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Safetv first! Read bElCrW to see the

imports nt Safetv lnformat ion

Important Safety Information

Boxed WARNINGS:

HEPATOTOXICITV, CARDIAC

TIIIIII'ICIwGIT‘I'flr EMBRYD-FETAL

TICIIIKIwIIIT‘IIr

* Do Not Substitute ILADC‘I'LA for or With

Trastuzu mah

* Hepatotoxicitv: Serious hepatotonficitvllr has

been reported, including liver failure and

death in patients treated with KADIIVLA.

Monitor serum transaminases and hiliruhin

prior to initiation of ICADC‘I'LA treatment and

prior to each KADCYLA dose. Fleduce dose

or discontinue ILADC‘I'LA as appropriate in

cases of increased serum transaminases or

total hiliruhin

* lIllardiac Toxicitv: ICADC‘I'LA administration

mavllr lead to reductions in left ventricular

ejection fraction [LVEFL Evaluate left

ventricular function in all patients prior to
Iona-l .rlJlrilII-n 'I-rn-I'Irrlnn'l- Infill-I. "PEN-VI. A
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Safetv first! Read below to see the

lm ports nt Safetv lnformat ion

ventricular function in all patients prior to

and during treatment with KADEVLA.

With hold treatment for clinicallvllr significant

decrease in left ventricular function

' Emhrvo-Fetal Toxicitv: Exposure to

KADC‘I'LA can result in emhrvo-fetal death

or birth defects. Advise patients of these

rislts and the need for effective

contraception

Additional Important Safety

Information

Left Ventricular Dvsfunction ILVDI

' Patients treated with KADCYLA are at

increased risk of developing L‘UD. In EMILIA,

L‘U'D occurred in 1.8% of patients in the

KADCYLA—treated group and in 3.3% of

patients in the comparator group.

Permanentlyr discontinue KADCYLA if L‘v'EF

has not improved or has declined further

Pregnancv Hegistrv
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Safety first! Read below to see the

lmportant Safety information

' Advise patients to contact their healthcare

proyider immediately if they suspect they

may be pregnant. Encourage women who

may be exposed to KADCTLA during

pregnancy to enroll in the MotHEH

Pregnancy Registry by contacting

1 [sum fififl-Eiflll}

Pulmonary Toxicity

' Cases of interstitial lung disease [ILDL

including pneumonitis, some leading to

acute respiratory distress syndrome or fatal

outcome have been reported in clinical trials

with KADCYLA. ln EMILIA, the overall

frequency of pneumonitis was 1.2%

* Treatment with KADCYLA should be

permanently discontinued in patients

diagnosed with IL[11I or pneumonitis

Infusion—Related Reactions, Hypersensitivity Reactions

' Treatment with KADCYLA has not been

studied in patients who had trastuzumah

permanentlyr discontinued due to infusion-
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Safety first! Read lJElCrW to see the

Important Safety information

studied in patients who had trastuzumah

permanently discontinued due to infusion-

related reactions [lftft]: anda'or

hypersensitivity reactions; treatment with

KADCYLA is not recommended for these

patients. In EMILIA, the overall frequency of

IFtFts in patients treated with KADC‘I’LA was

1.4%

KADCYLA treatment should be interrupted

in patients with severe lftft and permanently

discontinued in the event of a life-

threatening lFtFt. Patients should be closely

monitored for lFtFt reactions, especially

during the first infusion

Thronimcytopenia

' In EMILIA, the incidence of 3: Grade 3

thromhocytopenia was ‘M.5% in the

KADCYLA—treated group and {1.4% in the

comparator group [overall incidence 31.2%

and 3.3%, respectively}

' Monitor platelet counts prior to initiation of

KADCYLA and prior to each KADCYLA dose.
lnE‘I'ii-u‘l'n .r'lnlen mnflifirnfinn: 5|: nnnrnnrin‘l'n
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Safety first! Read lJElCrW to see the

Important Safety information

Institute dose modifications as appropriate

Neurotoxis'rty

' In EMILIA, the incidence of 3: Grade 3

peripheral neuropathy was 2.2% in the

KADCYLA—treated group and {1.2% in the

comparator group [overall incidence 21.2%

and 13.5%, respectiyely}

' Monitor for signs or symptoms of

neurotoxicity. KADCTLA should be

temporarily discontinued in patients

experiencing Grade 3 or 4 peripheral

neuropathy until resolution to 1: Grade 2

HERE Testing

' Detection of HERE protein overexpression or

gene amplification is necessary for selection

of patients appropriate for KADCYLA.

Perform using FDA approved tests by

laboratories with demonstrated proficiency

Extrayns-ation

- I_ unnmn .l. _I:_:__I _J..__I:__ ____l.:___
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Safety first! Read below to see the

Important Safety information

'I In KADCYLA clinical studies, reactions

secondary to extrayasation have been

observed and were generally mild. The

infusion site should be closely monitored

for possible subcutaneous infiltration

during drug administration. Specific

treatment for KADCYLA extrayasation is

unknown

Nursing Mothers

' Discontinue nursing or discontinue

KADCYLA taking into consideration the

importance of the drug to the mother

Adverse Reactions

' The most common ADFts seen with

KADCYLA in EMILIA [frequency 3:- 25%} we re

nausea, fatigue, musculoslteletal pain,

thrombocytopenia, increased

transaminases, headache, and constipation.

The most common NCI-CTCAE [version 3]: 3:

Grade 3 ADHs [frequency es 2%} were

thrombocytooenia. increased
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importance of the drug to the mother

Adverse Reactions

' The most common ADFts seen with

KADCYLA in EMILIA [frequencyr :- 25%} we re

nausea, fatigue, musculoslteletal pain,

thromhocy'topenia, increased

transaminases, headache, and constipation.

The most common NCI-CTCAE [version 3]: 3:

Grade 3 ADHs [freq uencyr es 2%} were

thromhocy'topenia, increased

transaminases, anemia, hypokalemia,

peripheral neuronathyir and fatigue

You are encouraged to re port side effects to Genentech and

the FDA- 1|I"'ou n'1ia1,.lr contact Genentech by calling

'I [333] 335-2555. 1||"'ou mam:r contact the FDA l:'_I1,.Ir 1.irisitin-g

1I.tv.i'iilii'iilii'.fda.gomIrmedwatch or calling

1 [301}! FDA-103:3.

Please see swamps nving full Prescribing Info rmation

for additional inmorta nt safety information, including

Boxed WAHMMGS.
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Safety first! Press here to read the Important

Safety Information

The First antibcdg-drug conjugate For the treatment of

HERE-positive [HEH2+] metastatic breast cancer

[MEIE]

View Prcposed Hechanisrn ofAction

l[Jontact a Representative

Learn more about KADCYLA. Press below for an appointment

with a clinical oncologist specialist.

a l[iontactluns

Tools Sr Resources {/—

1c Dosing and Administrationsaw TDM°°°1360901

1c Dose Modification Worksheet TDM0001545301

1c Mediation Distinction Poster9 TDM0001447200

1: Nurse—tc-Patient Tear Sheet TDM0001361301

ll'Jlinical Data Available

Review significant su rvival results and the adverse reaction

profile demonstrated in the Phase III EIu'lILIA trial-

a Learn more

 
Indication

IlliADIIZYLA= "l [ado—trastuzumab emtansine}, as a single
agent, is indicated for the treatment of patients with HER2—

positive [HER2+}, metastatic breast cancer [MBE} who

previously received trastuzumab and a taxane, separately or

in combination. Patients should have either:

* Received prior therapy for metastatic disease, or

* Developed disease recurrence during or within six

months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATICIIITICIIGl'lIIlIIIT"I"'.r

lSARDIAlII Tliillll'lllllllT"|“'.r ENIRRYD-FEI'AL

TDXIGITY

* Do Not Substitute HEADCYLA for or with Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in patients

treated with KADCYLA. N'Ionitor serum transaminases

and bilirubin prior to initiation of IEADflYLA treatment

and prior to each IEADflYLA dose. Reduce dose or

discontinue IEADtlYLA as appropriate in cases of

increased serum transaminases or total bilirubin

* l[lardiac Toxicity: IEADCYLA administration may lead

to reductions in left ventricular ejection fraction

[LVEFL Evaluate left ventricular function in all

patients prior to and during treatment with IEADIIYLA.

With hold treatment for clinically significant decrease

in left ventricular function

* Embryo-Fetal Toxicity: Exposure to IEAD'IIYLA can

result in embryo-fetal death or birth defects. Advise

patients of these risks and the need for effective

contraception

Additional Important Safety Information:

Left Ventricular Dysfunction lLifDl

* Patients treated with ICADCYLA are at increased risk of

developing LYD. In EMILIA, LYD occurred in 1.3% of

patients in the ICADCYLA—treated group and in 3.3% in

the comparator group. Permanently discontinue

KADCYLA if LYEF has not improved or has declined

further

Pregnancy Registry

* Advise patients to contact their healthcare provider

immediately if they suspect they may be pregnant.

Encourage women who may be exposed to ICADEYLA

during pregnancy to enroll in the MotHER Pregnancy

Registry by contactng 1 {sec} Still-6220

Pulmonary Toxicity

* Cases of interstitial lung disease [|LD}, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatal outcome have been

reported in clinical trials with KADCYLA. In EMILIA,

the overall frequency of pneumonitis was ‘1 .2%

* Treatment with ICADEYLA should be permanently

discontinued in patients diagnosed with ILD or

pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with ICADEYLA has not been studied in

patients who had trastuzumab permanently

discontinued due to infusion—related reactions [IRR}

andlor hypersensitivity reactions; treatment with

KADCYLA is not recommended for these patients. In

EMILIA, the overall frequency of IRRs in patients

treated with ICADCYLA was 1.4%

* ICADEYLA treatment should be interrupted in patients

with severe IRR and permanently discontinued in the

event of a life-threatening IRR. Patients should be

closely monitored for IRR re actions, especially during

the first infusion

Throniaocytopenia

* In EMILIA, the incidence of 2 Grade 3

thrombocytopenia was 111.5% in the ICADCYLA—treated

group and {131% in the comparator group [overall

incidence 31.2% and 3.3%, respectively}

1* Monitor platelet counts prior to initiation of KADCYLA

and prior to each ICADCYLA dose. Institute dose

modifications as appropriate

Neurotoxicity

1* In EMILIA, the incidence of 2 Grade 3 peripheral

neuropathy was 2.2% in the KADEYLA—treated group

and l[1.2% in the comparator group [overall incidence

21.2% and 13.5%, respectively}

* Monitor for signs or symptoms of neurotoxicity.

KADCYLA should be temporarily discontinued in

patients experiencing Grade 3 or 4 peripheral

neuropathy until resolution to 5 Grade 2

HERI2 Testing

* Detection of HER2 protein overexpression or gene

amplification is necessary for selection of patients

appropriate for KADCYLA. Perform using FDA

approved tests by laboratories with demonstrated

proficiency

Extravasaticn

* In KADEYLA clinical studies, re actions secondary to

extravasation have been observed and were

generally mild. The infusion site should be closely

monitored for possible subcutaneous infiltration

during drug administration. Specific treatment for

ICADCYLA extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue KADCYLA taking

into consideration the importance of the drug to the

mother

Adverse Reactions

* The most common ADRs seen with HADEYLA in

EMILIA [frequency 1:- 25%} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia, increased

transaminases, headache, and constipation. The

most common NCl—CTCAE [version 3} 3: Grade 3 ADRs

[frequency 3:- 2%} were th rombocytopenia, increased

transaminases, anemia, hypokalemia, peripheral

neuropathy and fatigue

You are encouraged to report side effects to Genentech and

the FDA. You may contact Genentech by calling

1 {SEE} 335-2555. You may contact the FDA by visiting

www.fda.govfmedwatch or calling 1 [8111]} FDA-103:3.

Please see accompanying full Prescribing Information for

additional important safety information, including

Boxed WARNINGS.

KADCYLA Access Solutions

@Kaclcgla‘i Access Solutions
EClII-iIE-EiLEJVuiil flll'E'E ifl

ICADCYLA Access Solutions helps to resolve access and

reimbursement issues for individual patients every day. Our

dedicated Specialists help bring patient treatment and

practice solutions together.

Our staff can:

* Help confirm benefits and coverage and resolve any

related issues

1* Refer underinsured patients for co- pay assistance

* Provide free medicine to qualified uninsured patients

through the Genentech= Access to Care Foundation

[GATE-F}

* lndividualize services to meet your patients' specific

needs

New! Unique III—code is now available for ICADCYLA

reimbursement. lIllick here for more information.

To speak live with one of our Specialists, call

1 {SEE} 249-4913. You can also visit Genentech-

Access.comII£ADtIYLA for more information.

Additional resources

* Get HADEYLA Access Solutions information

1* See the latest list of distributors

* Download the IEADIIYLA Material Safety Data Sheet

The ICADCYLA and Access Solutions logos are registered

trademarks of Genentech, Inc.

Genentech
.'I .ilu'ruullr'l I _' Erin. JI'Jll-IL' ':.-Illlr_l|

Home I lLiontact Us I Site Map I Important Safety

Information I Privacy Policy I Terms and IlLionditionts

iii 2313 Genentech USA, Inc. All rights reserved.

This site is intended for US residents only.
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¢ Safety first! Pro-I here to read the

Important Safety Information

The first antibody-cl rug conjugate for the

Dlul1* [cytotoxic mo'lrtorlrsinoill'.l

l'I'IEtHE' Inhibits tubulin polymerization to
induce cell-cycle arrest and cell
death

It Learn more ‘4'
* Emte nsine is the combination "

of DM1 _ a cytotoxic

meyrtensinoid, end the stable

MEI: linker.
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Stabilizes KADC‘I'IJ'L in

circulation ta release Dlul1

after entering the targ at cell

It Learn more

* En'lta nsine is the

combination at DM1 , a
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and the stable I'III'IEC
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Safety first! Press here to read the

Important Safety Information

1ii'ieiir Proposed Mechanism ofAction

Contact a Representative

for an appointment with a clinicala Learn more about ltADE‘i'LA. Press below
oncologist specialisL

lGontactus

Tools & Resources

:1 Dosing incl Administration Guide

:1 Dose Mortification Worksheet

:1 Medication Distinction Poster

:1 Hurse—to—Patient Tear Sheet

Glinical Data Available

Review significant survival results and the

adverse reaction profile demonstrated in the

Phase III EMILIA b'ial.

nLeiInmore

 
Indication

KADG‘I'LAI "1 {ado—trastuzumab emtansine}, as
a single agent, is indicated for the treabhent of

patients with HER2—positive [HER2+}, metastatic

breast cancer {MEG} who previously received

trastuzumab and a taxane, separately or in

combination. Patients should have either:

1* Received prior therapy for metastatic

disease, or

* Developed disease recurrence during or

within six months of completing adjuvant

therapy

Important Safety lnfonnation

Boxed WARNINGS:

HEPATDTDXICITV. CARDIAC;

TII'LiKIGI'I'II‘Er EMBRVD-FETAL

TDXIGITV

* DoflotSubstitutellIADG‘t'LAfororwith

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity

has been reported, including liver failure

and death in patients treated with

HADE'I'LA. Monitor semm transaminases

and bilirubin plior to initiation of

flADfl‘i’LA treatment and prior to each

HADE‘PLA dose. Reduce dose or

discontinue KADGVLA as appropriate in

cases of increased semm transaminases

or total bilimbin

* Cardiac Toxicity: KADG‘H'LA

administiation may lead to reductions in

left ventiicular eieclion fraction {LVEH.

Evaluate left ventricular function in all

pafients plior to and during treatment

with IEADITI'LA. 1Il'll'ithhold treatment for

clinically significant decrease in left

ventricular function

* Embryo-Fetal Toxicity: Exposureto

KADS'I'LA can resuft in embryo-fetal

death or b'lth defects. Advise patients of

these Iislcs and the need for effective

contraception

Additional Important Safety

lnfonnation:

Left Ven'b'icular Dysfulction IIH'D]

* Patients treated with HADEYLA are at

increased risl: of developing DID. In

EMILIA, DID occurred in 1.5% of patients

in the KADG‘I'LA—treated group and in

3.3% in the ccmpa rator group.

Permanently discontinue KADGYLA if

L'ul'EF has not improved or has declined

further

Pregnancy Registry

* Advise patients to contact their

healthcare provider immediately if they

suspect they may be pregnant.

Encourage women who may be exposed

to ICADC‘I'LA during pregnancy to enroll

in the Ili‘lotHER Pregnancy Registry by

contacting 1 [30m Still-622"

Pulnonary Toxicity

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to

acute respiratory distress syndrome or

fatal outcome have been reported in

clinical trials with ICADC‘I'LA. In EMILIA,

the overall frequency of pneumonitis was

1.2%

* Treatment with HADEYLA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion—Related Reactions. Hypersensitivity Reactions

* Treatment with HADEYLA has not been

studied in patients who had trastuzumab

permanently discontinued due to

infusion—related reactions IIRR} andior

hypersensitivity reactions: treatment with

KADCTLA is not recommended for these

patients. In EMILIA, the overall frequency

of IRRs in patients treated with EADGYLA

was 1.4%

* KADCTLA treatment should be

interrupted in patients with severe IRS

and permanently discontinued in the

event of a life—threatening IRR. Patients

should be closely monitored for IRS

reactions, especially during the first

infusion

Thrombocytopenia

* In EMILIA, the incidence of: Grade 3

thrombccytopenia was 14.5% in the

KADETLA—treated group and D.4% in the

comparator group [overall incidence

31.2% and 3.3%, respectively}

* Monitor platelet counts prior to initiation

of ICADC‘I'LA and prior to each KADCTLA

dose. Institute dose modifications as

appropriate

flecrrotomici'ty

* In EMILIA, the incidence of: Grade 3

peripheral neu ropathy was 2.2% in the

KADETLA—treated group and D.2% in the

comparator group [overall incidence

21.2% and 13.5%, respectively}

* Monitor for signs or symptoms of

neurotoxicity. KADGTLA should be

temporarily discontinued in patients

experiencing Grade 3 or 4 peripheral

neuropathy until resolution to :1 Grade 2

HR Testing

* Detection of HER2 protein

overexpression or gene amplification is

necessary for selection of patients

appropriate for KADGYLA. Perform using

FDA approved tests by laboratories with

demonstrated proficiency

Exbavasation

* In KADG‘I'LA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The

infusion site should be closely monitored

for possible subcutaneous infiltration

during drug administration. Specific

treatment for KADCTLA extravasation is

unknown

I'llursing Mothers

* Discontinue nursing or discontinue

EADGYLA taking into consideration the

importance of the drug to the mother

Adverse Reactions

* The most common ADRs seen with

KADCTLA in EMILIA {frequency 3: 25%]

were nausea, fatigue, musculoslreletal

pain, thrombocytopenia, increased

transaminases, headache, and

constipation. The most common

HGI—GTCAE [version 3:: 2 Grade 3 ADRs

{frequency 2:- 2%} were

thrombocytopenia, increased

transaminases, anemia, hypo Iralemia,

peripheral neuropathy and fatigue

You are encouraged to report side effects to

Genentech and the FDA. You may contact

Genentech by calling 1 {333] 335-2555. 1'i"'ou may

contact the FDA by visiting

www.fda.gov!medwatch or calling

1 [SW] HltA-tllfl.

Please see accompanying full Prescribing

Information for additional important safety

information, inclucing Boxed 1illitARf‘illfiIGS.

KADC‘t'LA Access Solutions

@Kadcgla‘ Access Solutions
.,'.Il|':'._'.‘5i|_.-'.ll' ._'.,lfl'|'-:1'|5~|'I,'I

KADG‘I'LA Access Solutions helps to resolve

access and reimbursement issues for individual

patients every day. Our dedicated Specialists

help bring patient treabnent and practice

solutions together.

Dur staff can:

* Help confirm benefits and coverage and

resolve any related issues

* Refer underinsu red patients for con-pay

assistance

* Provide free medicine to qualified

uninsured patients through the

Genentech: Access to lCare Foundation

{GATGFI

* Individuaize servicls to meet your

patients’ specific needs

New! Unique C—mde is now available for

KADG‘I'LA reimbursement. Click here for more

information.

To spealc live with one of our Specialists, call

1 [SE] 243-1913. 1it"ou can also visit Genentech-

AccesscomfllIADG‘t'LA for more information.

Additional resources

* Get KADE‘VLA Access Solutions

inforrnafion

* See the latest fist of ristributors

* Dowrload the KADGYLA Material Safety

Data Sheet

The ICADC‘I'LA and Access Solutions logos are

registered trademarks of Genentech, Inc.

Genentech

Home I Contact Us I Site Map I Important Safety
Infomtation I Plivacy Policy I Terms and l[londitions

£22: 2013 Gene ntech |._.|E§.A, Inc. All rights

reserved.

This site is intended for US residents: only.
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Important Safety Information

Boxed WARNINGS: HEPATDTOXICITY,

CARDIAC Tlfllu‘tflfllT‘I".r EMBRYO-FETAL

TICIIIJKIIHT‘IF

* Do hlot Substitute ILADIII‘I'LA for or with Trastuzumah

* Hepatotoxieitf: Serious hepatoto‘.u.'i~c:itvllr has been

reported, including liver failure and death in patients
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Safety first! Press here to read the

Important Safety lnformat ion

The first antibcdg-drug conjugate for the

treatment of HERE-positive [H EHE+]

metastatic breast cancer [MEIC]

Page Name: HCP Homepage

Page Title: KADCYLA® (ado-trastuzumab emtansine) Information for
Healthcare Professionals

Meta Description: Find information for healthcare professionals about

KADCYLA® (ado-trastuzumab emtansine), a treatment for HER2-positive

metastatic breast cancer patients.

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a

single agent, is indicated for the treatment of patients with HER2-positive

(HER2+), metastatic breast cancer (MBC) who previously received

trastuzumab and a taxane, separately or in combination. Patients should have

either: Received prior therapy for metastatic disease, or Developed disease

recurrence during or within six months of completing adjuvant therapy.

Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY,
CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute

KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death in patients treated with

KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of

KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left

ventricular function in all patients prior 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 risks and the need for effective

contraception. The following additional serious adverse reactions have been

reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD),

including pneumonitis, some leading to acute respiratory distress syndrome or

fatality: KADCYLA should be permanently discontinued in patients diagnosed

with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity:

KADCYLA treatment should be interrupted in patients with severe IRR and

permanently discontinued in the event of a life-threatening IRR,

Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and

prior to each dose. Institute dose modifications as appropriate, Peripheral

neuropathy: KADCYLA should be temporarily discontinued in patients

experiencing Grade 3 or 4 peripheral neuropathy until resolution to S Grade 2,

Reactions secondary to extravasation: The infusion site should be closely

monitored for possible subcutaneous infiltration during drug administration.

Additional Important Safety Information: Detection of HER2 protein

overexpression or gene amplification is necessary for selection of patients

appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or

discontinue KADCYLA taking into consideration the importance of the drug to

the mother, The most common adverse drug reactions (frequency > 25%)

across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased transaminases, and

constipation. You are encouraged to report side effects to Genentech and the
FDA Ymr mm/ nnntqnt Gnnnntnnh hv nailinn 1_RRR_RRFI_7FIFIFI Ymr mm/ nnntqnt

Review significant survival results and the adverse

reaction profile demonstrated in the Phase III EMILIA

trial-

a Learn more

 
Indication

KADG‘fLA3 "1 [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of

patients with HER2—positive [HER2+',I, metastatic

breast cancer [MBGI who previously received

trastuzumab and a taxane, separately or in

combination. Patients should have either:

1* Received prior therapy for metastatic disease,

or

1* Developed disease recurrence during or

within six months of completing adjuvant

therapy

Important Safety Information

Boxed WARNINGS:

HEPATIIIITIIIIIrllltlilT'li‘llr CARDIAC

TtIIIIII'lIItIIIT"'I"'.r EMBR‘I’D-FEI'AL T'IIIIIIIIIII'IIIIT‘II“r

1* Do Not Substitute KADCYLA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and

death in patients treated with IEADG‘I'LA.

Monitor serum transaminases and bilirubin

prior to initiation of KADCYLA treatment and

prior to each KADCYLA dose. Reduce dose or

discontinue KADCYLA as appropriate in cases

of increased serum transaminases or total

bilirubin

* lGardiac Toxicity: IEADIIYLA administration

may lead to reductions in left ventricular

ejection fraction [LVEFL Evaluate left

ventricular function in all patients prior to and

during treatment with KADCYLA. Withhold

treatment for clinically significant decrease in

left ventricular function

1* Embryo-Fetal Toxicity: Exposure to IEADG‘I'LA

can result in embryo-fetal death or birth

defects. Advise patients of these risks and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction lL’v'Dl

* Patients treated with KADCYLA are at

increased risk of developing L‘Ir'D. In EMILIA,

L‘v'D occurred in 1.3% of patients in the

KADC‘fLA—treated group and in 3.3% in the

comparator group. Permanently discontinue

ICADfl‘fLA if LVEF has not improved or has

declined further

Pregnancy Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to KADCYLA during pregnancy to

enroll in the MotHER Pregnancy Registry by

contacting 1 {Still} SSH-6320

Pulmonary Toxicity

* Cases of interstitial lung disease [ILD]I,

including pneumonitis, some leading to acute

respiratory distress syndrome or fatal

outcome have been reported in clinical trials

with KADCYLA. In EMILIA, the overall

frequency of pneumonitis was 1.2%

1* Treatment with KADCYLA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with KADCYLA has not been

studied in patients who had trastuzumab

permanently discontinued due to infusio n—

related reactions [IRR]: andfor hypersensitivity

reactions; treatment with KADGH’LA is not

recommended for these patients. In EMILIA,

the overall frequency of IRRs in patients

treated with KADG‘I'LA was 1.4%

1* ICADfl‘fLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—thre atening

IRR. Patients should be closely monitored for

IRR reactions, especially during the first

infusion

Thronicoeytopenia

* In EMILIA, the incidence of 2 Grade 3

thrombocytopenia was 14.5% in the

KADCYLA-treated group and {1.11% in the

comparator group [overall incidence 31 .2%

and 3.3%, respectively}

* Monitor platelet counts prior to initiation of

KADCYLA and prior to each KADCYLA dose.

Institute close modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of 2 Grade 3

peripheral neuropathy was 2.2% in the

KADG‘fLA—treated group and {1.2% in the

comparator group [overall incidence 21.2%

and 13.5%, respectively}

1* Monitor for signs or symptoms of

neurotoxicity. KADCYLA should be

temporarily discontinued in patients

experiencing Grade 3 or A peripheral

neuropathy until resolution to :1 Grade 2

HERE Testing

* Detection of HERE.II protein overexpression or

gene amplification is necessary for selection

of patients appropriate for KADCYLA. Perform

using FDA approved tests by laboratories with

demonstrated proficiency

Extravasation

1* In KADGH’LA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The

infusion site should be closely monitored for

possible subcutaneous infiltration during

drug administration. Specific treatment for

KADCYLA extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue KADCYLA

taking into consideration the importance of

the drug to the mother

Adverse Reactions

* The most common ADRs seen with KADCYLA

in EMILIA [frequency 1:- 25%} were nausea,

fatigue, musculoskeletal pain,

thrombocytopenia, increased transaminases,

headache, and constipation. The most

common NGI—CTGAE [version 3]: 2 Grade 3

ADRs [frequency 2:- 2%]I we re

thrombocytopenia, increased transaminases,

anemia, hypokalemia, peripheral neuropathy

and fatigue

You are encouraged to re port side effects to

Genentech and the FDA. You may contact

Genentech by calling 1 [SB-BI 335-2555. You may

contact the FDA by visiting www.fda.govrfmedwatch

or calling 1 [Silt]! FDA-1033.

Please see accompanying full Prescribing

Information for additional important safety

information, including Elioxed WARNINGS.

KADGVLA Access Solutions

@Kadcgla“ Access Solutions
slu-I'Isl.xil"ls: ' It's "I:

KADCYLA Access Solutions helps to resolve access

and reimbursement issues for individual patients

every day. Our dedicated Specialists help bring

patient treatment and practice solutions together.

Our staff can:

* Help confirm benefits and coverage and

resolve any related issues

* Refer underinsured patients for co-pay

assistance

1* Provide free medicine to qualified uninsured

patients through the Genentech= Access to

Ca re Foundation [GATEF]:

* lndivid ualize services to meet your patients'

specific needs

New! Unique G—code is now available for KADCYLA

reimbursement. l[Ilick here for more information.

To speak live with one of our Specialists, call

1 [31331 249-4913. You can also visit Genentech-

Access.comfI{ADGVLA for more information.

Additional resources

1* Get KADCYLA Access Solutions information

* See the latest list of distributors

1* Download the KADCYLA Material Safety Data

Sheet

The KADCYLA and Access Solutions logos are

registered trademarks of Genentech, Inc.

Genentech

Home I Sontact Us I Site Map I Important Safety

Information I Privacy Policy I Terms andfiondi‘tions

12-221 EEI13 Genentech LISA, Inc. All rights reserved.

This site is intended for US residents only.
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Page Name: HCP Homepage Page Title: KADCYLA® (ado-trastuzumab emtansine) Information for Healthcare Professionals Meta Description:  Find information for healthcare professionals about KADCYLA® (ado-trastuzumab emtansine), a treatment for HER2-positive metastatic breast cancer patients.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088. 
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Safety first! Press here to read the

Important Safety lnformat ion

About KADCYLA

III THIS SEETHJI'I

n [ADCYLA Structure

 
H Prcgcsed MGA

The first HERZ-targeted ADC

KAD'CYLA: A single agent with 3

components"3

 
In preclinical studies

KADEYLA maintains the HERE suppression

and anticancer activities of trastuzumab1

' Suppresses downstream signaling pathways to

inhibit tumor cell proliferation and survival”

' Triggers a nti body—de pe nde nt cell—mediated

cytotoxicity [ADlItI}1

' Inhibits HER2 shedding1

KADEYLA delivers cytotoxic DM1 to target

HERE-expressing cells

' Many normal cells express HER25

— Some cancer cells overexpress up to 2311}

times more HER2 than normal cells

' Provides cytotoxicity previously unavailable

for clinical use‘-2

— DM1, a maytansinoid, is 23 to 233 times

more potent than taxanes and vinca

alkaloidsj

' Stabilized in circulation by the MEG linkerto

release DM1 inside the target cell1

ADC=antibody~drug conjugate-

Next: See Proposed MBA

Indication

l'!.".ADIC.‘.YLA= I“ [ado-trastuzumab emtansine}, as a
single agent, is indicated for the treatment of

patients with HER2-positive [HER2+}, metastatic

breast cancer [MBE} who previously received

trastuzumab and a taxane, separately or in

combination. Patients should have either:

1* Received prior therapy for metastatic

disease, or

* Developed disease recurrence during or

within six months of completing adjuvant

therapy

Important Safety Information

Boxed WARNINGS:

HEPI‘JLTtIIIITtIIIIIIIIIItSIT‘III',r CARDIAC

TflXIGITY. EMBRYfl-FEI'AL

TDXIGITY

* Do Not Substitute IEADIEYLA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and

death in patients treated with IEADCYLA.

Monitor serum transaminases and bilirubin

prior to initiation of IEADDYLA treatment

and prior to each IEADDYLA dose. Reduce

dose or discontinue IEAD'GYLA as

appropriate in cases of increased serum

transaminases or total bilirubin

* l[lardiac Toxicity: ltADItIYLA administration

may lead to reductions in left ventricular

ejection fraction [LVEFL Evaluate left

ventricular function in all patients prior to

and during treatment with IEADCYLA.

Withhold treatment for clinically significant

decrease in left ventricular function

* Embryo-Fetal Toxicity: Exposure to

IEADDYLA can result in embryo-fetal death

or birth defects. Advise patients of these

risks and the need for effective

contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction ILVDI

* Patients treated with KADCYLA are at

increased risk of developing LYD. In

EMILIA, LYD occurred in 1.3% of patients in

the ICADEYLA—treated group and in 3.3% in

the comparator group. Permanently

discontinue ICADEYLA if LYEF has not

improved or has declined further

Pregnancy Registry

1* Advise patients to contact their healthcare

provider immediately if they suspect they

may be pregnant. Encourage women who

may be exposed to ICADGYLA during

pregnancy to enroll in the MotHER

Pregnancy Registry by contacting

1 [333} 333-3223

Pulmonary Toxicity

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to

acute respiratory distress syndrome or fatal

outcome have been reported in clinical

trials with IEADCYLA. In EMILIA, the overall

frequency of pneumonitis was 1.2%

* Treatment with ICADCYLA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with ICADCYLA has not been

studied in patients who had trastuzumab

permanently discontinued due to infusion—

related reactions [lRR} andtor

hypersensitivity reactions: treatment with

ICADGYLA is not recommended for these

patients. In EMILIA, the overall frequency

of IRRs in patients treated with ICADGYLA

was 1 31%

1* ICADGYLA treatment should be interrupted

in patients with severe IRR and

permanently discontinued in the event of a

life—threatening IRR. Patients should be

closely monitored for IRR reactions,

especially during the first infusion

Throniaocytopenia

* In EMILIA, the incidence of 3: Grade 3

thrombocytopenia was 14.5% in the

ICADGYLA—treated group and 331% in the

comparator group [overall incidence 31.2%

and 3.3%, respectively}

* Monitor platelet counts prior to initiation of

ICADGYLA and prior to each lf-ADGYLA dose.

Institute dose modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of 3: Grade 3

peripheral neuropathy was 2.2% in the

ICADGYLA—treated group and 3.2% in the

comparator group [overall incidence 21.2%

and 13.5%, respectively}

* Monitor for signs or symptoms of

neurotoxicity. KADGYLA should be

temporarily discontinued in patients

experiencing Grade 3 or A peripheral

neuropathy until resolution to 5 Grade 2

HERE Testing

1* Detection of HER2 protein overexpression

or gene amplification is necessary for

selection of patients appropriate for

lf-ADCYLA. Perform using FDA approved

tests by laboratories with demonstrated

proficiency

Extravasation

1* In ICADCYLA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The

infusion site should be closely monitored

for possible subcutaneous infiltration

during drug administration. Specific

treatment for KADGYLA extravasation is

unknown

Nursing Mothers

* Discontinue nursing or discontinue

ICADGYLA taking into consideration the

importance of the drug to the mother

Adverse Reactions

* The most common ADRs seen with

ICADDYLA in EMILIA [frequency :2- 25%}

were nausea, fatigue, musculoskeletal

pain, thrombocytopenia, increased

transaminases, headache, and

constipation. The most common NEI-

ETCAE [version 3} 2 Grade 3 ADRs

[frequency 1:- 2%} were thrombocytopenia,

increased transaminases, anemia,

hypokalemia, peripheral neuropathy and

fatigue

You are encouraged to re port side effects to

Genentech and the FDA. You may contact

Genentech by calling 1 [333} 335-2555. You may

contact the FDA by visiting

www.fda.govfmedwatch or calling

1 [333} FDA-133:3.

Please see accompanying full Prescribing

Information for additional important safety

information, including Boxed WARNINGS.

References: 1. IEADCYLA Prescribing Information-

Genentech, Inc. May 2313- 2. Junttila 1T, Li G, Parsons IE,
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efficie ntIy inhibits growth of la patinib inse nsitive breast
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Ye rma S, Miles D, Gianni L, et al; EMILIA Study Grou p-

Trastuzumab emta nsine for HER2—positive advanced breast

cance r [published correction appears in Al' EagiJ Mao:

2313;333:2442]- NEngr-mea: 2o12;ss?:1?ss-1?s1 and

Su pplementary Appendix - II. We hta R, Esteva FJ- He rce ptin:

mechanisms of action and resistance- Cancer Lett-
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biologic relevance and optimal use of diagnostic tools- Am J
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+ Emtensine is the 1:1:1n1h-inetien 1:1f

El M1 , e 1:1,-'t1:1t1'1;-:: n1 131,.-'tsr1sir11:1i1:lr

and the stable MCI: linker. 
In preclinical studies

HADEVLA maintains the HEH2 suppressian
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Safetv first! Press here to read the

Important Safetv Information

About KADCYLA 
III THIS SECTIJI'I

n KADCYLA Structure

n Progosed MDA

The first HER2-targeted ADC

“A Page Name: KADCYLA Structure
Page Title: HER2-Targeted ADC Structure | KADCYLA® (ado-

trastuzumab emtansine)

Meta Description: Learn more about the components of

KADCYLA® (ado-trastuzumab emtansine) as the first HER2-

targeted anti-drug conjugate.

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous

use, as a single agent, is indicated for the treatment of patients with

HER2-positive (HER2+), metastatic breast cancer (MBC) who

previously received trastuzumab and a taxane, separately or in

combination. Patients should have either: Received prior therapy

for metastatic disease, or Developed disease recurrence during or

within six months of completing adjuvant therapy. Important Safety
Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC

TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute

KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious

hepatotoxicity has been reported, including liver failure and death in

patients treated with KADCYLA. Monitor serum transaminases and

bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left

ventricular function in all patients prior 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 risks and the need for effective contraception. The

following additional serious adverse reactions have been reported

in clinical trials with KADCYLA: Interstitial Lung Disease (ILD),

including pneumonitis, some leading to acute respiratory distress

syndrome or fatality: KADCYLA should be permanently

discontinued in patients diagnosed with ILD or pneumonitis,

Infusion-related reactions (IRR), Hypersensitivity: KADCYLA

treatment should be interrupted in patients with severe IRR and

permanently discontinued in the event of a life-threatening IRR,

Thrombocytopenia: Monitor platelet counts prior to initiation of

H KADCYLA and prior to each dose. Institute dose modifications as
appropriate, Peripheral neuropathy: KADCYLA should be

temporarily discontinued in patients experiencing Grade 3 or 4

peripheral neuropathy until resolution to S Grade 2, Reactions

 monitored for possible subcutaneous infiltration during drug

administration. Additional Important Safety Information: Detection of

HER2 protein overexpression or gene amplification is necessary for

mothers: Discontinue nursing or discontinue KADCYLA taking into

consideration the importance of the drug to the mother, The most

common adverse drug reactions (frequency > 25%) across clinical

trials with KADCYLA were fatigue, nausea, musculoskeletal pain,

thrombocytopenia, headache, increased transaminases, and

Genentech and the FDA. You may contact Genentech by calling

H 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/
medwatch or calling 1-800-FDA-1088.

' Manvr normal cells express HER2E

— Some cancer cells overexpress up to 211111}

times more HER2 than normal cells

' Provides c1,.I'totoxicit-,.Ir previouslyr unavailable for

clinical use‘-2

— DM1, a mavtansinoid, is 2G to 2m} times

more potent than taxanes and vinca

alkaloidsj

' Stabilized in circulation bv the MEG linkerto

release DM1 inside the target cell1

ADC=a ntibodv~drug conjugate-

Hext: See Proposed MBA

Indication

I'I'ZliliDIC.‘.YL.I3|I.= I“ [ado-trastuzumab emtansine}, as a
single agent, is indicated for the treatment of

patients with HER2-positive [HER2+}, metastatic

breast cancer {MES} who previously»r received

trastuzumab and a taxane, separater or in

combination. Patients should have either:

* Received prior therapvr for metastatic

disease, or

* Developed disease recurrence during or

within six months of completing adjuvant

therapy:r

Important Safety Information

Boxed WARNINGS:

HEPATDTDXICITY, CARDIAC

TICIIIII'H’IIIITII'.r EMBRYD-FEI'AL

TDXICITY

* Do Not Substitute KADCYLA for or with

Trastuzu malo

* Hepatotoxicitv: Serious hepatotoxicitalr has

been reported, including liver failure and

death in patients treated with KADCYLA.

Monitor serum transaminases and bilirubin

prior to initiation of KADCYLA treatment

and prior to each KADCYLA dose. Reduce

dose or discontinue KADCYLA as

appropriate in cases of increased serum

transaminases or total bilirubin

* l[lardiac Toxicitv: KADCYLA administration

mavllr lead to reductions in left ventricular

ejection fraction [LVEFL Evaluate left

ventricular function in all patients prior to

and during treatment with KADCYLA.

Withhold treatment for clinicallvllr significant

decrease in left ventricular function

* Embrvo-Fetal Toxicitv: Exposure to

KADCYLA can result in embrvo-fetal death

or birth defects. Advise patients of these

risks and the need for effective

contraception

Additional Important Safety

Information:

Left Ventricular Dvsfunction ILVDI

* Patients treated with KADCYLA are at

increased risk of developing LYD. In

EMILIA, LYD occurred in 1.3% of patients in

the KADCYLA—treated group and in 3.3% in

the comparator group. Permanentlvr

discontinue KADCYLA if LYEF has not

improved or has declined further

Pregnancvjr Registrv

* Advise patients to contact their healthcare

provider immediatelyr if they:r suspect they:r

may:r be pregnant. Encourage women who

may:r be exposed to KADCYLA during

pregnancyr to enroll in the MotHER

Pregnanc'IIr Registr'IIr bv contacting

1 [Stilt]! Stiff-622D

Plulmvonarljr Toxicitljr

1* Cases of interstitial lung disease [ILDL

including pneumonitis, some leading to

acute respiratoryr distress svndro me or fatal

outcome have been reported in clinical

trials with KADCYLA. In EMILIA, the overall

freguencvr of pneumonitis was 1.2%

* Treatment with KADCYLA should be

permanently:r discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, vaersensitivitv Reactions

* Treatment with KADCYLA has not been

studied in patients who had trastuzumab

permanentlyr discontinued due to infusion—

related reactions [IRRI andfor

h1u_.lrpersensitivitll.lr reactions: treatment with

KADCYLA is not recommended for these

patients. In EMILIA, the overall frequency»r

of IRRs in patients treated with KADCYLA

was 1 31%

* KADCYLA treatment should be interrupted

in patients with severe IRR and

permanently:r discontinued in the event of a

life-threatening IRR. Patients should be

closelyr monitored for IRR reactions,

especiallyr during the first infusion

Thronioocvtopenia

* In EMILIA, the incidence of 3: Grade 3

thrombocytopenia was 14.5% in the

KADCYLA—treated group and {131% in the

comparator group [overall incidence 31.2%

and 3.3%, respectivelv}

* Monitor platelet counts prior to initiation of

KADCYLA and prior to each KADCYLA dose.

Institute dose modifications as appropriate

IIIeIlrotoxicithr

1* In EMILIA, the incidence of 3: Grade 3

peripheral neuropathy:r was 2.2% in the

KADCYLA—treated group and l[1.2% in the

comparator group [overall incidence 21.2%

and 13.5%, respectivelv}

* Monitor for signs or svmptoms of

neurotoxicitv. KADCYLA should be

temporarily»r discontinued in patients

experiencing Grade 3 or A peripheral

neuropathy:r until resolution to 5 Grade 2

HERE Testing

* Detection of HER2 protein overexpression

or gene amplification is necessary:r for

selection of patients appropriate for

KADCYLA. Perform using FDA approved

tests bv laboratories with demonstrated

proficiencyr

Extravasation

* In KADCYLA clinical studies, reactions

secondary:r to extravasation have been

observed and were generally»r mild. The

infusion site should be closely:r monitored

for possible subcutaneous infiltration

during drug administration. Specific

treatment for KADCYLA extravasation is

unknown

Nursing III-others

* Discontinue nursing or discontinue

KADCYLA taking into consideration the

importance of the drug to the mother

Adverse Reactions

* The most common ADRs seen with

KADCYLA in EMILIA [frequencv :3 25%} were

nausea, fatigue, musculoskeletal pain,

thrombocytopenia, increased

transaminases, headache, and

constipation. The most common NEI-

ETCAE [version 3} 2 Grade 3 ADRs

[frequencyr } 2%} were thrombocytopenia,

increased transaminases, anemia,

hvpokalemia, peripheral neuropathy:r and

fatigue

You are encouraged to re port side effects to

Genentech and the FDA. You may»r contact

Genentech bv calling 1 [S831 SSS-2555. You mayr

contact the FDA bv visiting

www.fda.govfmedwatch or calling

1 [Still]! FDA-1033.

Please see acoompanving full Prescribing

Information for additional important safet'llr

information, including Boxed WARNINGS.

Referenoes: 1. KADCYLA Prescribing Information-

Genentech, Inc. Mav 2013- 2. Junttila Tr, Li G, Parsons IE,

Phillips ISL, Sliwkowski Milf- Trastuzumab—DM1 IT—DM1I

retains all the rnecha nisrns of action of trastuzumab and

efficie nt|1,.nr inhibits growth of la patinib inse nsitive breast

cancer. Breast Cancer Res Treat 201 1:123 :342—3 SE. 3.

Ye rma S, Miles D, Gianni L, et al; EMILIA Study:r ISrou p-

Trastuzurnab emta nsine for HER2—positive adva need breast

canoer [published correction appears in AI' 51ng Meat

2o1seeao442]_NEngr-I'Meat zouesiznas-nm and

Su pplernentarljlr Appendix - II. We hta R, Esteva FJ- He roe ptin:

rnecha nisrns of action and resistanoe- Cancer Lett-

2DDE;232:123—1SS- 5. Hicks DE, Kullcarni S- Review of biologic

relevanoe and optimal use of diagnostic tools. Am J arm

1555'!th 2DDS;1 29 1253-223 -
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Page Name: KADCYLA Structure Page Title: HER2-Targeted ADC Structure | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Learn more about the components of KADCYLA® (ado-trastuzumab emtansine) as the first HER2-targeted anti-drug conjugate.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Next: See lEli nical Infor mation

Contact a Representative

a Want to discuss the

Tall: to a representative about getting the

HADE‘I'LA MDA Brochure

1 Contact Us

Indication

HADEYLAE "1 [ado—trastuzumab emtansineI, as
a single agent, is indicated for the treatment of

patients with HER2—positive [HER2+I, metastatic

breast cancer [MBEI who previoust received

trastuzumab and a taxane, separater or in

combination. Patients should have either.

* Received prior therapy for metastatic

disease, or

* Developed disease recurrence during or

within six months of completing adjuvant

therapyr

Important Safety Information

Boxed WARNINGS:

HEPATIZIIITIIIIIZIIIIIt:IT"'|‘Ir CARDIAC

Tfllli'tiIt‘CIIT‘t";r EMBR‘t'D-FEI'AL

TDXICIT‘V'

* Do Not Substitute ILADE'I'LA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoiricitvllr has

been reported, including liver failure and

death in patients treated with IEADIE‘VLA.

Monitor senrm transaminases and

bilinrbin priorto initiation of mucus

treatment and priorto each WLA

dose. Reduce dose or discontinue

WLA as appropriate in cases of

increased semm transaminases or total

bilinrbin

* Cardiac Toxicity: ILADC‘I'LA administration

fl'lfl'f lead to reductions in left ventricular

eiection fraction {LUEFL Evaluate left

ventricular function in all patients prior to

and during treatment with mm.

Withhold treatment for clinicallyT

significant decrease in left ventricular

function

* Embryo-Fetal Toxicity: Exposure to

mm can result in embryo-fetal death

or birth defects. Advise patients of these

rislrs and the need for effective

contraception

Additional Important Safety

Infom'ration:

LeftffentIinlerDvahllctirmflHD}

* Patients treated with KADG‘r'LA are at

increased rislr of developing LVD. In

EMILIA, L‘U'D occuned in 1.3% of patients in

the HADC‘r'LA—treated group and in 3.3% in

the comparatorgroup. Permanentlyr

discontinue HADE‘I’LA if L‘v‘EF has not

improved or has declined further

Prmmvflegietrv

* Advise patients to contact their healthcare

provider immediatelyr if theyr suspect theyr

mayr be pregnant. Encourage women who

mayr be exposed to HADE‘r'LA during

pregnancy to enroll in the MotHER

Pregnancyr Registryr by contacting

1 [Slit]! Still-6320

Plimrv'lbxicitv

* Cases of interstitial lung disease [ILDL

including pneumonitis, some leading to

acute respiratory distress syndrome or

fatal outcome have been reported in

clinical trials with HADEYLA. In EMILIA, the

overall frequency of pneumonitis was

1.2%

* Treatment with HADC‘r'LA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

him-Related Reactions. Hypersensitivity Reactions

* Treatment with HADE‘r'LA has not been

studied in patients who had trastuzumab

permanently discontinued due to

infusion—related reactions [IRRI andtor

hypersensitivity reactions; treatment with

KADEYLA is not recommended for these

patients. In EMILIA, the overall frequency

of IRRs in patients treated with ICADE‘r'LA

was 1.4%

* KADE‘r'LA treatment should be interrupted

in patients with severe IRR and

permanentlyr discontinued in the event of

a life—threatening IRR. Patients should be

closelyr monitored for IRR reactions,

especiallyr during the first infusion

“rurtccvtcperie

* In EMILIA, the incidence of 2 Grade 3

thrombocytopenia was 14.5% in the

KADCYLA—treated group and (1.11% in the

comparator group [overall incidence 31.2%

and 3.3%, respectively}

* Monitor platelet counts prior to initiation

of HADE‘r'LA and prior to each KADC‘r'LA

dose. Institute dose modifications as

appropriate

I'll I "I

t In EMILIA, the incidence of 2 Grade 3

peripheral neuropathy was 2.2% in the

KADC‘r'LA—treated group and (1.2% in the

comparator group [overall incidence 21.2%

and 13.5%, respectively}

* Monitor for signs or symptoms of

neurotoxicity. HADE‘r'LA should be

temporarily discontinued in patients

experiencing Grade 3 ortf peripheral

neuropathy until resolution to :1 Grade 2

HEREEst'IIg

* Detection of HEFl2 protein overexpression

or gene amplification is necessary for

selection of patients appropriate for

HADEYLA. Perform using FDA approved

tests by laboratories with demonstrated

proficiency

Extravesetirrn

* In HADC‘r'LA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The

infusion site should be closely monitored

for possible subcutaneous infiltration

during drug administration. Specific

treatment for KADE‘I’LA extravasation is

unknown

Mflofllers

* Discontinue nursing ordiscontinue

KADE‘r'LA talring into consideration the

importance of the dmg to the mother

AdverseRe-actions

* The most common ADRs seen with

HADEYLA in EMILIA [frequency 2: 25%}

were nausea, fatigue, musculoslreletal

pain, thrombocytopenia, increased

transaminases, headache, and

constipation. The most common

NCI—GTCAE [version 31 2 Grade 3 ADRs

[frequency 3: 2%} were thrombocytopenia,

increased transaminases, anemia,

hypolralemia, peripheral neuropathyr and

fatigue

You are encouraged to report side effects to

Genentech and the FDA. You mayr contact

Genentech by calling 1 [3331 335-2555. ‘r’ou may

contact the FDA by visiting

www.fda.govfmedwatch or calling

1 {Still} FDA-1033.

Please see accompanying full Prescribing

Info rrnation for additional important safety

infomiation, including Boxed WARNINGS.

References: 1. I‘IADC‘II'LA Prescribing Information-

Gerentech, Inc- May 2t}13- I. Scheuer W, Fries-s 'I: Eurtscher

H, Boss-enmaier E, Endl J, Has-sma nn M- Stronglyr enhanced

a ntiturnor actitritrjur of trastuzur'na b a nd pe rtuzur'na b

combination treatment on HEH2—positive hurna n xenograft

tumor models. Soccer Hes. aoosgeassaoasas_
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Multiple antitumor activities

from a single agent

Proposed mechanism of action for

KADCVLA, based on preclinical

models”-

to VIEW THE FULL ANIMATION BELDW

H4 1: Trastuzumab antitumor activities
I: I

' *Suppressesligand-independentHERE

downstream signaling [antiproliferati'u'e and

a poptotic effects]

*Triggers the fiDCC immune response

* Inhibits HERE shedding

Proposed MBA

‘l HER2 binding
l=:ZI.-"J'..l'_ZI-:_".Z"'r'l i'-".. s-:—:|:—:|::.i'-..--:—1.|'..- L:ir'u:i:-;. |-::-
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24 Multiple antitumcr activities

from a single agent

Prcpcsed mechanism of action for

KADCYLA, based on preclinical

mmlels'“2

11 1||.I'IE'1.|"|.||' THE FULL ANIMATION EELDW

:HEHE binding

MUCH-"LA selectively“ binds t-::I HEP-25'; re-::ept-::-r st

:3 LJ III d-::I FI'I-E i Fl Il'u".

DEIWHETHEHM
EIEHALJHE
PJ'I'HWIIT'S

 
Prcpcsed MOA

HERZ binding
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25 Multiple antitumcr activities

from a single agent

Prcpcsed mechanism of action for

KADCYLA, based on preclinical

mmlels'“2

11 1||.I'IE'1.|"|.||' THE FULL ANIMATION EELDW

: Internalizaticn

DEIWHETHEHM
EIEHALJHE
PJ'I'HWIIT'S

 
Prcpcsed MOA

HERZ binding
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26 Multiple antitumcr activities

from a single agent

Prcpcsed mechanism of action for

KADCVLA, based on preclinical

rnedels”

» VIEW THE FULL ANIMATION BELDW

J
I." it 4:IJIHI1* release

1?.
* KADC‘fLfii is degraded inside the turner te

release Elli-'11.

*C'-.-t-::-t is E] M 1 ~::.-::- nta i n i mg asta |:..::. | its s i:- ri rna ri |'-,-'

lysine dun-d erntansinel.
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Prepcsed MBA

1 HER2 binding
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27 Multiple antitumcr activities

from a single agent

Prepesed mechanism of action for

KADCVLA, based on preclinical

rnedels“2

:3 VIEW THE FULL ANIMATION BELDW

.J
Ii i'. 5: Dhl1* cgtntcxicitg

4?. ' EJI'u'l1 binds to micretubules and inhibits their

pelymerizatien, causing cell-cycle arrest and

cell death.

*C'fr '-:'- E] M 1 ~::.-::- n ta i n i ng asta |:..::. | its 5 ii:- ri rna ri |'-,-'

|'-,-'s _. ._ nd e rnta n s i n e |.

uni-m5 mars
SIEHALIHE
FJTHWH'I‘E-
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1 HERZ binding
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Proposed MBA

Ihdltflilfll'l

HADEVLA‘* [ado-lraaiuzumab amiar'olnal. as a alrigla age-fit. IE Indicate-I: {onhe irealmem
quatilgnts with HFR?-Fl:5ititrc.mmma1ic hmas1cancurwhu prou'iulsid rcccimd
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Safety first! Press here to read the

Important Safety Inforn'Iation

About KADCYLA
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Multiple antitumor activities

from a single agent

P Page Name: Proposed MOA
Page Title. Mechanism of Action | KADCYLA® (ado-trastuzumab

{emtansine)
Meta Description: Learn more about the proposed mechanism of

action for KADCYLA® (ado-trastuzumab emtansine) based on

preclinical models.

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous

use, as a single agent, is indicated for the treatment of patients with

HER2-positive (HER2+), metastatic breast cancer (MBC) who

previously received trastuzumab and a taxane, separately or in

combination. Patients should have either: Received prior therapy for

metastatic disease, or Developed disease recurrence during or within

six months of completing adjuvant therapy. Important Safety
Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC

TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA

for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death in patients treated with

':"'.- KADCYLA. Monitor serum transaminases and bilirubin prior to
"1‘1 initiation of KADCYLA treatment and prior to each. KADCYLA dose.

-.-"i i 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 ventricular

a, ejection fraction (LVEF). Evaluate left ventricular function in all
patients prior 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 risks and the need

P for effective contraception. The following additional serious adverse
reactions have been reported in clinical trials with KADCYLA:

Interstitial Lung Disease (ILD), including pneumonitis, some leading to

acute respiratory distress syndrome or fatality: KADCYLA should be

permanently discontinued in patients diagnosed with ILD or

pneumonitis, Infusion-related reactions (IRR), Hypersensitivity:

KADCYLA treatment should be interrupted in patients with severe IRR

and permanently discontinued in the event of a life-threatening IRR,

Thrombocytopenia: Monitor platelet counts prior to initiation of

KADCYLA and prior to each dose. Institute dose modifications as

appropriate, Peripheral neuropathy: KADCYLA should be temporarily

discontinued in patients experiencing Grade 3 or 4 peripheral

neuropathy until resolution to S Grade 2, Reactions secondary to

extravasation: The infusion site should be closely monitored for

possible subcutaneous infiltration during drug administration.

Additional Important Safety Information: Detection of HER2 protein

overexpression or gene amplification is necessary for selection of

patients appropriate for KADCYLA therapy, Nursing mothers:

Discontinue nursing or discontinue KADCYLA taking into

consideration the importance of the drug to the mother, The most

common adverse drug reactions (frequency > 25%) across clinical

trials with KADCYLA were fatigue, nausea, musculoskeletal pain,

Ithrombocytopenia, headache, increased transaminases, and
constipation. You are encouraged to report side effects to Genentech "

and the FDA. You may contact Genentech by calling 1 --888835-2555.

You may contact the FDA by visiting www.fda.gov/medwatch or calling
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Next: See Clinical Information

Contact a Representative

a Want to discuss the
KADG‘I’LA proposed MDA?

Talk to a representative about getting the

KADCYLA MIDA Brochure

1 contact Us

Indication

KADCYLA: "1 [ado—trastu2u mab emtansinel, as a
single agent, is indicated for the treatment of

patients with HER2—positive [HER2+I, metastatic

breast cancer {MEG} who previoust received

trastuzumab and a taxane, separater or in

combination. Patients should have either:

* Received prior therapy for metastatic

disease, or

* Developed disease recurrence during or

within six months of completing adjuvant

therapy

Important Safety Information

Boxed WARNINGS:

HEPATflTflHICIT‘I‘I. CARDIAC

TtIIIIIIIIIIIIIIT‘iI‘Ir EMBR‘Vfl-FEI'AL

TIIIIIZ'III'.II’.IIT"'I“r

* Do Not Substitute KADC‘I'LA for or with

Trastqu rnab

* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and

death in patients treated with IEAIIIID‘IILA.

Monitor serum transaminases and bilirubin

prior to initiation of IEAIIIID‘VLA treatment

and pliorto each KADG‘IILA dose. Reduce

dose or discontinue KADC‘I'LA as

appropliate in cases of increased serum

transaminases or total bilinrbin

* |l'f-ardiac Toxicity: IEAIIIG'I'LA administration

may lead to reductions in left ventricular

eiection fraction {LUEFL Evaluate left

ventricular function in all patients prior to

and duling treatment with IEAIIIID‘VLA.

Withhold treatment for clinically significant

decrease in left ventricular fu nction

* Embryo-Fetal Toxicity: Exposure to

IEAIIIIG'I'LA can resultin embryo-fetal death

or birth defects. Advise patients of these

risks and the need for effective

contraceptio n

Additional Important Safety

Infom'Iation:

Leflifenb‘ierlerflysfinetiurfflifll'

* Patients treated with HADD‘I'LA are at

increased risk of developing L'v‘D. In EMILIA,

LUD occuned in 1.3% of patients in the

KADCYLA—treated group and in 3.3% in the

comparatorgroup. Permanentlyr

discontinue KADCYLA if L‘III'EF has not

improved or has declined further

Prmmvflegistrv

* Advise patients to contact their healthcare

provider immediatelyr if theyr suspect theyr

mayr be pregnant. Encourage women who

mayr be exposed to KADCYLA during

pregnancyr to enroll in the MotHER

Pregnancy Registryr by contactng

1 [30111 Still-622D

Plirxxreryiirxicity

1* Cases of interstitial lung disease [ILDL

including pneumonitis, some leading to

acute respiratory distress syndrome or fatal

outcome have been reported in clinical

trials with HADG‘I'LA. In EMILIA, the overall

frequency of pneumonitis was 1.2%

* Treatment with KADCYLA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

bdrm-Related Reactirns. Hypersensitivity Reactions

1* Treatment with KADCYLA has not been

studied in patients who had trastuzumab

permanentlyr discontinued due to infusio n—

related reactions [IRRI andI'or

hypersensitivity reactions; treatment with

KADCYLA is not recommended for these

patients. In EMILIA, the overall frequency

of IRRs in patients treated with KADCYLA

was 1.4%

1* KADCYLA treatment should be intemrpted

in patients with severe IRR and

permanentlyr discontinued in the event of a

life—threatening IRR. Patients should be

closely monitored for IRR reactions,

especially during the first infusion

I'll'rxrlxrcytxrpnerie

* In EMILIA, the incidence of 2 Grade 3

thrombocytopenia was 14.5% in the

KADCYLA—treated group and 3.11% in the

comparatorgroup [overall incidence 31.2%

and 3.3%, respectively}

1* Monitor platelet counts prior to initiation of

KADCYLA and prior to each KADCYLA dose.

Institute dose modifications as appropriate

II I ..l

t In EMILIA, the incidence of 2 Grade 3

peripheral neuropathy was 2.2% in the

KADCYLA—treated group and 3.2% in the

comparatorgroup [overall incidence 21.2%

and 13.5%, respectively}

* Monitor for signs or symptoms of

neurotoxicity. KADCYLA should be

temporarily discontinued in patients

experiencing Grade 3 or-II peripheral

neuropathy until resolution to 5 Grade 2

HEIEEst'lrg

* Detection of HER2 protein overexpression

or gene amplification is necessaryr for

selection of patients appropriate for

KADCYLA. Perform using FDA approved

tests by laboratories with demonstrated

proficiencyr

Extravasetion

* In KADC‘II'LA clinical studies, reactions

secondaryr to extravasation have been

observed and were generallyr mild. The

infusion site should be closely monitored

for possible subcutaneous infiltration

during dnrg administration. Specific

treatment for KADCYLA extravasation is

unknown

MIsirgMotlrers

1* Discontinue nursing or discontinue

KADCYLA talring into consideration the

importance of the drug to the mother

AdversIeHe-octilxls

* The most common ADRs seen with

KADCYLA in EMILIA [frequency 3: 25%} were

nausea, fatigue, musculoskeletal pain,

thrombocytopenia, increased

transaminases, headache, and

constipation. The most common

NCl—GTCAE [version 31 2 Grade 3 ADRs

[frequency 3: 2%} were thrombocytopenia,

increased transaminases, anemia,

hypoltalemia, peripheral neuropathyr and

fatigue

1|I"'ou are encouraged to report side effects to

Genentech and the FDA. You may contact

Genentech by calling 1 [3331 335-2555. You mayr

contact the FDA by visiting

www.fda.govfmedwatch or calling

1 [Still] FEM-1033.

Please see accompanying full Prescribing

Info rrnatio n for additio nal irnportant safety

infomiatio n, including Boxed Il'IIAHNINGS.

References: 1. KADCYLA Prescribing Information-

Be nentech, Inc. May 2t}13- I. Scheuer W, Friess 'I, Hurts-char

H, Boss-enmaier B, Endl J, Hassma nn III'I. Strongly e nha need

a ntitumor activity of trastuzuma b a nd pe rtuzuma b

combination treatme nt on HER2—positive human xenograft

tumor n'Iodels- {Cancer Res. 2MBfi9333H33fi-
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Text Box
Page Name: Proposed MOA Page Title: Mechanism of Action | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Learn more about the proposed mechanism of action for KADCYLA® (ado-trastuzumab emtansine) based on preclinical models.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   



30

IMMUNOGEN 2226, pg. 30 
Phigenix v. Immunogen 

IPR2014-00676

30

 

This information is for Healthca re =-=- G c to Patients S'-

Professionals Caregivers site

®Kadcglai.
H'n' I'd-'I-f - I'In'n'l I'I 'I-F'Iu- I'l-

'JEI-i “~ Ll” {I 41.; ill"-
s -t_. ..s s .- . .

 

 
Safetv first! Press here to read the

lm portant Safety:I Information

Clinical Information 
Demonstrated benefit in a

well-designed clinical trial

Efficacyr and safety were

demonstrated in HERE-positive

{HEREH metastatic breast cancer

{MBC} patients previouslyr treated
with trastuzumab and a ta‘szane1

'The EMILIA trial was a large [N=SS1:I, Phase III,

multi—institutional, randomized trial in patients

with HER2+ unresectable locallv advanced or MBC

El'v'IlLlA TRIAL DESIGN1

Hlfiirpllurr: '  Di llllll

Flnqlloim
I- [IR

lips-nt- _ Lmrrafllhn
- . ' - n-idl.

I flurrlarlr-annn1'l
Ill-E“ h Inllntrhiu

Trial endpoints

* Primaryr endpoints: Progressio n—free survival

[PFSI bv independent review committee [IRCL

overall survival IDS}, safety-9

' Kev secondaryt endpoints: PFS bv investigator

review, objective response rate [DRRL duration of

response [DoRL and time to svmptom

progression ['I—l'Pi1

The Nations! Comprehensive Cancer

Wen-trod: Guidefines {NEW Guidefines} 5—

Ereasf Cancer recommend KADCYLA as a

preferred agent for HER2+ recurrent or

metastatic trastuzuma b-exposed disease

[Categoryr 2A}EliE

Patient baseline characteristics were

well balanced between

treatment arms

Most patients (33%]- had received one or more

lines of systemic therapv in the metastatic

setting‘

' 12% of patients received onlillr neoadjuvant or

adjuvant therap'-,.Ir and had disease relapse during

or within S months of completing treatment

SELECTED EASELI NE F'ATI ENT IZZZHARAIZZTERI sTI cam-=5

 
'lullnlll: Ill-I'LE'Irlu- II! .":-:I
Iinl'hlll

IlJJIEII'i'I-uhl

IIuLnII-I :IIIII: I. IIIL F. In:

lartIrI-c- "es 'wII

HIuIlIu-IIIHIIII ‘HIII

Fnor bill-l I'IIII."EIII

hie-r hum-ll: HIII—l hfnl

[brill-rill“ I'IIIIII'III-I'IIHIIIIIL‘aH

a.

H-I.
ECCIG PS=Easte rn Coope rative CIncologilr Grou p pe rforma nce

status; IRC=inde pendent review committee; ER=estroge n

rece ptor; PR=progeste rone rece ptor; EBC=ea rl1,.Ir breast cance r-

* Referenced with permission from NCCN Clinical Practice

Guidelines in CIncologIlr [NCCN Guidelineslt: Breast Canoe r

Y3 2D13. IE National Comprehensive Cancer Network, Inc. 21313.

All rights reserved- To view the most recent a nd complete

version of the guideline, go online to nccn.o rg- NATICINAL

CCllu'I PR EH ENSWE CANCER N EIWDR IF, NCCNS, NCCN

GLIIDELIN ESE, and all other NCCN Content are trademarks

owned by the National Comprehensive Cancer Network, Inc.

Next: See Clinical Efficacy Results

Contact a Representative

3 Interested in receiving a
reprint of the clinical article

from your representative?

Talk to a representative about getting the Yerma

paper in The New Engfand Journal ofMedicine

1 Contact Us

Indication

III-«El.DIIZYLlil.= "l [ado-trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE—positive [HER2+}, metastatic breast cancer

[MBCI who previouslyr received trastuzumab and a

taxane, separater or in combination. Patients should

have either:

* Received prior the ra pv for metastatic disease,

or

1* Developed disease recurrence during or within

six months of completing adjuvant therapyr

Important Safety Information

Bolted WARNINGS: HEPATCITCDI'IHI‘l‘ilT‘lll'.r

CARDIAC TDXICITY. EMBRYD-FEI'AL

TOXICITY

* Do Not Substitute IEADCYLA for or with

Trastuzumab

1* Hepatotoxicitv: Serious hepatotomzicit'llr has

been reported, including liver failure and death

in patients treated with IEADCYLA. Monitor

serum transaminases and bilirubin prior to

initiation of IEADCYLA treatment and prior to

each IEADCYLA dose. Reduce dose or

discontinue IEADCYLA as appropriate in cases

of increased serum transaminases or total

bilirubin

* Cardiac Toxicitv: IEADCYLA administration mailr

lead to reductions in left ventricular ejection

fraction [LVEF]. Evaluate left ventricular

function in all patients prior to and during

treatment with IEADCYLA. Withhold treatment

for clinicaII'IIr significant decrease in left

ventricular function

* Embrvo-Fetal Toxicitv: Exposure to IEADCYLA

can result in embrvo-fetal death or birth

defects. Advise patients of these risks and the

need for effective contraception

The following additional serious

adverse reactions have been reported

in clinical trials with KADCYLA:

* Interstitial Lung Disease {ILD}, including

pneumonitis, some leading to acute respiratoryr

distress svndrome or fatalitv: ICADCYLA should

be permanentlyr discontinued in patients

diagnosed with ILD or pneumonitis

* Infusion—related reactions [IRRL

vaersensitivitv: KADCYLA treatment should be

interrupted in patients with severe IRR and

permanentlyr discontinued in the event of a life—

threatening IRR

* Thrombocvtopenia: Monitor platelet counts

prior to initiation of ICADCYLA and prior to each

dose. Institute dose modifications as

appropriate

* Peripheral neuropathv: KADCYLA should be

temporarilyr discontinued in patients

experiencing Grade 3 or A peripheral

neuropathylr until resolution to 5 Grade 2

* Reactions secondaryr to extravasation: The

infusion site should be closelyr monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety

Information:

* Detection of HERE protein overexpression or

gene amplification is necessary:r for selection of

patients appropriate for ICADCYLA therapy:r

1* Nursing mothers: Discontinue nursing or

discontinue ICADCYLA taking into consideration

the importance of the drug to the mother

* The most common adverse drug reactions

[frequencyr 1:- 25%} across clinical trials with

KADCYLA were fatigue, nausea,

musculoskeletal pain, thrombocvtopenia,

headache, increased transaminases, and

constipation

You are encouraged to report side effects to

Genentech and the FDA. You mailr contact Genentech

bv calling 1 [383] 335-2555. You mayr contact the FDA

bv visiting www.fda.gov!medwatch or calling

1 [Stiff] FDA-1033.

Please see accompanving full Prescribing Information

for additional important safetvr information, including

Boxed WARNINGS.

References: 1. ICADCYLA Prescribing Information- Genentech, Inc-

ll.|'la1,.lr 2013- 2. Ye rma S, lu'liles D, Gianni L, et al; EMILIA Studv

Group- Trastuzumab emta nsine for HERE—positive advanced

breast cance r [published correction appears in NEnng Med:

2013;3ES 12442]- NEng'iJflvfeo: 2D12;SE?:1?SS-1?S1 and

Su pplemlentarllr Appe ndi:n:. 3. National Comprehensive Cancer

Network. Nations! cases:Hecate Gmofefmes .in Gin-comp}! FNE'CN

Gurb’eflbesF Ereest Cancer. Ye rsion 3 .2013 .

http:waw.nccn.o rglIrp rofessiona IslIrp hvsicia n_g|slIrpdflIrb

Accessed June 215, 2013- II. 1Il'erma S, lu'liles D, Gianni L, et al-

Llpdated overall survival results from EMILIA, a phase 3 stud1,.lr of

trastuzumab emta nsine lT—DMH vs capecita bine and lapatinib in

HERE—positive locallilr advanced or metastatic breast cancer.

Presented at: Eu ropean Societilr of Medical Dncologv IESMCII

Congress; September ESeDctober 2, 2012;1U'ienna, Austria- 5. Data

on file - Ge ne ntech, Inc-

Genentech

Home I Contact Us I Site Map I Important Safetv

Information I Privacv Policv I Terms and Conditions
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Safety first! Press here to read the

Important Safety Information

Clinical Information 
Demonstrated benefit in a

well-designed clinical trial
Page Name: EMILIA Overview

Page Title: EMILIA Clinical Trial Design | KADCYLA® (ado-trastuzumab

emtansine)

Meta Description: Learn about the efficacy of KADCYLA® (ado-

trastuzumab emtansine) and safety in HER2+ metastatic breast cancer

patients previously treated with trastuzumab and a taxane from the EMILIA
Trial.

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as

a single agent, is indicated for the treatment of patients with HER2-positive

(HER2+), metastatic breast cancer (MBC) who previously received

trastuzumab and a taxane, separately or in combination. Patients should

have either: Received prior therapy for metastatic disease, or Developed

disease recurrence during or within six months of completing adjuvant

therapy. Important Safety Information: Boxed WARNINGS:
HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do

Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious

hepatotoxicity has been reported, including liver failure and death in patients

treated with KADCYLA. Monitor serum transaminases and bilirubin prior to

initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate

left ventricular function in all patients prior 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 risks and the

_ need for effective contraception. The following additional serious adverse

reactions have been reported in clinical trials with KADCYLA: Interstitial Lung

Disease (ILD), including pneumonitis, some leading to acute respiratory

' distress syndrome or fatality: KADCYLA should be permanently discontinued

in patients diagnosed with ILD or pneumonitis, Infusion-related reactions

(IRR), Hypersensitivity: KADCYLAtreatment should be interrupted in

patients with severe IRR and permanently discontinued in the event of a life-

threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation

of KADCYLA and prior to each dose. Institute dose modifications as

appropriate, Peripheral neuropathy: KADCYLA should be temporarily

discontinued in patients experiencing Grade 3 or4 peripheral neuropathy

until resolution to S Grade 2, Reactions secondary to extravasation: The

infusion site should be closely monitored for possible subcutaneous

infiltration during drug administration. Additional Important Safety

Information: Detection of HER2 protein overexpression or gene amplification

is necessary for selection of patients appropriate for KADCYLA therapy,

Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into

consideration the importance of the drug to the mother, The most common

adverse drug reactions (frequency > 25%) across clinical trials with

KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia,

headache, increased transaminases, and constipation. You are encouraged

to report side effects to Genentech and the FDA. You may contact

Genentech by calling 1-888-835-2555. You may contact the FDA by visiting

www.fda.gov/medwatch or calling 1-800-FDA-1088.

 
The Nations! Comprehensive Cancer

Wen-vorx Gofdeffnes {NEW Gofdeffnes} 5—

Ereesf Cancer recommend KADCYLA as a

preferred agent for HER2+ recurrent or

metastatic trastuzuma b-exposed disease

[Catego ry 2A}:liE

Patient baseline characteristics were

well balanced between

treatment arms

Most patients (33%]- had received one or more

lines of systemic therapy in the metastatic

setting‘

' 12% of patients received only neoadjuvant or

adjuvant therapy and had disease relapse during

or within S months of completing treatment
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* Referenced with permission from NCCN Clinical Practice

Guidelines in CIncology [NCCN Guidelineslt: Breast Cance r

Y3 2D13. IE National Comprehensive Cancer Network, Inc. 2D13.

All rights rese rved- To view the most recent a nd complete

version of the guideline, go online to nccn.o rg- I'~IA'I'IDI'~IAL

CCIIII'I PR EH ENSI'III'E CANCER I'~I EIWDR IF, NCCIIF, NCCN

GUIDELIN ESP, and all other NCCN Content are trademarks

owned by the National Comprehensive Cancer Nehvorlt, Inc.

 

 Next: See Clinical Efficacy Results 

Contact a Representative

a Interested in receiving a
reprint of the clinical article

from your representative?

Tall: to a representative about getting the Yerma

paper in The New Engfand Joomaf ofMedicine

I. Contact Us

Indication

KADCYLA: "I [ado-trastuzumab emtansine), as a
single agent, is indicated for the treatment of patients

with HER2—positive [HER2+I, metastatic breast cancer

[MBCI who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease,

or

1* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATCITCDI'IIII‘iliIT‘lll'.r

CARDIAC TGXICITY. EMBRYG-FEI'AL

TOXICITY

* Do Not Substitute KADCYLA for or with

Trastuzumab

1* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death

in patients treated with KADCYLA. Monitor

serum transaminases and bilirubin prior to

initiation of KADCYLA 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 ventricular ejection

fraction [LVEFL Evaluate left ventricular

function in all patients prior 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 risks and the

need for effective contraception

The following additional serious

adverse reactions have been reported

in clinical trials with KADCYLA:

* Interstitial Lung Disease {ILD}, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: KADCYLA should

be permanently discontinued in patients

diagnosed with ILD or pneumonitis

* Infusion—related reactions {IRR},

Hypersensitivity: KADCYLA treatment should be

interrupted in patients with severe IRR and

permanently discontinued in the event of a life—

threatening IRR

* Thrombocytopenia: Monitor platelet counts

prior to initiation of KADCYLA and prior to each

dose. Institute dose modifications as

appropriate

* Peripheral neuropathy: KADCYLA should be

temporarily discontinued in patients

experiencing Grade 3 or A peripheral

neuropathy until resolution to 5 Grade 2

* Reactions secondary to extravasation: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety

Information:

* Detection of HER2 protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADCYLA therapy

1* Nursing mothers: Discontinue nursing or

discontinue KADCYLA taking into consideration

the importance of the drug to the mother

* The most common adverse drug reactions

[frequency 1:- 25%} across clinical trials with

KADCYLA were fatigue, nausea,

musculoskeletal pain, thrombocytopenia,

headache, increased transaminases, and

constipation

You are encouraged to report side effects to

Genentech and the FDA. You may contact Genentech

by calling 1 [383] 335-2555. You may contact the FDA

by visiting www.fda.govll'medwatch or calling

1 [Stiff] FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.

References: 1. KADCYLA Prescribing Information- Genentech, Inc-

May 2013- 2. Ye rma S, lu'liles D, Gianni L, et al; EIII'IILIA Study

Grou p- Trastuzumab emta nsine for HER2—positive advanced

breast cance r [published correction appears in NEnng Med:

ED135513 12442]- NEng'fJflvfed: 2D12;SE?:1?SS-1?S1 and

Supplementaryr Appendix- 3. National Comprehensive Cancer

Network. Nations! crass:Each-be Gurofefmes .in C's-comply FNE'CN

Eurb’eflbesF Ereast Cancer. Ye rsion 3 2013 .

http:waw.nccn.o rgllrp rofessiona IslIrp hysicia n_g|sl'rpdfl'rb

Accessed June 215, 2013- II. 1III'erma S, lu'liles D, Gianni L, et al-

Llpdated overall survival results from EMILIA, a phase 3 study of

trastuzumab emta nsine lT—DMH vs capecita bine and lapatinib in

HER2—positive locally advanced or metastatic breast cancer.

Presented at: Eu ropean Society of Medical Dncology lESIII'lCIl

Congress; September ESeCIctober 2, 2012; 1III'ie nna, Austria- 5. Data

on file - Ge ne ntech, Inc-

Genentech
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Text Box
Page Name: EMILIA Overview Page Title: EMILIA Clinical Trial Design | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Learn about the efficacy of KADCYLA® (ado-trastuzumab emtansine) and safety in HER2+ metastatic breast cancer patients previously treated with trastuzumab and a taxane from the EMILIA Trial.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.  
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Safetv first! Press here to read the

Important Safety:I Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

IEADCYLA to Iapatinib + capecitabine

Proven survival benefit

KADCYLA extended median DS bv

nearly 5 months1

' 341.9 months with KADC‘I'LA vs 25.1 months with

lapatinib + capecitabine; Fzflflflflfi

PRIIv'IAR‘r' ENDPCJINT: ENERALL SLJR‘IJI‘IJAL [4:13:11 

Hfizflfiag - HADETLA [n=41:1E:1 No. of events: 1-451

35% CI. [1.548, I lapstinilzr + capesirabins [n—dEIE] Na. :31 events: 182

_ 11.349. P—DDEIIJE

III]

I

I-~-.JCE!L|"'_"- -CI1:!CI!
:3:- CI!

Damn 12:14:!- Prcocrticnsurviving['13 E

_|. :1-

 
Na.atrislr 45.45. 414 432.41 344] E42 1114

Iapatinib + capscitshine

D -'1

453
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Select Important Safety Information:

Left Ventricular Dvsfunction [LVDI

' Patients treated with HADC‘I'LA are at increased

risk of developing L'v’D. In the Phase III EMILIA

tn'al, L'v’D occuned in 1.3% of patients in the

HADC‘I'LA group and in 3.3% in the lapatinib +

capecitabine group. Assess L'v'EF prior to

initiation of KADC‘I'LA and at regular intervals

during treatment. Pennanentlv discontinue

KADC‘I'LA if significant decreases in L'v'EF have

not improved or have declined further

Next: See Progression-Free Survival

Contact a Representative

3 Interested in additional
information about EMILIA

endpoints?

Talk to a representative about getting the Fe rma

paper in The New Engfend Jerome! ofMedicine

:- Contact Us

Indication

I'i.ADC"r"LA= "I [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE-positive [HER2+}, metastatic breast cancer

[MBCI who previouslyr received trastuzumab and a

taxane, separater or in combination. Patients should

have either:

* Received prior therapvr for metastatic disease,
or

1* Developed disease recurrence during or within

six months of completing adjuvant therapyr

Important Safety Information

Bolted WARNINGS: HEPIIIITILIIIT131111]IIIIT‘II‘".r

CARDIAC T'IIIIIillilClTII‘“.r EMBRVD-FEI'AL

TDXICIT‘I"

* Do Not Substitute IEADCYLA for or with

Trastuzumab

1* Hepatotoxicitv: Serious hepatotorrficitvr has

been reported, including liver failure and death

in patients treated with IEADC‘I'LA. Monitor

serum transaminases and bilirubin prior to

initiation of IEADC‘I'LA treatment and prior to

each IEADC‘I'LA dose. Reduce dose or

discontinue IEADC‘I'LA as appropriate in cases

of increased serum transaminases or total

bilirubin

1* Cardiac Toxicitv: IEADC‘I'LA administration mavr

lead to reductions in left ventricular ejection

fraction [LVEFL Evaluate left ventricular

function in all patients prior to and during

treatment with IEADC‘I'LA. Withheld treatment

for clinicallvr significant decrease in left

ventricular function

* Embrvo-Fetal Toxicitv: Exposure to IEADC‘I'LA

can result in embrvo-fetal death or birth

defects. Advise patients of these risks and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dvsfunction ILVDI

* Patients treated with ICADC‘fLA are at increased

risk of developing L'v'D. In EMILIA, L'v'D occurred

in 1.3% of patients in the KADC‘fLA—treated

group and in 3.3% in the comparator group.

Permanently:r discontinue ICADC‘fLA if L‘v'EF has

not improved or has declined further

Pregno ncv Registrv

1* Advise patients to contact their healthcare

provider immediately:r if they:r suspect theyr may:r

be pregnant. Encourage women who may:r be

exposed to ICADC‘fLA during pregnancy:r to

enroll in the MotHER Pregnancvr Registr'IIr bv

contacting 1 [Still] SSE-15321}

Pulrnonarv Toxicitv

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to acute

respiratoryr distress svndro me or fatal outcome

have been reported in clinical trials with

ICADC‘I’LA. In EMILIA, the overall frequency:r of

pneumonitis was 1.2%

* Treatment with ICADC‘fLA should be

permanently:r discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, vaersensitivitv Reactions

* Treatment with ICADC‘fLA has not been studied

in patients who had trastuzumab permanentlyr

discontinued due to infusion—related reactions

[IRRI andr'or hvpersensitivitvr reactions;

treatment with KADC‘r'LA is not recommended

for these patients. In EMILIA, the overall

frequency:r of IRRs in patients treated with

ICADCYLA was 1.4%

* ICADCVLA treatment should be interrupted in

patients with severe IRR and permanently:r

discontinued in the event of a life—threatening

IRR. Patients should be closely:r monitored for

IRR reactions, especiallvr during the first

infusion

ThroniJo-cvtopenio

4* In EMILIA, the incidence of 3: Grade 3

thrombocvtopenia was 141.5% in the ICADC‘fLA—

treated group and {1.44% in the comparator

group [overall incidence 31.2% and 3.3%,

respectivelv}

* Monitor platelet counts prior to initiation of

ICADCTLA and prior to each ICADCTLA dose.

Institute dose modifications as appropriate

Neurotoxicitv

* In EMILIA, the incidence of 3: Grade 3 peripheral

neuropathvr was 2.2% in the ICADC‘fLA—treated

group and {1.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectivelv}

* Monitor for signs or svmptoms of

neurotoxicitv. ICADCTLA should be temporarilvr

discontinued in patients experiencing Grade 3

or :4 peripheral neuropathvr until resolution to 11

Grade 2

HERE Testing

* Detection of HERE protein overexpression or

gene amplification is necessaryr for selection of

patients appropriate for ICADC‘I’LA. Perform

using FDA approved tests bv laboratories with

demonstrated proficiencyr

Errtravasotion

* In ICADC‘fLA clinical studies, reactions

secondaryr to extravasation have been

observed and were generally:r mild. The infusion

site should be closely:r monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for ICADC‘I’LA

extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue KADC‘fLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

4* The most common ADRs seen with ICADCTLA in

EMILIA[frer:1uenr:1§.ur :- 25%} were nausea, fatigue,

musculoskeletal pain, thrombocvtopenia,

increased transaminases, headache, and

constipation. The most common NCI—CTCAE

[version 3]: 2 Grade 3 ADRs [frequencv 2:- 2%]:

were thrombocvtopenia, increased

transaminases, anemia, hvpokalemia,

peripheral neuropathvr and fatigue

‘fou are encouraged to report side effects to

Genentech and the FDA. ‘fou may:r contact Genentech

bv calling 1 {SSS} 335-2555. You may:r contact the FDA

bv visiting www.fda.govfmedwatch or calling

1 [30m FDA-1033.

Please see accompanving full Prescribing Information

for additional important safet'IIr information, including

Boxed WARNINGS.

Reference: 1. IEADC‘I"LA Prescribing Information- Genentech, Inc-

Mav 2013-

Genentech

Home I Contact Us I Site Map I Important SafetvI

Information I PrivacyI PolicrlrI I Terms andConditions

1322' 21313 Genentech USA, Inc. All rights reserved.

This site is intended for US residents onlv.
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Safety first! Press here to read the

Important Safety Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

.ILI. _ _ ...".- ..._."..-_

Page Name: Overall Survival

Page Title: Overall Survival | KADCYLA® (ado-trastuzumab emtansine)

Meta Description: Read about overall survival (OS) results from the Phase

III EMILIA trial comparing KADCYLA® (ado-trastuzumab emtansine) to

lapatinib+capecitabine.

{KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as
a single agent, is indicated for the treatment of patients with HER2-positive

(HER2+), metastatic breast cancer (MBC) who previously received

trastuzumab and a taxane, separately or in combination. Patients should

have either: Received prior therapy for metastatic disease, or Developed

disease recurrence during or within six months of completing adjuvant

therapy. Important Safety Information: Boxed WARNINGS:
HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do

Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious

hepatotoxicity has been reported, including liver failure and death in patients

treated with KADCYLA. Monitor serum transaminases and bilirubin prior to

initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate

left ventricular function in all patients prior 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 risks

and the need for effective contraception. The following additional serious

adverse reactions have been reported in clinical trials with KADCYLA:

Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute

respiratory distress syndrome or fatality: KADCYLA should be permanently

discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related
- reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted

in patients with severe IRR and permanently discontinued in the event of a

'life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to

.initiation of KADCYLA and prior to each dose. Institute dose modifications as

.appropriate, Peripheral neuropathy: KADCYLA should be temporarily

'discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy

until resolution to 5 Grade 2, Reactions secondary to extravasation: The

'infusion site should be closely monitored for possible subcutaneous

infiltration during drug administration. Additional Important Safety
Information: Detection of HER2 protein overexpression or gene amplification

is necessary for selection of patients appropriate for KADCYLA therapy,

Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into

consideration the importance of the drug to the mother, The most common

adverse drug reactions (frequency > 25%) across clinical trials with

KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia,

headache, increased transaminases, and constipation. You are encouraged

to report side effects to Genentech and the FDA. You may contact

Genentech by calling 1-888-835-2555. You may contact the FDA by visiting

fwww.fda.gov/medwatch or calling 1-800-FDA-1088.
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Select Important Safety Information:

Left Ventricular Dysfunction [LVD]

' Patients treated with KADCYLA are at increased

risk of developing L'v'D. In the Phase III EMILIA

trial, L'v'D occuned in 1.3% of patients in the

KADC‘I’LA group and in 3.3% in the Iapatinib +

capecitabine group. Assess L"-.r"EF prior to

initiation of KADC‘I'IA and at regular intervals

during treatment. Permanently discontinue

KADC‘IIA if significant decreases in L‘II'EF have

not improved or have declined further

 Next: See Progression-Free Survival

Contact a Representative

Interested in additional

information about EMILIA 
endpoints?

Tall: to a representative about getting the Fe rma

paper in The New Engfend Joomef ofMedicine

1 Contact Us

Indication

Il'.'.AD[I"'|"LAa "1 [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HER2—positive [HER2+}, metastatic breast cancer

[MBE} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease,

or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATICIIITICIIIJIIIII’llllT"I"'.r

fiARDIAfi TICIIIII'IIIIIIITII‘"Ir EMBR‘fD-FEI'AL

TICIIIJIIIIItIIITII"r

* Do Not Substitute KADCYLA for or with

Trastqumab

* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death

in patients treated with KADCYLA. Monitor

serum transaminases and bilirubin prior to

initiation of KADCYLA treatment and prior to

each KADCYLA dose. Reduce dose or

discontinue KADCYLA as appropriate in cases

of increased serum transaminases or total

bilirubin

* lIllardiac Toxicity: KADCYLA administration may

lead to reductions in left ventricular ejection

fraction [LVEFL Evaluate left ventricular

function in all patients prior to and during

treatment with KADCYLA. Withhold treatment

for clinically significant decrease in left

ventricular function

* Embryo-Fetal Toxicity: Exposure to IEAEHI‘I'LA

can result in embryo-fetal death or birth

defects. Advise patients of these rislts and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction IL’v'Di

* Patients treated with KADCYLA are at increased

risk of developing L‘Il'D. In EMILIA, L‘v'D occurred

in 1.3% of patients in the KADCYLA-treated

group and in 3.3% in the comparator group.

Permanently discontinue KADCYLA if L‘Ir'EF has

not improved or has declined further

Pregna ncy Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to KADCYLA during pregnancy to

enroll in the MotHER Pregnancy Registry by

contacting 1 [333} 333-3323

Pulmonary Toxicity

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to acute

respiratory distress syndrome or fatal outcome

have been reported in clinical trials with

KADCYLA. In EMILIA, the overall frequency of

pneumonitis was 1.2%

* Treatment with KADC‘I’LA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with KADCYLA has not been studied

in patients who had trastuzumab permanently

discontinued due to infusion-related reactions

[IRR} andfor hypersensitivity reactions;

treatment with KADCYLA is not recommended

for these patients. In EMILIA, the overall

frequency of IRRs in patients treated with

KADCYLA was 1 31%

* KADCYLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life-threatening

IRR. Patients should be closely monitored for

IRR reactions, especially during the first

infusion

Throniaocytopenia

* In EMILIA, the incidence of 3: Grade 3

thrombocytopenia was 14.5% in the KADCYLA—

treated group and 3.4% in the comparator

group [overall incidence 31 .2% and 3.3%,

respectively}

* Monitor platelet counts prior to initiation of

KADC‘fLA and prior to each KADC‘I’LA dose.

Institute dose modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of 3: Grade 3 peripheral

neuropathy was 2.2% in the KADCYLA-treated

group and 3.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectively}

* Monitor for signs or symptoms of

neurotoxicity. KADCYLA should be temporarily

discontinued in patients experiencing Grade 3

or :1 peripheral neuropathy until resolution to 5

Grade 2

HERE Testing

* Detection of HEREll protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADD‘fLA. Perform

using FDA approved tests by Iaborato ries with

demonstrated proficiency

Extravasation

1* In KADCYLA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The infusion

site should be closely monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for KADDH’LA

extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue KADCYLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with KADCYLA in

EMILIA [frequency 3:- 25%} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NDI—DTDAE

[version 3} 2 Grade 3 ADRs [frequency 1:- 2%}

were thrombocytopenia, increased

transaminases, anemia, hypokalemia,

peripheral neuropathy and fatigue

‘1"ou are encouraged to report side effects to

Genentech and the FDA. You may contact Genentech

by calling 1 [333} 335-2555. You may contact the FDA

by visiting www.fda.gov!medwatch or calling

1 [3311} FDA-1333.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.

Reference: 1. KADC‘I"LA Prescribing Information- Genentech, Inc.

May 2313-

Genentech
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This site is intended for US residents only.
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Text Box
Page Name: Overall Survival Page Title: Overall Survival | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Read about overall survival (OS) results from the Phase III EMILIA trial comparing KADCYLA® (ado-trastuzumab emtansine) to lapatinib+capecitabine.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Safety first! Press here to read the

Important Safety Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

IEADE‘I'LA to lapatinib + capecitabine

Significantly improved median

PFS

50% improvement in median PFS by

independent review1

' SUE months median PFS with HADEYLA vs Ext

months with Iapatinib + capecitabine; Fcflflfltfl

PRIMARV ENDPCJINT: PRCJGRESSICJN-FREE SLJR‘Iu'I‘vAL
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Select Important Safety Information:

Infusion Related;iHypersensitivity
Reactions

' Treatment with HADG‘I’LA has not been studied in

patients who had trastuzumab permanently

discontinued due to infusion—related reactions

[IRR} andior hypersensitivity reactions; treatment

with HADE‘I'LA is not recommended for these

patients. KADC‘I'LA treatment should be

intenupted in patients with severe IRR and

permanently discontinued in the event of a life—

threatening IRR

Next: See Objective Response Hate

Contact a Representative

a Interested in additional
information about EMILIA

endpoints?

Tall: to a representative about getting the Uerma

paper in The New Engfand Jayme! ofMedicine

1 contact Us

Indication

liliil.DIC.‘."'|"LA= "I [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE—positive [HER2+}, metastatic breast cancer

[MRC} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease,

or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATIZIIITIZIIIII'IIIti:IT'iI'.r

CARDIAC TDXICIT‘I'. EMBRVfl-FEI'AL

TIIIIIII'IIIIIIIT‘iIr

* Do Not Substitute IEADD'I'LA for or with

Trastuzumab

1* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death

in patients treated with IEADIIi'LA. Monitor

serum transaminases and bilirubin prior to

initiation of IEADDI'LA treatment and prior to

each IEADD'I'LA dose. Reduce dose or

discontinue IEADE‘I'LA as appropriate in cases

of increased serum transaminases or total

bilirubin

* Cardiac Toxicity: IEADITI'LA administration may

lead to reductions in left ventricular ejection

fraction [L'v'EF}. Evaluate left ventricular

function in all patients prior to and during

treatment with IEADG‘I'LA. With hold treatment

for clinically significant decrease in left

ventricular function

* Embryo-Fetal Toxicity: Exposure to IEADD'I'LA

can result in embryo-fetal death or birth

defects. Advise patients of these rislts and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction ILUDI

* Patients treated with ICADC‘I’LA are at increased

risk of developing L‘v'D. In EMILIA, L‘v'D occurred

in 1.3% of patients in the ICADEYLA—treated

group and in 3.3% in the comparator group.

Permanently discontinue ICADCVLA if L'v'EF has

not improved or has declined further

Pregnancy Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to KADCH’LA during pregnancy to

enroll in the MotHER Pregnancy Registry by

contacting 1 [300} 690-6320

Pulmonary Toxicity

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to acute

respiratory distress syndrome or fatal outcome

have been reported in clinical trials with

IEADCYLA. In EMILIA, the overall frequency of

pneumonitis was 1.2%

1* Treatment with KADCH’LA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with ICADCH’LA has not been studied

in patients who had trastuzumab permanently

discontinued due to infusion—related reactions

[IRR} andior hypersensitivity reactions;

treatment with KADCTLA is not recommended

for these patients. In EMILIA, the overall

frequency of IRRs in patients treated with

ICADC‘I’LA was “1.4%

* KADC‘I’LA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life-threatening

IRR. Patients should be closely monitored for

IRR reactions, especially during the first

infusion

Throniooeytopenia

* In EMILIA, the incidence of 1: Grade 3

thrombocytopenia was 1:1.5% in the KADCTLA—

treated group and {1.4% in the comparator

group [overall incidence 31.2% and 3.3%,

respectively}

* Monitor platelet counts prior to initiation of

ICADC‘I’LA and prior to each ICADC‘I’LA dose.

Institute dose modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of 1: Grade 3 peripheral

neuropathy was 2.2% in the HADETLA—tre ated

group and {1.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectively}

* Monitor for signs or symptoms of

neurotoxicity. ICADCTLA should be temporarily

discontinued in patients experiencing Grade 3

or £1 peripheral neuropathy until resolution to 5

Grade 2

HERE Testing

* Detection of HERE protein overexpression or

gene amplification is necessary for selection of

patients appropriate for ICADC‘I’LA. Perform

using FDA approved tests by laboratories with

demonstrated proficiency

Extravasation

* In ICADE‘I’LA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The infusion

site should be closely monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for ICADEYLA

extravasation is unknown

Nursing III-others

* Discontinue nursing or discontinue ICADCTLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with ICADCTLA in

EMILIA [frequency 2:- 25%} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NCI—CTGAE

[version 3} 3: Grade 3 ADRs [frequency 1:- 2%}

were thrombocytopenia, increased

transaminases, anemia, hypokalemia,

peripheral neuropathy and fatigue

You are encouraged to report side effects to

Genentech and the FDA. ‘fou may contact Genentech

by calling 1 [333} 335-2555. You may contact the FDA

by visiting www.fda.gov!medwatch or calling

1 {Still} FDA-103:3.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.

Reference: 1. KADC‘I"LA Prescribing Information- Genentech, Inc-

May 2013-

Genentech

Home I Sontact Us I Site Map I Important Safety

Information I Privacy Policy I Terms andfionditions

:EE- 2013 Genentech USA, Inc. All rights reserved.

This site is intended for US residents only.
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Safety first! Press here to read the

Important Safety Information

Clinical Information 
' Page Name: Progression Free Survival

Page Title: Progression Free Survival | KADCYLA® (ado-trastuzumab

emtansine)

Meta Description: Read about progression free survival (PFS) results from

IIthe Phase III EMILIA trial comparing KADCYLA® (ado-trastuzumab

emtansine) to lapatinib+capecitabine.

I KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as

a single agent, is indicated for the treatment of patients with HER2-positive

(HER2+), metastatic breast cancer (MBC) who previously received

trastuzumab and a taxane, separately or in combination. Patients should

have either: Received prior therapy for metastatic disease, or Developed

disease recurrence during or within six months of completing adjuvant

therapy. Important Safety Information: Boxed WARNINGS:
HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do

Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious

hepatotoxicity has been reported, including liver failure and death in

patients treated with KADCYLA. Monitor serum transaminases and bilirubin

prior to initiation of KADCYLA 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 ventricular ejection -

fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following

additional serious adverse reactions have been reported in clinical trials

with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, |'-i
some leading to acute respiratory distress syndrome or fatality: KADCYLA

should be permanently discontinued in patients diagnosed with ILD or

pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA

treatment should be interrupted in patients with severe IRR and

permanently discontinued in the event of a life-threatening IRR,

Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA

and prior to each dose. Institute dose modifications as appropriate,

Peripheral neuropathy: KADCYLA should be temporarily discontinued in

patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to

5 Grade 2, Reactions secondary to extravasation: The infusion site should

- be closely monitored for possible subcutaneous infiltration during drug

administration. Additional Important Safety Information: Detection of HER2

protein overexpression or gene amplification is necessary for selection of

patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue

nursing or discontinue KADCYLA taking into consideration the importance

of the drug to the mother, The most common adverse drug reactions

. (frequency > 25%) across clinical trials with KADCYLA were fatigue,

 

 
 

 
 nausea, musculoskeletal pain, thrombocytopenia, headache, increased

transaminases, and constipation. You are encouraged to report side effects

to Genentech and the FDA. You may contact Genentech by calling

‘1-888—835-2555. You may contact the FDA by visiting www.fda.gov/mnriulotr‘h Ar nailinn 1,an,l:nl\,4nQQ
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Select Important Safety Information:

Infusion Related-fHypersensitivity
Reactions

' Treatment with KADCYLA has not been studied in

patients who had trastuzumab permanently

discontinued due to infusion—related reactions

[IRR} andfor hypersensitivity reactions; treatment

with KADCYLA is not recommended for these

patients. KADCYLA treatment should be

intenupted in patients with severe IRR and

permanently discontinued in the event of a life—

threatening IRR

Next: See Objective Response Hate

Contact a Representative

Interested in additional

information about EMILIA 
endpoints?

Tallr.‘ to a representative about getting the Uerma

paper in The New Engfand Jayme! ofMedicine

1 Contact Us

Indication

I'-'.'-ADIC.‘."'|"LA= "1 [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HER2—positive [HER2+}, metastatic breast cancer

[MEC} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease,

or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATICII'TICIIIII'IIIII:IT"|“',r

CARDIAC TICIIIJIIIIICIT"I“'.r EMBR‘I’D-FEI'AL

TICIIIII'III’I'IIT"|“r

* Do Not Substitute KADCYLA for or with

Trastuzumab

1* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death

in patients treated with IEADC‘I'LA. Monitor

serum transaminases and bilirubin prior to

initiation of KADCYLA 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 ventricular ejection

fraction [L'H'EFL Evaluate left ventricular

function in all patients prior to and during

treatment with KADCYLA. With hold treatment

for clinically significant decrease in left

ventricular function

t Embryo-Fetal Toxicity: Exposure to KADCYLA

can result in embryo-fetal death or birth

defects. Advise patients of these rislts and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction ILifDI

* Patients treated with KADCYLA are at increased

risk of developing L‘III'D. In EMILIA, L‘Ir'D occurred

in 1.8% of patients in the KADCYLA—treated

group and in 3.3% in the comparator group.

Permanently discontinue KADCYLA if L'v'EF has

not improved or has declined further

Pregnancy Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to KADC‘I’LA during pregnancy to

enroll in the MotHER Pregnancy Registry by

contacting 1 [SHRED-1332f}

Pulmonary Toxicity

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to acute

respiratory distress syndrome or fatal outcome

have been reported in clinical trials with

KADCYLA. In EMILIA, the overall frequency of

pneumonitis was 1.2%

1* Treatment with KADC‘I’LA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with KADC‘I’LA has not been studied

in patients who had trastuzumab permanently

discontinued due to infusion—related reactions

[IRR} andfor hypersensitivity reactions;

treatment with KADCYLA is not recommended

for these patients. In EMILIA, the overall

frequency of IRRs in patients treated with

KADCYLA was 1 31%

* KADCYLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life-threatening

IRR. Patients should be closely monitored for

IRR reactions, especially during the first

infusion

Thronisocytouenia

* In EMILIA, the incidence of 1: Grade 3

thrombocytopenia was 1:1.5% in the KADCYLA—

treated group and '[121% in the comparator

group [overall incidence 31.2% and 3.3%,

respectively}

* Monitor platelet counts prior to initiation of

KADCYLA and prior to each KADCYLA dose.

Institute dose modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of 1: Grade 3 peripheral

neuropathy was 2.2% in the KADCYLA-tre ated

group and l[1.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectively}

* Monitor for signs or symptoms of

neurotoxicity. KADCYLA should be temporarily

discontinued in patients experiencing Grade 3

or :1 peripheral neuropathy until resolution to 5

Grade 2

HERE Testing

* Detection of HER2 protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADCYLA. Perform

using FDA approved tests by laboratories with

demonstrated proficiency

Extravasation

* In KADCYLA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The infusion

site should be closely monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for KADCYLA

extravasation is unknown

Ntnsing Mothers

* Discontinue nursing or discontinue KADCTLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

t The most common ADRs seen with KADCYLA in

EMILIA [frequency 2:- 25%} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NCI—CTCAE

[version 3} 3: Grade 3 ADRs [frequency 1:- 2%}

were thrombocytopenia, increased

transaminases, anemia, hypokalemia,

peripheral neuropathy and fatigue

You are encouraged to report side effects to

Genentech and the FDA. ‘r’ou may contact Genentech

by calling 1 {SSS} 335-2555. You may contact the FDA

by visiting www.fda.gov!medwatch or calling

1 {Stiff} FDA-103:3.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.

Reference: 1. KADC‘I"LA Prescribing Information- Genentech, Inc-

May 2013-

Genentech

Home I Contact Us I Site Map I Important Safety

Information I Privacy Policy I Terms andConditions

:32- 2013 Genentech USA, Inc. All rights reserved.

This site is intended for US residents only.
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Text Box
Page Name: Progression Free Survival Page Title: Progression Free Survival | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Read about progression free survival (PFS) results from the Phase III EMILIA trial comparing KADCYLA® (ado-trastuzumab emtansine) to lapatinib+capecitabine.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Safety first! Press here to read the

important Safety Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

IEADC‘I'LA to Iapatinib + capecitabine

Achieved superior tumor

response rates

KADC‘H'LA was shown to shrink

tumors in more patients‘:2

' More patients had a complete response [1.I‘.}% vs

I}.5%} or partial response [42.S% vs 3t}.3%} with

KADC‘I'LA than with lapatinib + capecitabine

IiIiIEIdECTI‘I.-"E RESF‘CINSE RATE [DRRP 

so: we:

E

Patientsrsspending[iii-|-   
III'IIIC'I'LI'I. luputlnlh +cspscl1s IIInc

|I:-._II“';I,"| '| 15%,

DRR defined as the proportion of patients who

achieved a complete response [disappearance of all

target tumors} or a partial response [3:3I]% decrease in

the sum of the longest diameters of target tumors}

based on Response Evaluation Criteria in Solid

Tumors [RECIST} Version 1.1.”

Select Important Safety Information:

Pulmonary Toxicity

' Cases of interstitial lung disease [|LD}, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatal outcome have been

reported in clinical trials with KADC‘I'LA.

Treatment with KADC‘I’LA should be permanently

discontinued in patients diagnosed with ILD or

pneumo nitis

Next: See Duration of Response

Contact a Representative

a Interested in additional
information about EIv'IILIA

endpoints?

Tall: to a representative about getting the 1I.-"erma

paper in The New Engfend Joan-ref ofMedicine

:- Contact Us

Indication

I'!.'.ADII.‘."'|"LA= "1 [ado-trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HER2—positive [HER2+}, metastatic breast cancer

[MBC} who previously received trastuzumab and a

taxane, separater or in combination. Patients should

have either:

1* Received prior therapy for metastatic disease,

or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATDTDXICIT‘I'.

CARDIAC TDHICITV. EMBRVD-FEI'AL

T'DXICITV

* Do Not Substitute IEADC‘I'LA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death

in patients treated with IEADC‘I'LA. Monitor

serum transaminases and bilirubin prior to

initiation of HADC‘I'LA treatment and prior to

each IEADCYLA dose. Reduce dose or

discontinue IEADC‘I'LA as appropriate in cases

of increased serum transaminases or total

bilirubin

* Cardiac Toxicity: HADC‘I'LA administration may

lead to reductions in left ventricular ejection

fraction [LVEFL Evaluate left ventricular

function in all patients prior to and during

treatment with IEADC‘I'LA. Withhold treatment

for clinically significant decrease in left

ventricular function

* Embryo-Fetal Toxicity: Exposure to IEADC‘I'LA

can result in embryo-fetal death or birth

defects. Advise patients of these rislrs and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction ILVDI

* Patients treated with ICADCTLA are at increased

risk of developing me. In EMILIA, ch occurred

in 1.8% of patients in the ICADC‘I’LA—treated

group and in 3.3% in the comparator group.

Permanently discontinue ICADC‘I’LA if L‘v'EF has

not improved or has declined further

Pregnancy Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to ICADCTLA during pregnancy to

enroll in the MotHER Pregnancy Registry by

contacting 1 {Stiff} SSH-622D

Pulmonary Toxicity

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to acute

respiratory distress syndrome or fatal outcome

have been reported in clinical trials with

ICADC‘I’LA. In EMILIA, the overall frequency of

pneumonitis was 1.2%

* Treatment with ICADC‘I’LA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with ICADC‘I’LA has not been studied

in patients who had trastuzumab permanently

discontinued due to infusion—related reactions

[IRR} andior hypersensitivity reactions;

treatment with ICADCTLA is not recommended

for these patients. In EMILIA, the overall

frequency of IRRs in patients treated with

ICADC‘I’LA was 1.11%

* ICADCTLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life-threatening

IRR. Patients should be closely monitored for

IRR reactions, especially during the first

infusion

Thronisocytopenia

* In EMILIA, the incidence of 2 Grade 3

thrombocytopenia was 14.5% in the KADC‘I’LA—

treated group and Ill-“1% in the comparator

group [overall incidence 31.2% and 3.3%,

respectively}

* Monitor platelet counts prior to initiation of

ICADC‘I’LA and prior to each ICADC‘I’LA dose.

Institute dose modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of 2 Grade 3 peripheral

neuropathy was 2.2% in the ICADC‘fLA—treated

group and l[1.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectively}

* Monitor for signs or symptoms of

neurotoxicity. ICADC‘I’LA should be temporarily

discontinued in patients experiencing Grade 3

or 4 peripheral neuropathy until resolution to 5

Grade 2

HER2 Testing

* Detection of HER2 protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADC‘I’LA. Perform

using FDA approved tests by laboratories with

demonstrated proficiency

Extravasation

* In ICADC‘I’LA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The infusion

site should be closely monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for KADC‘I’LA

extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue KADC‘I’LA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with ICADC‘I’LA in

EMILIA [frequency :3 25%} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NCI-CTCAE

[version 3} 2- Grade 3 ADRs [frequency :- 2%}

were thrombocytopenia, increased

transaminases, anemia, hypokalemia,

peripheral neuropathy and fatigue

“fou are encouraged to report side effects to

Genentech and the FDA. You may contact Genentech

by calling 1 [3133} 335-2555. You may contact the FDA

by visiting www.fda.govfmedwatch or calling

1 [SD-II} FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Roxed WARNINGS.

References: 1. KADC‘I"LA Prescribing Information. Genentech, Inc.

May 2013- 2. 1III'erma S, h'liles D, Gianni L, et al; Eh'IILIA Study

Group- Trastuzumab emta nsine for HER2—positive advanced

breast cancer [published correction appears in NEngiJflrfedf

sauces-2442]. NEnngsveatso1seesz1sas-1ss1 and

Supplementary Appendix- 3. Data on file- Genentech, Inc- II.

Therasse P; European Drga nisation for Resea rob and Treatment

of Cancer Data lIIenter- Evaluation of response: new and standard

criteria- Arm Deco!- 2DD2;13[su ppl 4} :1 22—1 29- 5. R ECIST- 1III'e rsion

1 -1 Update. http :waw.recist.comfrecist—

comparativeflfl'html. Accessed June so, 2013.

Genentech

Home I Contact Us I Site Map I Important Safety

Information I Privacy Policy I Terms andConditions

_.r|entech USA, Inc. All rights reserved.

--ite is intended for US residents only.
 

IMMUNOGEN 2226. Pg. 36

Phigenix v. Immunogen
|PR2014-00676



37

IMMUNOGEN 2226, pg. 37 
Phigenix v. Immunogen 

IPR2014-00676

37

This information is for Hea Ithca re

Professionals

SQKadcyla".
I-I' I'd-fir - III-III fl 'L-I'h- I'l-

:JCI-I “~ LI” {I ”In: Eli-
-: h. H -: .- . -.

 

 
Safety:I first! Press here to read the

Important Safet1jlI Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

KADCYLA to Iapatinib + capecitabine

Achieved superior tumor

response rates

Page Name: Objective Response Rate

Page Title: Objective Response Rate | KADCYLA® (ado-trastuzumab

emtansine)

Meta Description: Learn more about response rates (ORR) for patients

treated with KADCYLA® (ado-trastuzumab emtansine) compared to

lapatinib+capecitabine. 5

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as

a single agent, is indicated for the treatment of patients with HER2-positive

(HER2+), metastatic breast cancer (MBC) who previously received

trastuzumab and a taxane, separately or in combination. Patients should

have either: Received prior therapy for metastatic disease, or Developed

disease recurrence during or within six months of completing adjuvant

therapy. Important Safety Information: Boxed WARNINGS:
HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do

Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious

hepatotoxicity has been reported, including liver failure and death in patients

treated with KADCYLA. Monitor serum transaminases and bilirubin prior to

initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate

left ventricular function in all patients prior 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 risks

and the need for effective contraception. The following additional serious

adverse reactions have been reported in clinical trials with KADCYLA:

Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute

respiratory distress syndrome or fatality: KADCYLA should be permanently

discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related

reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted

in patients with severe IRR and permanently discontinued in the event of a

life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to

initiation of KADCYLA and prior to each dose. Institute dose modifications

as appropriate, Peripheral neuropathy: KADCYLA should be temporarily

discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy

until resolution to S Grade 2, Reactions secondary to extravasation: The

infusion site should be closely monitored for possible subcutaneous

infiltration during drug administration. Additional Important Safety -

'Information: Detection of HER2 protein overexpression or gene amplification In

is necessary for selection of patients appropriate for KADCYLA therapy,
Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into

'consideration the importance of the drug to the mother, The most common

adverse drug reactions (frequency > 25%) across clinical trials with

KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia,

 
headache, increased transaminases, and constipation. You are encouraged

to report side effects to Genentech and the FDA. You may contact

Genentech by calling 1-888—835-2555. You may contact the FDA by visiting

www.fda.gov/medwatch or calling 1-800-FDA-1088.

Pulmonarvr Toxicitv

' Cases of interstitial lung disease [ILD], including

pneumonitis, some leading to acute respiratory:r

distress svndrome or fatal outcome have been

reported in clinical trials with HADE‘fLA.

Treatment with KADCYLA should be permanently:r

discontinued in patients diagnosed with ILD or

pneumo n itis

Next: See Duration of Response

Contact a Representative

Interested in additional

information about El'v'IlLlA 
endpoints?

Tall: to a representative about getting the Fe rma

paper in The New Engfend Joanie! ofMedicine

1 Contact Us

Indication

I'!."-ADI'.I"'|"LA= "I [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HER2-positive [HER2+]I, metastatic breast cancer

[MREI who previously:r received trastuzumab and a

taxane, separater or in combination. Patients should

have either:

* Received prior therapy:r for metastatic disease,

or

* Developed disease recurrence during or within

six months of completing adjuvant therapyr

Important Safety Information

Boxed WARNINGS: HEPATDTDXIGIT‘I",

CARDIAC TICIIIIIIIIIIIITII‘",r EMBR‘I'D-FEI'AL

TICIIIJIIIII'IIIITII“r

1* Do Not Substitute KADCYLA for or with

Trastuzumab

* Hepatotoxicitv: Serious hepatotoxicit'IIr has

been reported, including liver failure and death

in patients treated with KADCYLA. Monitor

serum transaminases and bilirubin prior to

initiation of KADCYLA treatment and prior to

each KADCYLA dose. Reduce dose or

discontinue KADCYLA as appropriate in cases

of increased serum transaminases or total

bilirubin

* lGardiac Toxicitv: KADCYLA administration ma'IIr

lead to reductions in left ventricular ejection

fraction [L‘III'EFL Evaluate left ventricular

function in all patients prior to and during

treatment with KADCYLA. Withhold treatment

for clinicallvllr significant decrease in left

ventricular function

* Embryo-Fetal Toxicitv: Exposure to ILAEHIVLA

can result in embrvo-fetal death or birth

defects. Advise patients of these rislrs and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dvsfunction IL’v'DI

* Patients treated with KADCYLA are at increased

risk of developing L‘II'D. In EMILIA, L‘v'D occurred

in 1.3% of patients in the KADCTLA—treated

group and in 3.3% in the comparator group.

Permanently:r discontinue KADC‘I’LA if L‘UEF has

not improved or has declined further

Pregna ncv Registrv

* Advise patients to contact their healthcare

provider immediatelyr if theyr suspect theyr mayr

be pregnant. Encourage women who mayr be

exposed to KADCYLA during pregnancyr to

enroll in the MotHER Pregnancvllr Revgistrvr bv

contacting 1 [Slit]! SSH-6320

Pulmonarv Toxicitv

* Cases of interstitial lung disease [ILD',l,

including pneumonitis, some leading to acute

respiratoryr distress svndro me or fatal outcome

have been reported in clinical trials with

KADCYLA. In EMILIA, the overall frequency:r of

pneumonitis was 1.2%

* Treatment with If-ADG‘fLA should be

permanently:r discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, vaersensitivitv Reactions

* Treatment with KADCYLA has not been studied

in patients who had trastuzumab permanentlyr

discontinued due to infusion—related reactions

[IRRI andfor hypersensitivityr reactions;

treatment with KADCYLA is not recommended

for these patients. In EMILIA, the overall

frequency:r of IRRs in patients treated with

KADCYLA was “1.4%

* KADCYLA treatment should be interrupted in

patients with severe IRR and permanentlyr

discontinued in the event of a life-threatening

IRR. Patients should be closely:r monitored for

IRR reactions, especially:r during the first

infusion

Thronioocvtcuenia

* In EMILIA, the incidence of 3: Grade 3

thrombocytopenia was ”14.5% in the KADCYLA—

treated group and {1.4% in the comparator

group [overall incidence 31.2% and 3.3%,

respectivele

* Monitor platelet counts prior to initiation of

KADG‘fLA and prior to each KADCYLA dose.

Institute dose modifications as appropriate

Neurotoxicitv

* In EMILIA, the incidence of 3: Grade 3 peripheral

neuropathyr was 2.2% in the KADCYLA—treated

group and {1.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectivelv}

* Monitor for signs or svmptoms of

neurotoxicitv. KADCYLA should be temporarilyr

discontinued in patients experiencing Grade 3

or A peripheral neuropathyr until resolution to :1

Grade 2

HERE Testing

* Detection of HEREll protein overexpression or

gene amplification is necessary:r for selection of

patients appropriate for If-ADG‘fLA. Perform

using FDA approved tests bv Iaborato ries with

demonstrated proficiency:r

Extravasation

* In KADETLA clinical studies, reactions

secondary:r to extravasation have been

observed and were generally:r mild. The infusion

site should be closely:r monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for If-ADG‘fLA

extravasation is unknown

Nursing III-others

1* Discontinue nursing or discontinue KADCYLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with KADCYLA in

EI'1.I'IILIA[frequencyr :- 25%]: were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NGI—GTGAE

[version 3} 2 Grade 3 ADRs [frequencjur 1:- 2%}

were thrombocytopenia, increased

transaminases, anemia, hvpokalemia,

peripheral neuropathy:r and fatigue

‘1"ou are encouraged to report side effects to

Genentech and the FDA. You may:r contact Genentech

bv calling 1 [3331 335-2555. You may:r contact the FDA

bv visiting www.fda.govfmedwatch or calling

1 [30111 FDA-1033.

Please see accompanving full Prescribing Information

for additional important safetalr information, including

Boxed WARNINGS.

References: 1. KADC‘I"LA Prescribing Information. Genentech, Inc.

Mav 2013- 2. Henna S, Miles D, Gianni L, et al; EMILIA Study:r

Group- Trastuzumab e mta nsine for H ERR—positive advanced

breast cancer [published correction a ppea rs in NEHQIJMedE

3013;333:443]. NEngr-rMee: 3013;333:1333-1331 and

Su ppler'nentarljur Appendix- 3. Data on file- Gene ntech, Inc- II.

The rasse P; Eu ropea n Drga nisation for Resea rob a nd Treatrne nt

of IIlene-er Data Center- Evaluation of response: new and standard

criteria - Arm Deco!- 2002;13lsu ppl 41:1 21129- 5. RECIST. Us rsion

1 -1 Update. http:waw. recist.co mfrecist-

comparativef1ll}.html_ Accessed June 23, 2D13.

Genentech

Home I Sontact Us I Site Map I Important SafetvI

Information I Pr'rlllaojlI PolicvI I Terms andfionditions

53;. 2013 Genentech USA, Inc. All rights reserved.
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Page Name: Objective Response Rate Page Title: Objective Response Rate | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Learn more about response rates (ORR) for patients treated with KADCYLA® (ado-trastuzumab emtansine) compared to lapatinib+capecitabine.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Safetv first! Press here to read the

Important Safety:I Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

IEADC‘I'LA to Iapatinib + capecitabine

Sustained duration of

response (DoR) beyond 1 year

Nearlv doubled median DoR'I

' SJ months impmvement in median DoR was

demonstrated [12.5 months vs ES months with

lapatinib + capecitabine}

DI_.|RATIC]N CIF RESPONSE [DDRF 

I RADETLA [n=123} 3511: El. Bil-20-3

I Ispatinih + capesitahine [n=12[|} 35% El, 5.52-2

111D

ProportionprogrEssionfree[11:] dMLd-fi-U'ImH—JCELDDEEDS-DEEDS 
 
DoR defined as the time from initial documented

tumor response [complete or partial} until

documented disease progression. Dnlvr patients who

achieved an initial response were evaluated for Doft.fl

Select Important Safety Information:

Most Common Adverse Reactions

The most common ADRs seen with ICADC‘I’LA in

EMILIA [frequencv 12-25%} were:

Nause 3 Fatigue

Musculoskeletal Th ro mbocvtopenia

pain

Incre ased He adache

transa minases

Consti p atio n

Next: See Safety Information

Contact a Representative

a Interested in additional
information about EMILIA

endpoints?

Tall: to a representative about getting the Verma

paper in The New Engfend Jayme! ofMedicine

1 Contact Us

Indication

KADC‘I’LA3 "1 [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HER2—positive [HER2‘+}, metastatic breast cancer

[MBC} who previously}r received trastuzumab and a

taxane, separater or in combination. Patients should

have either:

* Received prior therapyr for metastatic disease,

or

* Developed disease recurrence during or within

six months of completing adjuvant the ra pv

Important Safety Information

Boxed WARNINGS: HEPATCIITIIIIIIIIIIIICIT‘III',r

CARDIAC TIZIIIIIIIIICIT'II".r EMBR‘I’G-FEI'AL

TflXICIW

* Do Not Substitute IEADC‘I'LA for or with

Trastuzumab

* Hepatotoxicitv: Serious hepatotoxficitylr has

been reported, including liver failure and death

in patients treated with IEADC‘I'LA. Monitor

serum transarninases and bilirubin prior to

initiation of IEADCVLA treatment and prior to

each IEADCVLA dose. Reduce dose or

discontinue IEADCTLA as appropriate in cases

of increased serum transaminases or total

bilirubin

* Cardiac Toxicitv: IEADC‘VLA administration ma'IIr

lead to reductions in left ventricular ejection

fraction [L'v'EF}. Evaluate left ventricular

function in all patients prior to and during

treatment with IEADC'I'LA. Withhold treatment

for clinicalI'IIr significant decrease in left

ventricular function

* Embrvo-Fetal Toxicitv: Exposure to IEADC‘I'LA

can result in embrvo-fetal death or birth

defects. Advise patients of these rislts and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dvsfunction lL’v'DI

* Patients treated with ICADC‘I’LA are at increased

risk of developing L‘lul'D. In EMILIA, L‘v'D occurred

in 1.8% of patients in the ICADC‘I’LA—treated

group and in 3.3% in the comparator group.

Permanently}r discontinue ICADC‘I’LA if L‘UEF has

not improved or has declined further

Pregnancv Registrv

* Advise patients to contact their healthca re

provider immediately}r if they}r suspect they}r may}r

be pregnant. Encourage women who may}r be

exposed to ICADC‘I’LA during pregnancy}r to

enroll in the MotHER Pregnanc'IIr Registr'llr bv

contacting 1 {Still} SSS-6221}

Pulmonarv Toxicitv

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to acute

respiratory}r distress svndrome or fatal outcome

have been reported in clinical trials with

KADCH’LA. In EMILIA, the overall frequency}r of

pneumonitis was 1 ..2%

* Treatment with ICADCTLA should be

permanently}r discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, vanersensitivitv Reactions

* Treatment with ICADC‘I’LA has not been studied

in patients who had trastuzumab permanently}r

discontinued due to infusion-related reactions

[IRR} andfor hvpersensitivitvr reactions;

treatment with ICADC‘I’LA is not recommended

for these patients. In EMILIA, the overall

freq uencvr of IRRs in patients treated with

ICADC‘I’LA was 1 31%

* ICADCTLA treatment should be interrupted in

patients with severe IRR and permanently}r

discontinued in the event of a life-threatening

IRR. Patients should be closely}r monitored for

IRR reactions, especially}r during the first

infusion

Throniooovtopenia

* In EMILIA, the incidence of 2: Grade 3

thrombocvtopenia was 111.5% in the ICADCTLA—

treated group and {1.4% in the comparator

group [overall incidence 31.2% and 3.3%,

respectivelv}

* Monitor platelet counts prior to initiation of

KADCTLA and prior to each ICADCTLA dose.

Institute dose modifications as appropriate

Neurotoxicitv

* In EMILIA, the incidence of 1: Grade 3 peripheral

neuropathvr was 2.2% in the ICADCYLA—treated

group and {1.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectivelv}

* Monitor for signs or svmptoms of

neurotoxicitv. ICADCH’LA should be temporarily}r

discontinued in patients experiencing Grade 3

or 4 peripheral neuropathvr until resolution to a

Grade .2

HERE Testing

* Detection of HER2 protein overexpression or

gene amplification is necessary}r for selection of

patients appropriate for ICADCYLA. Perform

using FDA approved tests bv laboratories with

demonstrated proficiencvr

Extravasation

* In ICADC‘I’LA clinical studies, reactions

secondaryr to extravasation have been

observed and were generallyr mild. The infusion

site should be closely}r monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for ICADCYLA

extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue ICADC‘I’LA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with ICADCTLA in

EMILIA [frequencv 3:- 25%} were nausea, fatigue,

musculoskeletal pain, thrombocvtopenia,

increased transaminases, headache, and

constipation. The most common NCI—CTCAE

[version 3} 3: Grade 3 ADRs [frequencv 2:- 2%}

were thrombocvtopenia, increased

transaminases, anemia, hvpokalemia,

peripheral neuropathvr and fatigue

‘fou are encouraged to report side effects to

Genentech and the FDA. ‘fou may}r contact Genentech

bv calling 1 {SSS} 335-2555. ‘fou may}r contact the FDA

bv visiting www.fda.gov!medwatch or calling

1 {Stiff} FDA-103:3.

Please see accompanving full Prescribing Information

for additional important safetylr information, including

Boxed WARNINGS.

References: 1. KADC‘I"LA Prescribing Information. Genentech, Inc.

Mav .2013- 2. 'v'erma S, Miles D, Gianni L, et al- Updated overall

survival results from EMILIA, a phase 3 study:r of trastuzumab

emtansine [T—DIu'I 1] vs capecita bine and la patinib in H ERE-positive

locally}r advanced or metastatic breast cancer- Prese nted at:

Eu ropean SocietI}r of Medical Dncologv [ESIH'IDI Congress;

Se pte mbe r ESeD-ctobe r 2, 2D 1 .2; Vie nna, Austria . 3 . Data on file .
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Safety first! Press here to read the

Important Safety Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

IEADC‘I'LA to Iapatinib + capecitabine

Sustained duration of

r Page Name: Duration of Response
Page Title: Duration of Response | KADCYLA® (ado-trastuzumab

emtansine)

Meta Description: Learn more about the duration of response (DoR)

with KADCYLA® (ado-trastuzumab emtansine) compared to Iapatinib

+capecitabine.

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use,

as a single agent, is indicated for the treatment of patients with HER2-

positive (HER2+), metastatic breast cancer (MBC) who previously

received trastuzumab and a taxane, separately or in combination.

Patients should have either: Received prior therapy for metastatic

disease, or Developed disease recurrence during or within six months of

completing adjuvant therapy. Important Safety Information: Boxed
WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,
EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with

Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported,

including liver failure and death in patients treated with KADCYLA.

Monitor serum transaminases and bilirubin prior to initiation of

KADCYLA 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 ventricular ejection fraction

- (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception.

The following additional serious adverse reactions have been reported in

clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including

pneumonitis, some leading to acute respiratory distress syndrome or

fatality: KADCYLA should be permanently discontinued in patients

diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR),

Hypersensitivity: KADCYLA treatment should be interrupted in patients

- with severe IRR and permanently discontinued in the event of a life-

threatening IRR, Thrombocytopenia: Monitor platelet counts prior to

initiation of KADCYLA and prior to each dose. Institute dose

modifications as appropriate, Peripheral neuropathy: KADCYLA should

be temporarily discontinued in patients experiencing Grade 3 or 4
peripheral neuropathy until resolution to 5 Grade 2, Reactions secondary

to extravasation: The infusion site should be closely monitored for

possible subcutaneous infiltration during drug administration. Additional

Important Safety Information: Detection of HER2 protein overexpression

or gene amplification is necessary for selection of patients appropriate

for KADCYLA therapy, Nursing mothers: Discontinue nursing or

discontinue KADCYLA taking into consideration the importance of the

drug to the mother, The most common adverse drug reactions

(frequency > 25%) across clinical trials with KADCYLA were fatigue,

nausea, musculoskeletal pain, thrombocytopenia, headache, increased

l transaminases, and constipation. You are encouraged to report side
effects to Genentech and the FDA. You may contact Genentech by

u calling 1-888-835-2555. You may contact the FDA by visiting

 
DoR defined as the time from initial documented

tumor response [complete or partial} until

documented disease progression. Gnly patients who

achieved an initial response were evaluated for DoRF

Select Important Safety Information:

Most Common Adverse Reactions

The most common ADRs seen with KADCH’LA in

EMILIA [frequency 225%} were:

Nausea Fatigue

M usculoskeletal Th ro mbocytopenia

pain

Increased He adache

transamin ases

Constipatio n
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a Interested in additional
information about EMILIA

endpoints?

Tall: to a representative about getting the Fe rma

paper in The New Engfend Jayme! ofMedicine

:- Contact Us

Indication

III-it'llDC"'|"LA= "l [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HER2-positive [HER2+}, metastatic breast cancer

[MBC} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease,
or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATDTDXICIT‘I",

CARDIAC TICIIIIIIIIICITII".r EMBR‘I'D-FEI'AL

TICIIIIIIIIICIT‘I“r

* Do Not Substitute IEADC‘I'LA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death

in patients treated with KADCYLA. Monitor

serum transaminases and bilirubin prior to

initiation of KADCYLA 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 ventricular ejection

fraction [LVEFL Evaluate left ventricular

function in all patients prior 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 rislrs and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction lL'v'Dl

* Patients treated with KADCYLA are at increased

risk of developing L‘II'D. In EMILIA, L‘v'D occurred

in 1.3% of patients in the KADCTLA—treated

group and in 3.3% in the comparator group.

Permanently discontinue III-ADC‘I’LA if L‘v'EF has

not improved or has declined further

Pregna ncy Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to KADCYLA during pregnancy to

enroll in the MotHER Pregnancy Registry by

contacting 1 {Stiff} SSH-622D

Pulmonary Toxicity

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to acute

respiratory distress syndrome or fatal outcome

have been reported in clinical trials with

KADCYLA. In EMILIA, the overall frequency of

pneumonitis was 1.2%

* Treatment with III-ADCH’LA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with KADCYLA has not been studied

in patients who had trastuzumab permanently

discontinued due to infusion-related reactions

[IRR} andfor hypersensitivity reactions;

treatment with KADCYLA is not recommended

for these patients. In EMILIA, the overall

frequency of lRRs in patients treated with

KADCYLA was 1 31%

* KADCYLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR. Patients should be closely monitored for

IRR reactions, especially during the first

infusion

Throniaocytcpenia

* In EMILIA, the incidence of 3: Grade 3

thrombocytopenia was 14.5% in the KADCH’LA—

treated group and {1.4% in the comparator

group [overall incidence 31.2% and 3.3%,

respectively}

* Monitor platelet counts prior to initiation of

KADCYLA and prior to each III-ADCH’LA dose.

Institute dose modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of a Grade 3 peripheral

neuropathy was 2.2% in the KADCYLA—treated

group and l[1.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectively}

* Monitor for signs or symptoms of

neurotoxicity. KADCYLA should be temporarily

discontinued in patients experiencing Grade 3

or 4 peripheral neuropathy until resolution to 5

Grade 2

HERE Testing

* Detection of HER2 protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADCH’LA. Perform

using FDA approved tests by Iaborato ries with

demonstrated proficiency

Extravasation

* In KADCYLA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The infusion

site should be closely monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for KADCYLA

extravasation is unknown

Nursing III-others

* Discontinue nursing or discontinue KADCYLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with KADCYLA in

EMILIA [frequency 3:- 25%} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NCI—CTCAE

[version 3} 1: Grade 3 ADRs [frequency :3 2%}

were thrombocytopenia, increased

transaminases, anemia, hypokalemia,

peripheral neuropathy and fatigue

‘fou are encouraged to report side effects to

Genentech and the FDA. ‘fou may contact Genentech

by calling 1 [333} 335-2555. ‘fou may contact the FDA

by visiting www.fda.gov!medwatch or calling

1 [SD-Ii} FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.

References: 1. KADC‘I"LA Prescribing Information- Genentech, Inc-

May 2D13- 2. Uerma S, Miles D, Gianni L, et al- Updated overall

survival results from EMILIA, a phase 3 study of trastuzumab

emta nsine [T—D M1} vs capecita bine a nd la patinib in HER2—positive

locally advanced or metastatic breast so mean Presented at:

European Society of Medical Dnoology [ESMDl Congress,-

Septe mbe r 2SMobe r 2, 2D12; Vie nna, Austria- 3. Data on file-

Gene ntech, Inc-

Genentech
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Page Name: Duration of Response Page Title: Duration of Response | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Learn more about the duration of response (DoR) with KADCYLA® (ado-trastuzumab emtansine) compared to lapatinib+capecitabine.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Safetv first! Press here to read the

Important SafetvI Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

KADC‘I'LA to Iapatinib + capecitabine

Adverse reaction (AR) profile

*Most common ARs [s2 5% [all grades] or }2% [Grades 23] in

either studIIr a rmi are included- ARs categorized according to

NCI—C‘RIAE Ive rsion 3].

PPES=pa I ma r—pla nta r e rvthrodvsesthesia svndrome .

MUST lIiIL'II'tI'IMIL'IIII ADVERSE HEAETIDNS [IIIFIsII-E

SE: --: . u :=:: Ir: In.-I--i ' llf"'r I :-|

 

 
 

All Grades lib] Grades :33 Iii-'23:

 
 m iii“:InztiEIIIII [”3133]

45-1

Fatigue 353 23.3

3.3

Headache 23.2 12-15

m

as

Peripheral neurepathv 21 .2 1 3.5

Uemiting 29.9

10-5

Hash 11.6 22.5

9.4

9—H.2

PPES 121 53.0

PF'ES: ealn'ner-olar1ar enthnxlt'sasthasie svndrume

Lower overall incidence of severe

[Grades 3:3} ARs1

' Dverall incidence of ARs Grades 33 was 43.1% vs

53.2% with Iapatinib + capecitabine1

' Most common ARs [Grades 23] more freguentlIIr

associated with KADC‘I’LA than with Iapatinib +

capecitabine were thrombocvtopenia, peripheral

neuropathv, anemia, increased transaminases,

musculoslteletal pain, and constipation‘

— Incidence of alopecia was low [-=:S%] in both

treatment arms2

' Dianftea, PPES, hvpoltalemia, vomiting,

neutropenia, fatigue, nausea, stomatitis, and rash

[Grades 1:3] were the most common ARs more

frequently:r associated with lapatinib +

capecitabine than with IiiADICZ‘t’LA1

— Incidence of PPES [Grades 1:3} was 13.13% with

KADC‘tlA vs 12.3% with Iapatinib +

capecitabinei

:1:- See here for full adverse reactions profile from the

EMILIA trial

 

  
 

Next: See Dose ReductionsJTreatment Discorrtinuations

Contact a Representative

a Interested in a more detailed
discussion of KADCYLA

safetv?

Review the ICADC‘r'LA safet‘IIr profile with a

KADCTLA representative

:- Contact Us

Indication

KADCTLA= I“ [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HER2-positive [HER2+I, metastatic breast cancer

[MBCI who previouslyr received trastuzumab and a

taxane, separater or in combination. Patients should

have either:

* Received prior therapy:r for metastatic disease,
or

* Developed disease recurrence during or within

six months of completing adjuvant therapyr

Important Safety Information

Boxed WARNINGS: HEPATICIIITICIIIII'IIICIT‘i‘"Ir

CARDIAC TICIIIIIIIIICITII".r EMBR‘I’D-FEI'AL

TDXICIT‘I"

* Do Not Substitute IEADC‘VLA for or with

Trastuzumab

* Hepatotoxicitv: Serious hepatotottficitvr has

been reported, including liver failure and death

in patients treated with IEADC‘I'LA. Monitor

serum transaminases and bilirubin prior to

initiation of IEADCVLA treatment and prior to

each IEAD'CVLA dose. Reduce dose or

discontinue IEADIC‘I'LA as appropriate in cases

of increased serum transaminases or total

bilirubin

* Cardiac Toxicitv: IEADCYLA administration mavr

lead to reductions in left ventricular ejection

fraction [LVEFL Evaluate left ventricular

function in all patients prior to and during

treatment with IEADC‘I'LA. Withhold treatment

for clinicallvr significant decrease in left

ventricular function

* Embrvo-Fetal Toxicitv: Exposure to IEADCYLA

can result in embrvo-fetal death or birth

defects. Advise patients of these rislrs and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dvsfunction ILVDI

* Patients treated with KADC‘fLA are at increased

rislt of developing L'v'D. In EMILIA, L'v'D occurred

in 1.3% of patients in the ICADC‘fLA—treated

group and in 3.3% in the comparator group.

Pe rmanentlvr discontinue ICADC‘I’LA if L‘v'EF has

not improved or has declined further

Pregna amtr HE‘JiStIT

* Advise patients to contact their healthcare

provider immediatelyr if theyr suspect they:r mayr

be pregnant. Encourage women who mayr be

exposed to KADC‘fLA during pregnancy:r to

enroll in the MotHER Pregnanc'IIr Registr'llr bv

contacting 1 [311111 3911-3220

PIIIIII-Dllfll'f Toxic'rtv

* Cases of interstitial lung disease [ILDL

including pneumonitis, some leading to acute

respiratory:r distress svndro me or fatal outcome

have been reported in clinical trials with

ICADC‘t’LA. In EMILIA, the overall frequency:r of

pneumonitis was 1 .2%

* Treatment with ICADC‘I’LA should be

permanentlyr discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, va-ersenis'rl:i'tir'rl'l.|r Reactions

* Treatment with ICADC‘I’LA has not been studied

in patients who had trastuzumab permanentlyr

discontinued due to infusion—related reactions

[IRRI andi'or hvpersensitivitv reactions;

treatment with KADCTLA is not recommended

for these patients. In EMILIA, the overall

freguenctir of IRRs in patients treated with

ICADCTLA was 1 31%

* ICADC‘fLA treatment should be interrupted in

patients with severe IRR and permanently:r

discontinued in the event of a life—threatening

IRR. Patients should be closelyr monitored for

IRR reactions, especially:r during the first

infusion

Thronieocvtopenia

* In EMILIA, the incidence of 2 Grade 3

thrombocvtopenia was 14.5% in the KADC‘fLA—

treated group and {1.4% in the comparator

group [overall incidence 31.2% and 3.3%,

respectivelv}

* Monitor platelet counts prior to initiation of

ICADC‘fLA and prior to each ICADC‘I’LA dose.

Institute dose modifications as appropriate

Neurotoxic'rtv

* In EMILIA, the incidence of 3: Grade 3 peripheral

neuropathvr was 2.2% in the ICADCYLA—treated

group and l[1.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectivelv}

* Monitor for signs or svmptoms of

neurotoxicitv. ICADC‘fLA should be temporarily:r

discontinued in patients experiencing Grade 3

or A peripheral neuropathvr until resolution to 5

Grade 2

HEH2 Testing

* Detection of HER2 protein overexpression or

gene amplification is necessary:r for selection of

patients appropriate for ICADC‘fLA. Perform

using FDA approved tests bv laboratories with

demonstrated proficiencyr

Extravasation

* In IEADCTLA clinical studies, reactions

secondaryr to extravasation have been

observed and were generally:r mild. The infusion

site should be closely:r monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for ICADC‘I’LA

extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue KADCTLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with KADC‘fLA in

EMILIA[frei:1uenc1i_Ir :=- 25%} were nausea, fatigue,

musculoslteletal pain, thrombocvtopenia,

increased transaminases, headache, and

constipation. The most common NCI—CTCAE

[version 3]: 1: Grade 3 ADRs [frequencyr :=- 2%}

were thrombocvtopenia, increased

transaminases, anemia, hvpokalemia,

peripheral neuropathvr and fatigue

You are encouraged to report side effects to

Genentech and the FDA. ‘fou may:r contact Genentech

bv calling 1 [3331 335-2555. You may:r contact the FDA

bv visiting www.fda.gov!medwatch or calling

1 [3001 FDA-1033'.

Please see accompanving full Prescribing Information

for additional important safetalr information, including

Boxed WARNINGS.

References: 1. ICADCH’LA Prescribing Information- Genentech, Inc.

Mav 212113. 2. Data on file. Genentech, Inc.

Genentech
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Safetv first! Press here to read the

Important SafetvI Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

HADCYLA to Iapatinib + capecitabine

Adverse reaction (AR) profile

*Most common ARs [a2 5% [all grades] or }2% [Grades 23] in

either studvr a rm] are included- ARs categorized according to

NCI—C‘IEAE Eve rsion 3].

PPEE=pa I ma r—pla nta r e rvthrodvsesthesia svndrorrie .

MDET EDMMDH ADVERSE HEAETIIJI'IIS {lid-ital”-i

"|:_- -'_":._.I _I 'EI'I ':'_'II' 'I_ "[ |'I':'_'II' "I..'_'| ['II'I

 

 
 

All Grades-132:] |Eiradas 23 Iii-1;]

 
 _ “iiiin:4El|I|| [rtziiBB]

—“ 2-5
Fatigue 2.5 3.5

M

Headache DE DE

—“ M
2m

Fariphersl rtsurtnlztathw,r 2.2 [[2

itidrnitirtg 4-5

2-5

2—5

—“ 1.3
u

4—3

[1.1]FPES 1?.5

PPES: :ualn'nar-alar'tar emhredvsasfl'uasie syndrome.

Lower overall incidence of severe

[Grades 3:3} ARs1

' Dverall incidence of ARs Grades 23 was 43.1% vs

53.2% with Iapatinib + capecitabine1

' Most common ARs [Grades 23] more freguentltlr

associated with KADC‘t’LA than with Iapatinib +

capecitabine were thrombocvtopenia, peripheral

neuropathv, anemia, increased transaminases,

musculoslteletal pain, and constipation‘

— Incidence of alopecia was low [c5%] in both

treatment arms”

' Diarrhea, PPES, hvpoltalemia, vomiting,

neutropenia, fatigue, nausea, stomatitis, and rash

[Grades 1:3] were the most common ARs more

frequently:r associated with lapatinib +

capecitabine than with KADCYLA‘

— Incidence of PPES [Grades 23} was lI'_I.'I}% with

KADC‘tlA vs 115% with Iapatinib +

capecitabinei

::-::- See here for full adverse reactions profile from the

EMILIA trial

 

  
 

Next: See Dose ReductionsJTreatment Discorrtinuations

Contact a Representative

a Interested in a more detailed
discussion of KADCYLA

safetv?

Review the ICADC‘r'LA safet‘IIr profile with a

ICADCTLA representative

1 Contact Us

Indication

lilti'tDC"t"Lt'3'I.= "I [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HER2-positive [HER2+}, metastatic breast cancer

[MBCI who previouslyr received trastuzumab and a

taxane, separater or in combination. Patients should

have either:

* Received prior therapy:r for metastatic disease,
or

* Developed disease recurrence during or within

six months of completing adjuvant therapyr

Important Safety Information

Boxed WARNINGS: HEPATDTDXICITV,

CARDIAC TDXICIT‘I’, EMBR‘I’D-FEI'AL

TICIIIIIIIIICIT‘I“r

* Do Not Substitute IEADC‘I'LA for or with

Trastuzumab

* Hepatotoxicitv: Serious hepatotoitdcitvr has

been reported, including liver failure and death

in patients treated with IEADC‘I'LA. Monitor

serum transaminases and bilirubin prior to

initiation of IEADC‘I'LA treatment and prior to

each IEADC‘I'LA dose. Reduce dose or

discontinue IEADC‘I'LA as appropriate in cases

of increased serum transaminases or total

bilirubin

* Cardiac Toxicitv: IEADC‘I'LA administration mavllr

lead to reductions in left ventricular ejection

fraction [LifEFL Evaluate left ventricular

function in all patients prior to and during

treatment with IEADC‘I'LA. Withhold treatment

for clinicallvr significant decrease in left

ventricular function

* Embrvo-Fetal Toxicitv: Exposure to IEADC‘I'LA

can result in embrvo-fetal death or birth

defects. Advise patients of these rislts and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dvsfunction ILVDI

* Patients treated with KADC‘fLA are at increased

rislt of developing L'v'D. In EMILIA, va occurred

in 1.3% of patients in the ICADC‘fLA—treated

group and in 3.3% in the comparator group.

Pe rmanentlttr discontinue ICADCYLA if L‘v'EF has

not improved or has declined further

Pregna IE? HE‘JiStIT

* Advise patients to contact their healthcare

provider immediatelyr if theyr suspect theirr may:r

be pregnant. Encourage women who mayr be

exposed to KADC‘fLA during pregnancy:r to

enroll in the MotHER Pregnancrllr Revgistr'llr bv

contacting 1 [Still]! ESE-6220

Pulrnonarv Toxicitv

* Cases of interstitial lung disease [ILDL

including pneumonitis, some leading to acute

respiratory:r distress svndro me or fatal outcome

have been reported in clinical trials with

ICADCYLA. In EMILIA, the overall frequency:r of

pneumonitis was 1.2%

* Treatment with ICADCYLA should be

permanentlyr discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, va-ersensitivittlr Reactions

* Treatment with ICADC‘fLA has not been studied

in patients who had trastuzumab permanentlyr

discontinued due to infusion—related reactions

[IRRI andt'or hvpersensitivitv reactions;

treatment with KADCTLA is not recommended

for these patients. In EMILIA, the overall

frequencyr of IRRs in patients treated with

ICADCTLA was “1.4%

* ICADC‘fLA treatment should be interrupted in

patients with severe IRR and permanently:r

discontinued in the event of a life—threatening

IRR. Patients should be closelyr monitored for

IRR reactions, especially:r during the first

infusion

Thronirrocvtopenia

* In EMILIA, the incidence of 2: Grade 3

thrombocvtopenia was ”14.5% in the ICADC‘fLA—

treated group and {1.4% in the comparator

group [overall incidence 31.2% and 3.3%,

respectivelv}

* Monitor platelet counts prior to initiation of

ICADC‘fLA and prior to each ICADCTLA dose.

Institute dose modifications as appropriate

Neurotoxicitv

* In EMILIA, the incidence of 3: Grade 3 peripheral

neuropathvr was 2.2% in the ICADCYLA—treated

group and l[1.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectivelv}

* Monitor for signs or svmptoms of

neurotoxicitv. ICADC‘fLA should be temporarily:r

discontinued in patients experiencing Grade 3

or A peripheral neuropathttr until resolution to 5

Grade 2

HERE Testing

* Detection of HER2 protein overexpression or

gene amplification is necessary:r for selection of

patients appropriate for ICADC‘fLA. Perform

using FDA approved tests bv laboratories with

demonstrated proficiencyr

Extravasation

* In ICADCTLA clinical studies, reactions

secondaryr to extravasation have been

observed and were generally:r mild. The infusion

site should be closely:r monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for ICADC‘fLA

extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue KADCTLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with KADC‘fLA in

EMILIA [frequency 1:- 25%} were nausea, fatigue,

musculoslteletal pain, thrombocvtopenia,

increased transaminases, headache, and

constipation. The most common NCI—CTCAE

[version 3]: 1: Grade 3 ADRs [frequencyr 1:- 2%}

were thrombocvtopenia, increased

transaminases, anemia, hvpoltalemia,

peripheral neuropathttr and fatigue

You are encouraged to report side effects to

Genentech and the FDA. ‘fou may:r contact Genentech

bv calling 1 [333] 335-2555. You may:r contact the FDA

bv visiting www.fda.govfmedwatch or calling

1 [301}! FDA-1033'.

Please see accompanving full Prescribing Information

for additional important safetalr information, including

Boxed WARNINGS.

References: 1. ICADC'I’LA Prescribing Information- Genentech, Inc.

Mav 21113. 2. Data on file. Genentech, Inc.

Genentech

Home I Contact Us I Site Map I Important SafetvI

Information I Privacy:I PolicvI I Terms andConditions

:32) 2013 Genentech USA, Inc. All rights reserved.

This site is intended for US residents only.
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Safety:I first! Press here to read the

Important Safety:I Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

KADCYLA to Iapatinib + capecitabine

Adverse reaction (AR) profile

*Most common ARs [s2 5% [all grades] or }2% [Grades 23] in

either study:r a rmi are included- ARs categorized according to

NCFCEAE Eve rsion Si.

P Page Name: Adverse Reaction Profile
Page Title: Adverse Reaction Profile | KADCYLA® (ado-trastuzumab

emtansine)

Meta Description: Learn more about adverse reactions for patients treated

with KADCYLA® (ado-trastuzumab emtansine) compared to Iapatinib

~' +capecitabine.

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a

single agent, is indicated for the treatment of patients with HER2-positive

(HER2+), metastatic breast cancer (MBC) who previously received

trastuzumab and a taxane, separately or in combination. Patients should have

either: Received prior therapy for metastatic disease, or Developed disease

recurrence during or within six months of completing adjuvant therapy.

Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY,
CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute

KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death in patients treated with

KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of

KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left

ventricular function in all patients prior 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 risks and the

need for effective contraception. The following additional serious adverse

reactions have been reported in clinical trials with KADCYLA: Interstitial Lung

Disease (ILD), including pneumonitis, some leading to acute respiratory

distress syndrome or fatality: KADCYLA should be permanently discontinued

in patients diagnosed with ILD or pneumonitis, Infusion-related reactions

(IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients

with severe IRR and permanently discontinued in the event of a life-

threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation

of KADCYLA and prior to each dose. Institute dose modifications as

appropriate, Peripheral neuropathy: KADCYLA should be temporarily

discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until

resolution to S Grade 2, Reactions secondary to extravasation: The infusion

site should be closely monitored for possible subcutaneous infiltration during

drug administration. Additional Important Safety Information: Detection of

HER2 protein overexpression or gene amplification is necessary for selection

of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue

nursing or discontinue KADCYLA taking into consideration the importance of

the drug to the mother, The most common adverse drug reactions (frequency

> 25%) across clinical trials with KADCYLA were fatigue, nausea,

musculoskeletal pain, thrombocytopenia, headache, increased

transaminases, and constipation. You are encouraged to report side effects to

Genentech and the FDA. You may contact Genentech by calling

1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatchJ Ann u—n. ‘Ann

 
Lower overall incidence of severe

[Grades 3:3} ARs1

' Gverall incidence of ARs Grades 33 was 43.1% vs

53.2% with Iapatinib + capecitabine1

' Most common ARs [Grades 23] more freguentlijlr

associated with KADC‘I’LA than with Iapatinib +

capecitabine were thrombocytopenia, peripheral

neuropathv, anemia, increased transaminases,

musculoskeletal pain, and constipation‘

— Incidence of alopecia was low [-=:5%] in both

treatment annsfl

' Dianhea, PPES, hvpokalemia, vomiting,

neutropenia, fatigue, nausea, stomatitis, and rash

[Grades 1:3] were the most common ARs more

frequently:r associated with Iapatinib +

capecitabine than with KADCYLA‘

— Incidence of PPES [Grades 1:3} was 13.5% with

KADC‘IlA vs 115% with Iapatinib +

capecitabinei

:1:- See here for full adverse reactions profile from the

EMILIA trial

 

  
 

Next: See Dose ReductionsJTreatment Discorrtinuations

Contact a Representative

Interested in a more detailed

discussion of KADCYLA

safetv?

 
Review the KADC‘I'LA safet‘jlr profile with a

KADCYLA representative

:- Contact Us

Indication

I'I.'.ADC"'|"LA= "i [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HER2-positive [HER2+}, metastatic breast cancer

[MBCI who previouslyr received trastuzumab and a

taxane, separater or in combination. Patients should

have either:

* Received prior therapvr for metastatic disease,
or

* Developed disease recurrence during or within

six months of completing adjuvant therapy:r

Important Safety Information

Boxed WARNINGS: HEPATICIIITICIIIIIIIIIICITII‘"Ir

CARDIAC TICIIIIIIIIICITII".r EMBR‘I’D-FEI'AL

TDXICIT‘I"

* Do Not Substitute KADCYLA for or with

Trastqumab

* Hepatotoxicitv: Serious hepatotoincitvr has

been reported, including liver failure and death

in patients treated with KADCYLA. Monitor

serum transaminases and bilirubin prior to

initiation of KADCYLA treatment and prior to

each IEAD'C‘I'LA dose. Reduce dose or

discontinue IEADIC‘I'LA as appropriate in cases

of increased serum transaminases or total

bilirubin

* Cardiac Toxicitv: KADCYLA administration mavr

lead to reductions in left ventricular ejection

fraction [LVEFL Evaluate left ventricular

function in all patients prior to and during

treatment with KADCYLA. Withhold treatment

for clinicallvr significant decrease in left

ventricular function

* Embrvo-Fetal Toxicitv: Exposure to KADCYLA

can result in embrvo-fetal death or birth

defects. Advise patients of these rislts and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dvsfunction ILVDI

* Patients treated with KADC‘fLA are at increased

risk of developing L'v'D. In EMILIA, L'v'D occurred

in 1.3% of patients in the KADC‘fLA—treated

group and in 3.3% in the comparator group.

Pe rmanentlvr discontinue KADCYLA if L‘v'EF has

not improved or has declined further

Pregna nlcvjr Registr-jr

* Advise patients to contact their healthcare

provider immediately:r if they:r suspect they:r may:r

be pregnant. Encourage women who may:r be

exposed to KADC‘fLA during pregnancy:r to

enroll in the MotHER Pregnanc'IIr Registr'llr bv

contacting 1 [Sill]! ESE-622D

Fulfil-BMW Toxicitvr

* Cases of interstitial lung disease [ILDL

including pneumonitis, some leading to acute

respiratory:r distress svndro me or fatal outcome

have been reported in clinical trials with

KADCYLA. In EMILIA, the overall frequency:r of

pneumonitis was 1 .2%

* Treatment with KADCYLA should be

permanentlyr discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, H1.|'|:|-ersensiti'lritljr Reactions

* Treatment with KADC‘fLA has not been studied

in patients who had trastuzumab permanentlyr

discontinued due to infusion—related reactions

[IRRI andfor hvpersensitivityr reactions;

treatment with KADCYLA is not recommended

for these patients. In EMILIA, the overall

frequencyr of IRRs in patients treated with

KADCYLA was 1 31%

* KADC‘I’LA treatment should be interrupted in

patients with severe IRR and permanently:r

discontinued in the event of a life—threatening

IRR. Patients should be closely:r monitored for

IRR reactions, especially:r during the first

infusion

Thronieocvtopenia

* In EMILIA, the incidence of 2 Grade 3

thrombocytopenia was 14.5% in the KADC‘fLA—

treated group and {1.4% in the comparator

group [overall incidence 31.2% and 3.3%,

respectivelv}

* Monitor platelet counts prior to initiation of

KADCYLA and prior to each KADCYLA dose.

Institute dose modifications as appropriate

Neurotoxicitv

* In EMILIA, the incidence of 3: Grade 3 peripheral

neuropathy:r was 2.2% in the KADCYLA—treated

group and l[1.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectivelv}

* Monitor for signs or svmptoms of

neurotoxicitv. KADC‘fLA should be temporarily:r

discontinued in patients experiencing Grade 3

or A peripheral neuropathyr until resolution to 5

Grade 2

HERE Testing

* Detection of HER2 protein overexpression or

gene amplification is necessary:r for selection of

patients appropriate for KADC‘I’LA. Perform

using FDA approved tests bv laboratories with

demonstrated proficiencyr

Extravasation

* In KADCYLA clinical studies, reactions

secondaryr to extravasation have been

observed and were generally:r mild. The infusion

site should be closely:r monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for KADC‘I’LA

extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue KADCYLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with KADC‘r'LA in

EMILIA[fre+:1uenci_,ur 1:- 25%} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NCI—CTCAE

[version 3]: 1: Grade 3 ADRs [frequencyr 1:- 2%}

were thrombocytopenia, increased

transaminases, anemia, hvpokalemia,

peripheral neuropathyr and fatigue

You are encouraged to report side effects to

Genentech and the FDA. ‘fou mavr contact Genentech

bv calling 1 [SSS] 335-2555. You may:r contact the FDA

bv visiting www.fda.govfmedwatch or calling

1 [3001 FDA-1033'.

Please see accompanving full Prescribing Information

for additional important safetvr information, including

Boxed WARNINGS.

References: 1. KADC'I’LA Prescribing Information- Genentech, Inc.

Mav 2D13. 2. Data on file. Genentech, Inc.

Genentech

Home I Contact Us I Site Map I Important SafetvI

Information I Privacy:I PolicvI I Terms andConditions

:35) 2013 Genentech USA, Inc. All rights reserved.

This site is intended for US residents only.
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Text Box
Page Name: Adverse Reaction Profile Page Title: Adverse Reaction Profile | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Learn more about adverse reactions for patients treated with KADCYLA® (ado-trastuzumab emtansine) compared to lapatinib+capecitabine.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Safety first! Press here to read the

Important Safety Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

IEADCYLA to lapatinib + capecitabine

Fewer dose reductions and

treatment discontinuations

AIWEFIEE REACTIDI'II {AH} MANAGEMENT flUTEflMES”

nose reduction

HADE‘I'LA 13.3%

Iapatinih _ 213%

sapecitsbine 53.4%

Treatment discontinuation

HA Dfitlfl 5.5%

Iapati nib

 

capseitahine 
' The most common ARs leading to dose reduction

of KADC‘tlA [in 21% of patients} included

thmmbocytopenia, increased transaminases, and

peripheral neuropathy1

' The most common ARs leading to

discontinuation of iii-ADM were

thrombocytopenia and increased AST1

' Incidence of dose delays was lower for IEADC‘I'LA

[23.?%} compared with Iapatinib [33.3%} or

capecitabine [43.S%}‘3

— ARs most frequently associated with a

KADCYLA dose delay [in 21% of patients}

were neutmpenia, thmmbocytopenia,

Ieukopenia, fatigue, increased transaminases,

and pyrexia1

Additional safety information

' Incidence of Grades 23 bleeding events was low

in both treatment arms [1.4% with KADC‘I’LA vs

l3.3% with Iapatinib + capecitabineF

' Transaminase elevations were predominantly

asymptomatic and tra nsient1

Select Important Safety Information:

Thrombocytopenia

' Thmmbocytopenia was reported in clinical trials

of KADC‘IlA. The incidence and severity was

higher in Asian patients. Independent of race, the

incidence and severity of severe hemonhagic

events was low. Monitor platelet counts prior to

initiation of KADC‘fLA and prior to each dose.

Institute dose modifications as appropriate

Hepatotoxicity

' Hepatotoxicity, predominantly in the form of

asymptomatic increases in the concentrations of

sen-Im transaminases, has been observed in

clinical trials with iii-ADM. Serious hepatobiliary

disorders, including at least 2 fatal cases of

severe drug—induced liver injury and associated

hepatic encephalopathy, have also been reported

in clinical trials with KADC‘I’LA. Reduce dose or

discontinue KADC‘fLA as appropriate in cases of

increased serum transaminases or total bilirubin

Next: See Summary of Adverse Reactions

Contact a Representative

a Interested in a more detailed
discussion of KADCTLA

safety?

Review the KADCTLA safety profile with a

HADC‘r'LA representative

1 Contact Us

Indication

I'-'.'-ADII.‘."'|"LA= "1 [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HER2—positive [HER2+}, metastatic breast cancer

[MBC} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

1* Received prior therapy for metastatic disease,
or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATICIIITICIIIIIIIIICITII".r

CARDIAC TICIIIIIIIIIIIIIT‘III'Ir EMBR‘I’D-FEI'AL

TIIIIIJIIIIIIIIIT‘iIlr

* Do Not Substitute IEADCYLA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death

in patients treated with IEADC‘I'LA. Monitor

serum transaminases and bilirubin prior to

initiation of IEADCVLA treatment and prior to

each IEADC‘VLA dose. Reduce dose or

discontinue IEADCTLA as appropriate in cases

of increased serum transaminases or total

bilirubin

* lCardiac Toxicity: IEADC‘VLA administration may

lead to reductions in left ventricular ejection

fraction [LMEFL Evaluate left ventricular

function in all patients prior to and during

treatment with IEADC‘I'LA. With hold treatment

for clinically significant decrease in left

ventricular function

* Embryo-Fetal Toxicity: Exposure to IEADCYLA

can result in embryo-fetal death or birth

defects. Advise patients of these risks and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction IL’JDI

* Patients treated with ICADCTLA are at increased

risk of developing ch. In EMILIA, ch occurred

in 1.3% of patients in the If-ADCYLA—treated

group and in 3.3% in the comparator group.

Permanently discontinue ICADC‘fLA if L'v'EF has

not improved or has declined further

Pregnancy Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to KADC‘I’LA during pregnancy to

enroll in the MotHER Pregnancy Registry by

contacting 1 [300} 390-3320

Pulmonary Toxicity

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to acute

respiratory distress syndrome or fatal outcome

have been reported in clinical trials with

If-ADCTLA. In EMILIA, the overall frequency of

pneumonitis was 1.2%

* Treatment with ICADCYLA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with ICADC‘I’LA has not been studied

in patients who had trastuzumab permanently

discontinued due to infusion—related reactions

[IRR} andior hypersensitivity reactions;

treatment with If-ADC‘I’LA is not recommended

for these patients. In EMILIA, the overall

frequency of IRRs in patients treated with

If-ADC‘I’LA was 1 31%

* If-ADC‘I’LA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR. Patients should be closely monitored for

IRR reactions, especially during the first

infusion

Thronisocytopenia

* In EMILIA, the incidence of 1: Grade 3

thrombocytopenia was 14.5% in the KADCTLA—

treated group and 031% in the comparator

group [overall incidence 31.2% and 3.3%,

respectively}

* Monitor platelet counts prior to initiation of

ICADCYLA and prior to each ICADCYLA dose.

Institute dose modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of 1: Grade 3 peripheral

neuropathy was 2.2% in the ICADC‘r'LA—tre ated

group and 0.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectively}

* Monitor for signs or symptoms of

neurotoxicity. ICADCYLA should be temporarily

discontinued in patients experiencing Grade 3

or 4 peripheral neuropathy until resolution to :1

Grade 2

HERE Testing

* Detection of HER2 protein overexpression or

gene amplification is necessary for selection of

patients appropriate for ICADC‘I’LA. Perform

using FDA approved tests by laboratories with

demonstrated proficiency

Extravasation

* In ICADCTLA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The infusion

site should be closely monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for ICADC‘r'LA

extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue If-ADC‘I’LA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with If-ADC‘I’LA in

EMILIA [frequency 1:- 25%} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NCI-CTCAE

[version 3} 2 Grade 3 ADRs [frequency 1:- 2%}

were thrombocytopenia, increased

transaminases, anemia, hypokalemia,

peripheral neuropathy and fatigue

You are encouraged to report side effects to

Genentech and the FDA. ‘fou may contact Genentech

by calling 1 [333} 335-2555. You may contact the FDA

by visiting www.fda.govfmedwatch or calling

1 [300} FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Roxed WARNINGS.

References: 1. IEADC‘I"LA Prescribing Information- Genentech, Inc-

May 2013- 2. Me rma S, Miles D, Gianni L, et al; EMILIA Study

Group. Trastuzu ma b ernta nsine for HER2—positive advanced

breast canoe r [pu bl ished correction appears in NEngiJflri‘e-of

2013;303:2442]-NEng!J.Me-o{ 2o12;ss?:1?ss—1}'s1 and

Supplementary Appendix- 3. Center for Drug Evaluation and

Resea rch- Clinical review— BLA 125422: Kadcyla [ado-

trastuzu ma b e mta nsine] for the treatme nt of patie nts with H ER2—

positive, metastatic breast cancer who previously received

trastuzu ma b a nd a taxa ne, se pa rate Iy or in combination-

Accessdata.fda.gov Web site.

http:h"www.accessdata.fda.govfd rugsatfda_docsl"ndai"2I

Completed: Ja nuary 25, 2013- Accessed July 30, 201 3-

Genentech

Home I Sontact Us I Site Map I Important Safety

Information I Privacy Policy I Terms and fionditions

ES:I 2013 Genentech USA, Inc. All rights reserved.

This site is intended for US residents only.
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Safety first! Press here to read the

Important Safety Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

KADCYLA to lapatinib + capecitabine

' Page Name: Dose Reductions & Treatment Discontinuations

Page Title: Dose Reductions | KADCYLA® (ado-trastuzumab emtansine)

Meta Description: Find out which adverse reactions lead to dose

reductions and treatment discontinuations for KADCYLA® (ado-

trastuzumab emtansine).

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as

a single agent, is indicated for the treatment of patients with HER2-positive '

(HER2+), metastatic breast cancer (M BC) who previously received

trastuzumab and a taxane, separately or in combination. Patients should

have either: Received prior therapy for metastatic disease, or Developed

disease recurrence during or within six months of completing adjuvant

therapy. Important Safety Information: Boxed WARNINGS:
HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do

Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious

hepatotoxicity has been reported, including liver failure and death in

patients treated with KADCYLA. Monitor serum transaminases and bilirubin

prior to initiation of KADCYLA 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 ventricular ejection

fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following

additional serious adverse reactions have been reported in clinical trials

with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis,

some leading to acute respiratory distress syndrome or fatality: KADCYLA

should be permanently discontinued in patients diagnosed with ILD or

pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA n
treatment should be interrupted in patients with severe IRR and

permanently discontinued in the event of a life-threatening IRR,

Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA {1
and prior to each dose. Institute dose modifications as appropriate,

Peripheral neuropathy: KADCYLA should be temporarily discontinued in

patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to

S: Grade 2, Reactions secondary to extravasation: The infusion site should

be closely monitored for possible subcutaneous infiltration during drug

administration. Additional Important Safety Information: Detection of HER2

protein overexpression or gene amplification is necessary for selection of

patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue

nursing or discontinue KADCYLA taking into consideration the importance

of the drug to the mother, The most common adverse drug reactions

(frequency > 25%) across clinical trials with KADCYLA were fatigue,

nausea, musculoskeletal pain, thrombocytopenia, headache, increased

transaminases, and constipation. You are encouraged to report side effects

to Genentech and the FDA. You may contact Genentech by calling

1-888-835-2555. You may contact the FDA by visiting www.fda.gov/

' 'xeobvtflfifiEe delay [in 21's of patients}

were neutropenia, thrombocytopenia,

leulropenia, fatigue, increased transaminases,

and pynexia1

 
Additional safety information

' Incidence of Grades 23 bleeding events was low

in both treatment arms [1.4% with HADC‘IlA vs

lI}.3% with lapatinib + capecitabineF

' Transaminase elevations were predominantly

asymptomatic and tra nsient1

Select Important Safety Information:

Thrombocytopenia

' Thrombocytopenia was reported in clinical trials

of iii-ADM. The incidence and severity was

higher in Asian patients. Independent of race, the

incidence and severity of severe hemonhagic

events was low. Monitor platelet counts prior to

initiation of KADC‘I’LA and prior to each dose.

Institute dose modifications as appropriate

Hepatotoxicity

' Hepatotoxicity, predominantly in the form of

asymptomatic increases in the concentrations of

sen-Im transaminases, has been observed in

clinical trials with iii-ADM. Serious hepatobiliary

disorders, including at least 2 fatal cases of

severe drug—induced liver injury and associated

hepatic encephalopathy, have also been reported

in clinical trials with KADCYLA. Reduce dose or

discontinue KADC‘I’LA as appropriate in cases of

increased serum transaminases or total bilirubin

Next: See Summary of Adverse Reactions

Contact a Representative

a Interested in a more detailed
discussion of KADCYLA

safety?

Review the KADCYLA safety profile with a

KADCYLA representative

: Contact Us

Indication

I'-'.'-ADII.‘."'|"LA= "1 [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HER2—positive [HER2+}, metastatic breast cancer

[MSC} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

1* Received prior therapy for metastatic disease,
or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATICIIITICIIIIIIIIICIT‘i".r

CARDIAC TICIIIII'IIIIIIIT‘II'FIr EMBR‘I’D-FEI'AL

TIIIIIJI'IIICITIIIlr

* Do Not Substitute KADCYLA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death

in patients treated with IEADC‘I'LA. Monitor

serum transaminases and bilirubin prior to

initiation of IEADCVLA treatment and prior to

each KADCYLA dose. Reduce dose or

discontinue KADCYLA as appropriate in cases

of increased serum transaminases or total

bilirubin

* lCardiac Toxicity: KADCYLA administration may

lead to reductions in left ventricular ejection

fraction [Lil'EF}. Evaluate left ventricular

function in all patients prior 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 risks and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction IL’JDI

* Patients treated with KADCYLA are at increased

risk of developing L‘v'D. In EMILIA, L‘III'D occurred

in 1.3% of patients in the KADCYLA—treated

group and in 3.3% in the comparator group.

Permanently discontinue KADC‘fLA if L'v'EF has

not improved or has declined further

Pregnancy Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to KADCYLA during pregnancy to

enroll in the MotHER Pregnancy Registry by

contacting 1 [333} 333-3323

Pulmonary Toxicity

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to acute

respiratory distress syndrome or fatal outcome

have been reported in clinical trials with

KADCTLA. In EMILIA, the overall frequency of

pneumonitis was 1.2%

* Treatment with KADCYLA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with KADCYLA has not been studied

in patients who had trastuzumab permanently

discontinued due to infusion—related reactions

[IRR} andior hypersensitivity reactions;

treatment with KADCYLA is not recommended

for these patients. In EMILIA, the overall

frequency of IRRs in patients treated with

KADCYLA was 1 31%

* KADC‘I’LA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR. Patients should be closely monitored for

IRR reactions, especially during the first

infusion

Thronisocytopenia

* In EMILIA, the incidence of 1: Grade 3

thrombocytopenia was 14.5% in the KADCYLA—

treated group and 3.4% in the comparator

group [overall incidence 31.2% and 3.3%,

respectively}

* Monitor platelet counts prior to initiation of

KADCYLA and prior to each KADCYLA dose.

Institute dose modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of 1: Grade 3 peripheral

neuropathy was 2.2% in the KADCYLA-tre ated

group and 3.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectively}

* Monitor for signs or symptoms of

neurotoxicity. KADCYLA should be temporarily

discontinued in patients experiencing Grade 3

or 4 peripheral neuropathy until resolution to :1

Grade 2

HERE Testing

* Detection of HER2 protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADCYLA. Perform

using FDA approved tests by laboratories with

demonstrated proficiency

Extravasation

* In KADCTLA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The infusion

site should be closely monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for KADCYLA

extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue KADCYLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with KADCYLA in

EMILIA [frequency :2- 25%} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NCl-CTCAE

[version 3} 2 Grade 3 ADRs [frequency 1:- 2%}

were thrombocytopenia, increased

transaminases, anemia, hypokalemia,

peripheral neuropathy and fatigue

You are encouraged to report side effects to

Genentech and the FDA. ‘fou may contact Genentech

by calling 1 [333} 335-2555. You may contact the FDA

by visiting www.fda.govfmedwatch or calling

1 [333} FDA-1333.

Please see accompanying full Prescribing Information

for additional important safety information, including

Roxed WARNINGS.

References: 1. KADC‘I"LA Prescribing Information- Genentech, Inc-

May 2313- 2. Me rma 3, Miles D, Gianni L, et al; EMILIA Study

Group. Trastuzu ma b ernta nsine for HER2—positive advanced

breast canoe r [pu bl ished correction appears in NEngiJJ'lri‘e-oi

2o13;sas;2442]_ NEngiJflvi‘e-of 2o12;ses:1?ss—1}'s1 and

Supplementary Appendix- 3. Center for Drug Evaluation and

Resea rch- Clinical review— SLA 125422: Kadcyla [ado-

trastuzu ma b e mta nsinei for the treatme nt of patie nts with H ER2—

positive, metastatic breast cancer who previously received

trastuzu ma b a nd a taxa ne, se pa rate Iy or in combination-

Accessdata.fda.gov Web site.

http:waw.accessdata.fda.govfdrugsatfda_docsllndall2I
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Page Name: Dose Reductions & Treatment Discontinuations Page Title: Dose Reductions | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Find out which adverse reactions lead to dose reductions and treatment discontinuations for KADCYLA® (ado-trastuzumab emtansine).KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤= Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Safety first! Press here to read the

important Safety Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

HADC‘I'LA to Iapatinib + capecitabine

Summary of adverse reactions

SLIM MAR‘I’ flF ADVERSE REACTIIJ'I'IIE Mile!“

-';:1 .r ;_':t 'or It'or “.31 on'."- I'E:
. -.

I"‘:

All Grades [813.1 Grades .13 [83.1

lopstirrilr +
KADC‘I'LA co pocitahine

[n=488] In=4881

Blood and lymphatic system disorders

Neutropenia 8.? 8-8

31.2 33

Cardiac disorders

Left ventricular dysfu nction 1 .8 - 33

Eye disorders

as 2-5

[Iryeve 3.8 3-1

as 2—3

Gastrointestinal disorders

Dyspepsia 8.2 - 11.5
m m

15-? 4—9

as ”a

142 as

24.1 m

Nausea 38.8 45.1

General disorders and administration

Peripheral edema 2.1 8.2

Chills 2.8 3.1

Pyreeia 18.8 8.4

Asthenie 12.8 I113

Fatigue 38.3 28.3

Hepatohiliary disorders

Modular regenerative
hyperplasia* [1'4 8-8

Portal hypertensionf [ll]

Immune system disorders

[irug hypersensitivity 2.2 8-8

Iniury, poisoning, and procedural

_'.. hInfusion-related reaction 8.2

Intentions and infestations

33[-3 1:.Urinary tract infection

Investigations

Blood alkaline phosphatase
increased 4'? 3‘?

Transaniinases increased 28.8 14.3

Metabolism and nutrition disorders

as

Mnscnloslteletal and connective tissue disorders

3.?

as

345

Nervous system disorders

—“ 4.1
we

Headache 28.2 14.5

Psychiatric disorders

as

Respiratory, thoracic, and mediastinal disorders

as

12-4 an

18-2 13-1

Epistesis 22.5 as

 

Skin and subcutaneous tissue disorders -

5.5 9.2

v E 215

1littsculardisorders

5.1 2—3

ND=not dete rmined-

*Nodular regenerative hyperplasia and portal hypertension

occurred in the same patient-

 

 Next: See Dosing and Administration

Contact a Representative

a Interested in a more detailed
discussion of KADCYLA

safety?

Review the KADC‘r'LA safety profile with a

ICADC‘t'LA representative

1 Contact Us

Indication

ICADCYLA= "1 [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE—positive [HER2+]I, metastatic breast cancer

[MBCI who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease,
or

* Developed disease recurrence during or within

six months of completing adjuva nt therapy

Important Safety Information

Boxed WARNINGS: HEPATIIII'T’IIIIIZIIIIIIIIIT‘II‘".r

CARDIAC TDXICIT‘I', EMBR‘I’D-FEI'AL

TflXICIW

* Do Not Substitute IEADC‘I'LA for or with

Trastuzu mab

* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death

in patients treated with IEADC‘I'LA. Monitor

serum transaminases and bilirubin prior to

initiation of KADC‘I'LA treatment and prior to

each KADC‘I'LA dose. Reduce dose or

discontinue IEADC‘I'LA as appropriate in cases

of increased serum transaminases or total

bilirubin

* Cardiac Toxicity: HEADC‘I'LA administration may

lead to reductions in left ventricular ejection

fraction [Li-[EFL Evaluate left ventricular

function in all patients prior to and during

treatment with IEADC‘I'LA. Withhold treatment

for clinically significant decrease in left

ventricular function

* Embryo-Fetal Toxicity: Exposure to IEADC‘I'LA

can result in embryo-fetal death or birth

defects. Advise patients of these rislts and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction lL’v'DI

* Patients treated with KADCH’LA are at increased

rislt of developing war. In EMILIA, L'v'D occurred

in 1.338 of patients in the ICADCTLA—treated

group and in 3.3% in the comparator group.

Permanently discontinue ICADCTLA if L‘v'EF has

not improved or has declined further

Pregnancy Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to IEADC‘I’LA during pregnancy to

enroll in the MotHER Pregnancy Registry by

contactng 1 [Stilt]! SSH-6321}

Pulmonary Toxicity

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to acute

respiratory distress syndrome or fatal outcome

have been reported in clinical trials with

KADCYLA. In EMILIA, the overall frequency of

pneumonitis was 1.238

* Treatment with KADCH’LA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with ICADC‘I’LA has not been studied

in patients who had trastuzumab permanently

discontinued due to infusion—related reactions

[IRRI andior hypersensitivity reactions:

treatment with KADC‘t'LA is not recommended

for these patients. In EMILIA, the overall

frequency of IRRs in patients treated with

IEADC‘r'LA was 1.438

* KADCYLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR. Patients should be closely monitored for

IRR reactions, especially during the first

infusion

Throndoocytopenia

* In EMILIA, the incidence of l: Grade 3

thrombocytopenia was 14.5% in the ICADCH’LA—

treated group and {1.4% in the comparator

group [overall incidence 31.238 and 3.338,

respectively}

* Monitor platelet counts prior to initiation of

KADCTLA and prior to each ICADCTLA dose.

Institute dose modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of 3- Grade 3 peripheral

neuropathy was 2.238 in the KADCTLA—treated

group and 11.238 in the comparator group

[overall incidence 2‘1 .238 and 13.5%,

respectively]:

* Monitor for signs or symptoms of

neurotoxicity. ICADC‘r'LA should be temporarily

discontinued in patients experiencing Grade 3

or 4 peripheral neuropathy until resolution to 5

Grade .2

HERE Testing

* Detection of HERE protein overexpression or

gene amplification is necessary for selection of

patients appropriate for ICADC‘fLA. Perform

using FDA approved tests by laboratories with

demonstrated proficiency

Extravasation

* In ICADC‘v'LA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The infusion

site should be closely monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for KADCH’LA

extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue ICADCH’LA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with ICADC‘r'LA in

EMILIA [frequency 2:- 2538} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NCI—CTCAE

[version 3} 3: Grade 3 ADRs [frequency 3:- .238}

were thrombocytopenia, increased

transaminases, anemia, hypolt'alemia,

peripheral neuropathy and fatigue

‘1"ou are encouraged to report side effects to

Genentech and the FDA. You may contact Genentech

by calling 1 [33431 335-2555. You may contact the FDA

by visiting www.fda.govfmedwatch or calling

1 [SD-III FDA-111433.

Please see accompanying full Prescribing Information

for additional important safety info rmatio n,- including

Boxed WARNINGS.

Reference: 1. IEADC‘I"LA Prescribing Information- Genentech, Inc-

May .201 3 -
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Safety first! Press here to read the

important Safety Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

HADC‘I'LA to Iapatinib + capecitabine

Summary of adverse reactions

SLIM MAR‘I’ flF ADVERSE REACTIIJ'I'IIE Mile!“

-';:1 .r .'_':t 'or' war “.31 on

All Grades I"=:-:';.: Grades 231211111

'."- I'E:
. -.

I"‘:

 
lapatinil: +

KADC‘I'LA ca pocitahine

[n=d 9D] In=dflflI

Blood and lymphatic system disorders

Neutropenia 2D 4.3

u

Cardiac disorders

Left ventricular dysfunction [1.2 - [1-4

Eye disorders

as an

[IryEye [1.11 [1-1]

as an

Gastrointestinal disorders

Dyspepsia [1.[1 - [1-11
0.2 2.5

Us 0—2

0-8 I-E‘r

as as

1. 2m

Nausea [1-3 2.5

General disorders and administration

Peripheral edema [1.0 [1-2

Ghills [1.[1 [1-[1

Pyrerria [1-2 [1-11

Asthenia [1-4 1-3

Fatigue 2.5 3-5

Hepatohiliary disorders

Nodular regenerative
hyperplasia* W [1.11

Portal hypertension* [13 D I:

Immune system disorders

[1mg hypersensitivity

Iniury, poisoning, and procedural [3[3 1:11::
Infusion-related reaction

Intentions and infestations

13' I:Urinaiy tract infection

Investigations

Blood alkaline phosphatase
Increased

Transaniinases increased

Metabolism and nutrition disorders

as

Muscnloslteletal and connective tissue disorders

as

—“ an
H

Nervous system disorders

—« s2
—“ 0—2

Headache [1.8 [1-3

Psychiatric disorders

13‘ 4:.

[“4 UPI

Insomnia [1-2

Respiratory, thoracic, and mediastinal disorders

—“ an
[1yspnea [1.8 [1-4

Cough [1-2 [1-2

Epistasis [[2 [1-D

Skin and subcutaneous tissue disorders -

Pruritus [1.2 [1 [1

Hash [1.11 1-3

Itasculardisorders

 

Hypertension 1.2 [1-4

2 D 3.iEiaa.

*Nodular regenerative hyperplasia and portal hypertension

occurred in the same patient-

 

 Next: See Dosing and Administration

Contact a Representative

a Interested in a more detailed
discussion of KADCYLA

safety?

Review the KADC‘r'LA safety profile with a

ICADC‘t'LA representative

1 Contact Us

Indication

ICADCYLAP "1 [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE—positive [HER2+}, metastatic breast cancer

[MBC} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease,
or

* Developed disease recurrence during or within

six months of completing adjuva nt therapy

Important Safety Information

Boxed WARNINGS: HEPATDTDXICITV.

CARDIAC TDXICIT‘I', EMBR‘I’D-FEI'AL

TflXICIW

* Do Not Substitute IEADC‘I'LA for or with

Trastuzu mab

* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death

in patients treated with IEADC‘I'LA. Monitor

serum transaminases and bilirubin prior to

initiation of KADC‘I'LA treatment and prior to

each KADC‘I'LA dose. Reduce dose or

discontinue IEADC‘I'LA as appropriate in cases

of increased serum transaminases or total

bilirubin

* Cardiac Toxicity: HADC‘I'LA administration may

lead to reductions in left ventricular ejection

fraction [LifEFL Evaluate left ventricular

function in all patients prior to and during

treatment with IEADC‘I'LA. Withhold treatment

for clinically significant decrease in left

ventricular function

* Embryo-Fetal Toxicity: Exposure to IEADC‘I'LA

can result in embryo-fetal death or birth

defects. Advise patients of these rislts and the

need for effective contraception

Additional Important Safety

Information:

Left 1e'entricular Dysfunction lL’v'DI

* Patients treated with KADCH’LA are at increased

rislr.‘ of developing L‘v'D. In EMILIA, L'v'D occurred

in 1.3% of patients in the ICADCTLA—treated

group and in 3.3% in the comparator group.

Permanently discontinue ICADCTLA if L‘v'EF has

not improved or has declined further

Pregnancy Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to IEADC‘I’LA during pregnancy to

enroll in the MotHER Pregnancy Registry by

contacting 1 {Stiff} SSH-133211

Pulmonary Toxicity

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to acute

respiratory distress syndrome or fatal outcome

have been reported in clinical trials with

KADC‘I’LA. In EMILIA, the overall frequency of

pneumonitis was 1.2%

* Treatment with KADCH’LA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with ICADC‘I’LA has not been studied

in patients who had trastuzumab permanently

discontinued due to infusion—related reactions

[IRR} andr'or hypersensitivity reactions:

treatment with KADC‘r'LA is not recommended

for these patients. In EMILIA, the overall

frequency of IRRs in patients treated with

IEADC‘r'LA was ‘I 31%

* KADCYLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR. Patients should be closely monitored for

IRR reactions, especially during the first

infusion

Thronioocytopenia

* In EMILIA, the incidence of l: Grade 3

thrombocytopenia was 14.5% in the ICADCH’LA—

treated group and [1.4% in the comparator

group [overall incidence 31.2% and 3.3%,

respectively}

* Monitor platelet counts prior to initiation of

KADCTLA and prior to each ICADCTLA dose.

Institute dose modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of 3- Grade 3 peripheral

neuropathy was 2.2% in the KADCTLA—treated

group and [1.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectively]:

* Monitor for signs or symptoms of

neurotoxicity. ICADC‘r'LA should be temporarily

discontinued in patients experiencing Grade 3

or £1 peripheral neuropathy until resolution to 5

Grade 2

HERE Testing

* Detection of HERE protein overexpression or

gene amplification is necessary for selection of

patients appropriate for ICADC‘fLA. Perform

using FDA approved tests by laboratories with

demonstrated proficiency

Extravasation

* In ICADC‘v'LA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The infusion

site should be closely monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for KADCH’LA

extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue ICADCH’LA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with ICADC‘r'LA in

EMILIA [frequency 2:- 25%} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NCI—CTCAE

[version 3} 3: Grade 3 ADRs [frequency 3:- 2%}

were thrombocytopenia, increased

transaminases, anemia, hypolt'alemia,

peripheral neuropathy and fatigue

‘1"ou are encouraged to report side effects to

Genentech and the FDA. You may contact Genentech

by calling 1 [333} 335-2555. You may contact the FDA

by visiting www.fda.gov.fmedwatch or calling

1 [SD-Ii} FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety info rmatio n, including

Boxed WARNINGS.

Reference: 1. IEADC‘I"LA Prescribing Information- Genentech, Inc-

May .201 3 -

Genentech
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Information I Privacy Policy I Terms and Conditions

12-21 2[1'| 3 Genenteoh LISA,- Ino. All rights reserved.
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Safety first! Press here to read the

Important Safety Information

Clinical Information 
Results from the Phase III EMILIA trial comparing

KADCYLA to Iapatinib + capecitabine

Summary of adverse reactions

SLIM llriitl‘illI flF ADVERSE REAETIIJ'I'IIS IAHsI‘

':i:- I',!.,.I _I 'L'I'I ':'_'I|' " . '1' I'I':'_'I|' "'..'_'I [Hi
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Page Name: Summary of Adverse Reactions

Page Title: Adverse Reactions Summary | KADCYLA® (ado-trastuzumab

emtansine)

Meta Description: Read a summary of adverse reactions for KADCYLA®

(ado-trastuzumab emtansine) compared to lapatinib+capecitabine.

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a

single agent, is indicated for the treatment of patients with HER2-positive

(HER2+), metastatic breast cancer (MBC) who previously received

trastuzumab and a taxane, separately or in combination. Patients should have

either: Received prior therapy for metastatic disease, or Developed disease

recurrence during or within six months of completing adjuvant therapy.

Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY,
CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute

KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death in patients treated with

KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of

KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left

ventricular function in all patients prior 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 risks and the need for effective

contraception. The following additional serious adverse reactions have been

reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD),

including pneumonitis, some leading to acute respiratory distress syndrome or

fatality: KADCYLA should be permanently discontinued in patients diagnosed

with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity:

KADCYLA treatment should be interrupted in patients with severe IRR and

permanently discontinued in the event of a life-threatening IRR,

Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and

prior to each dose. Institute dose modifications as appropriate, Peripheral

neuropathy: KADCYLA should be temporarily discontinued in patients

experiencing Grade 3 or 4 peripheral neuropathy until resolution to 5 Grade 2,

Reactions secondary to extravasation: The infusion site should be closely

monitored for possible subcutaneous infiltration during drug administration.

Additional Important Safety Information: Detection of HER2 protein

overexpression or gene amplification is necessary for selection of patients

appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or

discontinue KADCYLA taking into consideration the importance of the drug to

the mother, The most common adverse drug reactions (frequency > 25%)

across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased transaminases, and

constipation. You are encouraged to report side effects to Genentech and the

FDA. You may contact Genentech by calling 1-888-835-2555. You may contact
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Chills 2.3 3.1

Pyretia I 3.5 3.4

Asthcnia 12.3 I15

Fatigue 33.3 23.3

Hepatobiliary disorders

Modular regenerative
hyperplasiaf [1'4 3.3

Portal hypertensionf [ll]

Immune system disorders

[Irug hypersensitivity 2.2 3-3

Iniury, poisoning, and procedural

_'I. hInfusion-related reaction 3.2

Infections and infestations

Urinary tract infection 3.3i-C‘ 1:.

Investigations

Bleed alkaline phosphatase
increased 4'? 3‘?

Transanrinases increased 23.3 14.3

Metabolism and nutrition disorders

as

Musculoslreletal and connective tissue disorders

3.?

as

as

Nervous system disorders

—“ 4.1
we

Peripheral neuropathyr 21.2 I35

Headache 23.2 I 4.5

as

Respiratory, thoracic, and mediastinal disorders

0-D

124 8-D

18-2 13-1

Epistatis 22.5 _ 3.4
Skin and subcutaneous tissue disorders

as 9.2

114 215

IIlasculardisorders

5.1 2:3
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*Nodular regenerative hyperplasia and portal hypertension

occurred in the same patient-

 

 Next: See Dosing and Administration

Contact a Representative

a Interested in a more detailed
discussion of KADCYLA

safety?

Review the KADCYLA safety profile with a

KADCYLA representative

1 contact Us

Indication

KADCYLA: "1 [ado—trastuzumab emtansinej, as a
single agent, is indicated for the treatment of patients

with HER2—positive [HER2+]I, metastatic breast cancer

[MBEI who previously received trastuzumab and a

taxane, separater or in combination. Patients should

have either:

* Received prior therapy for metastatic disease,
or

* Developed disease recurrence during or within

six months of completing adjuva nt therapy

Important Safety Information

Boxed WARNINGS: HEPATICII'TICIIIIIII«IIIIT'i'fIr

CARDIAC TICIIIJIIIIItIIIT‘t‘l,r EMBR‘fD-FEI'AL

TICIIJI'III'IIIITII“r

* Do Not Substitute KADCYLA for or with

Trastuzu mab

* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death

in patients treated with KADCYLA. Monitor

serum transaminases and bilirubin prior to

initiation of KADIITLA treatment and prior to

each KADCYLA dose. Reduce dose or

discontinue KADCYLA as appropriate in cases

of increased serum transaminases or total

bilirubin

* lIIardiac Toxicity: KADCYLA administration may

lead to reductions in left ventricular ejection

fraction [LI-[EFL Evaluate left ventricular

function in all patients prior 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 rislts and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction lL’v'Di

* Patients treated with KADC‘fLA are at increased

rislr.‘ of developing DVD. In EMILIA, L‘tr'D occurred

in “1.834: of patients in the KADCYLA—treated

group and in 3.3343 in the comparator group.

Permanently discontinue KADCYLA if L‘v'EF has

not improved or has declined further

Pregnancy Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to KADCYLA during pregnancy to

enroll in the MotHER Pregnancy Registry by

contactng 1 [Stilt]! 690-6220

Pulrnonery Toxicity

* Cases of interstitial lung disease [ILDL

including pneumonitis, some leading to acute

respiratory distress syndrome or fatal outcome

have been reported in clinical trials with

KADCYLA. In EMILIA, the overall frequency of

pneumonitis was “1.234:

* Treatment with KADIT'I’LA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with KADD‘I’LA has not been studied

in patients who had trastuzumab permanently

discontinued due to infusion—related reactions

[IRRI andrlor hypersensitivity reactions:

treatment with If-ADIT'I’LA is not recommended

for these patients. In EMILIA, the overall

frequency of IRRs in patients treated with

KADCYLA was 1.4%

* KADCYLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR. Patients should be closely monitored for

IRR reactions, especially during the first

infusion

Throndoocytopenia

* In EMILIA, the incidence of 4: Grade 3

thrombocytopenia was 14.5% in the KADIT'I’LA—

treated group and {1.4% in the comparator

group [overall incidence 31.2% and 3.3341,

respectively}

* Monitor platelet counts prior to initiation of

KADCYLA and prior to each KADCYLA dose.

Institute dose modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of 2- Grade 3 peripheral

neuropathy was 2.2343 in the KADCYLA—treated

group and {1.2343 in the comparator group

[overall incidence 21.2% and 13.5%,

respectively]:

* Monitor for signs or symptoms of

neurotoxicity. KADC‘I’LA should be temporarily

discontinued in patients experiencing Grade 3

or 4 peripheral neuropathy until resolution to 5

Grade .2

HERE Testing

* Detection of HER2 protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADC‘fLA. Perform

using FDA approved tests by laboratories with

demonstrated proficiency

Extrevesation

* In KADCYLA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The infusion

site should be closely monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for KADIT'I’LA

extravasation is unknown

Nursing Mothers

* Discontinue nursing or discontinue KADC‘fLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with KADCYLA in

EMILIA [frequency :- 2533} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NEI—CTEAE

[version 3} 3: Grade 3 ADRs [frequency 3:- 2%}

were thrombocytopenia, increased

transaminases, anemia, hypoltalemia,

peripheral neuropathy and fatigue

“fou are encouraged to report side effects to

Genentech and the FDA. You may contact Genentech

by calling 1 [33431 335-2555. You may contact the FDA

by visiting www.fda.govfmedwatch or calling

1 [Elli-III FDA-13133.

Please see accompanying full Prescribing Information

for additional important safety info rmatio n,- including

Boxed WARNINGS.

Reference: 1. KADC‘I"LA Prescribing Information- Genentech, Inc-

May 201 3 -

Genentech

Home I Dontact Us I Site Map I Important Safety

Information I Privacy Policy I Terms and Sonditions

:33) 2313 Genentech USA, Inc. All rights reserved.

This site is intended for US residents only.
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Text Box
Page Name: Summary of Adverse Reactions Page Title: Adverse Reactions Summary | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Read a summary of adverse reactions for KADCYLA® (ado-trastuzumab emtansine) compared to lapatinib+capecitabine.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Safety first! Press here to read the

Important Safety Information

Dosing and
Administration 

Preparing and storing

KADCYLA1

Calculating the correct dose

Dosing for ICADCYLA is weight based [3.S mgikg;

actual body weight}.

1. Calculate dose {mg}

Pafisntl‘i’afyhr 3 Drug Dose 2 HADCYLA
kg 3.5 mgfkg _ mg

2. Calculate volume {reconstituted mL}

if' I

“DEVLA :- Ccncsiiarralicn = NADEVIi-A
— “'9 Ell mgfml — m

Example

 

For a patient who weighs '11} kg [154 lb}

sameness: x Dnrgfl'csa IEADCYLA
Ellis 15 mm flms

IEADCYLA

flml
IEADCYLA +

Hi! my  

Selecting the appropriate vial

ICADCYLA is supplied as a sterile powder for

concentrate and comes in 2 vial types. ‘v'ials will

reconstitute to ES mgImL.

Lido-5mm
WWI
For sir-com

  
165 mg single—use 155 mg single—use

vial yields S mL of vial yields 5 mL of

reconstituted reconstituted

IEADCYLA KADCYLA

Look-AlikefSoulid-Alike

Medication1

Confirm vial label. KADCYLA [ado-trastuzumab

EMTANSINE} and Herceptin“ [trastuzumab} have

similar generic names, but important

differences, including dosing and indication.

' Do not substitute IEADCYLA for or with

Irastuzumab

' Do not administer ILADCYLA at doses greater

than 3.5 mpgfkg

Instructions for reconstitution

Use aseptic technique for reconstitution and

preparation of dosing solution.

' Use appropriate procedures forthe preparation of

chemotherapeutic drugs

1. To yield a single—use reconstituted solution of El}

mgImL of ICADCYLA for I‘vr infusion, using a sterile

syringe, slowly inject:

' S mL of sterile water for injection [SWFI] into the

1SI} mg vial

' 5 mL of SWFI into the 1CD mg vial

2. Gently swirl the vial until solution is completely

dissolved. DD NDT FREEEE DR SHAKE.

' Do not use if the reconstituted solution contains

visible particulates or is cloudy or discolored

Instructions for dilution

1. Add reconstituted KADCYLA solution to an infusion

bag containing 255 mL of {1.53% sodium chloride

injection.

' Do not use Dextrose {5%} solution to dilute

IEADCYLA

2. Mix diluted solution by gentle inversion to avoid

foaming. DD NDT FREEEE DR SHAI'EE.

3. Administer the infusion immediately after

preparation, using a {1.22 micron in—Iine PES* filter.

' Do not mix or dilute ILADCYLA with other drugs

during preparation

Storing KADCYLA

' Store vials in a refrigerator at 2°C—S“C [3S"F—4S“F}

until time of use

' Reco nstituted vials with SWFI and diluted

KADCYLA infusion solution should be used

immediately or may be stored in a refrigerator at

2"C—S"C [SSaF—flSuF} for up to 24 hours prior to use.

DD NDT FREEIE CIR SHAKE

— Storage time for KADCYLA infusion solution is

additional to the time allowed for the

reconstituted vials

— Discard any unused solution after 24 hours

*PES=pro|yethe rsu Ifone.

 

 Next: Administering KADCYLA

Contact a Representative

a Need printed information on
dosing and administration

for your office staff?

Get the Dosing and Administration Guide

delivered by a KADCYLA representative

1 Contact Us

Indication

II'ADCYLAa "1 [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE—positive [HER2+}, metastatic breast cancer

[MSC} who previously received trastuzumab and a

taxane, separater or in combination. Patients should

have either:

* Received prior therapy for metastatic disease,
or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATICII'TICIIIIIIICIT"|“'.r

CARDIAC TICIIIII'IIICITY,r EMBRYD-FEI'AL

TDXICITY

* Do Not Substitute IEADICYLA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death

in patients treated with IEADCYLA. Monitor

serum transaminases and bilirubin prior to

initiation of IEADCYLA treatment and prior to

each IEADCYLA dose. Reduce dose or

discontinue IEADCYLA as appropriate in cases

of increased serum transaminases or total

bilirubin

* Cardiac Toxicity: IEADCYLA administration mayr

lead to reductions in left ventricular ejection

fraction {LVEF}. Evaluate left ventricular

function in all patients prior to and during

treatment with IEADCYLA. Withheld treatment

for clinicallyr significant decrease in left

ventricular function

* Embryo-Fetal Toxicity: Exposure to IEADCYLA

can result in embryo-fetal death or birth

defects. Advise patients of these risks and the

need for effective contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction ILVDI

* Patients treated with ICADCYLA are at increased

risk of developing LYD. In EMILIA, L‘v'D occurred

in 1.8% of patients in the ICADCYLA—treated

group and in 3.3% in the comparator group.

Permanently discontinue FADCYLA if LYEF has

not improved or has declined further

Pregnancyr Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to ICADCYLA during pregnancy to

enroll in the MotHER Pregnancyr Registry by

contacting 1 {SIJD} SSS-6320

Pulmonary Toxicity

* Cases of interstitial lung disease [ILD},

including pneumonitis, some leading to acute

respiratory distress syndrome or fatal outcome

have been reported in clinical trials with

ICADCYLA. In EMILIA, the overall frequency of

pneumonitis was 1.2%

* Treatment with ICADCYLA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with ICADCYLA has not been studied

in patients who had trastuzumab permanently

discontinued due to infusion—related reactions

[|RR} andior hypersensitivity reactions;

treatment with ICADCYLA is not recommended

for these patients. In EMILIA, the overall

frequency of IRRs in patients treated with

ICADCYLA was 1 31%

* ICADCYLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR. Patients should be closely monitored for

IRR reactions, especially during the first

infusion

Thrcnisocytcpenia

* In EMILIA, the incidence of 2 Grade 3

thrombocytopenia was 14.5% in the ICADCYLA—

treated group and {1.4% in the comparator

group [overall incidence 31 .2% and 3.3%,

respectively}

* Monitor platelet counts prior to initiation of

ICADCYLA and prior to each ICADCYLA dose.

Institute dose modifications as appropriate

Neurotoxicil'y

* In EMILIA, the incidence of 2 Grade 3 peripheral

neuropathy was 2.2% in the ICADCYLA—treated

group and {1.2% in the comparator group

[overall incidence 21.2% and 13.5%,

respectively}

* Monitor for signs or symptoms of

neurotoxicity. FADCYLA should be temporarily

discontinued in patients experiencing Grade 3

or 4'1 peripheral neuropathy until resolution to 11

Grade 2

H ER? Testing

* Detection of HERE protein overexpression or

gene amplification is necessary for selection of

patients appropriate for ICADCYLA. Perform

using FDA approved tests by laboratories with

demonstrated proficiency

Extravasaticn

* In ICADCYLA clinical studies, reactions

secondary to extravasation have been

observed and were generally mild. The infusion

site should be closely monitored for possible

subcutaneous infiltration during drug

administration. Specific treatment for KADCYLA

extravasation is unknown

Nursing Mothers

1* Discontinue nursing or discontinue KADCYLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with ICADCYLA in

EMILIA [frequency 1:- 25%} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NCl-CTCAE

[version 3} 2 Grade 3 ADRs [frequency 1:- 2%}

were thrombocytopenia, increased

transaminases, anemia, hypokalemia,

peripheral neuropathy and fatigue

You are encouraged to report side effects to

Genentech and the FDA. You may contact Genentech

by calling 1 {SSS} S35-2555. You may contact the FDA

by visiting www.fda.gov.fmedwatch or calling

1 {Still} FDA-1DSS.

Please see accompanying full Prescribing Information

for additional important safety information, including

Sax-ed WARNINGS.

Reference: 1. KADCYLA Prescribing Information- Gene ntech, Inc_,

May ED 1 3 _
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Safety:I first! Press here te read the

Im pertant Safetv lnfermatien

Dosing and
Administration 

Preparing and stering

KADCYLA1

Calculating the cerrect dese

Desing fer KADCYLA is weight based {3.6 mglkg;

actual bedvr weight}.

1. Calculate dese {mg}

Page Name: Preparation & Storage

Page Title: Preparation & Storage | KADCYLA® (ado-trastuzumab

emtansine)

Meta Description: Find out more about how to prepare and store

KADCYLA® (ado-trastuzumab emtansine) for HER2-positive patients.

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous

use, as a single agent, is indicated for the treatment of patients with

HER2-positive (HER2+), metastatic breast cancer (MBC) who

previously received trastuzumab and a taxane, separately or in

combination. Patients should have either: Received prior therapy for

metastatic disease, or Developed disease recurrence during or within

six months of completing adjuvant therapy. Important Safety
Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC

TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA

for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death in patients treated with

KADCYLA. Monitor serum transaminases and bilirubin prior to initiation

of KADCYLA 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 ventricular ejection fraction

(LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception.

The following additional serious adverse reactions have been reported

in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including

pneumonitis, some leading to acute respiratory distress syndrome or

fatality: KADCYLA should be permanently discontinued in patients

diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR),

Hypersensitivity: KADCYLA treatment should be interrupted in patients

with severe IRR and permanently discontinued in the event of a life-

threatening IRR, Thrombocytopenia: Monitor platelet counts prior to

initiation of KADCYLA and prior to each dose. Institute dose

modifications as appropriate, Peripheral neuropathy: KADCYLA should

be temporarily discontinued in patients experiencing Grade 3 or 4

peripheral neuropathy until resolution to S Grade 2, Reactions

secondary to extravasation: The infusion site should be closely

monitored for possible subcutaneous infiltration during drug

administration. Additional Important Safety Information: Detection of

HER2 protein overexpression or gene amplification is necessary for

selection of patients appropriate for KADCYLA therapy, Nursing

mothers: Discontinue nursing or discontinue KADCYLA taking into

consideration the importance of the drug to the mother, The most

common adverse drug reactions (frequency > 25%) across clinical trials

with KADCYLA were fatigue, nausea, musculoskeletal pain,

thrombocytopenia, headache, increased transaminases, and

constipation. You are encouraged to report side effects to Genentech

and the FDA. You may contact Genentech by calling 1-888-835-2555.

You may contact the FDA by visiting www.fda.gov/medwatch or callingA AAA l—nn Annn

 
1ST] mg single—use 100 mg single—use

vial ‘fIEICIS S mL ef vial 1{wields 5 mL ef

recenstituted recenstituted

KADCYLA KADCYLA

Leek-AlikefSeund-Alike

Illledicatien1

Cenfirm vial label. KADCYLA {ade-trastuzumab

EMTANSINE} and Herceptin“ {trastuzumab} have

similar generic names, but impertant

differences, including desing and indicatien.

' De net substitute KADC‘I'LA fer er with

Irastuzumab

' Dc net administer ILAIJC‘i'LA at deses greater

than 3.5 mgflrg

lnstructicns fer recenstitutien

Use aseptic technique fer recenstitutien and

preparatien ef desing selutien.

' Use apprepriate precedures ferthe preparatien ef

chemetherapeutic drugs

1. Te 1jrield a single—use recenstituted selutien ef 2t}

mgImL ef KADCYLA fer I‘v' infusien, using a sterile

svringe, slewlvr inject:

' S mL ef sterile water fer injectien {SWFI} inte the

1ST} mg vial

' 5 mL ef SWFI inte the 111111} mg vial

2.Gentl1,.lr swirl the vial until selutien is cempletelvr

disselved. DD NClT FFIEEEE DH SHAKE.

' De net use if the recenstituted selutien centains

visible particulates er is cleudijlr er discelered

lnstructicns fer dilutien

1. Add recenstituted KADCYLA selutien te an infusien

bag centaining 25f] mL ef {1.53% sedium chleride

injection.

' Dc net use Den-these {5%} selutien te dilute

KADC‘I'LA

2. Mix diluted selutien bv gentle inversien te aveid

feaming. DD NCIT FREEEE CIR SHAI'EE.

3. Administer the infusien immediatelyr after

preparatien, using a {1.22 micren in—line PES* filter.

' Dc net mil: er dilute KADCTLA with ether drugs

during preparaticn

Stering KADCYLA

' Stere vials in a refrigerater at 2°C—S“C {3S"F—AS“F}

until time ef use

' Rece nstituted vials with SWFI and diluted

KADCYLA infusien selutien sheuld be used

immediately:r er may:r be stered in a refrigerater at

2"C—S"C {SSaF—ilfiuF} fer up te 24 heurs prierte use.

DD NCIIT FREEIE CIR SI-lAlIIE

— Sterage time fer KADC‘tlA infusien selutien is

additienal te the time allewed fer the

recenstituted vials

— Discard any}r unused selutien after 24 heurs

*PES=pelvethe rsu Ifene.

 

 Neat: Administering KADC‘I'lA 

Centact a Representative

Need printed infermatien en

desing and administratien 
fer veur effice staff?

Get the Desng and Administratien Guide

delivered bv a KADCYLA representative

in Centact Us

lndicatien

KADCYLA: "I {ade—trastusumab emtansine}, as a
single agent, is indicated fer the treatment ef patients

with HER2—pesitive {HER2+}, metastatic breast cancer

{MSC} whe previeushjlr received trastuzumab and a

taxane, separater er in cembinatien. Patients sheuld

have either:

* Received prier therapy:r fer metastatic disease,
er

* Develeped disease recurrence during er within

six menths ef cempleting adjuvant the rapt}r

lmpertant Safety lnfermatien

Belted WARNINGS: HEPATICII'TICIIIIIIIICIT"|“'.r

CARDIAC TDXICIT‘I’, EMBR‘I’D-FEI'AL

TICIIIJIIIIICITII“r

* De Net Substitute KADCYLA fer er with

Trastuzumab

* Hepatetexicitv: Serieus hepateteaficit'llr has

been reperted, including liver failure and death

in patients treated with KADCYLA. Meniter

serum transaminases and bilirubin prier te

initiatien ef KADCYLA treatment and prier te

each KADCYLA dese. Reduce dese er

discentinue KADCYLA as apprepriate in cases

ef increased serum transaminases er tetal

bilirubin

* Cardiac Texicitv: KADC‘I'LA administratien mailr

lead te reductiens in left ventricular ejectien

fractien {LVEF}. Evaluate left ventricular

functien in all patients prier te and during

treatment with KADCYLA. Withheld treatment

fer clinicaII'IIr significant decrease in left

ventricular functien

* Embrve-Fetal Texicitv: Expesure te KADCYLA

can result in embrve-fetal death er birth

defects. Advise patients ef these rislts and the

need fer effective centraceptien

Additienal lmpertant Safety

lnfermatien:

Left Ventricular Dvsfunctien ILVDI

* Patients treated with KADCYLA are at increased

risk ef develeping LVD. In EMILIA, L‘v'D eccurred

in 1.8% ef patients in the KADC‘fLA—treated

greup and in 3.3% in the cemparater greup.

Permanentlyr discentinue KADCYLA if L‘v'EF has

net impreved er has declined further

Pregnanc'}r Hegistrv

* Advise patients te centact their healthcare

previder immediately:r if they:r suspect they:r may:r

be pregnant. Enceurage wemen whe mayr be

expesed te KADCTLA during pregnancy:r te

enrell in the MetHER Pregnancvllr Re-gistrvllr bv

centacting 1 {S011} SSS-6321}

Pulmvenarljr Texkitv

* Cases ef interstitial lung disease {ILD},

including pneumenitis, seme leading te acute

respiraterljlr distress svndreme er fatal eutceme

have been reperted in clinical trials with

KADCYLA. In EMILIA, the everall frequency:r ef

pneumenitis was 1.2%

* Treatment with KADCYLA sheuld be

permanentlyr discentinued in patients

diagnesed with ILD er pneumenitis

Infusien—Heleted Heactiens, vaersensitivitv Heectiens

* Treatment with KADCYLA has net been studied

in patients whe had trastuzumab permanently:r

discentinued due te infusien—related reactiens

{IRR} andler hijrpersensitivit'jlr reactiens;

treatment with KADCYLA is net recemmended

fer these patients. In EMILIA, the everall

frequencyr ef IRRs in patients treated with

KADCYLA was 1 31%

* KADCYLA treatment sheuld be interrupted in

patients with severe IRR and permanentlyr

disce ntinued in the event ef a life—threatening

IRR. Patients sheuld be cleselvr menitered fer

IRR reactiens, especiallyr during the first

infusien

Threniiecvtepenia

* In EMILIA, the incidence ef 2 Grade 3

thrembecvtepenia was 14.5% in the KADC‘r'LA—

treated greup and {1.4% in the cemparater

greup {everall incidence 31 .2% and 3.3%,

respectivelv}

* Meniter platelet ceunts prier te initiatien ef

KADC‘r'LA and prier te each KADC‘TLA dese.

Institute dese medificatiens as apprepriate

Ne4urete1r.icil'l.|r

* In EMILIA, the incidence ef 2 Grade 3 peripheral

neurepnathvr was 2.2% in the KADCYLA-treated

greup and {1.2% in the cemparater greup

{everall incidence 21.2% and 13.5%,

respective Iv}

* Meniter fer signs er svmptems ef

neuretexicitv. KADCYLA sheuld be temperarilvr

discentinued in patients experiencing Grade 3

er 4 peripheral neurepathvr until reselutien te :1

Grade 2

H ER? Testing

* Detectien ef HER2 pretein everexpressien er

gene amplificatien is necessaryr fer selectien ef

patients apprepriate fer KADCTLA. Perferm

using FDA appreved tests bv Iabe rateries with

demenstrated preficiencvr

Errtravasatien

* In KADCYLA clinical studies, reactiens

EECUndHW te extravasatien have been

ebserved and were generally:r mild. The infusien

site sheuld be cleselvr menitered fer pessible

subcutaneeus infiltratien during drug

administratien. Specific treatment fer KADCYLA

extravasatien is unknewn

Nursing Metliers

1* Discentinue nursing er discentinue KADC‘fLA

taking inte censideratien the impertance ef the

drug te the mether

Adverse Heectiens

* The mest cemmen ADRs seen with KADC‘r'LA in

EMILIA {frequencv 1:- 25%} were nausea, fatigue,

musculeskeletal pain, thrembecvtepenia,

increased transaminases, headache, and

censtipatien. The mest cemmen NCl-CTCAE

{versien 3} 2 Grade 3 ADRs {frequencv 1:- 2%}

were thrembecvtepenia, increased

transaminases, anemia, hvpekalemia,

peripheral neurepathljr and fatigue

‘feu are enceuraged te repert side effects te

Genentech and the FDA. ‘feu mavr centact Genentech

bv calling 1 {SSS} S35-2555. ‘feu may:r centact the FDA

bv visiting www.fda.gevfmedwatch er calling

1 {S00} FDA-1DSS.

Please see aceempanving full Prescribing lnfermatien

fer additienal impertant safetalr infermatien, including

Sexed WARNINGS.

Reference: 1. KADC‘I"LA Prescribing lnfermatien- Gene ntech, Inc.,

Mav ED 1 3 .

Genentech

Heme I Centact Us I Site Map I lmpertant Safety:I

lnfermatien I Privacy:I PelicvI I Terms andCenditiens

EE- 2013 Gen entech USA, Inc. All rights reserved.

This site is intended fer US residents enlv.
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Page Name: Preparation & Storage Page Title: Preparation & Storage | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Find out more about how to prepare and store KADCYLA® (ado-trastuzumab emtansine) for HER2-positive patients.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Safety first! Press here to read the

Important Safety Information

Dosing and
Administration 

Administering KADCYLA'I

Single IV infusion every 3 weeks

' Administer at a dose of 3.6 mgt‘kg via I‘d" infusion.

Do not administer KADEYLA as an intravenous

push or bolus

' An in—Iine PES* filter ((1.22 micron] is required

' No loading dose

' No recommended premedications

* PES=polyethe rsu |fone-

Dosing schedule for It'.l£I.Dti:YLl£t1

Treat until

disease

progressio n
or

unacceptable

toxicity

 
Monitoring for infusion-related

reactions (IRRs]

IRRs have been reported in clinical trials with

KADSYLA. In most patients, these reactions resolved

over the course of several hours to a day after

completing the infusion.

' Monitor patients for IRRs, especially during the

first infusion

' Slow or intenupt the infusion and administer

appropriate medical therapies if severe IRRs occur

' Permanently discontinue treatment in the event of

life—threatening infusion reactions

Dose modifications and

reductions'I

Severe adverse reactions have been reported in clinical

studies with ICADSYLA. Before beginning treatment

with KADGYLA, review the Preadministration

Guidelines and the Dose Modifications and Reductions

Guidelines, which can be found in the Dosing and

Administration Guide. For more information, download

the accompanying full Prescribing Information.

' When multiple dose—modification events occur,

always use the most conservative guideline

Increased serum transaminases (ASTIALTI

32.5 to £5x ULN (Grade 2]

1]Treat at same dose level

:5 to s2llx ULN (Grade 3]

1]Hold until recovery to 55x ULN

2]Then reduce one dose level

2-2Dx ULN (Grade 4]

1 ] Permanently discontinue KADSYLA

Hyperhifiruhinemia

11-15 to £3x ULN (Grade 2]

1]Hold until total bilirubin level recovers to :11 .5x

ULN

2]Then treat at same dose level

:33 to s1flx ULN (Grade 3]

1]Hold until total bilirubin level recovers to 51 .5x

ULN

2]Then reduce one dose level

:1-1flx ULN (Grade 4]

1 ] Permanently discontinue ICADSYLA

Permanently discontinue KADIDYLA treatment in

patients:

' with serum transaminases :13 x ULN and

concomitant total bilirubin :12 x ULN, DR

' diagnosed with nodular regenerative hyperplasia

(NRHI

Left ventricular cardiac dysfunction

LYEF 4-D% to ill-5% AND {15% point decline

from baseline

1][.‘.ontinue KADSYLA

2] Repeat LYEF assessment within 3 weeks

LVEF 43% to ill-5% AND 215% point decline

from baseline

1]Do not administer ICADSYLA

2] Repeat LYEF assessment within 3 weeks

3] If LYEF has not recovered to within 10% points of

absolute baseline, discontinue KADSYLA

LYEF {40%

1]Do not administer KADGYLA

2] Repeat LYEF assessment within 3 weeks

3] If LYEF {Afl% is confirmed, discontinue KADSYLA

Symptomatic SHF

1]Discontinue KADGYLA

Thrombocytopenia

25,5110 to {EDJHID eellsiimm3 (Grade 3]

1 ] Hold until recovered to Eir'fiflflt] cellsimmfl

2]Then treat at same dose level

-r::25,llll‘.‘li‘lI eellsil'mm3 (Grade 4]

1 ] Hold until recovered to Eir'fiflfll] cellsimmj

2]Then reduce one dose level

AST=aspa rtate a minotra nsfe rase; ALT=a la nine aminotra nsfe rase;

U LN=u ope r limit of normal; LYEF=left ve ntricu la r ejection fraction;

CH F=congestive heart failure.

' Pulmonary Toxicity: Permanently discontinue in

patients diagnosed with interstitial lung disease

(ILD] or pneumonitis

' Peripheral Neuropathy: Hold treatment in patients

with severe to life—threatening peripheral

neuropathy (Grades 23] until resolution to Grades

fl

Dose reduction guidelines for

lt’ADflYLA'I

' Dose reductions should be made in decrements of

(1S mgt‘kg

' A maximum of 2 dose reductions should occur

before discontinuation

' ILADIIIYLA dose should not he re-escalated after a

dose reduction has been made

Dose levels

 
2.4 mgikg

Discontinue HADCYLA

o Missed doses‘

If a planned dose is delayed or missed,

administer as soon as possible at the most

recently tolerated infusion rate. Do not wait until

the next planned cycle.

Following a delayed or missed dose, adjust

administration schedule to maintain a 3-week

dosing interval.

 Next: KADSYLA Professional Resources

Contact a Representative

3 Need printed information on
dosing and administration for

your office staff?

Get the Dosing and Administration Guide delivered

by a ICADSYLA representative

1 contact Us

Indication

ICADSYLA= "I (ado—trastuzumab emtansine], as a
single agent, is indicated for the treatment of patients

with HER2—positive (HER2+], metastatic breast cancer

[MES] who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease, or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATDTDXICITY.

CARDIAC TtIllllllllltS:IT"'|"'.r EMBRYD-FEI'AL

TDXIGITY

* Do Not Substitute IEADCYLA for or with

Trastuzumab

* Hepatctoxicity: Serious hepatctoxicity has been

reported, including liver failure and death in

patients treated with IEADIIIYLA. Monitor serum

transaminases and bilirubin prior to initiation of

IEADIIYLA treatment and prior to each IEADIIIYLA

dose. Reduce dose or discontinue IEAD'IIYLA as

appropriate in cases of increased serum

transaminases or total bilirubin

* lIIardiac Toxicity: IEADIIIYLA administration may

lead to reductions in left ventricular ejection

fraction [LVEF]. Evaluate left ventricular function

in all patients prior to and during treatment with

IEAD'IIYLA. Withheld treatment for clinically

significant decrease in left ventricular function

* Embryo-Fetal Toxicity: Exposure to HADIIYLA

can result in embryo-fetal death or birth defects.

Advise patients of these risks and the need for

effective contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction lL'h'Dl

* Patients treated with ICADSYLA are at increased

risk of developing LYD. In EMILIA, LYD occurred

in 1.3% of patients in the ICADCYLA—treated

group and in 3.3% in the comparator group.

Permanently discontinue ICADEYLA if LYEF has

not improved or has declined further

Pregnancy Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to KADSYLA during pregnancy to enroll

in the MotHER Pregnancy Registry by contacting

1 (3011] SSH-S220

Pulmonary Toxicity

* Cases of interstitial lung disease (ILD], including

pneumonitis, some leading to acute respiratory

distress syndrome or fatal outcome have been

reported in clinical trials with ICADSYLA. In

EMILIA, the overall frequency of pneumonitis

was 1.2%

* Treatment with ICADSYLA should be

permanently discontinued in patients diagnosed

with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with ICADSYLA has not been studied

in patients who had trastuzumab permanently

discontinued due to infusion-related reactions

(IRR] andlor hypersensitivity reactions; treatment

with ICADSYLA is not recommended for these

patients. In EMILIA, the overall frequency of IRRs

in patients treated with KADSYLA was 1.41%

* KADSYLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR. Patients should be closely monitored for IRR

reactions, especially during the first infusion

Throniaocy'tcpenia

* In EMILIA, the incidence of 2 Grade 3

thrombocytopenia was 14.5% in the ICADSYLA—

treated group and (131% in the comparator group

(overall incidence 31.2% and 3.3%, respectively]

* Monitor platelet counts prior to initiation of

KADSYLA and prior to each ICADSYLA dose.

Institute dose modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of 1: Grade 3 peripheral

neuropathy was 2.2% in the KADSYLA—treated

group and l(1.2% in the comparator group (overall

incidence 21.2% and 13.5%, respectively]

* Monitor for signs or symptoms of neurotoxicity.

ICADSYLA should be temporarily discontinued in

patients experiencing Grade 3 or 4 peripheral

neuropathy until resolution to 5 Grade 2

HER2 Testing

* Detection of HER2 protein overexpression or

gene amplification is necessary for selection of

patients appropriate for ICADSYLA. Perform

using FDA approved tests by Iabo ratories with

demonstrated proficiency

Extravasation

* In ICADSYLA clinical studies, reactions secondary

to extravasation have been observed and were

generally mild. The infusion site should be

closely monitored for possible subcutaneous

infiltration during drug administration. Specific

treatment for ICADEYLA extravasation is

unknown

Nursing Mothers

* Discontinue nursing or discontinue ICADCYLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with KADSYLA in

EMILIA (frequency 2:- 25%] were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NSI-STEAE

(ve rsion 3] 2 Grade 3 ADRs (frequency 1:- 2%]

were thrombocytopenia, increased

transaminases, anemia, hypokalemia, peripheral

neuropathy and fatigue

You are encouraged to report side effects to Genentech

and the FDA. You may contact Genentech by calling

1 [SSS] 335-2555. You may contact the FDA by visiting

www.fda.govfmedwatch or calling 1 [Still] FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.

Reference: 1. KADCYLA Prescribing Information- Genentech, Inc.,

May 2013-

Genentech

Home I Sontact Us I Site Map I Important Safety

Information I Privacy Policy I Terms andSondi‘tions

12-221 2EI|13 Genentech LISA, In a. All rights reserved.

This site is intended for US residents only.
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Safety first! Press here to read the

Important Safety Information

Dosing and
Administration

* I. I. l

Page Name: Administering KADCYLA

Page Title: Dosing & Administration | KADCYLA® (ado-trastuzumab

emtansine)

Meta Description: Learn more about administering KADCYLA® (ado-

trastuzumab emtansine) and finding a proper dosing schedule.

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a

single agent, is indicated for the treatment of patients with HER2-positive

(HER2+), metastatic breast cancer (MBC) who previously received

trastuzumab and a taxane, separately or in combination. Patients should have

either: Received prior therapy for metastatic disease, or Developed disease

recurrence during or within six months of completing adjuvant therapy.

Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY,
CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute

KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death in patients treated with

KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of

KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left

ventricular function in all patients prior 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 risks and the need for effective

contraception. The following additional serious adverse reactions have been

reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD),

including pneumonitis, some leading to acute respiratory distress syndrome or

fatality: KADCYLA should be permanently discontinued in patients diagnosed

with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity:

KADCYLA treatment should be interrupted in patients with severe IRR and

permanently discontinued in the event of a life-threatening IRR,

Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and

prior to each dose. Institute dose modifications as appropriate, Peripheral

neuropathy: KADCYLA should be temporarily discontinued in patients

experiencing Grade 3 or 4 peripheral neuropathy until resolution to 5 Grade 2,

Reactions secondary to extravasation: The infusion site should be closely

monitored for possible subcutaneous infiltration during drug administration.

Additional Important Safety Information: Detection of HER2 protein

overexpression or gene amplification is necessary for selection of patients

appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or

discontinue KADCYLA taking into consideration the importance of the drug to

the mother, The most common adverse drug reactions (frequency > 25%)

across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased transaminases, and

constipation. You are encouraged to report side effects to Genentech and the

FDA. You may contact Genentech by calling 1-888-835-2555. You may

contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-
FDA-1088.

 
first infusion

' Slow or interrupt the infusion and administer

appropriate medical therapies if severe IRRs occur

' Permanently discontinue treatment in the event of

life—threatening infusion reactions

Dose modifications and

reductionsI

Severe adverse reactions have been reported in clinical

studies with KADCYLA. Before beginning treatment

with KADCYLA, review the Preadministration

Guidelines and the Dose Modifications and Reductions

Guidelines, which can be found in the Dosing and

Administration Guide. For more information, download

the accompanying full Prescribing Information.

' 1Il'ir'hen multiple dose—modification events occur,

always use the most conservative guideline

Increased serum transaminases [ASTIALTI

3-2.5 to £5x ULN [Grade 2}

1}Treat at same dose level

3-5 to £231: ULN [Grade 3}

1}Hold until recovery to 55x ULN

2}Then reduce one dose level

323x ULN [Grade 4}

1 } Permanently discontinue KADCYLA

Hyperhifiruhinemia

3-1.5 to £3x ULN [Grade 2]

1}Hold until total bilirubin level recovers to :11 .5x

ULN

2}Then treat at same dose level

3-3 to sIDx ULN [Grade 3}

1}Hold until total bilirubin level recovers to £1.5x

ULN

2}Then reduce one dose level

313x ULN [Grade 4}

1 } Permanently discontinue KADCYLA

Permanently discontinue KADCYLA treatment in

patients:

' with serum transaminases 3-3 x ULN and

concomitant total bilirubin 3-2 x ULN, DR

' diagnosed with nodular regenerative hyperplasia

{NRH}

Left ventricular cardiac dysfunction

Lir'EF 43% to ill-5% AND {13% point decline

from baseline

1}Continue KADCYLA

2} Repeat LYEF assessment within 3 weeks

LVEF 43% to ill-5% AND 213% point decline

from baseline

1}Do not administer KADCYLA

2} Repeat L‘v'EF assessment within 3 weeks

3} If LYEF has not recovered to within 13% points of

absolute baseline, discontinue KADCYLA

L'v'EF {43%

1}Do not administer KADCYLA

2} Repeat L‘Ir'EF assessment within 3 weeks

3} If LYEF {-13% is confirmed, discontinue KADCYLA

Symptomatic CHF

1}Discontinue KADCYLA

Thrombocytopenia

25,330 to c5'li,'l}l]'li ceIIsIImm:I [Grade 3}

1 } Hold until recovered to 235,333 cellsimmi'I

2}Then treat at same dose level

£25,333 cellsiimm3 [Grade 4}

1 } Hold until recovered to 235,333 cellsimmi'I

2}Then reduce one dose level

AST=aspa rtate a minotra nsfe rase; ALT=a Ia nine aminotra nsfe rase;

U LN=u ppe r limit of normal; LYEF=Ieft ve ntricu Ia r ejection fraction;

CH F=congestive heart failure.

' Pulmonary Toxicity: Permanently discontinue in

patients diagnosed with interstitial lung disease

[ILD} or pneumonitis

' Peripheral Neuropathy: Hold treatment in patients

with severe to life—threatening peripheral

neuropathy [Grades 23} until resolution to Grades

52

Dose reduction guidelines for

lt’ADCYLA'I

' Dose reductions should be made in decrements of

3.3 mgl‘kg

' A maximum of 2 dose reductions should occur

before discontinuation

' KADCYLA dose should not be ne-escalated aftera

dose reduction has been made

Dose levels

 
2.4 mglkg

Discontinue KADCYLA

o Missed doses‘

If a planned dose is delayed or missed,

administer as soon as possible at the most

recently tolerated infusion rate. Do not wait until

the next planned cycle.

Following a delayed or missed dose, adjust

administration schedule to maintain a 3-week

dosing interval.

 Next: KADCYLA Professional Resources

Contact a Representative

Need printed information on

dosing and administration for 
your office staff?

Get the Dosing and Administration Guide delivered

by a KADCYLA representative

1 Contact Us

Indication

KADCYLA: "I [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HER2—positive [HER2+}, metastatic breast cancer

[MEI-C} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease, or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATDTDXICITY,

CARDIAC TICIIIIIIII’IIIIT"|“'.r EMBRYD-FEI'AL

TICIIII'IIIIIIIT‘I“r

* Do Not Substitute KADCYLA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in

patients treated with KADCYLA. Monitor serum

transaminases and bilirubin prior to initiation of

KADCYLA 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 ventricular ejection

fraction [LVEFL Evaluate left ventricular function

in all patients prior 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 rislts and the need for

effective contraception

Additional Important Safety

Information:

Left Ventricular Dysfunction IL’v'Dl

* Patients treated with KADCYLA are at increased

risk of developing LYD. In EMILIA, LYD occurred

in 1.3% of patients in the KADCYLA—treated

group and in 3.3% in the comparator group.

Permanently discontinue KADCYLA if LYEF has

not improved or has declined further

Pregnancy Registry

* Advise patients to contact their healthcare

provider immediately if they suspect they may

be pregnant. Encourage women who may be

exposed to KADCYLA during pregnancy to enroll

in the MotHER Pregnancy Registry by contacting

1 [3011} 330-3321}

Pulmonary Toxicity

* Cases of interstitial lung disease [ILD}, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatal outcome have been

reported in clinical trials with KADCYLA. ln

EMILIA, the overall frequency of pneumonitis

was 1.2%

* Treatment with KADCYLA should be

permanently discontinued in patients diagnosed

with ILD or pneumonitis

Infusion-Related Reactions, Hypersensitivity Reactions

* Treatment with KADCYLA has not been studied

in patients who had trastuzumab permanently

discontinued due to infusion-related reactions

[lRR} andfor hypersensitivity reactions; treatment

with KADCYLA is not recommended for these

patients. In EMILIA, the overall frequency of lRRs

in patients treated with KADCYLA was 1.3%

* KADCYLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR. Patients should be closely monitored for IRR

reactions, especially during the first infusion

ThroniJ-ocytopenia

* In EMILIA, the incidence of 2 Grade 3

thrombocytopenia was 14.5% in the KADCYLA—

treated group and {1.3% in the comparator group

[overall incidence 31.2% and 3.3%, respectively}

* Monitor platelet counts prior to initiation of

KADCYLA and prior to each KADCYLA dose.

Institute dose modifications as appropriate

Neurotoxicity

* In EMILIA, the incidence of 1: Grade 3 peripheral

neuropathy was 2.2% in the KADCYLA—treated

group and l[1.2% in the comparator group [overall

incidence 21.2% and 13.5%, respectively}

* Monitor for signs or symptoms of neurotoxicity.

KADCYLA should be temporarily discontinued in

patients experiencing Grade 3 or 4 peripheral

neuropathy until resolution to 5 Grade 2

HERE Testing

* Detection of HER2 protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADCYLA. Perform

using FDA approved tests by laboratories with

demonstrated proficiency

Extravasation

* In KADCYLA clinical studies, reactions secondary

to extravasation have been observed and were

generally mild. The infusion site should be

closely monitored for possible subcutaneous

infiltration during drug administration. Specific

treatment for KADCYLA extravasation is

unknown

Nursing Mothers

* Discontinue nursing or discontinue KADCYLA

taking into consideration the importance of the

drug to the mother

Adverse Reactions

* The most common ADRs seen with KADCYLA in

EMILIA [frequency 2:- 25%} were nausea, fatigue,

musculoskeletal pain, thrombocytopenia,

increased transaminases, headache, and

constipation. The most common NCl-CTCAE

[version 3} 2 Grade 3 ADRs [frequency 1:- 2%}

were thrombocytopenia, increased

transaminases, anemia, hypokalemia, peripheral

neuropathy and fatigue

You are encouraged to report side effects to Genentech

and the FDA. You may contact Genentech by calling

1 [333} 335-2555. You may contact the FDA by visiting

www.fda.govrimedwatch or calling 1 [301]} FDA-1333.

Please see accompanying full Prescribing Information

for additional important safety information, including

Elioxed WARNINGS.

Reference: 1. KADCYLA Prescribing Information- Genentech, Inc_,

May 2013-

Genentech

Home I Contact Us I Site Map I Important Safety

Information I Privacy Policy I Terms and Conditions

:32) 2013 Genentech USA, Inc. All rights reserved.

This site is intended for US residents only.
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Page Name: Administering KADCYLA Page Title: Dosing & Administration | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Learn more about administering KADCYLA® (ado-trastuzumab emtansine) and finding a proper dosing schedule.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Safety first! Press here to read the

Important Safety Infon'nation

Resources 
Professional Resources

and Downloads

Within this section, healti'icare providers can

find important supplemental information to

help in tire treatment of patients with

HERE—positive iHEFt2+I metastatic breast cancer

{MED}.

Clinical resources

Adobe

Full Prescribing Information

 
Full Prescribing Information for KADCVLA

re Download

KADIZYLA dosing and

administration guide

*. first a i-iri::.r:n:|I-_-.-:-drise. E1Ur‘IiL-Iie-i-Tit-E’ [M15]

--: itivlii [: H EFi' r." + ]
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Dosing and Administration Guide

Dosing and administration guidelines to ensure

patient receivges—aceuraie—dosing

,, Wand TDM0001360901

EADETLA Dose Modification Worksheet

PATIENT NAME:
DATE: t'r'C-LE: WMEHT DDS-E:
INFI'HKTLENE'I' "'I |«.-'-:":i.-'.. -'.:. I; '-I 'I- -.|..I I.'. 'I" --".'I .'.'IIi.'!I'I" " ur'l II';..'I .'"-'u'.'.|.-r
' ...l .-.' ' .;Ii.,.' I". '

 . I. II:
34.1.1. ch. -:-I~. -.-r~_|.. . IL'II'

Dose Modification Worksheet

fluiclc reference sheet for modifying the dose of

KADC‘I'LA </_

,Dmm

Confirm HER Rx.

Be Certain. 
Medication Distinction Poster

Poster for HEPs, pharmacists, and office staff

identifying differences between KADDTLA and

HerceptinI itrastuzumab}
6’—

What you should know about KADCYLA 
Who is HADE'I'LA for?

HAD C'fLA is spore-red to treat HE FEE'p-c-sitieu,I breast cancer that ha

breast eel-iced in pee-eats who heme recen-ed paicr1rearmen1 -.~.-i1t'

I:I What is HADD‘ELA?
HADCTLA cciiibines 2 canceralrghring drugs into a sin-ale theme

I- Trostuzumoh. the antibfiv contained "" HEWE'PP”

!- rlr. d‘iflntolhflr'flpy agent

litiDE‘I'LA :5 designed to sham to HEFE? receptors on the Sulfa-I

Nurse-to-Patient Tear Sheet

A brief overview for patients, containing general

information about KADCTLA

S

re Download TDM0001361301

Non-clinical resources

{In D rig-
‘i’ii 5o:

KADCYLA

:3. e
r", ‘I. 

Authorized Distributors of KADD‘I'LA

re Learn more

grilling

INFORMATION

0:21;:th
 
Billing and Coding Information

re Learn more

 Adobe

KADEVLA Material Safety Data Sheet

Material Safety Data Sheet

re Download

Financial Resources

!_ T!

Access Solutions

i

KADIEWLA Access Solutions

Information for financial assistance to help

support your patients

re KADEVLA Access Solutions

Indication

KADD‘I'LA3 "I {ado—trastuzumab emtansine}, as
a single agent, is indicated for the treatment of

patients with HERE—positive [HER2+}, metastatic

breast cancer {MED} who previously received

trastuzumab and a tarrane, separater or in

combination. Patients should have either:

* Received prior tirerapy for metastatic

disease, or

" Developed disease recurrence during or

within six months of completing adjuvant

therapy

Important Safety Information

Bolted WARNINGS:

HEPATDTDXIGITV. GARDIAG

TDXIGIT‘I‘I. EMBR‘I’D-FETAL

TDXICI'IT

" Do NotSubstittrtelEADC't'LAfororvvith

Trastuzumab

'f Hepatotorric'rty: Serious hepatotorricity

has been reported, including liver failure

and death in patients treated with

KADD‘VLA. Monitor serum transaminases

and bilinrbin prior to initiation of

KADE‘VLA treatment and prior to each

KADE‘VLA dose. Reduce dose or

discontinue IIIADC‘t'LA as appropriate in

cases of increased serum transaminases

or total bilirubin

* Cardiac Toxicity: KADC‘I'LA

administration may lead to reductions in

left ventricular eieclion fraction {LUEFL

Evaluate left ventricular function in all

patients prior to and during treatment

with HADE‘I'LA. Withheld treatment for

clinically significant decrease in left

ventricular function

" Embryo-Fetal Torticity: Errposureto

HADE‘VLA can result in embryo-fetal

death or biflr defects. Advise patients of

these risks and the need for effective

contraception

The following additional serious

adverse reactions have been

reported in clinical trials with

KADC‘VLA:

* Interstitial Lung Disease {ILD}, including

pneumonitis, some leading to acute

respiratory distress syndrome or fatality:

KADDTLA should be permanently

discontinued in patients diagnosed witir

ILD or pneumonitis

* Infusion—related reactions IIFIR},

Hypersensitivity: HADDYLA treatment

should be interrupted in patients with

severe IHR and permanently

discontinued in the event of a

life—threatening IRH

" Thrombocytopenia: Monitor platelet

counts prior to initiation of KADCYLA and

prior to each dose. Institute dose

modifications as appropriate

* Peripheral neuropatiry: KADE'YLA should

be temporarily discontinued in patients

experiencing Grade 3 or 4 peripheral

neuropati'iy until resolution to 5 Grade 2

" Reactions secondary to extravasation:

The infusion site should be closely

monitored for possible subcutaneous

infiftration during drug administration

Additional Important Safety

Information:

* Detection of HERE protein

overexpression or gene amplification is

necessary for selection of patients

appropriate for ICADCYLA therapy

" Nursing mothers: Discontinue nursing or

discontinue KADCTLA talting into

consideration the importance of tire drug

to tire mother

" The most common adverse drug

reactions {frequency :3 25%} across

clinical trials with ICADC‘I'LA were fatigue,

nausea, musculoslzeletal pain,

th rombo-cytopenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to

Genentech and the FDA. You may contact

Genentech by calling 1 {388] 535-2555. You may

contact the FDA by visiting

www.fda.goiw'medwatch or calling

1 [Still] FDA-1llflfl.

Please see accompanying full Prescribing

Information for additional important safety

information, incluring Barred WARNINGS.

Genentech
."l .'II..'Ir.'III'I . _' “II. h:l: In: 'I-Illlr

Home I Contact Us I Site Map I Important Safety
Infomtation I Privacy Policy I Terms and Conditions

2:22: .E'tII'IE'i Genentech |._.IEEA, Inc. All rights

reserved.

This site is intended for US residents: only.
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Page Name: Professional Resources & Downloads

Page Title: Professional Resources | KADCYLA® (ado-

trastuzumab emtansine)

Meta Description: Find supplemental information to share with

Kadcyla patients and to find KADCYLA® (ado-trastuzumab

emtansine) patient materials.

KADCYLA® (ado-trastuzumab emtansine), injection for

intravenous use, as a single agent, is indicated for the treatment

of patients with HER2-positive (HER2+), metastatic breast

cancer (MBC) who previously received trastuzumab and a

taxane, separately or in combination. Patients should have

either: Received prior therapy for metastatic disease, or

Developed disease recurrence during or within six months of

completing adjuvant therapy. Important Safety Information:
Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,
EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or

with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death in patients
treated with KADCYLA. Monitor serum transaminases and

bilirubin prior to initiation of KADCYLA treatment and prior to
fi each. KADCYLA dose. Reduce dose or discontinue KADCYLA

It as appropriate in cases of increased serum transaminases or
total bilirubin, Cardiac Toxicity: KADCYLA administration may

H lead to reductions in left ventricular ejection fraction (LVEF).
Evaluate left ventricular function in all patients prior 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 risks and the

need for effective contraception. The following additional serious

adverse reactions have been reported in clinical trials with

KADCYLA: Interstitial Lung Disease (ILD), including

pneumonitis, some leading to acute respiratory distress

syndrome or fatality: KADCYLA should be permanently

discontinued in patients diagnosed with ILD or pneumonitis,

Infusion-related reactions (IRR), Hypersensitivity: KADCYLA

treatment should be interrupted in patients with severe IRR and

permanently discontinued in the event of a life-threatening IRR,

Thrombocytopenia: Monitor platelet counts prior to initiation of

KADCYLA and prior to each dose. Institute dose modifications

as appropriate, Peripheral neuropathy: KADCYLA should be

temporarily discontinued in patients experiencing Grade 3 or 4

peripheral neuropathy until resolution to 5 Grade 2, Reactions

secondary to extravasation: The infusion site should be closely

monitored for possible subcutaneous infiltration during drug

administration. Additional Important Safety Information:

Detection of HER2 protein overexpression or gene amplification

is necessary for selection of patients appropriate for KADCYLA

F therapy, Nursing mothers: Discontinue nursing or discontinue
KADCYLA taking into consideration the importance of the drug

III to the mother, The most common adverse drug reactions

(frequency > 25%) across clinical trials with KADCYLA were

fatigue, nausea, musculoskeletal pain, thrombocytopenia,

headache, increased transaminases, and constipation. You are

encouraged to report side effects to Genentech and the FDA.

You may contact Genentech by calling 1-888-835-2555. You

may contact the FDA by visiting www.fda.gov/medwatch or

calling 1-800-FDA—1088.
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KADCYLA Dose Modification Worksheet

PATIENT NAME:
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Dose Modification %o h-h'eet

Duiclt reference sheet for modifying the dose of

KADCYLA

up Download

Confirm HER Rx.

Be Certain. 
Medication Distinction Poster

Poster for HEPs, pharmacists, and office staff

identifying differences between KADCYLA and

HerceptinI {trastuzumab}

n Download

What gnu should know about KADCYLA 
Who is HADE'I'LA for?

HAD C'fLA is apprwed to rreat HE FEEHp-nsitive breast canoe: than he

breast cancer? in sci-eats who have renewed poor postman-I -.~.-i1':'

What is HADE‘I'LA?

Fain-CTLA eniiibinm: 2 oniicnratighrinn dunno into it tirittlfl lffli‘lfiF'

II Trastuzumab, the antibwv mnlflinfi'd 5'" Heroes-tin

:- fi. dmn-intlinrapy anon:

KADCYLA rs designed to- attadi to HEFI? receptors on the SHIT-it

Nurse-to-Patient Tear Sheet

A brief overview for patients, containing general

information about KADCYLA

n Download

Non-clinical resources

KADCYLA

<2.- 4% 
Authorized Distributors of KADS‘I'LA

1: Learn more

g'tlling

INFORMATION

Coding
 
Billing and Coding Information

1: Learn more

Adnbé

KADS‘I'LA Material Safety Data Sheet

Material Safety Data Sheet

n Download

 
Financial Resources

l— _l

Access Solutions

KADS‘I'LA Access Solutions

Information for financial assistance to help

support your patients

n KADIIVLA Access Solutions

Indication

KADD‘I'LA3 "1 {ado—trastuzumab emtansine}, as
a single agent, is indicated for the treatment of

patients with HERE—positive [HEH2+}, metastatic

breast cancer {MED} who previously received

trastuzumab and a taxane, separately or in

combination. Patients should have either:

* Fleceived prior therapy for metastatic

disease, or

* Developed disease recurrence during or

within six months of completing adjuvant

therapy

Important Safety Information

Bolted WARNINGS:

HEPATDTDXIGITV. GAHDIAG

T'I'IfllflIll-I'll:r EMBFI‘I’D-FETAL

TDXICITV

* Do NotSnbstittrtelIIADC‘l'LAfororwith

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity

has been reported, including liver failure

and death in patients treated with

KADE‘VLA. Monitor serum transaminases

and bilimbin prior to initiation of

KADS‘VLA treatment and prior to each

KADS‘VLA dose. Seduce dose or

discontinue KADCYLA as appropriate in

cases of increased serum transaminases

or total bilirubin

II Cardiac Toxicity: IIIADID'I'LA

administiatiorr may lead to reductions in

left ventiicnlar eiection fraction {LUEFL

Evaluate left ventricular function in all

patients prior to and during beatment

with KADE‘I'LA. 1lil'll'ithhold treatment for

clinically significant decrease in left

verItIicular function

* Embryo-Fetal Toxicity: Exposureto

HADETLA can result in embryo-fetal

death or bith defects. Advise patients of

these rislrs and the need for effective

contraception

The following additional serious

adverse reactions have been

reported in clinical trials with

KADS‘I'LA:

II Interstitial Lung Disease {ILD}, including

pneumonitis, some leading to acute

respiratory distress syndrome or fatality:

KADCYLA should be permanently

discontinued in patients diagnosed with

ILD or pneumonitis

* Infusion—related reactions IIFIFI},

Hypersensitivity: KADCYLA treatment

should be interrupted in patients with

severe IFIFt and permanently

discontinued in the event of a

life—threatening IFIFI

* Thrombocytopenia: Monitor platelet

counts prior to initiation of KADCYLA and

prior to each dose. Institute dose

modifications as appropriate

I: Peripheral neuropathy: KADET'LA should

be temporarily discontinued in patients

experiencing Grade 3 or II peripheral

neuropathy until resolution to 5 Grade 2

* Fleactions secondary to extravasation:

The infusion site should be closely

monitored for possible subcutaneous

infiftration during drug administration

Additional Important Safety

Information:

I: Detection of HERE protein

overexpression or gene amplification is

necessary for selection of patients

appropriate for KADCYLA therapy

* Nursing mothers: Discontinue nursing or

discontinue KADCYLA talring into

consideration the importance of the drug

to the mother

* The most common adverse drug

reactions {frequency 3: 25%} across

clinical trials with KADCYLA were fatigue,

nausea, musculoskeletal pain,

th rombocytopenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to

Genentech and the FDA. ‘r'ou may contact

Genentech by calling 1 {SSS} SSS-2555. 1'i"'ou may

contact the FDA by visiting

www.fda.govfmedwatch or calling

1 [SW] FDA-1flSS.

Please see accompanying full Prescribing

Information for additional important safety

information, incluting Bolted WARNINGS.

Genentech
."l .'Ilt'rr.'lII'I I _' III. . I-I:I: fr..- ':.-Illlr_f'

Home I Contact Us I Site Map I Important Safety
Infomiation I Privacy Policy I Terms and Conditions

:':.-2: "L'II'IEI Genentech |._IE§A, Inc. All rights

reserved.

This site is intended for US residents: only.
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Text Box
Page Name: Professional Resources & Downloads Page Title: Professional Resources | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Find supplemental information to share with Kadcyla patients and to find KADCYLA® (ado-trastuzumab emtansine) patient materials.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Safetv first! Press here te read the

lmpertant Safetv lnfermatien

Resources 
Centact a Representative

Reminder: This feature is intended fer US healthcare

prefessienals enlv.

Please cemplete the ferm belew if veu weuld like a

Gene ntech sales representative te centact veu

regarding veur ICADCTLA infermatien request. ‘feu

sheuld receive a respense within 2 business days.

Teur centact infermatien will net be used fer anyr ether

purpese than fer the representative te respend te 1,reur

infermatien request.

1'I"eur Centact lnfermatien {*indicates a

required field}

Previder Tvpe*

Select

Specialtwfi

Select

First Name*

Fm m ,_|. 2 DJ3re
5+:

Email Addressirr

Cenfirm Email Address*

Zip Cede*

l

PracticeIGrganizatien

Tepic

El Clinical Data

Nurse SuppertIII

B Reimbursement Suppert

D General KADCYLA

Fer veur security, please enter the cedes
belew:

ems
lode-stars

TERI-73 “13 133'“ Privacyr Sr. TEIT'I'IS

|:| Iweuld fiILe te register fer eenenteeh RieDneeIegv

meetee

Ev checking the bex abeve, 1,reu agree te allew

Genentech and its agents te cellect the

infermatien previded and te be centacted bv

Genentech and its agents in the future regarding

Elieflncelegvr preducts, and related disease

educatien.

Ev submitting this ferm, veu agree te allew Genentech

and its agents te cellect the infermatien previded and

te be centacted directly:r by a Genentech sales

representative. Teur infermatien will net be used fer

anyr ether purpese than fer a representative te respend

te 1,reur infermatien request, er fer us te send veu

ether Genentech ElielClncelegvr updates if veu have

registered te receive them.

Genentech will net sell, rent, er etherwise distribute

veur name and anyr persenallvr identifiable infermatien

eutside ef Genentech and its agents. Genentech will

enlvr use veur infermatien in accerdance with its

Privacvr Pelicv.

 

lndicatien

ICADCYLA= "I [ade—trastuzumab emtansine}, as a
single agent, is indicated fer the treatment ef patients

with HERE-pesitive [HER2+}, metastatic breast cancer

{MSG} whe previeuslvr received trastuzumab and a

taxane, separater er in cembinatien. Patients sheuld

have either:

* Received prier the rapvr fer metastatic disease, er

* Develeped disease recurrence during er within

six menths ef cempleting adjuvant therapyr

lmpertant Safety lnfermatien

Bexed WARNINGS: HEPATIZIIITIZIIIZ'IIIIIIIIIIT"I".r

CARDIAC T'IIIIIIIIIIII‘CIIT"I“'.r EMBR‘VD-FEI'AL

TDIIIIIIIIIIT‘II“r

* De Net Substitute IEADC‘I'LA fer er with

Trastuzumab

* Hepatetexicitv: Serieus hepatetexicitvllr has been

reperted, including liver failure and death in

patients treated with IEADS'I'LA. Meniter serum

transaminases and bilirubin prier te initiatien ef

KADCYLA treatment and prier te each KADCYLA

dese. Reduce dese er discentinue IEADEYLA as

apprepriate in cases ef increased serum

transaminases er tetal bilirubin

* lI.'f.ardiac Texicitv: IEADC‘I'LA administratien ma'IIr

lead te red uctiens in left ventricular ejectien

fractien [L'H'EFL Evaluate left ventricular functien

in all patients prier te and during treatment with

HADE‘I'LA. Withheld treatment fer clinicall'IIr

significant decrease in left ventricular fu nctien

* Embrve-Fetal Texicitv: Expesure te ILADEYLA

can result in embrve-fetal death er birth defects.

Advise patients ef these rislts and the need fer

effective centraceptien

The fellewing additienal serieus

adverse reactiens have been reperted

in clinical trials with KADGVLA:

* Interstitial Lung Disease [ILDL including

pneumenitis, seme leading te acute respiratervr

distress svndre me er fatality: ICADC‘I’LA sheuld

be permanently»r discentinued in patients

diagnesed with ILD er pneumenitis

* lnfusien—related reactiens {IRR}, vaersensitivitv:

KADG‘I’LA treatment sheuld be interrupted in

patients with severe IRR and permanently:r

discentinued in the event ef a life—threatening

IRR

* Thrembecvtepenia: Meniter platelet ceunts

prier te initiatien ef KADG‘I’LA and prier te each

dese. Institute dese medificatiens as

apprepriate

* Peripheral neurepathv: ICADG‘I’LA sheuld be

temperarilvr discentinued in patients

experiencing Grade 3 er 111 peripheral neurepathvr

until reselutien te :1 Grade 2

* Reactiens secendarvr te extravasatien: The

infusien site sheuld be cleselvr menitered fer

pessible subcutaneeus infiltratien during drug

administratien

Additienal lmpertant Safety

lnfermatien:

* Detectien ef HERE.II pretein everexpressien er

gene amplificatien is necessaryr fer selectien ef

patients apprepriate fer ICADG‘I’LA therapyr

* Nursing methers: Discentinue nursing er

discentinue KADCTLA taking inte censideratien

the impertance ef the drug te the mether

* The mest cemmen adverse drug reactiens

[frequencyr 1:- Efi‘fil acress clinical trials with

KADGTLA were fatigue, nausea, musculeskeletal

pain, thrembecvtepenia, headache, increased

transaminases, and censtipatien

Teu are enceuraged te repert side effects te Genentech

and the FDA. Teu mayr centact Genentech bv calling

1 {SSS} 335-2555. Yeu may:r centact the FDA bv visiting

www.fda.gevfmedwatch er calling 1 {Still} FDA-1033.

Please see aeeempanving full Prescribing lnfermatien

fer additienal impertant safetalr infermatien, including

Rexed WARNINGS.

Genentech

Herne I Sentact Us I Site Map I lmpertant Safetv

lnfermatien I Privacv Pelicv I Terms andfiendi‘tiens

12-223 2013 Gmentech LISA, Inc. All rights reserved.

This site is intended fer US residents enlv.
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Provider Type*

ResidentIFellow

Physician
Nurse

Pharmacist

Nurse Practitioner

Clinical Coordinator (Nurse)

Clinical Nurse Specialist

Physician Assistant
Other

HematologyIOncology

Medical Oncology

Pediatric Oncology

Radiation Oncology

Surgical Oncology
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Safety first! Press here to read the

lmporta nt Safety Information

Resources 
Contact a Representative

Reminder: This feature is intended for US healthcare

professionals only.

Please complete the form below if you would like a

Gene ntech sales representative to contact you

regarding your ICADCTLA information request. You

should receive a response within 2 business days.

Your contact information will not be used for any other

purpose than for the representative to respond to your

information request.

Your Contact Information {*indicates a

required field}

Provider Type*

Select 
  is missing and it is required

Specialty*

Select 
  is missing and it is required

First Name*

 is missing and it is required

Last Name*

is missing and it is required 
Email Address*

is missing and it is required 
Confirm Email Address*

is missing and it is required 
Zip Code*

is missing and it is required 
PracticeIGrganization

Topic

D Clinical Data

Nurse SupportD

D Reimbursement Support

D General KADCYLA

For your security, please enter the codes
below:

We
lode-stars E

Tlr’l:JE “13 13511 Privacy Sr. TEIT'I'IE

D Iwouk:| fike to register for Genentech BioDncoIogy

uxiates

By checking the box above, you agree to allow

Genentech and its agents to collect the

information provided and to be contacted by

Genentech and its agents in the future regarding

BioGncology products, and related disease

education.

By submitting this form, you agree to allow Genentech

and its agents to collect the information provided and

to be contacted directly by a Genentech sales

representative. ‘four information will not be used for

any other purpose than for a representative to respond

to your information request, or for us to send you

other Genentech BioGncology updates if you have

registered to receive them.

Genentech will not sell, rent, or otherwise distribute

your name and any personally identifiable information

outside of Genentech and its agents. Genentech will

only use your information in accordance with its

Privacy Policy.

 

Indication

I'lli'il.DIC:"|"Li'5'I.= "i [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE-positive [HER2+]I, metastatic breast cancer

[MBCI who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease, or

* Developed disease recurrence during or within

six months of completing adjuva nt therapy

Important Safety Information

Boxed WARNINGS: HEPATDTDXICIT‘I'.

CARDIAC TDXICIT‘I'. EMBRVD-FEI'AL

TIZIIIIIIZICITII“r

* Do Not Substitute IEADC‘I'LA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in

patients treated with IEADC‘I'LA. Monitor serum

transaminases and bilirubin prior to initiation of

IEADC‘I'LA treatment and prior to each KADC‘I'LA

dose. Reduce dose or discontinue IEADC‘I'LA as

appropriate in cases of increased serum

transaminases or total bilirubin

* Cardiac Toxicity: IEADC‘I'LA administration may

lead to reductions in left ventricular ejection

fraction [LVEFL Evaluate left ventricular function

in all patients prior to and during treatment with

IEADC‘I'LA. Withhold treatment for clinically

significant decrease in left ventricular function

* Embryo-Fetal Toxicity: Exposure to IEADC‘I'LA

can result in embryo-fetal death or birth defects.

Advise patients of these risks and the need for

effective contraception

The following additional serious

adverse reactions have been reported

in clinical trials with KADCVLA:

* Interstitial Lung Disease [ILDL including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: ICADCTLA should

be permanently discontinued in patients

diagnosed with ILD or pneumonitis

* Infusion—related reactions {IRR}, Hypersensitivity:

ICADC‘I’LA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life-threatening

IRR

* Thrombocytopenia: Monitor platelet counts

prior to initiation of KADC‘I’LA and prior to each

dose. Institute dose modifications as

appropriate

* Peripheral neuropathy: ICADC‘I’LA should be

temporarily discontinued in patients

experiencing Grade 3 or :1 peripheral neuropathy

until resolution to 5 Grade 2

* Reactions secondary to extravasation: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety
Information:

* Detection of HERE.ll protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADC‘I’LA therapy

* Nursing mothers: Discontinue nursing or

discontinue ICADC‘I’LA taking into consideration

the importance of the drug to the mother

1* The most common adverse drug reactions

[frequency 3 25%]: across clinical trials with

ICADC‘I’LA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased

transaminases, and constipation

‘fou are encouraged to report side effects to Genentech

and the FDA. ‘fou may contact Genentech by calling

1 {SEE} 335-2555. You may contact the FDA by visiting

www.fda.gov!medwatch or calling 1 [3001 FDA-103:3.

Please see accompanying full Prescribing Information

for additional important safety information, including

El‘oxed WARNINGS.

Genentech
.'I .'l|.'|u!|I'I I _' III”. JILI: In: ':.-II'I|

Home I Contact Us I Site Map I Important Safety

Information I Privacy Policy I Terms andConditions

132212013 Genentech USA, In c. All rights reserved.

This site is intended for US residents only.
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Safety first! Press here to read the

Important Safety Information

Resources 
Contact a Representative

Thank you

Reminder: This feature is intended for US healthcare

professionals only.

Your request has been submitted. fine of our

Genentech sales representatives will contact you

directly within 2 business days.

Indication

I'l'.'..I'5'I.DI3"'|"Lilli.= "l [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE—positive [HER2+}, metastatic breast cancer

{MEG} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease, or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPAT’ICIIITIIIIIIIIIIIIIIIT"'|“'.r

CARDIAG TDXIGITV. EMBR‘I’D-FEI'AL

TIZIIIIIIIIIISIT‘II“r

* Do Not Substitute IEADGVLA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in

patients treated with IEADG‘I'LA. Monitor serum

transaminases and bilirubin prior to initiation of

IEADC‘I'LA treatment and prior to each IEADC‘I'LA

dose. Reduce dose or discontinue IEADC‘I'LA as

appropriate in cases of increased serum

transaminases or total bilirubin

* lEardiac Toxicity: IEADG‘I'LA administration may

lead to reductions in left ventricular ejection

fraction [L'v'EFLL Evaluate left ventricular function

in all patients prior to and during treatment with

IEADG‘I'LA. Withheld treatment for clinically

significant decrease in left ventricular function

* Embryo-Fetal Toxicity: Exposure to IEADG‘I'LA

can result in embryo-fetal death or birth defects.

Advise patients of these rislts and the need for

effective contraception

The following additional serious

adverse reactions have been reported

in clinical trials with KADC‘I'LA:

* Interstitial Lung Disease [ILD]I, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: ICADGYLA should

be permanently discontinued in patients

diagnosed with lLD or pneumonitis

* Infusion—related reactions {IRR}, Hypersensitivity:

ICADG‘I’LA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR

* Thrombocytopenia: Monitor platelet counts

prior to initiation of ICADGTLA and prior to each

dose. Institute dose modifications as

appropriate

* Peripheral neuropathy: KADGH’LA should be

temporarily discontinued in patients

experiencing Grade 3 or 1'1 peripheral neuropathy

until resolution to 5 Grade 2

1* Reactions secondary to extravasation: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety

Information:

* Detection of HERE.ll protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADCTLA therapy

* Nursing mothers: Discontinue nursing or

discontinue ICADC‘I’LA taking into consideration

the importance of the drug to the mother

1* The most common adverse drug reactions

[frequency 3:- 25%} across clinical trials with

KADCTLA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to Genentech

and the FDA. ‘1"ou may contact Genentech by calling

1 {SEE} 335-2555. You may contact the FDA by visiting

www.fda.govfmedwatch or calling 1 [flfl'll'l FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.

Genentech
.'I .'ll.'|ul|I'I I _' III... II '.I: i..- l' -II'I|

Home I Gontact Us I Site Map I Important Safety

Information I Privacy Policy I Terms andflonditions

12-221 2013 G_.nentech USA, Inc. LII rights reserved.

This site is intended for US residents only.
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Safety first! Press he re to read the

Important Safety Information

Resources 
Contact a Representative
Page Name: Contact a Representative

Page Title: Contact Genentech Rep | KADCYLA® (ado-trastuzumab

emtansine)

Meta Description: Sign up to have a Genentech representative contact you

with KADCYLA® (ado-trastuzumab emtansine) information.

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a

single agent, is indicated for the treatment of patients with HER2-positive

(HER2+), metastatic breast cancer (MBC) who previously received

trastuzumab and a taxane, separately or in combination. Patients should

have either: Received prior therapy for metastatic disease, or Developed

disease recurrence during or within six months of completing adjuvant

therapy. Important Safety Information: Boxed WARNINGS:
HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do

Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious

hepatotoxicity has been reported, including liver failure and death in patients

treated with KADCYLA. Monitor serum transaminases and bilirubin prior to

initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate

left ventricular function in all patients prior 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 risks and the

need for effective contraception. The following additional serious adverse

reactions have been reported in clinical trials with KADCYLA: Interstitial Lung

Disease (ILD), including pneumonitis, some leading to acute respiratory

distress syndrome or fatality: KADCYLA should be permanently discontinued

in patients diagnosed with ILD or pneumonitis, Infusion-related reactions

(IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients

with severe IRR and permanently discontinued in the event of a life-

threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation

of KADCYLA and prior to each dose. Institute dose modifications as

appropriate, Peripheral neuropathy: KADCYLA should be temporarily

discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy

until resolution to 5 Grade 2, Reactions secondary to extravasation: The

infusion site should be closely monitored for possible subcutaneous

infiltration during drug administration. Additional Important Safety

Information: Detection of HER2 protein overexpression or gene amplification

is necessary for selection of patients appropriate for KADCYLA therapy,

Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into

consideration the importance of the drug to the mother, The most common

adverse drug reactions (frequency > 25%) across clinical trials with

KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia,

headache, increased transaminases, and constipation. You are encouraged

to report side effects to Genentech and the FDA. You may contact

Genentech by calling 1-888-835-2555. You may contact the FDA by visiting

www.fda.gov/medwatch or calling 1-800-FDA-1088.

 
Email Address*

Confirm Email Address*

Zip Code*

:I

PracticefCIrganization

Topic

El Clinical Data

Nurse Support[I

D Reimbursement Support

D General KADCYLA

For your security, please enter the codes
below:

We
lode-stars

_"r"|3 5 “7 3 tflt Privacy 3: Tem1s 

Cl I would filce to register for senenteeh HicDrIcology

mdetee

By checking the box above, you agree to allow

Gene ntech and its agents to collect the

information provided and to be contacted by

Genentech and its agents in the future regarding

BioDncology products, and related disease

education.

Ely submitting this form, you agree to allow Genentech

and its agents to collect the information provided and

to be contacted directly by a Genentech sales

representative. Your information will not be used for

any other purpose than for a representative to respond

to your information request, or for us to send you

other Genentech BioDncology updates if you have

registered to receive them.

Genentech will not sell, rent, or otherwise distribute

your name and any personally identifiable information

outside of Genentech and its agents. Genentech will

only use your information in accordance with its

Privacy Policy.

 

Indication

I'I".I'5I.DC"'|"LI'5I.= "l [ado—trastuzumab emtansine), as a
single agent, is indicated for the treatment of patients

with HER2—positive [HER2+}, metastatic breast cancer

[MBCI who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease, or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATDTDXICIT‘I'.

CARDIAC TDXICIT‘I’. EMBR‘I’D-FEI'AL

TDIIIIIICITII'Ir

* Do Not Substitute KADCYLA for or with

Trastuzu mab

* Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in

patients treated with KADCYLA. Monitor serum

transaminases and bilirubin prior to initiation of

KADC‘I'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 ventricular ejection

fraction [L'v'EFLL Evaluate left ventricular function

in all patients prior to and during treatment with

KADCYLA. Withhold treatment for clinically

significant decrease in left ventricular function

* Embryo-Fetal Toxicity: Exposure to KADC‘I'LA

can result in embryo-fetal death or birth defects.

Advise patients of these rislrs and the need for

effective contraception

The following additional serious

adverse reactions have been reported

in clinical trials with KADC‘I'LA:

* Interstitial Lung Disease {ILD}, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: KADC‘fLA should

be permanently discontinued in patients

diagnosed with ILD or pneumonitis

* Infusion—related reactions {IRR}, Hypersensitivity:

KADCTLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life-threatening

IRR

* Thrombocytopenia: Monitor platelet counts

prior to initiation of KADCYLA and prior to each

dose. Institute dose modifications as

appropriate

* Peripheral neuropathy: KADC‘fLA should be

temporarily discontinued in patients

experiencing Grade 3 or 4 peripheral neuropathy

until resolution to 5 Grade 2

* Re actions secondary to extravasation: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety

Information:

* Detection of HERE.ll protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADCYLA therapy

* Nursing mothers: Discontinue nursing or

discontinue KADCYLA taking into consideration

the importance of the drug to the mother

* The most common adverse drug reactions

[frequency a 25%} across clinical trials with

KADCYLA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to Genentech

and the FDA. ‘r'ou may contact Genentech by calling

1 [SE-SJ 335-2555. ‘r'ou may contact the FDA by visiting

www.fda.govfmedwatch or calling 1 [Stilt]! FDA-1083.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.
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Text Box
Page Name: Contact a Representative Page Title: Contact Genentech Rep | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Sign up to have a Genentech representative contact you with KADCYLA® (ado-trastuzumab emtansine) information.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   



59

IMMUNOGEN 2226, pg. 59 
Phigenix v. Immunogen 

IPR2014-00676

59

This information is for Healthca re =-.=- Go to Patients 3-.

Professionals Caregivers site

EQKadcglai
afln-taatuzurtan EITIIEII'EIHE

 

 
I Safety first! Press he re to re ad the

Important Safety Information

Patient Support 
Financial Support for Your

Patients

Access Solutions 
KADCYLA Access Solutions

KADC‘I’LA Access Solutions helps to resolve

access and reimbursement issues for individual

patients every day. Our dedicated Specialists

help bring patient treatment and practice

solutions together.

1} Learn mo re

 
Bioflncology Co-pay Card

Genentech offers the Genentech BioGncology

[Io—pay Card to help qualified patients with the

out—of—pocket costs associated with their

ICADCTLA prescription.

1} Learn mo re

 
Genentech Access to Care

Foundation {GATSFIII

GATCF was established to help patients with

unmet medical needs who are uninsured or

rendered uninsured by payer denial and who

meet specific financial and medical criteria to

receive proper medical treatment.

1} Learn mo re

Indication

I'liADII:"'|"LA= "I [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE-positive [HEFt2+}, metastatic breast cancer

{MSG} who previously received trastuzumab and a

taxane, separater or in combination. Patients should

have either:

1* Received prior therapy for metastatic disease, or

1* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATDTDXICIT‘I’.

CARDIAC TGXICITV. EMBHVfl-FETAL

TDXICITV

* Do Not Substitute HEADE‘I'LA for or with

Trastuzumab

1* Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in

patients treated with IEADG‘I'LA. Monitor serum

transaminases and bilirubin prior to initiation of

IEADIT'I'LA treatment and prior to each IEADD'I'LA

dose. Fleduce dose or discontinue IEADII‘I'LA as

appropriate in cases of increased serum

transaminases or total bilirubin

* lllardiac Toxicity: KADC‘I'LA administration may

lead to reductions in left ventricular ejection

fraction [L'H'EFL Evaluate left ventricular function

in all patients prior to and during treatment with

IEADE‘I'LA. Withheld treatment for clinicallyr

significant decrease in left ventricular function

* Embryo-Fetal Toxicity: Exposure to HEADE‘I'LA

can result in embryo-fetal death or birth defects.

Advise patients of these rislcs and the need for

effective contraception

The following additional serious

adverse reactions have been reported
in clinical trials with KADCVLA:

1* Interstitial Lung Disease [ILDL including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: ICADEYLA should

be permanently discontinued in patients

diagnosed with ILD or pneumonitis

1* Infusion—related reactions [lFiFiL Hypersensitivity:

ICADC‘I’LA treatment should be interrupted in

patients with severe lFiFi and permanently

discontinued in the event of a life-threatening

lFiFi

1* Thrombocytopenia: Monitor platelet counts

prior to initiation of ICADC‘I’LA and prior to each

dose. Institute dose modifications as

appropriate

1* Peripheral neuropathy: ICADC‘fLA should be

temporarily discontinued in patients

experiencing Grade 3 or 4 peripheral neuropathy

until resolution to 1: Grade 2

* Fieactio ns secondary to extravasation: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety

Information:

1* Detection of HERE protein overexpression or

gene amplification is necessary for selection of

patients appropriate for ICADCYLA therapy

* Nursing mothers: Discontinue nursing or

discontinue ICADCYLA taking into consideration

the importance of the drug to the mother

1* The most common adverse drug reactions

[frequency 3:- ES‘ES} across clinical trials with

IEADCYLA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to Genentech

and the FDA. You may contact Genentech by calling

1 {SEE} 335-2555. You may contact the FDA by visiting

www.fda.govfmedwatch or calling 1 [SIHJ'J FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.
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Safety first! Press here to re ad the

Important Safety Information

Patient Support 
Financial Support for Your

Patients

Page Name: Patient Financial Support

Page Title: Patient Financial Support | KADCYLA® (ado-

trastuzumab emtansine)

Meta Description: Explore the financial resources that are

available for KADCYLA® (ado-trastuzumab emtansine) patients.

KADCYLA® (ado-trastuzumab emtansine), injection for

intravenous use, as a single agent, is indicated for the treatment

of patients with HER2-positive (HER2+), metastatic breast cancer

(MBC) who previously received trastuzumab and a taxane,

separately or in combination. Patients should have either:

Received prior therapy for metastatic disease, or Developed

disease recurrence during or within six months of completing

adjuvant therapy. Important Safety Information: Boxed
WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY,
EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or

with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has

been reported, including liver failure and death in patients treated

with KADCYLA. Monitor serum transaminases and bilirubin prior

to initiation of KADCYLA treatment and prior to each. KADCYLA

dose. Reduce dose or discontinue KADCYLA as appropriate in

El cases of increased serum transaminases or total bilirubin,

Cardiac Toxicity: KADCYLA administration may lead to

P reductions in left ventricular ejection fraction (LVEF). Evaluate left
h ventricular function in all patients prior 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

1} defects. Advise patients of these risks and the need for effective

contraception. The following additional serious adverse reactions

have been reported in clinical trials with KADCYLA: Interstitial

Lung Disease (ILD), including pneumonitis, some leading to

acute respiratory distress syndrome or fatality: KADCYLA should

be permanently discontinued in patients diagnosed with ILD or

pneumonitis, Infusion-related reactions (IRR), Hypersensitivity:

KADCYLA treatment should be interrupted in patients with severe

IRR and permanently discontinued in the event of a life-

threatening IRR, Thrombocytopenia: Monitor platelet counts prior

to initiation of KADCYLA and prior to each dose. Institute dose

modifications as appropriate, Peripheral neuropathy: KADCYLA

should be temporarily discontinued in patients experiencing

Grade 3 or 4 peripheral neuropathy until resolution to S Grade 2,

Reactions secondary to extravasation: The infusion site should

be closely monitored for possible subcutaneous infiltration during

drug administration. Additional Important Safety Information:

Detection of HER2 protein overexpression or gene amplification

is necessary for selection of patients appropriate for KADCYLA

therapy, Nursing mothers: Discontinue nursing or discontinue

KADCYLA taking into consideration the importance of the drug to

the mother, The most common adverse drug reactions (frequency

> 25%) across clinical trials with KADCYLA were fatigue, nausea,

musculoskeletal pain, thrombocytopenia, headache, increased

transaminases, and constipation. You are encouraged to report

Iside effects to Genentech and the FDA. You may contact
Genentech by calling 1-888-835-2555. You may contact the FDA

 
Genentech offers the Genentech Bioflncology

[Io—pay Card to help qualified patients with the

out—of—pocket costs associated with their

KADCYLA prescription.

1} Learn mo re

 
Genentech Access to Care

Foundation {GATflFIII

GATCF was established to help patients with

unmet medical needs who are uninsured or

rendered uninsured by payer denial and who

meet specific financial and medical criteria to

receive proper medical treatment.

1} Learn mo re

Indication

l'tADflYLA= "I [ado—trastuzumab emtansine), as a
single agent, is indicated for the treatment of patients

with HER2-positive [HER2+}, metastatic breast cancer

{MED} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

1* Received prior therapy for metastatic disease, or

1* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATDTDXICITY.

CARDIAC TDXIGITY. EMBRYD-FETAL

TDXIGITY

* Do Not Substitute KADCYLA for or with

Trastuzumab

1* Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in

patients treated with KADCYLA. Monitor serum

transaminases and bilirubin prior to initiation of

KADCYLA treatment and prior to each KADEYLA

dose. Reduce dose or discontinue KADCYLA as

appropriate in cases of increased serum

transaminases or total bilirubin

* lllardiac Toxicity: KADCYLA administration may

lead to reductions in left ventricular ejection

fraction [L'v'EFL Evaluate left ventricular function

in all patients prior 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 risks and the need for

effective contraception

The following additional serious

adverse reactions have been reported
in clinical trials with KADCYLA:

1* Interstitial Lung Disease {ILD}, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: KADDYLA should

be permanently discontinued in patients

diagnosed with ILD or pneumonitis

1* Infusion—related reactions {IRR}, Hypersensitivity:

KADCYLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life-threatening

IRR

1* Thrombocytopenia: Monitor platelet counts

prior to initiation of KADCYLA and prior to each

dose. Institute dose modifications as

appropriate

1* Peripheral neuropathy: KADCYLA should be

temporarily discontinued in patients

experiencing Grade 3 or 4 peripheral neuropathy

until resolution to 1: Grade 2

* Reactions secondary to extravasation: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety

Information:

1* Detection of HER2 protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADCYLA therapy

* Nursing mothers: Discontinue nursing or

discontinue KADCYLA taking into consideration

the importance of the drug to the mother

1* The most common adverse drug reactions

[frequency 3:- 25%} across clinical trials with

KADCYLA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to Genentech

and the FDA. You may contact Genentech by calling

1 [3831 335-2555. You may contact the FDA by visiting

www.fda.govlfmedwatch or calling 1 [SUD] FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.
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Text Box
Page Name: Patient Financial Support Page Title: Patient Financial Support | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Explore the financial resources that are available for KADCYLA® (ado-trastuzumab emtansine) patients.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Safety first! Press here to read the

lmporta nt Safety Information

Patient Support 
KADCYLA 24-hour Nurse

Support Line

Expert advice any time your patients need
it

When your patients have important questions about

ICADCH’LA treatment, you want them to get information

you can trust. With the ICADIT'I’LA Support Line,

registered oncology nurses are always available to

answer their questions and tall: through any concerns.

Every nurse on our team:

' Specializes in oncology

' Has about it} years of experience

' ls knowledgeable about KADC‘r'LA treatment

We're here to help 24 hours a day—call the support line

any time. Our nurses will be able to answer questions

from patients about:

' How KADCYLA is designed to worlr

' The potential benefits of KADCYLA

' Side effects of HADEYLA

' What to expect from KADCYLA treatment

' Finding reimbursement help for KADCYLA

FGH 24- HGUH SUPPGHT, CALL 1-SSS-IEADE‘I'LA {1-

355-523-2952!

Indication

I'l"..i5'l.DIII"'|"L.i5'I.= "i [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE-positive [HER2+}, metastatic breast cancer

{MES} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease, or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATIIIIIT’IIIIIIMIIIC'.:IT"I"'.r

CARDIAG TDXIGIT‘I'. EMBR‘Vfl-FEI'AL

TDXICIT‘I'

* Do Not Substitute HADE‘I'LA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in

patients treated with IEADG‘I'LA. Monitor serum

transaminases and bilirubin prior to initiation of

IEADE‘I'LA treatment and prior to each KADG‘I'LA

dose. Reduce dose or discontinue IEADII‘I'LA as

appropriate in cases of increased serum

transaminases or total bilirubin

* lIIardiac Toxicity: IEADflVLA administration may

lead to reductions in left ventricular ejection

fraction [LVEFL Evaluate left ventricular function

in all patients prior to and during treatment with

KADC'I'LA. Withhold treatment for clinically

significant decrease in left ventricular function

* Embryo-Fetal Toxicity: Exposure to IEADE‘I'LA

can result in embryo-fetal death or birth defects.

Advise patients of these rislrs and the need for

effective contraception

The following additional serious

adverse reactions have been reported
in clinical trials with KADC‘I'LA:

* Interstitial Lung Disease [ILDL including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: ICADC‘I’LA should

be permanently discontinued in patients

diagnosed with ILD or pneumonitis

* Infusion—related reactions [IRR',|, Hypersensitivity:

ICADS‘I’LA treatment should be interrupted in

patients with severe lRR and permanently

discontinued in the event of a life—th reatening

lRR

* Thrombocytopenia: Monitor platelet counts

prior to initiation of ICADS‘I'LA and prior to each

dose. Institute dose modifications as

appropriate

* Peripheral neuropathy: KADCTLA should be

temporarily discontinued in patients

experiencing Grade 3 or 4'1 peripheral neuropathy

until resolution to 5 Grade 2

* Reactions secondary to extravasation: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety
Information:

* Detection of HER..‘3_'l protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADC‘I’LA therapy

* Nursing mothers: Discontinue nursing or

discontinue ICADE‘I’LA taking into consideration

the importance of the drug to the mother

* The most common adverse drug reactions

[frequency 1:- 25%} across clinical trials with

ICADS‘I’LA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased

transaminases, and constipation

‘fou are encouraged to report side effects to Gene ntech

and the FDA. You may contact Genentech by calling

1 {SEE} 335-2555. You may contact the FDA by visiting

www.fda.govfmedwatch or calling 1 {SIDE} FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Elioxed WARNINGS.
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Safety first! Press he re to read the

Page Name: Patient Clinical Support

Page Title: Patient Support | KADCYLA® (ado-trastuzumab

emtansine)

Meta Description: Learn more about the 24-hour nurse

support line for KADCYLA patients.

KADCYLA® (ado-trastuzumab emtansine), injection for

intravenous use, as a single agent, is indicated for the

treatment of patients with HER2-positive (HER2+), metastatic

breast cancer (MBC) who previously received trastuzumab and

a taxane, separately or in combination. Patients should have

either: Received prior therapy for metastatic disease, or

I, Developed disease recurrence during or within six months of

completing adjuvant therapy. Important Safety Information:
Boxed WARNINGS: HEPATOTOXICITY, CARDIAC

S“ TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute

Exp
It

 
 

 
 

 
 

 

 
 

  
 

KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious

hepatotoxicity has been reported, including liver failure and

death in patients treated with KADCYLA. Monitor serum

transaminases and bilirubin prior to initiation of KADCYLA

treatment and prior to each. KADCYLA dose. Reduce dose or

discontinue KADCYLA as appropriate in cases of increased

WDE serum transaminases or total bilirubin, Cardiac Toxicity:
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ICED I KADCYLA administration may lead to reductions in left mation
ventricular ejection fraction (LVEF). Evaluate left ventricular

you function in all patients prior to and during treatment with

- KADCYLA. Withhold treatment for clinically significant III
decrease in left ventricular function, Embryo-Fetal Toxicity:

ans Exposure to KADCYLA can result in embryo-fetal death or birth CE rn5.

defects. Advise patients of these risks and the need for

effective contraception. The following additional serious

adverse reactions have been reported in clinical trials with

KADCYLA: Interstitial Lung Disease (ILD), including

pneumonitis, some leading to acute respiratory distress

syndrome or fatality: KADCYLA should be permanently

I discontinued in patients diagnosed with ILD or pneumonitis,

Infusion-related reactions (IRR), Hypersensitivity: KADCYLA

' ltreatment should be interrupted in patients with severe IRR and I:
permanently discontinued in the event of a life-threatening IRR,

Thrombocytopenia: Monitor platelet counts prior to initiation of

We'r KADCYLA and prior to each dose. Institute dose modifications .0”: line
as appropriate, Peripheral neuropathy: KADCYLA should be

3“? ‘temporarily discontinued in patients experiencing Grade 3 or 4

from peripheral neuropathy until resolution to 5 Grade 2, Reactions
secondary to extravasation: The infusion site should be closely

monitored for possible subcutaneous infiltration during drug

administration. Additional Important Safety Information:

Detection of HER2 protein overexpression or gene

amplification is necessary for selection of patients appropriate

for KADCYLA therapy, Nursing mothers: Discontinue nursing

or discontinue KADCYLA taking into consideration the

importance of the drug to the mother, The most common

adverse drug reactions (frequency > 25%) across clinical trials

with KADCYLA were fatigue, nausea, musculoskeletal pain,

thrombocytopenia, headache, increased transaminases, and

constipation. You are encouraged to report side effects to

Genentech and the FDA. You may contact Genentech by

calling 1-888-835-2555. You may contact the FDA by visiting
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FDR 24- HGUR SUPPGRT, CALL 1-355-IEADID'I'LA {1-

355-523-2952!

Indication

I'l"..l5l.DIII"'|"LI'5I.= "I [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HER2-positive [HER2+}, metastatic breast cancer

{MEG} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease, or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed 1II‘II'ARIIIIIIIIIGS: HEPATDTDXICIT‘I',

GARDIAG TDJIIIII’ITIT'I‘".r EMBRYD-FEI'AL

TDIIIIIIIIIT‘I"r

* Do Not Substitute KADCYLA for or with

Trastuzumah

* Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in

patients treated with KADCYLA. Monitor serum

transaminases and bilirubin prior to initiation of

KADCYLA treatment and prior to each KADG‘I'LA

dose. Reduce dose or discontinue IEADII‘I'LA as

appropriate in cases of increased serum

transaminases or total bilirubin

* lIIardiac Toxicity: KADCYLA administration may

lead to reductions in left ventricular ejection

fraction [LVEFL Evaluate left ventricular function

in all patients prior 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 rislrs and the need for

effective contraception

The following additional serious

adverse reactions have been reported
in clinical trials with KADC‘I'LA:

* Interstitial Lung Disease {ILD}, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: KADCYLA should

be permanently discontinued in patients

diagnosed with ILD or pneumonitis

* Infusion—related reactions {IRR}, Hypersensitivity:

KADCYLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—th reatening

IRR

* Thrombocytopenia: Monitor platelet counts

prior to initiation of KADCYLA and prior to each

dose. Institute dose modifications as

appropriate

* Peripheral neuropathy: KADCYLA should be

temporarily discontinued in patients

experiencing Grade 3 or 4'1 peripheral neuropathy

until resolution to 5 Grade 2

* Reactions secondary to extravasation: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety
Information:

* Detection of HER..‘3_'l protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADC‘I’LA therapy

* Nursing mothers: Discontinue nursing or

discontinue KADE‘I’LA taking into consideration

the importance of the drug to the mother

* The most common adverse drug reactions

[frequency 1:- 25%j across clinical trials with

KADCYLA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased

transaminases, and constipation

‘fou are encouraged to report side effects to Gene ntech

and the FDA. You may contact Genentech by calling

1 [3831 335-2555. You may contact the FDA by visiting

www.fda.govfmedwatch or calling 1 {Still}! FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Elioxed WARNINGS.

Genentech
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Information I Privacy Policy I Terms and {:onditions
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Text Box
Page Name: Patient Clinical Support Page Title: Patient Support | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Learn more about the 24-hour nurse support line for KADCYLA patients.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Safety first! Press here to read the

important Safety Information

Register 
Register for updates from

Genentech

Unsubscribe Manage Your l[lemmunications

You are now registering for information that is

intended for healthcare professionals.

By registering at this site, you certify that you are a

healthcare professional licensed in the United States or

its territories and are indicating that you wish to

receive information about KADCTLA [ado-trastuzumab

would likely be treating patients within the FDA—

approved indications fer this product.

Personal information {*indicates a

required fieldllI

Prefix

Please cheese... 1r

First name*

FDJ En ,_|. 2' DJ3DJ
5+:

33'D. D. HDJ tn :n —'I

33'D. D. HDJ tn :n M

City

State

Please cheese...

E
1|

no o. DJ

‘I

E DJ In InE :1DJ 2" ID :1
:4:

Please cheese... 1

Specialty*

Please cheese... I

'T' E DJ E. H DJ D'J DD
:4:

Iii-JCI :1j: HS I'IJSE. DJ E. D. HDJ In In
:4:

By completing and submitting this form, you agree

to allow Genentech and its agents to collect the

information provided and to be contacted by

Genentech and its agents in the future regarding

KADEH’LA, other BioDncology products, and related

disease education. Genentech will not sell, rent, or

otherwise distribute your name and any personally

identifiable information outside of Genentech and

its agents. Genentech will only use your

information in accordance with its Privacy Policy.

Sign Up to Fleceive Updates 

Indication

KADDH’LAP "i [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE-positive [HEFt2+}, metastatic breast cancer

{MED} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease, or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATDTDXICIT'I'.

CARDIAC TDXICIT‘I'. EMBHVD-FEI'AL

TtiillllllltIIIT‘I“r

* Do Not Substitute KADD‘I'LA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in

patients treated with ICADD‘I'LA. Monitor serum

transaminases and bilirubin prior to initiation of

IDELDD‘I'LA treatment and prior to each IDELDD‘I'LA

dose. Fleduce dose or discontinue KADC‘I'LA as

appropriate in cases of increased serum

transaminases or total bilirubin

1* lIIIardiac Toxicity: KADIDYLA administration may

lead to reductions in left ventricular ejection

fraction [LVEFL Evaluate left ventricular function

in all patients prior to and during treatment with

KAEHI'I'LA. Withheld treatment for clinically

significant decrease in left ventricular function

1* Embryo-Fetal Toxicity: Exposure to IEADD'I'LA

can result in embryo-fetal death or birth defects.

Advise patients of these risks and the need for

effective contraception

The following additional serious

adverse reactions have been reported

in clinical trials with KADC‘I'LA:

* Interstitial Lung Disease [ILDL including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: KADCTLA should

be permanently discontinued in patients

diagnosed with ILD or pneumonitis

* Infusion—related reactions [lftftL Hypersensitivity:

KADCH’LA treatment should be interrupted in

patients with severe IRS and permanently

discontinued in the event of a life-threatening

lftft

* Thrombocytopenia: Monitor platelet counts

prior to initiation of KADC‘I’LA and prior to each

dose. Institute dose modifications as

appropriate

* Peripheral neuropathy: KADDYLA should be

temporarily discontinued in patients

experiencing Grade 3 or :1 peripheral neuropathy

until resolution to 5 Grade 2

* Fteactions secondary to extravasation: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety
Information:

* Detection of HEFtE protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADDH’LA therapy

* Nursing mothers: Discontinue nursing or

discontinue KADDH’LA taking into consideration

the importance of the drug to the mother

* The most common adverse drug reactions

[frequency 21* 25%} across clinical trials with

HADE‘I’LA were fatigue, nausea, musculoslteletal

pain, thrombocytopenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to Gene ntech

and the FDA. You may contact Genentech by calling

1 {SEE} 335-2555. ‘1"ou may contact the FDA by visiting

www.fda.govfmedwatch or calling 1 [EDD] FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.

Genentech
.'I .'l|.'|..!|I'I . _' III“. JI'.|:I-In.' ':.-II|I|_I|

Home I Contact Us I Site Map I Important Safety

Information I Privacy Policy I Terms andDonditions

132212013 ISenentech USA, In a. All rights reserved.

This site is intended for US residents only.
 

IMMUNOGEN 2226. Pg. 63

Phigenix v. Immunogen
|PR2014-00676



64

IMMUNOGEN 2226, pg. 64 
Phigenix v. Immunogen 

IPR2014-00676

Classification"

. A

Please choose... v

Please choose...

Clinical Coordinator (Nurse)

Clinical Nurse Specialist
Nurse

Nurse Practitioner

Pharmacist

Physician Assistant

Physician
Resident I Fellow

Other

 
Specia |ty*

Please choose... v

Please choose...

HematologyIOncology

Medical Oncology

‘ Pediatric Oncology
Radiation Oncology

Surgical Oncology
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Safety first! Press here te read the

lmpertant Safety Infermat ien

Register 
Register fer updates frem

Genentech

Unsubscribe Manage Peur lIIemmunicatiens

Veu are new registering fer infermatien that is

intended fer healthcare prefessienals.

By registering at this site, yeu certify that yeu are a

healthcare prefessienal licensed in the United States er

its territeries and are indicating that yeu wish te

receive infermatien abeut ICADSTLA [ade—trastuzumab

emtansine}, ether Genentech Sieflncelegy preducts,

and related disease educatien. Genentech's intent is te

enly previde infermatien te healthcare prefessienals

licensed in the United States er its territeries whe

weuld likely be treating patients within the FDA-

appreved indicatiens fer this preduct.

Persenal infermatien (“indicates a

required field}

Prefix

Please cheese... 1r

First name*

 
Hespense required.

Last nameirr

 Fiespense required.

33*33-D.D. D.D. -|-I IIIm enen tntn M.1.
C"!it?

mI
,_|. DJ ,_|. re

Please cheese... 1r

r-_~.| w EEl E. III

Classificatien*

Please cheese... 
Hespense required.

Specialty*

Please cheese... 
Fiespense required.

E—mail address*

 
Hespense required.

Cenfirm e—mail address*

 
Fiespense required.

Ely cempleting and submitting this ferm, yeu agree

te allew Genentech and its agents te cellect the

infermatien previded and te be centacted by

Genentech and its agents in the future regarding

KADS‘I’LA, ether SieDncelegy preducts, and related

disease educatien. Genentech will net sell, rent, er

etherwise distribute yeur name and any persenally

identifiable infermatien eutside ef Genentech and

its agents. Genentech will enly use yeur

infermatien in accerdance with its Privacy Pelicy.

Sign Up te Fleceive Updates 

lndicatien

ICADSYLA= "l [ade—trastuzumab emtansine}, as a
single agent, is indicated fer the treatment ef patients

with HEFtE-pesitive [HEFt2+]I, metastatic breast cancer

{MES} whe previeusly received trastuzumab and a

taxane, separately er in cembinatien. Patients sheuld

have either:

* Fieceived prier therapy fer metastatic disease, er

* Develeped disease recurrence during er within

six menths ef cempleting adjuvant therapy

lmpertant Safety lnfermatien

flexed WARNINGS: HEPATGTGXICITV.

CARDIAC TGXICIT‘I'. EMBHVfl-FEI'AL

TUXICIW

* De I'llet Substitute IEADIIYLA fer er with

Trastuzumab

* Hepatetexicity: Serieus hepatetexicity has been

reperted, including liver failure and death in

patients treated with IEADGVLA. Meniter serum

transaminases and bilirubin prier te initiatien ef

IEADIIITLA treatment and prier te each IEADIIITLA

dese. Seduce dese er disce ntinue KADSTLA as

apprepriate in cases ef increased serum

transaminases er tetal bilirubin

* l[lardiac Texicity: IEADIIWLA administratien may

lead te reductiens in left ventricular ejectien

fractien [L'v'EFL Evaluate left ventricular functien

in all patients prier te and during treatment with

IEADISVLA. Withheld treatment fer clinically

significant decrease in left ventricular fu nctien

* Embrye-Fetal Texicity: Expesure te IEADSYLA

can result in embrye-fetal death er birth defects.

Advise patients ef these rislts and the need fer

effective centraceptien

The fellewing additienal serieus

adverse reactiens have been reperted
in clinical trials with KADSVLA:

* Interstitial Lung Disease [ILDL including

pneumenitis, seme leading te acute respiratery

distress syndreme er fatality: KADSH’LA sheuld

be permanently discentinued in patients

diagnesed with ILD er pneumenitis

* Infusien—related reactiens {IRS}, Hypersensitivity:

KADS‘I’LA treatment sheuld be interrupted in

patients with severe IRS and permanently

discentinued in the event ef a life—threatening

IFtFt

* Thrembecytepenia: Meniter platelet ceunts

prier te initiatien ef KADSH’LA and prier te each

dese. Institute dese medificatiens as

apprepriate

* Peripheral neurepathy: ICADS‘I’LA sheuld be

temperarily discentinued in patients

experiencing Grade 3 er 4 peripheral neurepathy

until reselutien te 1: Grade 2

* Heactiens sece ndary te extravasatien: The

infusien site sheuld be clesely menitered fer

pessible subcutaneeus infiltratien during drug

administratien

Additienal lmpertant Safety

lnfermatien:

* Detectien ef HERE pretein everexpressien er

gene amplificatien is necessary fer selectien ef

patients apprepriate fer ICADSYLA therapy

* Nursing methers: Discentinue nursing er

discentinue ICADSYLA taking inte censideratien

the imperta nce ef the drug te the mether

* The mest cemmen adverse drug reactiens

[frequency 12‘ 25%} acress clinical trials with

KADS‘I’LA were fatigue, nausea, musculeslteletal

pain, thrembecytepenia, headache, increased

transaminases, and censtipatien

‘feu are enceuraged te repert side effects te Genentech

and the FDA. ‘feu may centact Genentech by calling

1 [SSSI SSS-2555. ‘1"eu may centact the FDA by visiting

www.fda.gevfmedwatch er calling 1 [S001 FDA-ISSS.

Please see accempanying full Prescribing lnfermatien

fer additienal impertant safety infermatie n, including

Sexed WARNINGS.

Genentech
.ll .'Il.'|ul|I'I I _' III... JILI: In: ':.-II'I|

Heme I Sentact Us I Site Map I lmpertant Safety

lnfermatien I Privacy Pelicy I Terms andSenditiens

13:21- EEI'IS Genentech USA, In a. All rights reserved.

This site is intended fer US residents enly.
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Safety first! Press here to read the

lm porta nt Safety lnformat ion

Register 
Register for updates from

Genentech

Unsubscribe Manage Your lCommunications

We have recorded your request to receive future information

about KADCYLA, other Genentech ElioDncology products,

and related disease education.

The information provided in this registration form will

be used in accordance with our Genentech Privacy

Policy.

Genentech will not sell, rent, or otherwise distribute

your name and any personally identifiable information

outside of Genentech and its agents. Also, any

information or suggestions you provide regarding the

content of any Genentech website, published

document, or product will be handled in accordance

with our Copyright Statement.

If you have any questions about the Genentech Privacy

Policy or the information practices of our sites, you

may contact us by email at privacy.office@ gene.com or

by mail at:

Genentech, Inc.

Attn: Privacy foice

‘1 DNA Way

South San Francisco, CA flflflflfl

Indication

ll'IADIIIZYLA= "l [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE—positive [HER2+}, metastatic breast cancer

[MBCI who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease, or

* Developed disease recurrence during or within

six months of completing adjuva nt therapy

Important Safety Information

Boxed WARNINGS: HEPATGT’DXICITY,

CARDIAC TwlIllllllllClTlI‘l.r EMBRYfl-FEI'AL

TGXICITY

* Do Not Substitute IEADCYLA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicityr has been

reported, including liver failure and death in

patients treated with IEADCYLA. Monitor serum

transaminases and bilirubin prior to initiation of

ILADCYLA treatment and prior to each IEADCYLA

dose. Reduce dose or discontinue IEAEHIYLA as

appropriate in cases of increased serum

transaminases or total bilirubin

* Cardiac Toxicity: IEADCYLA administration may

lead to reductions in left ventricular ejection

fraction [L'v'EFL Evaluate left ventricular function

in all patients prior to and during treatment with

IEADCYLA. Withhold treatment for clinically

significant decrease in left ventricular function

* Embryo-Fetal Toxicity: Exposure to IEADCYLA

can result in embryo-fetal death or birth defects.

Advise patients of these rislts and the need for

effective contraception

The following additional serious

adverse reactions have been reported

in clinical trials with KADCYLA:

* Interstitial Lung Disease {ILD}, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: ICADCYLA should

be permanently discontinued in patients

diagnosed with ILD or pneumonitis

* Infusion—related reactions {IRR}, Hypersensitivity:

ICADCYLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR

* Thrombocytopenia: Monitor platelet counts

prior to initiation of ICADCYLA and prior to each

dose. Institute dose modifications as

appropriate

* Peripheral neuropathy: ICADCYLA should be

temporarily discontinued in patients

experiencing Grade 3 or 4 peripheral neuropathy

until resolution to 5 Grade 2

1* Reactions secondary to extravasation: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety

Information:

* Detection of HEREl protein overexpression or

gene amplification is necessary for selection of

patients appropriate for ICADCYLA therapy

* Nursing mothers: Discontinue nursing or

discontinue ICADCYLA taking into consideration

the importance of the drug to the mother

* The most common adverse drug reactions

[frequency a 25%} across clinical trials with

KADCYLA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to Genentech

and the FDA. You may contact Genentech by calling

1 [SSS] SSS-2555. You may contact the FDA by visiting

www.fda.govifmedwatch or calling 1 [Still]! FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.

Genentech
.II .'II.'IuI|I'I I _' III”. JI'.':I-I|.' I:.-II'I|_I'

Home Contact Us I Site Map I Important Safety

Information I Privacy Policy I Terms andCondi‘tions

This site is intended for US residents only.
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Page Name: Registration

Page Title: Register for Updates | KADCYLA® (ado-trastuzumab

emtansine)

Meta Description: Register for Updates | KADCYLA® (ado-trastuzumab

emtansine)

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as

a single agent, is indicated for the treatment of patients with HER2-positive

(HER2+), metastatic breast cancer (MBC) who previously received

trastuzumab and a taxane, separately or in combination. Patients should

have either: Received prior therapy for metastatic disease, or Developed

disease recurrence during or within six months of completing adjuvant

therapy. Important Safety Information: Boxed WARNINGS:
HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do

Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious

Ihepatotoxicity has been reported, including liver failure and death in patients

treated with KADCYLA. Monitor serum transaminases and bilirubin prior to

initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate

i left ventricular function in all patients prior 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 risks

and the need for effective contraception. The following additional serious

. adverse reactions have been reported in clinical trials with KADCYLA:

I Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute

discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related

reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted .

in patients with severe IRR and permanently discontinued in the event of a

life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to

l initiation of KADCYLA and prior to each dose. Institute dose modifications

I as appropriate, Peripheral neuropathy: KADCYLA should be temporarily
discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy

until resolution to S Grade 2, Reactions secondary to extravasation: The

infusion site should be closely monitored for possible subcutaneous

infiltration during drug administration. Additional Important Safety

Information: Detection of HER2 protein overexpression or gene amplification

is necessary for selection of patients appropriate for KADCYLA therapy,

Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into

consideration the importance of the drug to the mother, The most common

adverse drug reactions (frequency > 25%) across clinical trials with

KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia,

headache, increased transaminases, and constipation. You are encouraged

to report side effects to Genentech and the FDA. You may contact
Cnnnnfnr‘h hu r‘nllinn 1_RRR_RQR_9RRR an| man] r‘nnfnr‘f fhn FDA hu \Iieifinn

 
Please cheese... 1r

First name*
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By completing and submitting this form, you agree

to allow Genentech and its agents to collect the

information provided and to be contacted by

Genentech and its agents in the future regarding

KADSTLA, ether BioDncology products, and related

disease education. Genentech will net sell, rent, or

othenlvise distribute your name and any personally

identifiable information outside of Genentech and

its agents. Genentech will only use your

information in accordance with its Privacy Policy.

Sign Up to Fleceive Updates 

Indication

KADSH'LAP "I [ado—trastuzumab emtansine}, as a
single agent, is indicated fer the treatment of patients

with HERE-positive [HEFt2+}, metastatic breast cancer

{MES} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Fieceived prior therapy fer metastatic disease, or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATDITICIIIII'IIIISITII‘".r

SAHDIAC TICIIIIIIIIIIIIT"I"'.r EMBH‘I'G-FEI'AL

TDXISIT‘I"

* Do Not Substitute KADCYLA fer or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in

patients treated with KADCYLA. Monitor serum

transaminases and bilirubin prior to initiation of

KADCYLA treatment and prior to each KADCYLA

dose. Fleduce dose or discontinue KADCYLA as

appropriate in cases of increased serum

transaminases or total bilirubin

1* Gardiac Toxicity: KADCYLA administration may

lead to reductions in left ventricular ejection

fraction [LVEFL Evaluate left ventricular function

in all patients prior to and during treatment with

IEAEHI‘I'LA. Withheld treatment fer clinically

significant decrease in left ventricular fu nctien

1* Embryo-Fetal Toxicity: Exposure to IEADG'I'LA

can result in embryo-fetal death or birth defects.

Advise patients of these rislrs and the need fer

effective contraception

The following additional serious

adverse reactions have been reported

in clinical trials with KADS‘I'LA:

* Interstitial Lung Disease {ILD}, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: KADCYLA should

be permanently discontinued in patients

diagnosed with ILD or pneumenitis

* Infusion—related reactions {IRS}, Hypersensitivity:

KADCH’LA treatment should be interrupted in

patients with severe IRS and permanently

discontinued in the event of a life-threatening

IHH

* Thrombocytopenia: Monitor platelet counts

prior to initiation of KADCYLA and prior to each

dose. Institute dose modifications as

appropriate

* Peripheral neuropathy: KADCYLA should be

temporarily discontinued in patients

experiencing Grade 3 or :1 peripheral neuropathy

until resolution to 5 Grade 2

* Reactions secondary to extravasation: The

infusion site should be closely monitored fer

possible subcutaneous infiltration during drug

administration

Additional Important Safety
Information:

* Detection of HERE protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADSH’LA therapy

* Nursing mothers: Discontinue nursing or

discontinue KADSH’LA taking into consideration

the importance of the drug to the mother

* The most common adverse drug reactions

[frequency : 25%} across clinical trials with

KADCYLA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to Gene ntech

and the FDA. You may contact Genentech by calling

1 [SSSI SSS-2555. “fou may contact the FDA by visiting

www.fda.gevfmedwatch or calling 1 [Still] FDA-1SSS.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.

Genentech
.'I .'l|.'|..!|I'I . _' III“. JI'.|:I-In.' ':.-II|I|_I|

Home I Sontact Us I Site Map I Important Safety

Information I Privacy Policy I Terms and Conditions
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Text Box
Page Name: Registration Page Title: Register for Updates | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Register for Updates | KADCYLA® (ado-trastuzumab emtansine)KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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T Safety first! Press here to readthe

important Safety information

Register 
Please unsubscribe me

Unsuhscrihe Manage your communications

We respect your privacy and will promptly process

your request to he remoyed from future

communications. Please enter your e-mail address

so that we may accurately match your record.

[*5 indicates a required field.)

E—mail address*

Confirm e—mail address*

:1

If you haye any questions about Genentech's

Privacy Policy practices, please refer to its Privacy

Policy.

Unsubscribe Me

Genentech
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Safetv first! Press here to read the

Important Safety:I Information

Contact Us 
Contact a Representative

lIIIIicIII: here to request mo re information about ICADCYLA

from a Genentech sales representative.

KADCYLA Access Solutions

QKadcgla' Access Solutions"
seatstwmah sitarsre

To learn more about ICADCYLA Access Solutions

support and services, contact:

Phone: “I [888} 288—8818

Fax: ‘1 [888} 288—8818

Get mo re Access Solutions information

The Access Solutions logo is a registered trademark of

Genentech, Inc.

Genentech Corporate

Phone: ‘I [858} 225—1888

Fax: ‘1 [858} 225—8888

Mail: Genentech, Inc.

‘1 DNA Wav, Mail Stop #218

South San Francisco, CA 84888—8888

Web: www.gene.oom!gene!lnquirv.do

Patients outside the United States: www.roche.com

Indication

I'tADEIYLA= "l [ado—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE—positive [HER2+}, metastatic breast cancer

[MBG} who previously}r received trastuzumab and a

taxane, separater or in combination. Patients should

have either:

* Received prior therapyr for metastatic disease, or

* Developed disease recurrence during or within

six months of completing adjuva nt therapy}r

Important Safety Information

Boxed WARNINGS: HEPATtIIITflIIIIIIGIT'II‘".r

CARDIAC T’IIIIIIIIEIlCJIT'lI‘l.r EMBRYfl-FEI'AL

TflXIGITY

* Do Not Substitute IEADGYLA for or with

Trastuzumab

* Hepatotoxicitv: Serious hepatotoxicitalr has been

reported, including liver failure and death in

patients treated with IEADGYLA. Monitor serum

transaminases and bilirubin prior to initiation of

IEADGYLA treatment and prior to each IEADGYLA

dose. Reduce close or discontinue IEADGYLA as

appropriate in cases of increased serum

transaminases or total bilirubin

* l[lardiac Toxicitv: IEADGYLA administration ma'IIr

lead to reductions in left ventricular ejection

fraction [LVEFL Evaluate left ventricular function

in all patients prior to and during treatment with

HADEYLA. Withhold treatment for clinicallvllr

significant decrease in left ventricular function

* Embrvo-Fetal Toxicitv: Exposure to IEADGYLA

can result in embrvo-fetal death or birth defects.

Advise patients of these risks and the need for

effective contraception

The following additional serious

adverse reactions have been reported

in clinical trials with KADCYLA:

* Interstitial Lung Disease [ILD}, including

pneumonitis, some leading to acute respiratory}r

distress svndrome or fatalitv: KADGYLA should

be permanently}r discontinued in patients

diagnosed with ILD or pneumonitis

* Infusion—related reactions [IRR}, vaersensitivitv:

ICADCYLA treatment should be interrupted in

patients with severe IRR and permanently}r

discontinued in the event of a life—threatening

IRR

* Thrombocvtopenia: Monitor platelet counts prior

to initiation of ICADCYLA and prior to each dose.

Institute dose modifications as appropriate

* Peripheral neuropathv: ICADEYLA should be

temporarilyr discontinued in patients

experiencing Grade 8 or 4 peripheral neuronathvr

until resolution to 5 Grade 2

* Reactions seco HdEIFIf to extravasation: The

infusion site should be closely}r monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety

Information:

* Detection of HER.‘3_II protein overexpression or

gene amplification is necessary}r for selection of

patients appropriate for ICADCYLA therapy}r

* Nursing mothers: Discontinue nursing or

discontinue ICADEYLA taking into consideration

the importance of the drug to the mother

* The most common adverse drug reactions

[frequencyr 1:- 25%} across clinical trials with

ICADCYLA were fatigue, nausea, musculoslteletal

pain, thrombocvtopenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to Genentech

and the FDA. You may}r contact Genentech bv calling

1 [888} 835-2555. You may}r contact the FDA bv visiting

www.fda.govl'medwatch or calling 1 [888} FDA-188:8.

Please see accompanving full Prescribing Information

for additional important safetalr information, including

Boxed WARNINGS.

.'I .'I II'III!'I" I _' III”. II'.I: III: ':.-II'I|
Genentech
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Safety first! Press here to read the

lm porta nt Safety lnformat ion

Contact Us

Page Name: Contact Us

Page Title: Access Solutions | KADCYLA® (ado-trastuzumab emtansine)

Meta Description: Contact Genentech to find out more about KADCYLA®

(ado-trastuzumab emtansine) Access Solutions support and services.

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a

single agent, is indicated for the treatment of patients with HER2-positive

(HER2+), metastatic breast cancer (MBC) who previously received

ltrastuzumab and a taxane, separately or in combination. Patients should have
f either: Received prior therapy for metastatic disease, or Developed disease

recurrence during or within six months of completing adjuvant therapy.

Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY,
CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute

KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity

has been reported, including liver failure and death in patients treated with

KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of

KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left 5
ventricular function in all patients prior 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 risks and the

need for effective contraception. The following additional serious adverse

reactions have been reported in clinical trials with KADCYLA: Interstitial Lung

- Disease (ILD), including pneumonitis, some leading to acute respiratory

distress syndrome or fatality: KADCYLA should be permanently discontinued

. in patients diagnosed with ILD or pneumonitis, Infusion-related reactions

(IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients

with severe IRR and permanently discontinued in the event of a life-

threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation

of KADCYLA and prior to each dose. Institute dose modifications as

qappropriate, Peripheral neuropathy: KADCYLA should be temporarily

discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until

resolution to S Grade 2, Reactions secondary to extravasation: The infusion

site should be closely monitored for possible subcutaneous infiltration during

ldrug administration. Additional Important Safety Information: Detection of

HER2 protein overexpression or gene amplification is necessary for selection

of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue

lnursing or discontinue KADCYLA taking into consideration the importance of

the drug to the mother, The most common adverse drug reactions (frequency

> 25%) across clinical trials with KADCYLA were fatigue, nausea,

musculoskeletal pain, thrombocytopenia, headache, increased

transaminases, and constipation. You are encouraged to report side effects to

.Genentech and the FDA. You may contact Genentech by calling
1-888-835-2555. You mav contact the FDA by visiting www.fda.oov/

Mail: Genentech, Inc.

‘1 DNA Way, Mail Stop #2111]

South San Francisco, CA SflflSfl—flSSfl

:I: 
Web: www.gene.com!gene!lnquiry.do

Patients outside the United States: www.roche.com

Indication

I'tADDYLA= "1 [ado—trastuzumab emtansine), as a
single agent, is indicated for the treatment of patients

with HER2—positive [HEFt2+}, metastatic breast cancer

{MED} who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease, or

* Developed disease recurrence during or within

six months of completing adjuva nt therapy

Important Safety Information

Boxed 1IIII'AFI'NINGS: HEPATtIIl'Tfl'IIIIIIISIT'II‘".r

CARDIAC T’IIIIIIIIIICJITl'I‘".r EMBHYG-FEI'AL

TIIIIIIIIIIIIISIT‘IIIr

* Do Not Substitute KADCYLA for or with

Trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in

patients treated with KADCYLA. Monitor serum

transaminases and bilirubin prior to initiation of

KADCYLA treatment and prior to each KADCYLA

dose. Heduce dose or discontinue KADCYLA as

appropriate in cases of increased serum

transaminases or total bilirubin

* lIIardiac Toxicity: KADCYLA administration may

lead to reductions in left ventricular ejection

fraction [LVEFL Evaluate left ventricular function

in all patients prior 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 risks and the need for

effective contraception

The following additional serious

adverse reactions have been reported

in clinical trials with KADCYLA:

* Interstitial Lung Disease {ILD}, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: KADCYLA should

be permanently discontinued in patients

diagnosed with ILD or pneumonitis

* Infusion—related reactions {IRR}, Hypersensitivity:

KADCYLA treatment should be interrupted in

patients with severe lFtFt and permanently

discontinued in the event of a life—threatening

lFtFt

* Thrombocytopenia: Monitor platelet counts prior

to initiation of KADCYLA and prior to each dose.

Institute dose modifications as appropriate

* Peripheral neuropathy: KADCYLA should be

temporarily discontinued in patients

experiencing Grade 3 or 4 peripheral neuropathy

until resolution to 5 Grade 2

* Reactions secondary to extravasation: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety

Information:

* Detection of HEFtF.II protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADCYLA therapy

* Nursing mothers: Discontinue nursing or

discontinue KADCYLA taking into consideration

the importance of the drug to the mother

* The most common adverse drug reactions

[frequency 1:- 25%} across clinical trials with

KADCYLA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to Genentech

and the FDA. You may contact Genentech by calling

1 [3331 335-2555. You may contact the FDA by visiting

www.fda.gov!medwatch or calling 1 [Stilt]! FDA-103:3.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WAHNINGS.

Genentech

Home I Contact Us I Site Map I Important Safety

Information I Privacy Policy I Terms andfionditions 
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Text Box
Page Name: Contact Us Page Title: Access Solutions | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Contact Genentech to find out more about KADCYLA® (ado-trastuzumab emtansine) Access Solutions support and services.KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Safety first! Press here to read the

Important Safety Information

Site Map 
For Healthcare Professionals

I Home

About KADCYLA

I It'ADCYLA Structure

I Proposed Mechanism of Action

Clinical Information

I EMILIA Dverview

I Trial design

I Clinical Efficacy Results

I Dverall survival

I Progression-free survival

I Dbjective response rate

I Duration of response

I Safety

I Adverse reaction profile

I Dose reductions and treatment

discontinuations

I Summary of adverse reactions

I Important Safety Info rmation

Dosing and Administration

I Preparing and Storing It'ADCYLA

I Administering It'ADCYLA

Resources

I Professional Resources and Downloads

I Contact a Representative

Patient Support

I Financial Support for Your Patients

I Patient Support Line

Registration

I Sign Up

I Llnsubscribe

I Manage Your Communications

Dther Pages

I Contact Us

I Important Safety Information

I Privacy Policy

I Terms and Conditions

Indication

I"~'..I'3|I.DCYLI3'I.= "1 [ado-trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE-positive [HER2+}, metastatic breast cancer

[MBCI who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

I Received prior therapy for metastatic disease, or

I Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATCIITIIIIIIIIIIICIT"'I"Ir

CARDIAC TDXICITY, EMRRYD-FEI'AL

TDXICITY

I Do Not Substitute IIIADCYLA for or with

Trastuzu mab

I Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in

patients treated with It'ADCYLA. Monitor serum

transaminases and bilirubin prior to initiation of

It'ADCYLA treatment and prior to each It'ADCYLA

dose. Reduce dose or discontinue IEADCYLA as

appropriate in cases of increased serum

transaminases or total bilirubin

I Cardiac Toxicity: IIIADCYLA administration may

lead to reductions in left ventricular ejection

fraction [L'v'EFL Evaluate left ventricular function

in all patients prior to and during treatment with

IEADCYLA. Withhold treatment for clinically

significant decrease in left ventricular function

I Embryo-Fetal Toxicity: Exposure to It'ADCYLA

can result in embryo-fetal death or birth defects.

Advise patients of these rislts and the need for

effective contraception

The following additional serious

adverse reactions have been reported

in clinical trials with KADCYLA:

I Interstitial Lung Disease {ILD}, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: ICADCYLA should

be permanently discontinued in patients

diagnosed with ILD or pneumonitis

I Infusion—related reactions [IRR]I, Hypersensitivity:

ICADCYLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR

I Thrombocytopenia: Monitor platelet counts prior

to initiation of ICADCYLA and prior to each close.

Institute dose modifications as appropriate

I Peripheral neuropathy: ICADCYLA should be

temporarily discontinued in patients

experiencing Grade 3 or 4 peripheral neuropathy

until resolution to 1: Grade 2

I Reactions secondary to extravasation: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety
Information:

I Detection of HERE protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADCYLA therapy

I Nursing mothers: Discontinue nursing or

discontinue KADCYLA taking into consideration

the importance of the drug to the mother

I The most common adverse drug reactions

[frequency 3:- 25%} across clinical trials with

ICADCYLA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to Genentech

and the FDA. You may contact Genentech by calling

1 [3331 335-2555. You may contact the FDA by visiting

www.fda.govfmedwatch or calling 1 [Slit]! FDA-IIISS.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.

Genentech
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Safety first! Press here to read the

Important Safety Information

Site Map 
For Healthcare Professionals

Page Name: Site Map

Page Title: Site Map | KADCYLA® (ado-trastuzumab emtansine)

 

 

Meta Description: Browse through the KADCYLA® (ado-trastuzumab

emtansine) website site map to find the information you are looking for.

A I KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as
a single agent, is indicated for the treatment of patients with HER2-positive

(HER2+), metastatic breast cancer (MBC) who previously received

trastuzumab and a taxane, separately or in combination. Patients should

have either: Received prior therapy for metastatic disease, or Developed

disease recurrence during or within six months of completing adjuvant

therapy. Important Safety Information: Boxed WARNINGS:
HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do

CI Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious
hepatotoxicity has been reported, including liver failure and death in patients

treated with KADCYLA. Monitor serum transaminases and bilirubin prior to

initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate

left ventricular function in all patients prior 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 risks and the

need for effective contraception. The following additional serious adverse

reactions have been reported in clinical trials with KADCYLA: Interstitial Lung

Disease (ILD), including pneumonitis, some leading to acute respiratory

distress syndrome or fatality: KADCYLA should be permanently discontinued

in patients diagnosed with ILD or pneumonitis, Infusion-related reactions

(IRR), Hypersensitivity: KADCYLA treatment should be interrupted in

patients with severe IRR and permanently discontinued in the event of a life-

threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation

of KADCYLA and prior to each dose. Institute dose modifications as

appropriate, Peripheral neuropathy: KADCYLA should be temporarily

discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy

until resolution to 5 Grade 2, Reactions secondary to extravasation: The

infusion site should be closely monitored for possible subcutaneous

infiltration during drug administration. Additional Important Safety

Information: Detection of HER2 protein overexpression or gene amplification

is necessary for selection of patients appropriate for KADCYLA therapy,

Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into

consideration the importance of the drug to the mother, The most common

adverse drug reactions (frequency > 25%) across clinical trials with

KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia,

headache, increased transaminases, and constipation. You are encouraged
D 'to report side effects to Genentech and the FDA. You may contact

Genentech by calling 1-888—835-2555. You may contact the FDA by visiting
www.fda.dov/medwatch or callino 1-800-FDA—1088.- I . I . I I I x- l r
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Indication

I"~'..I3I.DC"'I"L.I3I.= "I [ado-trastuzumab emtansine), as a
single agent, is indicated for the treatment of patients

with HER2-positive [HER2+}, metastatic breast cancer

[MBCI who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

I Received prior therapy for metastatic disease, or

I Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPATICII'TICIIIII'IIII’SIT‘I"Ir

CARDIAC TDXICIT‘I", EMBR‘I'D-FEI'AL

TICIIIIIIIICIT‘I“r

I Do Not Substitute IEADCVLA for or with

Trastuzu mab

I Hepatotoxicity: Serious hepatotoxicity has been

reported, including liver failure and death in

patients treated with KADCYLA. Monitor serum

transaminases and bilirubin prior to initiation of

KADCYLA treatment and prior to each KADCYLA

dose. Reduce dose or discontinue IEADC‘I'LA as

appropriate in cases of increased serum

transaminases or total bilirubin

I Cardiac Toxicity: IEADC‘I'LA administration may

lead to reductions in left ventricular ejection

fraction [L'II'EFL Evaluate left ventricular function

in all patients prior to and during treatment with

IEADC‘I'LA. Withhold treatment for clinically

significant decrease in left ventricular function

I Embryo-Fetal Toxicity: Exposure to KADCYLA

can result in embryo-fetal death or birth defects.

Advise patients of these rislrs and the need for

effective contraception

The following additional serious

adverse reactions have been reported

in clinical trials with KADC‘I'LA:

I Interstitial Lung Disease {ILD}, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: KADCYLA should

be permanently discontinued in patients

diagnosed with ILD or pneumonitis

I Infusion—related reactions {IRR}, Hypersensitivity:

KADC‘I’LA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR

I Thrombocytopenia: Monitor platelet counts prior

to initiation of KADC‘I’LA and prior to each close.

Institute dose modifications as appropriate

I Peripheral neuropathy: KADCYLA should be

temporarily discontinued in patients

experiencing Grade 3 or 4 peripheral neuropathy

until resolution to 1: Grade 2

I Reactions secondary to extravasation: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety
Information:

I Detection of HER2 protein overexpression or

gene amplification is necessary for selection of

patients appropriate for KADC‘I’LA therapy

I Nursing mothers: Discontinue nursing or

discontinue KADCYLA taking into consideration

the importance of the drug to the mother

I The most common adverse drug reactions

[frequency 3:- 25%} across clinical trials with

KADC‘I’LA were fatigue, nausea, musculoskeletal

pain, thrombocytopenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to Genentech

and the FDA. ‘I’ou may contact Genentech by calling

1 {SSS} 335-2555. You may contact the FDA by visiting

www.fda.govfmedwatch or calling 1 [SII'II'I FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Elioxed WARNINGS.

Genentech
.'I .'ll.'IuI|I'I I _' III... II '.':I-II.' ':.-I I'II_I'
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Important Safetg
Information 

E Indication
IIZADIZWLA= [ado—trastuzumab emtansine},

as a single agent, is indicated for the

treatment of patients with HER2—positive

[HER2+}, metastatic breast cancer {MEG}

who previously received trastuzumab

and a taxane, separately or in

combination. Patients should have

either:

— Received prior therapy for

metastatic disease, or

. Developed disease recurrence

during or within six months of

completing adjuvant therapy

0 Important Safety
Information

Warnings and Precautions

Hepatctoxicity IBoxed WARNING}

Hepatotoxicity, predominantly in the

form of asymptomatic increases in the

concentrations of serum transaminases,

has been observed in clinical trials with

ICADG‘I’LA.

Serious hepatobiliary disorders,

including at least two fatal cases of

severe drug—induced liver injury and

associated hepatic encephalopathy,

have been reported in clinical trials with

ICADGTLA. Some of the observed cases

may have been confounded by

co morbidities and concomitant

medications with known hepatotoxic

potential.

Monitor serum transaminases and

bilirubin prior to initiation of ICADG‘I’LA

treatment and prior to each ICADG‘I’LA

dose. Patients with known active

hepatitis B virus or hepatitis I3 virus we re

excluded from EMILIA. Reduce dose or

discontinue ICADC‘I’LA as appropriate in

cases of increased serum transaminases

andior total bilirubin. Permanently

discontinue KADC‘I’LA treatment in

patients with serum tra nsaminases 3-: 3H

ULN and concomitant total bilirubin :- 2E

ULN.

In clinical trials of ICADG‘I’LA, cases of

nodular regenerative hyperplasia [NRH}

of the liver have been identified from

liver biopsies [3 cases out of 882 treated

patients}. NRH should be considered in

all patients with clinical symptoms of

portal hypertension but with normal

transaminases and no manifestations of

cirrhosis. Diagnosis can be confirmed

only by histopathology. Upon diagnosis,

ICADG‘I’LA treatment must be

permanently discontinued.

0 Left Ventricular Dysfunction IBoxed
WARNING}

Patients treated with ICADGTLA are at

increased risk of developing left

ventricular dysfunction. A decrease of

L‘v'EF to

-=: fl-fl% has been observed in patients

treated with ICADG‘I’LA. In EMILIA, left

ventricular dysfunction occurred in 1.8%

of patients in the ICADGTLA—treated

group and 3.3% of patients in the

comparator group.

Assess L‘v'EF prior to initiation of

ICADG‘I’LA and at regular intervals [e.g.

every 3 months} during treatment.

Treatment with ICADGTLA has not been

studied in patients with L‘v'EF -.: 5fl% prior

to treatment. If, at routine monitoring,

L‘v'EF is

a: rifl%, or is 390% to :15% with a 1fl% or

greater absolute decrease below the

pretreatment value, withhold KADG‘I’LA

and repeat L‘v'E assessment within

approximately 3 weeks. Permanently

discontinue ICADC‘I’LA if the L"-.I'EF has

not improved or has declined further.

6 Embryo-Fetal Toxicity IBoxed
WARNING}

Pregnancy Category D. ICADC‘I’LA can

cause fetal harm or death when

administered to a pregnant woman.

There are no adequate and well-

controlled studies of ICADG‘I’LA in

pregnant women and no reproductive

and developmental toxicology studies

have been conducted with ado—

trastuzumab emtansine. Nevertheless,

treatment with trastuzumab, the

antibody component of ICADGTLA,

during pregnancy in the postmarketing

setting has resulted in oligohydramnios,

some associated with fatal pulmonary

hypoplasia, skeletal abnormalities and

neonatal death. DM1, the cytotoxic

component, can be expected to cause

embryo—fetal toxicity.

If ICADG‘I’LA is used during pregnancy, or

if the patient becomes pregnant while

receiving ICADG‘I’LA, apprise the patient

of the potential hazard to the fetus.

‘v'erify pregnancy status prior to the

initiation of ICADG‘I’LA. Advise patients of

the risks of embryo—fetal death and birth

defects and the need for contraception

during and for S months following

treatment. Advise patients to contact

their healthcare provider immediately if

they suspect they may be pregnant.

If ICADG‘I’LA is administered during

pregnancy or if a patient becomes

pregnant while receiving ICADG‘I’LA,

immediately report exposure to the

Genentech Adverse Event Line at

1 {SSS} 335-2555. Encourage women

who may be exposed during pregnancy

to enroll in the MotHER Pregnancy

Registry by contacting 1 {Still} SSH-S321}.

@ Pulmonary Toxicity
Cases of interstitial lung disease {ILD},

including pneumonitis, some leading to

acute respiratory distress syndrome or

fatal outcome have been reported in

clinical trials with KADG‘I’LA. Signs and

symptoms include dyspnea, cough,

fatigue, and pulmonary infiltrates. In

EMILIA, the overall frequency of

pneumonitis was 1.2%.

Treatment with ICADCTLA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis.

Patients with dyspnea at rest due to

complications of advanced malignancy

and comorbidities may be at increased

risk of pulmonary events.

E Infusion-Helated Heactions,
Hypersensitivity Reactions

Treatment with KADC‘I’LA has not been

studied in patients who had trastuzumab

permanently discontinued due to

infusion—related reactions {IRR} andior

hypersensitivity; treatment with

ICADG‘I’LA is not recommended for these

patients.

Infusion—related reactions, characterized

by one or more of the following

symptoms — flushing, chills, pyrexia,

dyspnea, hypotension, wheezing,

bronchospasm, and tachycardia — have

been reported in clinical trials of

ICADG‘I’LA. In the randomized trial, the

overall frequency of IRRs in patients

treated with ICADG‘I’LA was 1.4%. In most

patients, these reactions resolved over

the course of several hours to a day after

the infusion was terminated.

ICADG‘I’LA treatment should be

interrupted in patients with severe IRR

and permanently discontinued in the

event of a life—threatening IRR. Patients

should be observed closely for IRRs

especially during the first infusion.

Dne case of a serious,

allergidanaphylactoid-like infusion

reaction has been observed in clinical

trials of single— agent IEADG‘I’LA.

Medications to treat such re actions, as

well as emergency equipment, should

be available for immediate use.

0 Thrombocytopenia
Thrombocytopenia was reported in

clinical trials of ICADGTLA. The majority

of these patients had Grade 1 or 2

events [-—.: LLN to 3: 5i],flflfl.imm3} with the

nadir occurring by day 8 and generally

improving to Grade II] or 1 [z Tiflflfl

.immfl} by the next scheduled dose. In

clinical trials of ICADGYLA, the incidence

and severity of thrombocytopenia were

higher in Asian patients. Independent of

race, the incidence of severe

hemorrhagic events in patients treated

with ICADCTLA was low.

In EMILIA, the incidence of 2- Grade 3

thrombocytopenia was 141.5% in the

ICADG‘fLA—treated group and {1.11% in the

comparator group. In Asian patients, the

incidence of 2- Grade 3

thrombocytopenia was 415.1% in the

ICADG‘I’LA group and 1.3% in the

comparator group.

Monitor platelet counts prior to initiation

of IEADC‘I’LA and prior to each IEADC‘I’LA

dose. ICADGTLA has not been studied in

patients with platelet counts 5

1Iii],II]i]II].Immj prior to initiation of

treatment. In the event of decreased

platelet count to Grade 3 or greater is

Efl,flflfl.imm3}, do not administer

ICADGTLA until platelet counts recover to

Grade 1 [z- ir'fiflflflimmfl}. Patients with

thrombocytopenia [:1 1flfl,flflflimm3} prior

to initiation of KADC‘I’LA and patients on

anti-coagulant treatment should be

closely monitored during treatment with

ICADG‘I’LA.

Neurotoxicity

Peripheral neuropathy, mainly as Grade

1 and predominantly sensory, was

reported in clinical trials of ICADG‘I’LA. In

EMILIA, the incidence of :- Grade 3

peripheral neuropathy was 2.2% in the

ICADGTLA—treated group and '[1.2% in the

comparator group.

ICADGTLA should be temporarily

discontinued in patients experiencing

Grade 3 or 4'1 peripheral neuropathy until

resolution to 5 Grade 2. Patients should

be clinically monitored on an ongoing

basis for signsisymptoms of

neurotoxicity.

HER2 Testing

Detection of HER2 protein

overexpression or gene amplification is

necessary for selection of patients

appropriate for ICADGTLA therapy

because these are the only patients

studied for whom benefit has been

shown. Assessment of HER2 status

should be done using an FDA—approved

test performed by laboratories with

demonstrated proficiency.

In the randomized study, patients with

breast cancer were required to have

evidence of HER2 overexpression

defined as 3+ IHG andior FISH

amplification ratio 2- 21] assessed by a

validated test.

Extravasation

In ICADC‘I’LA clinical studies, reactions

secondary to extravasation have been

observed. These reactions, observed

more frequently within 241 hours of

infusion, were usually mild and

comprised of erythema, tenderness, skin

irritation, pain or swelling at the infusion

site. The infusion site should be closely

monitored for possible subcutaneous

infiltration during drug administration.

Specific treatment for KADC‘I’LA

extravasation is unknown.

Use in Specific Populations

Nursing Mothers

It is not known whether ICADG‘I’LA

specifically is excreted in human milk,

but IgG is known to be excreted in

human milk. Because many drugs are

excreted in human milk and because of

the potential for serious adverse

reactions in nursing infants, a decision

should be made whether to discontinue

nursing or discontinue KADC‘I’LA, taking

into account the importance of the drug

to the mother.

Adverse Events

Adverse Reactions

The most common NGl—GTCAE [version

3} ARs Grades 23 [frequency 132%} were

thrombocytopenia, increased

transaminases, anemia, hypokalemia,

peripheral neuropathy, and fatigue.

You are encouraged to report side

effects to Genentech and the FDA. You

may contact Genentech by calling

1 {SSS} 335-2555. ‘r'ou may contact the

FDA by visiting 1IIIIIIHIII'IIHIIIII'.fda.go'IIrIIrmedwatch

or calling 1 {Still} FDA-108:3.

Please see accompanying full

Prescribing Information for additional

important safety information, including

Boxed WARNINGS.

Genentech
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Important Safetg
Page Name: Important Safety Information

Page Title: Important Safety Information | KADCYLA® (ado-trastuzumab

emtansine)

Meta Description: Read important safety information about KADCYLA®

(ado-trastuzumab emtansine).

KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as

a single agent, is indicated for the treatment of patients with HER2-positive

(HER2+), metastatic breast cancer (MBC) who previously received

trastuzumab and a taxane, separately or in combination. Patients should

have either: Received prior therapy for metastatic disease, or Developed

disease recurrence during or within six months of completing adjuvant

therapy. Important Safety Information: Boxed WARNINGS:
HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do

Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious

hepatotoxicity has been reported, including liver failure and death in patients

treated with KADCYLA. Monitor serum transaminases and bi|irubin prior to

initiation of KADCYLA treatment and prior to each. KADCYLA dose. Reduce

dose or discontinue KADCYLA as appropriate in cases of increased serum

transaminases or total bi|irubin, Cardiac Toxicity: KADCYLA administration

may lead to reductions in left ventricular ejection fraction (LVEF). Evaluate

left ventricular function in all patients prior 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 risks

and the need for effective contraception. The following additional serious

adverse reactions have been reported in clinical trials with KADCYLA:

Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute

respiratory distress syndrome or fatality: KADCYLA should be permanently

discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related

reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted

in patients with severe IRR and permanently discontinued in the event of a

life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to

initiation of KADCYLA and prior to each dose. Institute dose modifications as

appropriate, Peripheral neuropathy: KADCYLA should be temporarily

discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy

until resolution to S Grade 2, Reactions secondary to extravasation: The

infusion site should be closely monitored for possible subcutaneous

infiltration during drug administration. Additional Important Safety

Information: Detection of HER2 protein overexpression or gene amplification

is necessary for selection of patients appropriate for KADCYLA therapy,

Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into

consideration the importance of the drug to the mother, The most common

adverse drug reactions (frequency > 25%) across clinical trials with

KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia,

headache, increased transaminases, and constipation. You are encouraged

to report side effects to Genentech and the FDA. You may contact

Genentech by calling 1-888-835-2555. You may contact the FDA by visiting

www.fda.gov/medwatch or calling 1-800-FDA-1088.

Serious hepatobiliary disorders,

including at least two fatal cases of

severe drug—induced liver injury and

associated hepatic encephalopathy,

have been reported in clinical trials with

KADCYLA. Some of the observed cases

may have been confounded by

co morbidities and concomitant

medications with known hepatotoxic

potential.

Monitor serum transaminases and

bi|irubin prior to initiation of KADGTLA

treatment and prior to each KADG‘I’LA

dose. Patients with known active

hepatitis B virus or hepatitis I3 virus we re

excluded from EMILIA. Reduce dose or

discontinue KADCYLA as appropriate in

cases of increased serum transaminases

andior total bi|irubin. Permanently

discontinue KADCYLA treatment in

patients with serum tra nsaminases s 3H

ULN and concomitant total bi|irubin :- 2E

ULN.

In clinical trials of KADCYLA, cases of

nodular regenerative hyperplasia [NRH}

of the liver have been identified from

liver biopsies [3 cases out of 882 treated

patients}. NRH should be considered in

all patients with clinical symptoms of

portal hypertension but with normal

transaminases and no manifestations of

cirrhosis. Diagnosis can be confirmed

only by histopathology. Upon diagnosis,

KADCYLA treatment must be

permanently discontinued.

Left Ventricular Dysfunction IBoxed

WARNING}

Patients treated with KADCYLA are at

increased risk of developing left

ventricular dysfunction. A decrease of

L‘II'EF to

-=: Afl% has been observed in patients

treated with KADCYLA. In EMILIA, left

ventricular dysfunction occurred in 1.8%

of patients in the KADCYLA—treated

group and 3.3% of patients in the

comparator group.

Assess L‘uI'EF prior to initiation of

KADGTLA and at regular intervals [e.g.

every 3 months} during treatment.

Treatment with KADCYLA has not been

studied in patients with L‘Ir'EF -.: 5i]% prior

to treatment. If, at routine monitoring,

L‘II'EF is

a: rifl%, or is 390% to :15% with a 1I]% or

greater absolute decrease below the

pretreatment value, withhold KADCYLA

and repeat L‘uI'E assessment within

approximately 3 weeks. Permanently

discontinue KADC‘r'LA if the L'v'EF has

not improved or has declined further.

Embryo-Fetal Toxicity IBoxed

WARNING}

Pregnancy Category D. KADC‘I’LA can

cause fetal harm or death when

administered to a pregnant woman.

There are no adequate and well-

controlled studies of KADCYLA in

pregnant women and no reproductive

and developmental toxicology studies

have been conducted with ado—

trastuzumab emtansine. Nevertheless,

treatment with trastuzumab, the

antibody component of KADCYLA,

during pregnancy in the postmarketing

setting has resulted in oligohydramnios,

some associated with fatal pulmonary

hypoplasia, skeletal abnormalities and

neonatal death. DM1, the cytotoxic

component, can be expected to cause

embryo—fetal toxicity.

If KADCYLA is used during pregnancy, or

if the patient becomes pregnant while

receiving KADG‘I'LA, apprise the patient

of the potential hazard to the fetus.

Verify pregnancy status prior to the

initiation of KADG‘I’LA. Advise patients of

the risks of embryo—fetal death and birth

defects and the need for contraception

during and for S months following

treatment. Advise patients to contact

their healthcare provider immediately if

they suspect they may be pregnant.

If KADCYLA is administered during

pregnancy or if a patient becomes

pregnant while receiving KADG‘I'LA,

immediately report exposure to the

Genentech Adverse Event Line at

1 {BIBS} 335-2555. Encourage women

who may be exposed during pregnancy

to enroll in the MotHER Pregnancy

Registry by contacting 1 {Stiff} 590-5321}.

Pulmonary Toxicity

Cases of interstitial lung disease {ILD},

including pneumonitis, some leading to

acute respiratory distress syndrome or

fatal outcome have been reported in

clinical trials with KADGH'LA. Signs and

symptoms include dyspnea, cough,

fatigue, and pulmonary infiltrates. In

EMILIA, the overall frequency of

pneumonitis was 1.2%.

Treatment with KADCTLA should be

permanently discontinued in patients

diagnosed with ILD or pneumonitis.

Patients with dyspnea at rest due to

complications of advanced malignancy

and comorbidities may be at increased

risk of pulmonary events.

Infusion-Helated Heactions,

Hypersensitivity Reactions
 

Treatment with KADCYLA has not been

studied in patients who had trastuzumab

permanently discontinued due to

infusion—related reactions {IRR} andior

hypersensitivity; treatment with

KADCYLA is not recommended for these

patients.

Infusion—related reactions, characterized

by one or more of the following

symptoms — flushing, chills, pyrexia,

dyspnea, hypotension, wheezing,

bronchospasm, and tachycardia — have

been reported in clinical trials of

KADCYLA. In the randomized trial, the

overall frequency of IRRs in patients

treated with KADCYLA was 1.4%. In most

patients, these reactions resolved over

the course of several hours to a day after

the infusion was terminated.

KADCYLA treatment should be

interrupted in patients with severe IRR

and permanently discontinued in the

event of a life—threatening IRR. Patients

should be observed closely for IRRs

especially during the first infusion.

Dne case of a serious,

allergicianaphylactoid-like infusion

reaction has been observed in clinical

trials of single— agent KADCYLA.

Medications to treat such re actions, as

well as emergency equipment, should

be available for immediate use.

Thrombocytopenia

Thrombocytopenia was reported in

clinical trials of KADCYLA. The majority

of these patients had Grade 1 or 2

events [-—.: LLN to 3: Sflgflflflimmj} with the

nadir occurring by day 8 and generally

improving to Grade I] or 1 [z Tiflflfl

.Immfl} by the next scheduled dose. In

clinical trials of KADCYLA, the incidence

and severity of thrombocytopenia were

higher in Asian patients. Independent of

race, the incidence of severe

hemorrhagic events in patients treated

with KADCTLA was low.

In EMILIA, the incidence of 3- Grade 3

thrombocytopenia was 141.5% in the

KADG‘fLA—treated group and {1.11% in the

comparator group. In Asian patients, the

incidence of l: Grade 3

thrombocytopenia was 415.1% in the

KADCYLA group and 1.3% in the

comparator group.

Monitor platelet counts prior to initiation

of KADCYLA and prior to each KADCYLA

dose. KADCYLA has not been studied in

patients with platelet counts 5

1I]II],I]i.]I].Immj prior to initiation of

treatment. In the event of decreased

platelet count to Grade 3 or greater [c

Eflflflflimmj}, do not administer

KADCYLA until platelet counts recover to

Grade 1 [z- ir'fiflflflimmfl}. Patients with

thrombocytopenia [:1 1flfl,flflflimm3} prior

to initiation of KADCYLA and patients on

anti-coagulant treatment should be

closely monitored during treatment with

KADCYLA.

* Neurotoxicity
Peripheral neuropathy, mainly as Grade

1 and predominantly sensory, was

reported in clinical trials of KADCYLA. In

EMILIA, the incidence of 2- Grade 3

peripheral neuropathy was 2.2% in the

KADCYLA—treated group and '[1.2% in the

comparator group.

KADCYLA should be temporarily

discontinued in patients experiencing

Grade 3 or 4'1 peripheral neuropathy until

resolution to 5 Grade 2. Patients should

be clinically monitored on an ongoing

basis for signsisymptoms of

neurotoxicity.

HEH2 Testing

Detection of HER2 protein

overexpression or gene amplification is

necessary for selection of patients

appropriate for KADCYLA therapy

because these are the only patients

studied for whom benefit has been

shown. Assessment of HER2 status

should be done using an FDA—approved

test performed by laboratories with

demonstrated proficiency.

In the randomized study, patients with

breast cancer were required to have

evidence of HER2 overexpression

defined as 3+ IHG andior FISH

amplification ratio E- 2.II] assessed by a

validated test.

Extravasation

In KADCYLA clinical studies, reactions

secondary to extravasation have been

observed. These reactions, observed

more frequently within 241 hours of

infusion, were usually mild and

comprised of erythema, tenderness, skin

irritation, pain or swelling at the infusion

site. The infusion site should be closely

monitored for possible subcutaneous

infiltration during drug administration.

Specific treatment for KADCYLA

extravasation is unknown.

Use in Specific Populations

Nursing Mothers

It is not known whether KADGTLA

specifically is excreted in human milk,

but IgG is known to be excreted in

human milk. Because many drugs are

excreted in human milk and because of

the potential for serious adverse

reactions in nursing infants, a decision

should be made whether to discontinue

nursing or discontinue KADCYLA, taking

into account the importance of the drug

to the mother.

Adverse Events

Adverse Heactions

The most common NGI—CTCAE [version

3} ARs Grades 23 [frequency 32%} were

thrombocytopenia, increased

transaminases, anemia, hypokalemia,

peripheral neuropathy, and fatigue.

You are encouraged to report side

effects to Genentech and the FDA. You

may contact Genentech by calling

1 [333} 335-2555. ‘fou may contact the

FDA by visiting 1IIIIIIHIII'IIHIIIII'.fda.goilluIrmedwatch

or calling 1 {Still} FDA-108:3.

Please see accompanying full

Prescribing Information for additional

important safety information, including

Boxed WARNINGS.
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Text Box
Page Name: Important Safety Information Page Title: Important Safety Information | KADCYLA® (ado-trastuzumab emtansine) Meta Description: Read important safety information about KADCYLA® (ado-trastuzumab emtansine).KADCYLA® (ado-trastuzumab emtansine), injection for intravenous use, as a single agent, is indicated for the treatment of patients with HER2-positive (HER2+), metastatic breast cancer (MBC) who previously received trastuzumab and a taxane, separately or in combination. Patients should have either: Received prior therapy for metastatic disease, or Developed disease recurrence during or within six months of completing adjuvant therapy. Important Safety Information: Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYOFETAL TOXICITY: Do Not Substitute KADCYLA for or with Trastuzumab, Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with KADCYLA. Monitor serum transaminases and bilirubin prior to initiation of KADCYLA 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 ventricular ejection fraction (LVEF). Evaluate left ventricular function in all patients prior 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 risks and the need for effective contraception. The following additional serious adverse reactions have been reported in clinical trials with KADCYLA: Interstitial Lung Disease (ILD), including pneumonitis, some leading to acute respiratory distress syndrome or fatality: KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis, Infusion-related reactions (IRR), Hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR and permanently discontinued in the event of a life-threatening IRR, Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose modifications as appropriate, Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to ≤ Grade 2, Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration during drug administration. Additional Important Safety Information: Detection of HER2 protein overexpression or gene amplification is necessary for selection of patients appropriate for KADCYLA therapy, Nursing mothers: Discontinue nursing or discontinue KADCYLA taking into consideration the importance of the drug to the mother, The most common adverse drug reactions (frequency > 25%) across clinical trials with KADCYLA were fatigue, nausea, musculoskeletal pain, thrombocytopenia, headache, increased transaminases, and constipation. You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-888-835-2555. You may contact the FDA by visiting www.fda.gov/medwatch or calling 1-800-FDA-1088.   
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Indication

I'l'.'.ADIZI"|"LA= "i [ade—trastuzumab emtansine}, as a
single agent, is indicated for the treatment of patients

with HERE—positive [HER2+}, metastatic breast cancer

[MBCI who previously received trastuzumab and a

taxane, separately or in combination. Patients should

have either:

* Received prior therapy for metastatic disease, or

* Developed disease recurrence during or within

six months of completing adjuvant therapy

Important Safety Information

Boxed WARNINGS: HEPAT’ICIIITIIIIIIIIIICIT"'|“',r

CARDIAC T’lCIIIIMIICIT‘li‘l,r EMBRVD-FEI'AL

TIIIIIIMIICIT‘II“r

* Do Not Substitute IEADC‘I'LA for or with

Trastuzumab

* Hepatotexicity: Serious hepatetexicity has been

reported, including liver failure and death in

patients treated with IEADC‘I'LA. Monitor serum

transaminases and bilirubin prior to initiation of

IEADC‘I'LA treatment and prior to each IEADC‘I'LA

dose. Reduce dose or discontinue IEADCYLA as

appropriate in cases of increased serum

transaminases or total bilirubin

* Cardiac Toxicity: IEADCYLA administration may

lead to reductions in left ventricular ejection

fraction [LVEFL Evaluate left ventricular function

in all patients prior to and during treatment with

IEADCTLA. Withheld treatment for clinically

significant decrease in left ventricular function

* Embryo-Fetal Toxicity: Exposure to IEADC‘I'LA

can result in embryo-fetal death or birth defects.

Advise patients of these rislts and the need for

effective contraception

The following additional serious

adverse reactions have been reported

in clinical trials with KADCVLA:

* Interstitial Lung Disease {ILD}, including

pneumonitis, some leading to acute respiratory

distress syndrome or fatality: KADC‘r'LA should

be permanently discontinued in patients

diagnosed with ILD er pneumonitis

* Infusion—related reactions {IRR}, Hypersensitivity:

ICADCTLA treatment should be interrupted in

patients with severe IRR and permanently

discontinued in the event of a life—threatening

IRR

* Thrembecytepenia: Monitor platelet counts prior

to initiation of ICADCTLA and prior to each dose.

Institute dose modifications as appropriate

* Peripheral neurepathy: ICADC‘fLA should be

temporarily discontinued in patients

experiencing Grade 3 or A peripheral neuropathy

until resolution to 5 Grade 2

* Reactions secondary to extravasatien: The

infusion site should be closely monitored for

possible subcutaneous infiltration during drug

administration

Additional Important Safety

Information:

* Detection of HERE|l protein everexpressien or

gene amplification is necessary for selection of

patients appropriate for ICADC‘r'LA therapy

* Nursing mothers: Discontinue nursing or

discontinue KADC‘I'LA taking into consideration

the impe rtance of the drug to the mother

* The most common adverse drug reactions

[freq ue ncy : 25%]: across clinical trials with

KADC‘fLA were fatigue, nausea, musculeslteletal

pain, thrembecytepenia, headache, increased

transaminases, and constipation

You are encouraged to report side effects to Genentech

and the FDA. Teu may contact Genentech by calling

1 {SEE} 335-2555. You may contact the FDA by visiting

www.fda.gev!medwatch or calling 1 [311111 FDA-1033.

Please see accompanying full Prescribing Information

for additional important safety information, including

Boxed WARNINGS.
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