Hapatotoxicity,
Cardiac Toxicity, Embryo-Fatal Toxicity
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Diarrhea 24.1 16 79.7 20,55
Peripheral neuropathy 21.2 2.2 13.5 0.2
Vomiting 19.2 0.8 29.9 45 m
Anemia 14.3 4.1 10.5 25
Stomatitis 14.1 0.2 326 25

Rash 11.6 0.0 275 1.8
Hypokalamia 10.2 2.7 9.4 4.7
Meutropenia 6.7 2.0 9.0 4.3
Reference: 1. KADCYLA Prescribing Information. Genentach, Inc. May 2013,

G\ ZOOM OUT Boxed WARNINGS: Hapatotoxicity,

Cardiac Toxicity, Embryo-Fatal Toxicity

HPK0002464200 IMMUNOGEN 2335, pg. 28
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Upon initial expand,
the page curl will
animate to roll down
briefly to reveal the

option to view
additional content
(see p. 30 for rolled-
down view).

Clicking "Close" will
collapse the banner
to the initial state.

Results of the CLEOPATRA trial:
PERJETA + Herceptin (trastuzumab) +
docetaxel vs placebo + Herceptin +
docetaxel

Proven survival benefit for patients,
including ER/PR patient subgroups

« There was an inability to show benefit with PERJIETA in
patients with 'u:n".-'is_cera metastases (n=178; HR=1.42
g5k Cl 071, 2.84)°

Select patient subgroups/treatment benefit by

hormone receptor status/disease type
(CLEOPATRA trial)-3

Select a tab for more information

Clicking "Zoom" will

_ar - Seroll for Important Safety
FERJETA:  Information including Boxed WARNINGS

el BT e i

Indication and Important Saftety
Information

FERIETA™ (pertuzumab) 1s a HERZ /meu receplor
antagaonist indicated in combination with Herceptin®
itrastuzumab) and docetaxel for the treatment of
patients with HER2-positive metastatic breast
cancer who have not received prior anti-HER2
therapy or chemaotherapy for metastatic disease.

Boxed WARMNINGS: Cardiomyopathy and
Embryo-Fetal Toxicity

LZI-.'JHEM

I

: # PERJETA administration can result in subclinicall.
- and clinical cardiac failure. Evaluate left =,
""| HElﬁ:Elj'LﬂiIFHHNIP']GE:[.;Hr'ljiﬂ-m"l:ll:lﬂth'f B e g e |... _-u e | ..-..l_....- e Ha N
<\ and Em bryo-Fetal Toxicity : See full Pmm%f‘ﬂ Information
Clicking this space will present user with expanded Boxed Link to Pl is static so users

enable users to see
the content in in the
full viewing space.

PERJETA warning text).

WARNINGS view (see p. 31 for expanded view of

can always see and click it.

See pp. 50-59 for
example.

HPK0002464200

IMMUNOG
Phigen
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cgilbert
Callout
Upon initial expand, the page curl will animate to roll down briefly to reveal the option to view additional content (see p. 30 for rolled-down view).

cgilbert
Callout
Clicking "Close" will collapse the banner to the initial state.

cgilbert
Callout
Link to PI is static so users can always see and click it.

cgilbert
Callout
Clicking this space will present user with expanded Boxed WARNINGS view (see p. 31 for expanded view of PERJETA warning text).

cgilbert
Callout
Clicking "Zoom" will enable users to see the content in in the full viewing space. See pp. 50-59 for example.
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Hovering over the
page curl will cause
the page to roll down
to reveal the option
for users to click to
view the alternate
brand content at any
time (see p. 2).

Global - users can use
scroll bars in each
section to navigate the
content

More
survival %
data 2 the CLEOPATRA trial:

i + Herceptin (trastuzumab) +
el vs placebo + Herceptin +
~ocetaxel

Proven survival benefit for patients,
including ER/PR patient subgroups

« There was an inability to show benefit with PERJIETA in
patients with 'u:n".-'is_cera metastases (n=178; HR=1.42
g5k Cl 071, 2.84)°

Select patient subgroups/treatment benefit by

hormone receptor status/disease type
(CLEOPATRA trialy-*

Select a tab for more information

"I

Boxad WARNINGS: Cardiomyopathy
Qﬁ Z00OM q and Embryo-Fatal Toxicity

HPK0002464200

4 Seroll for Important Safety Close |

Information ineluding Baoxad WARNINGS

Indication and Important Saftety
Information

FERIETA™ (pertuzumab) 1s a HERZ /meu receplor
antagaonist indicated in combination with Herceptin®
itrastuzumab) and docetaxel for the treatment of
patients with HER2-positive metastatic breast
cancer who have not received prior anti-HER2
therapy or chemaotherapy for metastatic disease.

Boxed WARMNINGS: Cardiomyopathy and
Embryo-Fetal Toxicity

+ PERJETA administration can result in subclinical
and clinical cardiac failure. Evaluate left

L e L I B | e N B T T e |

See full Prescrbing Information
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Y
v
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cgilbert
Callout
Hovering over the page curl will cause the page to roll down to reveal the option for users to click to view the alternate brand content at any time (see p. 2).

cgilbert
Callout
Global - users can use scroll bars in each section to navigate the content

cgilbert
Line
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Closa [x

Boxed WARNINGS: Cardiomyopathy and Embryo-Fetal Toxicity

* PERJETA administration can result in subclinical and climical cardiac failure. Evaluate left ventricular
function in all patients prior to and during treatment with PERJETA. Discontinue PERJETA
treatment for a confirmed clinically significant decrease in left ventricular function

* Exposure to PERJETA can result in embryo-fetal death and birth defects. Studies in animals have
resulted in oligohydramnios, delayed renal development, and death. Advise patients of these risks
and the need for effective contraception

Please see PERJETA full Prescribing Information including Boxed WARNINGS for additional Important

Safety Information.

Q. ZOOM OUT
Clicking "zoom out"
returns the user to
the prior view.
P HPK0002464200 IMMUNOGEN 2335, pg. 31
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mclarke
Callout
Clicking "zoom out" returns the user to the prior view.
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3200M 1]

For all tabbed charts, users can click a tab
to reveal which data they want to view

Boxad WARNINGS: Cardiomyopathy

and Embryo-Fatal Toxicity

HPK0002464200

i
F

Category n HR 05% CI

All patients 808 01, 0.75 I
P<0.0001

Hormone receptor status

Positive [ER+andior PR+ 308 0.72 0.55, 0.95

Negative (F-and PR 408 0.55 042,072

Disease type

Visceral dizease &30 0.55 0.45, 0.68

Nomvisceral disease 178 0.96 061, 1.52

4
_ar Seroll for Important Safety
FERJETA:  Information including Boxed WARNINGS

el BT e i

Indication and Important Saftety
Information

FERIETA™ (pertuzumab) 1s a HERZ /meu receplor
antagaonist indicated in combination with Herceptin®
itrastuzumab) and docetaxel for the treatment of
patients with HER2-positive metastatic breast
cancer who have not received prior anti-HER2
therapy or chemaotherapy for metastatic disease.

Boxed WARMNINGS: Cardiomyopathy and
Embryo-Fetal Toxicity

+ PERJETA administration can result in subclinical
and clinical cardiac failure. Evaluate left

L e L I B | e N B T T e |

See full Prescrbing Information

Closa [x

I

"X
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cgilbert
Callout
For all tabbed charts, users can click a tab to reveal which data they want to view

cgilbert
Rectangle
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OS data

3200M 1]

Boxad WARNINGS: Cardiomyopathy

and Embryo-Fatal Toxicity

HPK0002464200

.Enteuurr n HR 05% CI

All patients 808 RE0) 052, "'“m
P=0.0008

Hormone receptor status

Positive [ER+andior PR+ 308 0.713 0.50,1.06

Negative (F-and PR 408 0.57 041,079

Disease type

Visceral dizease &30 0.57 044,074

Nomvisceral disease 178 1.42 0.71, 2.64

4
_ar Seroll for Important Safety
FERJETA:  Information including Boxed WARNINGS

el BT e i

Indication and Important Saftety
Information

FERIETA™ (pertuzumab) 1s a HERZ /meu receplor
antagaonist indicated in combination with Herceptin®
itrastuzumab) and docetaxel for the treatment of
patients with HER2-positive metastatic breast
cancer who have not received prior anti-HER2
therapy or chemaotherapy for metastatic disease.

Boxed WARMNINGS: Cardiomyopathy and
Embryo-Fetal Toxicity

+ PERJETA administration can result in subclinical
and clinical cardiac failure. Evaluate left

L e L I B | e N B T T e |

See full Prescrbing Information

Closa [x

I

"X
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cgilbert
Text Box
OS data
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Fmﬁu_ml disease 178 1.42

0.71,2.84

FR=progeaterona recepior.

fesults of & multicenter, randomized double-blind,

FERJETA plus trastuzumah and docetaxel.

Significant improvement in PF5Y

34

Q ZOOM | R aad Emivryo Fotal Toxieit

Median |RF-assessed Meadian notyet raachad

HA =kazard ratio; Cl=confidence interval; ER=estrogen receptor;

placeba-controlled phaze | trial in which patients were randomly
allocated to receive placebo plus trasturumab and docetasal or

%

reducticn in risk

HPK0002464200

I

"I

~ Close [x]

i Seroll for Important Safety
F-EH'JETA' Information ineluding Boxed WARNIM G5
peisr

= mamy

Indication and Important Saftety
Information

PERJETA" (pertuzumab) is a HER2 /neu receplor
antagonist indicated in combination with Herceptin®
itrastuzumab) and docetaxel for the treatment of
patients with HER2-positive metastatic breast
cancer who have not received prior anti-HER2
therapy or chemaotherapy for metastatic disease.

Boxed WARMNINGS: Cardiomyopathy and
Embryo-Fetal Toxicity

+ PERJETA administration can result in subclinical
and clinical cardiac failure. Evaluate left

P L I I L I e e e |

L e

See full Prescrbing Information

I

Y
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d 4 % i - Seroll for Important Safety Close [x]
reduction in risk F-EH':JETA' Information ineluding Boxed WARNIM G5
of dagth [l E [
Median IRF-assassed Median notyet reachad m Indication and Important Safety m
PFS improvement for PERJETA arm vs Information
18.5vs 124 months 37.6 months
(HR=062; B6% CI: 0.61, {HR-0.56 9% CI: 062, 0.84; PERIETA* (pertuzumab) is a HER2/neu receptor
0.75; P<00001) i, 000"

antagonist indicated in combination with Herceptin®
itrastuzumab) and docetaxel for the treatment of
patients with HER2-positive metastatic breast

*At the time of the final PFS analysis, 05 was not mature, and first cancer who have not received prior anti-HERZ

interim 08 analysie results did not meet the prespecified therapy or chemotherapy for metastatic disease.

stopping boundary for statistical significance.’ Boxed WARNINGS: Cardiomyopathy and

"Stratified by prios fregtment status and gaographic region. Embryo-Fetal Toxicity
The HA E-Iilrlf-# P—~'3|1I1;-=_fﬂ_f the EEFﬂ_IIiintﬂélm al:ﬁaé'r:ilh?f Uﬁ crossel 1 s PERJETA administration can result in subelinicall
the predefinad efficacy stopping boundary (HR=0.734, P<0.0138), = and clinical cardiac failure. Evaluate left -
- .;"'I HI:I:l:EII:j'l.l"p'.l.J.q_"'“r'“:i.,"';:|:Elrdiﬂl'l'"'l:l[:l-ﬂt"l'_" ———— B _H—— E.__ _—=i__—_ E_ _-ll == s ..-..l-_....- -— -1 W
X ZOOM (X .nd Embryo-Fetal Toxicity : See full Prescribing Information
HPK0002464200 IMMUNOGEN 2335, pg. 35
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*

*

*

~efined efficacy stopping boundary (HR=00334, P<0.0138]),

+ At the time of anakhysis, there were 191 (47.5%) and

242 {59.6%) patients with a PFS event in the PERJETA +
Herceptin + docetaxel and placebo + Harceptin +
docetaxel arms, respectively!

Madian follow-up was 30 months (1 year following
the first interim analysis) for both the PERJETA-based
regimen and the placebo + Herceptin + docetaxel
arm {Kaplan-Meier estimate)*

More than 50% of patients in the PERJETA + Herceptin
+ docetaxel arm were alive at the time of the secand
interirn anafysis, thereby indicating that the median
0% for this arm had not yet been reached

At the tirme of analysis, there were 113 (28.1%) and
154 (37.9%) deaths in the PERJETA + Herceptin +
docetaxel arm and the placebo + Herceptin +
docetaxel arm, respectively’

¢y Boxad WARNINGS: Ca rdiomyopathy

A and Embryo-Fetal Toxicity

HPK0002464200

I

"I

_ar e Seroll far Important Safety
FERJETA:  Information including Boxed WARNINGS

el BT e i

Indication and Important Saftety
Information

FERIETA™ (pertuzumab) 1s a HERZ /meu receplor
antagaonist indicated in combination with Herceptin®
itrastuzumab) and docetaxel for the treatment of
patients with HER2-positive metastatic breast
cancer who have not received prior anti-HER2
therapy or chemaotherapy for metastatic disease.

Boxed WARMNINGS: Cardiomyopathy and
Embryo-Fetal Toxicity

+ PERJETA administration can result in subclinical
and climical -:ar'dia-c failure. F_ualuate left

L e e il e B el Al crEa e i e - B

Saa full Prescrbing Iifnnnatu:m

Closa [x

I

"X
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axel arm and the placebo + Herceptin +
acetaxel arm, respactively’

+ The most commaon NCI-CTCAE éversion 3 Grade 3-4
adwverse reactions {=2%) wera neutropenia, febrila
neutropenia, leukopenia, diarrhea, peripheral
naurppathy, anemia, asthenia, and fatigue!

Select Important Safety Information:
Left Ventricular Dysfunction
Decreases in left ventricular ejection fraction (LVEF)

including PERJETA. Assess LVEF prior to initiation of
PERJETA and at regular intervals (ag, every 3 manths in
the metastatic setting} during treatment to ensure that
LVEF is within the institution's mormal limits. If LVEF is
<45%, oris 45% to 459% with a 10% or greater absolute
decrease below the pretreatment value, withhold
PERJETA and trastuzumab and repeat L"-'EF assessment

within Eﬁmxlmal 3 weeks. Disco

HPK0002464200

have been reported with drugs that block HER2 activity,

rdiamyopathy

Seroll for Important Safety

-
Information ineluding Boxed WARNIM G5

FERJETA

ol BT b e

Indication and Important Saftety
Information

PERJETA" (pertuzumab) is a HER2 /neu receplor
antagonist indicated in combination with Herceptin®
itrastuzumab) and docetaxel for the treatment of
patients with HER2-positive metastatic breast
cancer who have not received prior anti-HER2
therapy or chemaotherapy for metastatic disease.

Boxed WARMNINGS: Cardiomyopathy and
Embryo-Fetal Toxicity

+ PERJETA administration can result in subclinical
and climical n:ar'diac failure. Ewal uate left

L e L B | T T N |

En full Prescrbing Irfnnnatu:m

Clasa [x)

I

Y
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« below the pretreatment value, withhold
JETA and trastuzumab and repeat LWVEF assessment
within approximately 3 weeks. Discontinue PERJETA and
trastuzumab if LVEF has not improved or has daclined
further, unlass the benefits for the individual patient
outweigh the risks.

Mo=st commion adverse reactions [ARs):

All Grades (>30°%) or Grades 3-4 (>2%)

Select a tab for more information

All Grades (%) Grades 3-4, %
FERJETA | Placebo +
AH + Harceptin | Herceptin +
+ docetaxel | docetaxsl
{ n=A007) {n=2347]

¢y Boxed WARNINGS: Cardiomyopathy

A and Embryo-Fetal Toxicity

HPK0002464200

I

llhl{

Seroll for Important Safety

o
T
Information ineluding Boxed WARNIMN G5

FERJETA

ol BT b e

Indication and Important Safety m

Information

PERJETA™ (pertuzumab) is a HER2 /neu receplor
antagonist indicated in combination with Herceptin®
itrastuzumab) and docetaxel for the treatment of
patients with HER2-positive metastatic breast
cancer who have not received prior anti-HER2
therapy or chemaotherapy for metastatic disease.

Boxed WARMNINGS: Cardiomyopathy and
Embryo-Fetal Toxicity

Closa [x]

# PERJETA administration can result in subclinical
and climical -_'ar'diac failure. Ewal uate left

Ll T e L e e L e L T TP, |

En full Prescrbing Iifnnnatu:m
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21l Grades |

AR

| Diarrhea
Alopecia
Neutropenia
Nausea
Fatigue
HRash

] ZOOM

PERJETA

+ Harceptin

+ docetaxel
(n=407)

B6.8
60.9
2.8
42.3
37.6
dd.7

_|'|:|] Grades 3'4, %

Placebo +
Herceptin +
docetaxal

(n=387)

463
605
196
116
368
2.2

A and Embryo-Fetal Toxicity

HPK0002464200

—

"I

o 'H Seroll for Important Safety
FERJETA:  Information including Boxed WARNINGS
il BT b i

Indication and Important Safety
Information

FERIETA™ (pertuzumalb) 1s a HERZ 'neu receptol
antaganist indicated in combination with Herceptin®
itrastuzumab) and docetaxel for the treatment of
patients with HER2-positive metastatic breast
cancer who have not received prior anti-HER2
therapy or chemaotherapy for metastatic disease.

Boxed WARMNINGS: Cardiomyopathy and
Embryo-Fetal Toxicity

# PERJETA administration can result in subclinical
and clinical cardiac failure. Evaluate left

o il e B el o mal ciia e i e - WD

See full Prescrbing Information
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q Boxad WARNINGS: Cardiomyopathy

and Embryo-Fatal Toxicity

= 0b.g 19.3 o - Seroll for Important Safety Llose [x
alopecia G0.9 B0 & FERJETA:  Information including Boxed WARNINGS
Neutropenia 528 196 R

B i :
P : : m Indication and Important Saftety m
Nausea 42.3 41.6 Information
Fatigue 376 J6.8 PERJETA™ (pertuzumab) is a HER2/neu receplor
antagaonist indicated in combination with Herceptin®
Rash 337 242 itrastuzumab) and docetaxel for the treatment of
: patients with HER2-positive metastatic breast
Neuropathy peripheral 324 338 cancer who have not received prior anti-HER2
Fabrile neutropenia 1328 16 therapy or chemaotherapy for metastatic disease.
Leukopenia 18.2 204 Boxed WARNINGS: Cardiomyopathy and
Anemia 771 18.9 Embryo-Fetal Toxicity
. : # PERJETA administration can result in subclinicall.
Asthenia 26.0 30.2 - and clinical cardiac failure. Evaluate left 2.
e N I B R e

See full Prescrbing Information
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| Grades %) Grades 3-4, %

AR

| Diarrhea
Alopecia

Neutropenia

Nausaa
Fatigue

Hash

] ZOOM

PERJETA T Placebo +

+ Harceptin | Herceptin +

+ docetaxel | docetaxel
(n=407) {n=247)

FA: 5.0
0.0 0.3
83 | 458
1.2 0.5
2.2 3.3
0.7 0.8

|
VARNINGS: Cardiomyopathy
A and Embryo-Fetal Toxicity

HPK0002464200

—

"I

o 'H Seroll for Important Safety
FERJETA:  Information including Boxed WARNINGS

el BT e i

Indication and Important Safety
Information

FERIETA™ (pertuzumab) 1s a HERZ /meu receptor
antaganist indicated in combination with Herceptin®
itrastuzumab) and docetaxel for the treatment of
patients with HER2-positive metastatic breast
cancer who have not received prior anti-HER2
therapy or chemaotherapy for metastatic disease.

Boxed WARMNINGS: Cardiomyopathy and
Embryo-Fetal Toxicity

# PERJETA administration can result in subclinical
and clinical cardiac failure. Evaluate left

Ll T e il e B el o mal ciia e i e - WD

See full Prescrbing Information
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q Boxad WARNINGS: Cardiomyopathy

and Embryo-Fatal Toxicity

r I3 .0 o e
F- _ar Seroll far Important Safety Close x
~pecia 0.0 0.3 FPERJETA:  Information including Boxed WARNINGS
= N LT v i
Neutropenia 48.9 458 g
m Indication and Important Saftety m
Nausea 1.2 0.5 Information
FE'[II;LIEI 2.2 3.3 FERIETA™ (pertuzumab) 1s a HERZ /meu receplor
antagonist indicated in combination with Herceptin®
Rash 0.7 0.8 itrastuzumab) and docetaxel for the treatment of
Neuropathy perpheral 37 20 patients with HER2-positive metastatic breast
. : cancer who have not received prior anti-HERZ
Febrile neutropenia 13.0 1.3 therapy or chematherapy for metastatic disease.
Leukopenia 12.3 146 Boxed WARMNINGS: Cardiomyopathy and
Aremia 75 15 Embryo-Fetal Toxicity
Asthenia 25 15 : # PERJETA administration can result in subclinicall.
- and clinical cardiac failure. Evaluate left et
S i Se e Ciee e = s ) e s sns e - e e O

See full Prescrbing Information
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l.-mferenr:&s: 1. PFERJETA Prescrbing Information.

L L ¥ B

Genentech, Inc. September 2013, 2. Basalga J, Cortes
J, Kim 5B, et al. Pertuzumab plus trasturumab plus
docetaxel far matastatic breast cancar. N Engl J Med.
201 2;366:108-118. 3. Swain 5K, Kim SE, Cortes J, at al.
Pertuzumab, trastuzumab, and docstaxel for
HERZ-positive metastatic breast cancer [CLEOPATRA
study ) overall survival results from a randomised,
double-blind, placsba-controlled, phase 3 study.
Lancel. 2013;14:461-471. 4. Data on file. Genentech,
Inc.

l Contact a Representative »

This link takes

contact a
representative

users to brand site
page to sign up to

e Clasa [x]

Seroll for Important Safety

T
Information ineluding Boxed WARNIM G5

PERJETA
i

= mamy

Indication and Important Saftety
Information

PERJETA" (pertuzumab) is a HER2 /neu receplor
antagonist indicated in combination with Herceptin®
itrastuzumab) and docetaxel for the treatment of
patients with HER2-positive metastatic breast
cancer who have not received prior anti-HER2
therapy or chemaotherapy for metastatic disease.

Boxed WARMNINGS: Cardiomyopathy and
Embryo-Fetal Toxicity

+ PERJETA administration can result in subclinical
and clinical cardiac failure. Evaluate left

B L B L I . T P

See full Prescrbing Information
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' 7 Fape L=
meferences: 1. PERJETA Prescribing Information.

Genentech, Inc. September 2013, 2. Basalga J, Cortes

docetaxel far matastatic breast cancar. N Engl J Med.
201 2;366:108-118. 3. Swain 5K, Kim SE, Cortes J, at al.
Pertuzumab, trastuzumab, and docstaxel for
HERZ-positive metastatic breast cancer [CLEOPATRA
study ) overall survival results from a randomised,
double-blind, placsba-controlled, phase 3 study.
Lancel. 2013;14:461-471. 4. Data on file. Genentech,
Inc.

J, Kim 5B, et al. Pertuzumab plus trasturumab plus ﬂ

l Contact a Representative » Jj
|;"| o A B B R " di B __
+ Z00OM

HPK0002464200

e Clasa [x]

i Seroll for Important Safety
FERJETA Information ineluding Boxed WARNIM G5
[E LA r Ty O T Tee—
treatment. Advise patients to contact their
healthcare provider immediately if they suspect
they may be pregnant

— Encourage women who may be exposed 1o
PERJETA during pregnancy to enroll in the

MotHER Pregnancy Registry by contacting
1-B00-690-6720

— Monitor patients who become pregnant during
PERJETA therapy for oligohydramnios

Additional Important Safety Information

PERJETA is contraindicated in patients with known
hypersensitivity to pertuzumab or to any of its
excipients.

See full Prescrbing Information
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' 7 Fape L=
meferences: 1. PERJETA Prescribing Information.

Genentech, Inc. September 2013, 2. Basalga J, Cortes
J, Kim 5B, et al. Pertuzumab plus trasturumab plus
docetaxel far matastatic breast cancar. N Engl J Med.

Pertuzumab, trastuzumab, and docstaxel for
HERZ-positive metastatic breast cancer [CLEOPATRA
study ) overall survival results from a randomised,
double-blind, placsba-controlled, phase 3 study.
Lancel. 2013;14:461-471. 4. Data on file. Genentech,
Inc.

HPK0002464200

2012:366:102-119. 3. Swain M, Kim 5B, Cortes J, &t al.

I

—— Seroll for Important Safety
FERIETA Information ineluding Boxed WARNIM G5
[

= mamy

Left Ventricular Dysfunction (LVD)

+ In Study 1, for patients with MEC, left ventricular
dysfunction, which includes symptomatic left
ventricular systolic dysfunction (LVSD) {congestive
heart faillure) and decreases in left ventricular
ejection fraction (LVEF), occurred in 4.4% of
patients in the PERJETA-treated group and in 8.3%
of patients in the placebo-treated group

# Assess LVEF prior 1o initiation of PERJETA and at
regular intervals {eg, every 3 months in the
metastatic setting) during treatment o ensure
that LVEF is within yvour institution’s normal limits

# Withhold PERJETA and Herceptin and repeat LVEF
assessment within 3 weeks in patients with

See full Prescrbing Information

e Clasa [x]

I
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' 7 Fape L=
meferences: 1. PERJETA Prescribing Information.

Genentech, Inc. September 2013, 2. Basalga J, Cortes
J, Kim 5B, et al. Pertuzumab plus trasturumab plus
docetaxel far matastatic breast cancar. N Engl J Med.
201 2;366:108-118. 3. Swain 5K, Kim SE, Cortes J, at al.
Pertuzumab, trastuzumab, and docstaxel for
HERZ-positive metastatic breast cancer [CLEOPATRA
study ) overall survival results from a randomised,
double-blind, placsba-controlled, phase 3 study.
Lancel. 2013;14:461-471. 4. Data on file. Genentech,
Inc.

HPK0002464200

I

i Seroll for Important Safety

FERJETA Information ineluding Boxed WARNIM G5

= L g+ s m—
significant decrease in IVEF. Discontinue PERJETA
and Herceptin if LVEF has not improved or has
declined further

Infusion-Assaciated Reactions

# PERJETA has been associated with infusion
reactions

+ In Study 1, for patients with MEC, when all drugs
were administered an the same day, the most
common infusion reactions in the
PERJETA-treated group (=1.0%) were fatigue,
dysgeusia, hypersensitivity, myalgia, and
warmiting

+ IF a significant infusion reaction occurs, slow or
See full Prescrbing Information

e Clasa [x]
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' 7 Fape L=
meferences: 1. PERJETA Prescribing Information.

Genentech, Inc. September 2013, 2. Basalga J, Cortes
J, Kim 5B, et al. Pertuzumab plus trasturumab plus
docetaxel far matastatic breast cancar. N Engl J Med.
201 2;366:108-118. 3. Swain 5K, Kim SE, Cortes J, at al.
Pertuzumab, trastuzumab, and docstaxel for
HERZ-positive metastatic breast cancer [CLEOPATRA
study ) overall survival results from a randomised,
double-blind, placsba-controlled, phase 3 study.
Lancel. 2013;14:461-471. 4. Data on file. Genentech,
Inc.

HPK0002464200

I

d_....a"f Seroll for Importart Safety Closa [x]

FERJETA Information ineluding Boxed WARNIM G5
= L g+ = e
interrupt the infusion and administer appropriate m
medical therapies. Monitor patients carefully until
complete resalution of signs and symptoms.,
Consider permanent discontinuation in patients
with severe infusion reactions

Hypersensitivity Reactions/Anaphylaxis

# In Study 1, the overall frequency of
hypersensitivity/anaphylaxis reactions was 10.8%
in the PERJETA=treated group and 9.1% in the
placebo=treated group. The incidence of Grades
=4 reactions was 2.0% and 2.5%, respectively,
according 1o NCI=CTCAE {(version 3)

+ Patients should be observed closely for

hisnacs asmalel dive vasnailanms Falisen boasacs soms bl s

See full Prescrbing Information
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: Fa e 0 pr
' d_,...a"'"f Seroll for Importart Safety Closa [x]
meferances: 1. PERJETA Prescrbing Information. pr"‘mEﬁ'JET.-":"-.' Information including Boxed WARNINGS

Gengntech, Inc. Saptember 2013, 2. Basalga J, Cortes e :
J, Kim SB, et al. Pertuzumab plus trastuzumab plus m hiypersensitivity reactions. Severe hy ﬂErEEI’IS-Ill'n‘I!',.'.m
docetaxel for matastatic braast cancer. N Engl J Med. including anaphylaxis, has been observed in

2012:366:109-112. 3. Swain SM, Kim SE, Cortes J, et al. clinical trials of PERJETA
Partuzumaly, trastuzumab, and docataxal for HERZ T i
HERZ-positive metastatic breast cancer [CLEQPATRA esting

study ) overall survival results from a randomised, 0
etection of HERZ protein overexpression is
double-blind, placsba-controlled, phase 3 study. * : b i e

R ) necessary for selection of patients appropriate for
ILr.::n.':E!. 201 3:149:481-471. 4. Data on filae. Genentech, PERJETA therapy because these are the only

patients studied and for whom benefit has been
shown

l Contact a Reﬂfﬂsentatlve » Most Common Adverse Reactions

# [n metastatic breast cancer, the most Commaon

— ——— adverse reactions {=30%) with PERJETA in
QZooMm |] . v Fotal Todct - See full Prescribing Information

al®

HPK0002464200 IMMUNOGEN 2335, pg. 48

Phigenix v. Immunogen
IPR2014-00676



49 of 59

' 7 Fape L=
meferences: 1. PERJETA Prescribing Information.

Genentech, Inc. September 2013, 2. Basalga J, Cortes
J, Kim 5B, et al. Pertuzumab plus trasturumab plus
docetaxel far matastatic breast cancar. N Engl J Med.

Pertuzumab, trastuzumab, and docstaxel for
HERZ-positive metastatic breast cancer [CLEOPATRA
study ) overall survival results from a randomised,
double-blind, placsba-controlled, phase 3 study.
Lancel. 2013;14:461-471. 4. Data on file. Genentech,
Inc.

HPK0002464200

2012:366:102-119. 3. Swain M, Kim 5B, Cortes J, &t al.

I

i Seroll for Important Safety

FERJETA Information ineluding Boxed WARNIM G5

= L g+ ™ e

+ |n metastatic breast cancer, the most commaon
adverse reactions 30%) with PERJETA in
combination with Herceptin and docetaxel were
diarrhea, alopecia, neutropenia, nausea, fatigue,
rash, and peripheral neuropathy

You may report side effects to the FD& at
1-BO0-FDA-1088 or www.fda.gov/medwatch.
You may also report side effects to Genentech at
1-BBB-B35-2555.

Please see PERJETA full Prescribing Information
including Boxed WARNINGS for additional
Important Safety Information.

See full Prescrbing Information

e Clasa [x]
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Results of the CLEOPATRA trial: PERJETA + Herceptin
(trastuzumab) + docetaxel vs placebo + Herceptin + docetaxel

Proven survival benefit for patients, including ER/PR patient

subgroups

Closa [x

« There was an inability to show benefit with PERJETA in patients with nonvisceral
metastases (n=178; HR=1.42 |95% CI: 0.71, 2.84])°

Select patient subgroups/treatment benefit by hormone receptor status/disease

type (CLEOPATRA trial)*-?

PFs

95% CI

95% CI

0.63

0.51, 0.75

0.52, 0.84

Q. ZOOM OU

Boxed WARNINGS: Cardiomyopathy

and Embryo-Fatal Toxicity

HPK0002464200

I
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Closea |x
Boxed WARNINGS: Cardiomyopathy and Embryo-Fetal Toxicity
* PERJETA administration can result in subclimical and clinmical cardiac failure. Evaluate left ventricular

function in all patients prior to and during treatment with PERJETA. Discontinue PERJETA
treatment for a confirmed clinically significant decrease in left ventricular function

* Exposure to PERJETA can result in embryo-fetal death and birth defects. Studies in animals have
resulted in oligohydramnios, delayed renal development, and death. Advise patients of these risks

and the need for effective contraception
Please see PERJETA full Prescribing Information including Boxed WARNINGS for additional Important
Safety Information.

Q. BACKTO ZOOM
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Close [x

Select patient subgroups/treatment benefit by hormone receptor status/disease
type (CLEOPATRA trial)'-*

C PFS 08 m
ateqgory n
HR 95% C| HR 95% CI
. 0.63 0.51, 0.75 0.66 0.52, 0.84
All patients 808 %
P<0.0001 P=0.0008
Hormone receptor status
Positive (ER+ and/or PR4) 388 0.72 0.6, 0.95 0.73 050, 1.06
Megative (ER— and PR} 408 055 0.42,072 0.57 041,079
Disease type a

C}\ ZO0OM QUT Boxed WARNINGS: Cardiomyopathy

and Embryo-Fatal Toxicity
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Disease type Close [x]
Visceral disease 0.55 0.45, 0.68 0.57 044 0.74 ﬂ
Monvisceral disease 178 0.96 0.61, 1.62 1.42 071,284 |

HR=hazard ratio; Cl=confidence interval; ER=estrogen receptor; PR=progesterone receptor.

Results of a multicenter, randomized double-blind, placebo-controlled phase Il trial in which patients were randomly
allocated to receive placebo plus trastuzumab and docetaxel or PERJETA plus trastuzumab and docetaxal

Significant improvement in PFS™

Q. ZOOM OQUT

6.1

HPK0002464200

4o,
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Significant improvement in PF5'

Median IRF-assessed PFS improvement
18.5 vs 124 months

(HR=0.62; 95% CI: 0.51, 0.75; P<0_.0:001)

Q. ZOOM OQUT

HPK0002464200

Clasa [x)

34,

reduction in risk
. ofdeath _

Median not yet reached for PERJETA arm
vs 37.6 months

(HR=0.586; 35% CI: 0.52, 0.84; P=0.0008%

I
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At the timne of the final PFS analbysis, 05 was not mature, and first interim 0% analysis results did not meet the Llosa [x
praspecified stopping boundary for statistical significance.

"Stratified by prior treatmeant status and geographic region ! m

The HR and P-value for the sacond interim analysis of 0% crossed the predefined efficacy stopping boundary
{HR =735, P=0.0138)

« Al the time of analysis, there were 191 (47.5%) and 242 (59.6%) patients with a PFS event
in the PERJETA + Herceptin + docetaxel and placebo + Herceptin + docetaxel arms,
respectively*

« Median follow-up was 30 months (1 vear following the first interim analysis) for both the
FERJETA-based regimen and the placebo + Herceptin + docetaxel arm (Kaplan-Meier
estimate)'*

« More than 50% of patients in the PERJETA + Herceptin + docetaxel arm were alive at the
time of the second interim analysis, thereby indicating that the median OS5 for this arm
had not yel been reached?

al®Q

C}\ ZO0OM QUT Boxed WARNINGS: Cardiomyopathy

and Embryo-Fatal Toxicity
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had not yel been reached? Close [x

« Al the time of analysis, there were 113 (28.1%) and 154 (37.9%5) deaths in the PERJETA +
Herceptin + docetaxel arm and the placebo + Herceptin + docetaxel arm, respectively? m

« The most common NCI-CTCAE (version 3) Grade 3-4 adverse reactions (>2%) were
neutropenia, febrile neutropenia, leukopenia, diarrhea, peripheral neuropathy, anemia,
asthenia, and fatigue!

Select Important Safety Information: Left Ventricular Dysfunction

Decreases in left ventricular gjection fraction (LVEF) have been reported with drugs that
block HERZ2 activity, including PERJETA. Assess IVEF prior to initiation of PERJETA and at
reqular intervals (eq, every 3 months in the metastatic setting) during treatment to ensure
that LVEF is within the institution’'s normal limits. If LVEF is «<45%, or is 45% to 49% with a
10% or greater absolute decrease below the pretreatment value, withhold PERJETA and
trastuzumab and repeat LVEF assessment within approximately 3 weeks, Discontinue
FERJETA and trastuzumab if LVEF has not improved or has declined further, unless the

al®Q

Boxed WARNINGS: Cardiomyopathy
G‘\- ZOOM OUT and Embryo-Fatal Toxicity :
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trastuzumab and repeat LVEF assessment within approximately 3 weeks, Discontinue  Closa [x
FERJETA and trastuzumab it LVEF has not improved or has dedlined further, unless the
benefits for the individual patient outweigh the risks.

Most common adverse reactions: All Grades (>30%) or Grades 3-4 (>2%)’
Placebo+Herceptin+docetaxel (n=397) | PERJETA+Herceptintdocetaxel (n=2307)
All Grades (%) Grodes 3-4 (%) All Grades (%] Grades 3-4 (%)
Diarrhea 46.3 5.0 66.8 19
Alopecia 60.5 0.3 60.9 0.0
Neutropenia 496 45.8 52.8 489
Nausea 41.6 0.5 42.3 1.2 i
Fatigue 36.8 33 976 22 v

I

Boxed WARNINGS: Cardiomyopathy
G‘\- ZOOM OUT and Embryo-Fatal Toxicity :
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Neutropenia

Mausea

Fatigue

Rash

Neuropathy peripheral
Febrile neutropenia

Leukopenia

Anemia
Asthenia

49.6
41.6
36.8
242
338

16
204
18.9
an.2

Q. ZOOM OQUT

458
0.5
3.3
0.8
2.0
13

146
3.5
1.5

HPK0002464200

52.8
42.3
1.6
337
32.4
13.8
18.2
23.1
26.0

Boxed WARNINGS: Cardiomyopathy

and Embryo-Fatal Toxicity

485
12
22
0.7
3.2

13.0

12.3
25
25

Closa [x

I
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rebre et operid .o [ ] | S RY |:|EI5-ETI]
Leukopenia 204 146 18.2 12.3
Anemia 189 35 21 25 |l
Asthenia 302 15 260 25

Q. ZOOM OQUT

1 Contact a Representative >

HPK0002464200

References: 1. PERJETA Prescribing Information. Genentech, Inc. September 2013, 2. Baselga ), Cartes |, Kim
5B, et al. Pertuzumab plus trastuzumab plus docetaxel for metastatic breast cancer. N Engl | Med.
2012:366:10%9-119. 3. Swain SM, Kim 5B, Cortes |, et al. Pertuzumab, trastuzumab, and docetaxel for
HERZ-positive metastatic breast cancer (CLEOPATRA study): overall survival results from a randoamised,
double=blind, placebo-contralled, phase 3 study. Larncet. 20135,14:461-471. 4. Data on file. Genentech, Inc.
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