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Indication

KADCYLA' "I tado—trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HER2—positive
tHER2+]I, metastatic breast cancer tMBC} 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 lnforrnation

Boxed WARNINGS: HEPATDTCII'XICIT’t"r CARDIAC TOXICITY. EMBRYO-FETAL TOXICITY

. Do not substitute KAD-DYLA for or with trastuzumab

a Hepatotorticity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

KADCYLA. Monitor senlm transaminases and bilinrbin prior to initiation of KADCYLA treatment and prior to each

KADCYLA dose. Reduce dose or discontinue KADCYLA as appropriate in cases of increased senlm transaminases or total
bilimbin

a Cardiac toxicity: KADEYLA administration may lead to reductions in left ventricular ejection fraction [LVEFL Evaluate left

ventricular function in all patients prior to and during treatment with KAD-CYLA. Withheld 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 [LVDJ

" Patients treated with KADCYLA are at increased risk of developing L‘v'D. In EMILIA, L‘v'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 KADCYLA during pregnancy to enroll in the MotHER Pregnancy Registry by contacting
1—800—890—BT2D

Pulmonary Toxicity

*' Cases of interstitial lung disease tILD}, 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 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 IlIFlR} 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 1.4%

' KADCYLA treatment should be interrupted in patients with severe IRRs and permanently discontinued in the event of a

life—threatening IRH. Patients should be closely monitored for IRRs, especially during the first infusion

Hemon'l'rage

’ Hemorrhagic events, sometimes fatal, have been reported in clinical trials. In EMILIA, the incidence of :_- Grade 3

hemorrhage was 1.8% in the KADCYLA-treated group and 0.8% in the comparator group toverall incidence 32.2% and

18.4%, respectively}

* In some of the observed cases the patients were also receiving anticoagulation therapy or antiplatelet therapy, or had

thrombocytopenia; in others, there were no known additional risk factors. Use caution with these agents and consider

additional monitoring when concomitant use is medically necessary

Thrombocytcpenia

’ In EMILIA, the incidence of a Grade 3 thrombocytopenia was 14.5% in the KADCYLA-treated group and 0.4% 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 a Grade 3 peripheral neuropathy was 2.2% in the KADCYLA—treated group and 0.2% in the

comparator group toverall incidence 21.2% and 13.5%, respectively}

‘- Monitor for signs or symptoms of neurotoxicity. KADC'YLA should be temporarily discontinued in patients experiencing

Grade 3 or4 peripheral neuropathy until resolution to 5 Grade 2

HER2 Testing

‘ Detection of HEH2 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 imponance of the drug to the mother

Adverse Reactions

* The most common tfreouency :25%} adverse drug reactions tADFt} across clinical trials with KADCYLA were nausea,

fatigue, musculoskeletal pain, hemorrhage, thrombocytopenia, increased transaminases, headache, constipation, and

epistaxis. In EMILIA, the most common NCI-CTCAE tversion 3} a Grade 3 ADRs {frequency s2%} 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—888—835—2555.

You may contact the FDA by visiting www.fda.govfmedwatch or calling 1—SDD—FDA—1088.

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

KADCYLA Access Solutions

2,, .1 Kadcgla’" Access Solutions
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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

' Provide free medicine to qualified uninsured patients who meet specific financial and medical criteria through the

Genentech' Access to Care Foundation iGATCF}

’ Individualize services to meet your patients' specific needs

A permanent J-code is available for KADCYLA reimbursement. Click here for more information.

To speak live with one of our specialists, call 1 (888} 249-4818. You can also visit Genentech-AccesscomeADCYLA for more
information.

Additional resources

' Get KADCYLA Access Solutions information

" See the latest list of distributors

* Download the KADCYLA Material Safety Data Sheet

The KADCYLA and Access Solutions logos are registered trademarks of Genentech, Inc.

Home Contact Us Site Map Important Safety Information Privacy Policy Terms and Conditions
Genentech.1 Mr.- m-lir-J c-II' the Reva..- ria'l cup

{El 2814 Genentech USA, Inc. All rights reserved. This site is intended for US residents only.
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0 Important Safety Information

. please read

Important Safety Information _ ' View“,

Boxed WARNINGS: HEPATOTOXICITY, CARDIAC

TOXICITY, EMBHYO-FETAL TOXICITY

' Do not substitute KADC‘H'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 biiirubin prior to initiation of

KADC‘H'LA treatment and prior to each KADC‘I’LA dose. Heduce dose or discontinue KADC‘II'LA as

appropriate in cases of increased semm transaminases or total bilirubin

‘ Cardiac toxicity: ILADCVLA administration may lead to reductions in left ventricular eiection

fraction iL‘u’EF]. Evaluate left ventricular function in all patients prior to and during treatment

with ICADCTLA. 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 risks and the need for effective contraception

Additional Important Safety Information
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W Important Safety Information

Left Uentriculat Dysfunction {LED}

' Patients treated with KADEVLA are at increased risk of developing Lift]. in EMILIA, L‘v'D occurred

in 1.8% of patients in the Jrill-"u.IIIIIE't’Liili-treated group and in 3.3% in the comparator group.

Permanentiy discontinue mocvm if LVEF has net improved or has declined further

Pregnancy Hegistry

' Advise patients to contact their healthcare provider immediately if theyr suspect theyr may be

pregnant. Encourage women who may be exposed to KADCYLA during pregnancy to enroll in

the MotHEFi Pregnancy Registry by contacting i—EflD-EED-EHD

Puimon ary Toxicity

' Cases of interstitial lung disease llLD}, including pneumonitis, some leading to acute respiratory

distress syndrome or fatal outcome, have been reported in clinical trials with KADC‘ELA. In

EMILlA, the overall frequency of pneumonitis was 1.2%

' Treatment with EADCVLA should be permanently discontinued in patients diagnosed with ILEII

or pneumonitis

lnfusion-Fielated Reactions, Hypersensitivity Reactions

l 'l-___J.____J.....'J.l_ Infill-1211.." A l___ __.a.l____ _J..._l:__l.:_ __l.:__l._ ...I__ L—Jl.___l..._-.___l_ __..______l.l..
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. please read

' Treatment with RADCVLQ has not been studied in patients who had trastuzumah permanentlv ViEW HOW

discontinued due to infusion-related reactions {IFiF-ll andr'or hvpersehsitivitv reactions; treatment

with KADCVLA is not recommended for these patients. In EMILII—‘i. the overall frequency-r of lHHs

in patients treated with moons was 1.4%

' KADC‘ELA treatment should loe interrupted in patients with severe lFlFis and permanentlv

discontinued in the event ofa life-threatening lFiFi. Patients should he closelv monitored for

lF-lFts. especiallv during the first infusion

Hemorrhage

' Hemorrhagic eventsr sometimes fatal, have loeen reported in ctinical trials. In EMILIA, the

incidence of E lGrade 3 hemorrhage was 1.8% in the KADETLA-treated group and BIBS”:- in the

comparator group [overall incidence 32.2% and Edith, respectiveiv]

' in some of the observed cases the patients were also receiving anticoagulation therapv or

antiplatelet therapv, or had thromloocvtopenia; in othersr there were no known additional risk

factors. Use caution with these agents and consider additional monitoring when concomitant

use is medicallyr necessary.r

Th romh ocv'to penia

' in EMILIA, the incidence of 2 Grade 3 thrombocvtopenia was 14.5% in the MDCYLA-treated

Contact a Fle 5

Learn more about MDCYLfl. Access tools and information 1 Fieview significant survival results and the adverse reaction profile
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W Important Safety Information

Thromhocvtopenia

‘ In EMlLIA_ the incidence of 2 IGrade 3 thrombocytopenia was “14.5% in the KADCYLA-treated

group and 0.4% in the comparator group {overall incidence 31.2% and 3.3%, respectively]

‘ Monitor platelet counts prior to initiation of KADCYLA and prior to each KADC‘r'LA dose.

Institute dose modifications as appropriate

Meurotoxic'rty

‘ In EMILIA, the incidence of 2 Grade 3 peripheral neuropathi.r 1iiras 2.2% in the KASCTLA-treated

group and lEl.2% in the comparator group {overall incidence 21.2% and 13.5%, respectively}

* Monitor for signs or symptoms of neurotoxicitir. moons shouid be temporarily discontinued

in patients experiencing Grade 3 or 4 peripheral neuropathy until resolution to a Grade 2

HEFi2 Testing

" Detection of HEFi2 protein overexpression or gene amplification is necessary for selection of

patients appropriate for KADCYLA. Perform using FDA—approved tests by laboratories with

demonstrated proficiency

Extraua sation

._ . = -;| information

sl'lt Support

please read

;' !' :.' View now

Learn more about MDCVLA. Access tools and information 1 Review significant so nriiral results and the adve rse reaction profile
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0 Important Safety Information

Extra va sation

' in MDCTLA clinical studies, reactions secondary.r to extravasation have been observed and were

generaitv mild. The infusion site should he closetv monitored for possible subcutaneous

infiltration during drug administration. Specific treatment for KADCTLA estravasation is

unknown

Nursing Mothers

' Discontinue nursing or discontinue KADCTLA, talring into consideration the importance of the

drug to the mother

Adverse Heactio ns

‘ The most common {frequencyr sEE'E-El adverse drug reactions lADFl] across ciinical trials with

l‘Ll-‘iDC‘r'LA were nausea, fatigue, musculoslteletal pain, hemorrhage, thromhocvtopenia,

increased transamirrases, headache, constipation, and epistaxis. in Ei'v'llLlA, the most common

NCI-CTCAE [version 33 2 Grade 3 ADHs {frequencv flee! were thromhocvtopenia. increased

transaminases. anemia, hvpoltalemia, peripheral neuropathv. and fatigue

You are encouraged to report side effects to IGenentech and the FDA. "i’ou mar,-r contact Genentech lav

calling 1-833-835-2555. ‘r’ou mav contact the FDA lav visiting www.fda.govfmedwatch or calling
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infiltration during drug administration. Specific treatment for KADC‘ELA exti'ayasation is

unknown

hiursing Mothers

' Discontinue nursing or discontinue iiADC‘fLA, taking into consideration the importance of the

drug to the mother

Adyerse Fleastio ns

' The most common {frequency 3259’Ei adyerse drug reactions [ADH] across ciinical trials with

KADCTLA were nausea, fatigue, muscuioslreletal pain, hemorrhage. thi'omhocytopenia,

increased transaminases. headache, constipation, and epistaxis. In EMILIA, the most common

NCI-CTCAE [yersion 3i 2 Grade 3 ADHs {frequency 2-29-53 were thromhocytopenia, increased

transaminases. anemia. hypoiialernia, peripheral neuropathy. and fatigue

You are encouraged to repoit side effects to Genentech and the FDA. You may contact Genentech by

calling 1-883-835-2555. ‘r‘ou may contact the FDA by yisiting www.fda.goyfmedwatoh or calling

1-BDfl-FDA-ifl33.

Please see accompanying full Frescn'hing Information for additional important safety information,

including Boxed WARNINGS.

_.-|.-'_'iI

-j__| Information

!

. please read

View now

Learn more about KADCH’LA. Access tools. and information 1 Fieyiew significant suryiyal results and the adyerse reaction profile

Click below for en demonstrated in the Phase ill EI‘u'liLiA trial.

appointment with a clinical ' Featured: :1 Learn more

oncology specialist. Dosing gt
a Administration Guide a

a Contact us

-

M Indication
li'iAlIZIIE‘r'LA3 ":1 iado—trastuzurnab emtansine}, as a single agent, is indicated for the treatment of patients with HEHE-positiye

 
IMMUNOGEN 2228, pg. 13

Phigenix v. Immunogen
|PR2014-00676



IMMUNOGEN 2228, pg. 14 
Phigenix v. Immunogen 

IPR2014-00676

g TILFsilliUrnluliUIsis in:
M Ilealthnare Professionals

3:) Kadcgla"

  
 “minimum; Sllpptlr‘
 :- WVU‘

slmmmr Safety FirsI!Balu'e \«uu su-lwulurirw- [$905! rest:so: can umvmump -v.m now

  
.- pmpumd mm

The first ntibadg-drug conjugate for the

treatment of HERE-positive [HER2+]

metastatic breast cancer [M BC]

Flew Proposed Mechanism auction

Contact a Representative Tech; at Resources Ciinical Dan Rumble
Learn more emu! muck; kc". ml: and inhurn Ilion . leaw slurllflua'll sulvlval :25qu; and 1h: advelul mum-1 plullle
LIMA beluw Im an demnnnrmlnd I" the Phase III FMII In Hifll
Mll'lnimmenl wlrhn rl:n:rJI| ' l'ealured'.
orxa'ml’ SDEclelkt ” Dosing &. can.“ u, Minimum-«Inn fiuldel

.. Lenin mule

E Indication
KADCYLA‘ I“ lade-traetuzumab emunsinel. as a single agent. I! indicated for the treatment 0! patients with HERE-positive

IMMUNOGEN 2228, pg. 14

Phigenix v. Immunogen
|PR2014-00676



IMMUNOGEN 2228, pg. 15 
Phigenix v. Immunogen 

IPR2014-00676

O This iniormation is for ' .. ' .= ‘ .- fl I'M-rush! fm upnara:
M Healthcare Froieseionels ' i U: iull Pm rimnglnfc-rmancm  

Resoulcee Patient Supper! u 1lie| design

  
-» mere” survival unone-m smugio- .o-me 'eed. ainr mm .mommmn . ulmm
» ngressIDn-ivee:uwwrll

u mum-1m:
response rale

.W dg-drug conjugate for them:pun=a-

“WWW" ERZ-positive [H ER2+]adverse reaction
plans..-

ast cancer [NBC]and Ireetment
rhumnhmuhum:

o Overall summer.- Flew Pmpnsed Mechanism auctionof advetse
"NIKI‘IIHIE.

9 Important safety-. I r :' .
Bentnct n Representative Tools 8: Resourees n or.“ 10."...— FDelhi! Avnllu ble[min mm nhmn ”new .r. A“... [MI- ""1 Inpnmnm... . “anew signiilce n: iurv-vel mum Md “1: animals: mac-Jon profile

tuck below for :1 ilenrmlelle'md m In: Plieue III EMILIA :nol
nwul'llmel'l w|:h e cilnluel Fem-mat:
oneelow finee-eliae no,” a.Aflllliuirlleliun Guide I

u LGm mole
unnmnu IIA

Er lndieation
KflDCYl h! l‘: lildn |I.'I.-:llmlnl.'lh I‘Iniilnrillllrl . :enuh: .‘llllllll I!- Indlcilh-il im ”l0 Illiillmlml u: millnnh: wllh HI'H? IIHE'IIIIII'IE

IMMUNOGEN 2228, pg. 15

Phigenix v. Immunogen
|PR2014-00676



IMMUNOGEN 2228, pg. 16 
Phigenix v. Immunogen 

IPR2014-00676

This information is for 1' , M Fra-nmtar rm llflfl
Healthcare Protessionals . ' J. um full Prennt-Ing Informant-n

(mi-emu .- n r . ‘
lulmrnillinn . .; g I “”m‘” I‘m“ MlFIWI'I» Preparing and

arming mmvm Hilllalv Hui".uefbre \'=u n. Explorflln. alum need
» Mminislering :mle mmimrnutim . Ulew lmwKADCVLA

  
  

  
The first antibody-drug conjugate for the

treatment fHERE-posi ive [HER2+]

metastatic breast cancer [MBC]

Vlaw Prnpnsnd Nil: hanlsm of Amen

Contact a Representative Taols 8: Restaurant; clinical Data Available
um more nhnIII. Kancw A 11ml: modal mi rnlnmmsm . I'le'vlew 9n1ificen1 wrxiwal mum an: the adverie reyJucn aro‘ile
Click below .‘m an darnmmraled In His Phase III tMlLlI'Llnal.

'DWIIIII‘IUDI wen u sllnlua: . Fla-maul:
nnnnlnw gnu-Jim u ”all" a.. comm u, Adnliwisllaljml uniu. .

»Learn more

Ei Indication
xnnrm M "'3 (min|r.'|::ll|run|.'|'||umlinmiml-L:I:.:I:'.IrI!‘J|-:I!|1-nl,u. Indnmlml for mu “manual “I pun-um: wm. Hi—H': mum“

IMMUNOGEN 2228, pg. 16

Phigenix v. Immunogen
|PR2014-00676



IMMUNOGEN 2228, pg. 17 
Phigenix v. Immunogen 

IPR2014-00676

a This infnrmatSnn is in! I: a“ Fleaister fa.- update-a
M Healthcare Protessionals . ' Inf matiarl

Patient Support

   
n owa aaional L

Resources and '

Duwrllmnlir: :0 D4565: read
ator‘ . VIew now

» Contact a
Heplaaamaliva

The first antibody-drug conjugate for the

treatment of HER2-positive [HER2+]

metastatic breast cancer [M BC]

Vim Prepoaaa Machamsm auction

Contact a Representative Tools at Heseurcea Clinical Data Available
" Inn-n mum “ham Kannw .1 neg-.1. ml, ""1 Nun-Mum. Review signifies 1! sumvat results and '.he adverse reaction profile

Clwl baluw In: an fiemflnarrnlnfl In the Plum: [II l-Mll In lmll
aflpnimrnanl with n chm." I'eawred:‘ . n Laarll IIIDI!omomr Specuallil Boxing's
uflon‘ac! ua flfllllilliallaliun Guide I

E Indication
KADCYLA' "I iaan-uastuzumab emra nslne]. aa a alngle age nt, i5 Indicaled for the treatment oi patients with HEM-positive

 

IMMUNOGEN 2228, pg. 17

Phigenix v. lmmunogen
lPR2014-00676



IMMUNOGEN 2228, pg. 18 
Phigenix v. Immunogen 

IPR2014-00676

O This illlugriautiwl is FUI . .
M Ilaalihnam Prolasrinnals. _ ' ' : Irlsc-rrnahon

TaKadCyla. Clinical timing andNmut imam A ulna-m F....;..m:

  
 E-ZlG-I'EllL-EJF'EZ-i'TTEI‘S'E'e : Inhmlnllon _Mmlnlatrallan

u Financial Support '

  
Sale! In: “an Pulmuln;finfnm mm mm :-

wa alts: aura” I: Patient supportline

The first antibody-drug conjugate for the

treatment of HERZ-posltive [HER2+]

metastatic breast cancer [MBC]

View Proposed Mechanism of action

Contact a chmwflutivc Tools 8: Resources Clinical Data Available
1“... mum mum mufi'm_ A”... IWI. Md i.‘.,..,.,fim.. Hana.» ainnlhmnrallwiwll manna nnd nu- IH‘UEIM rennhnn nrellllrClick human ‘or III delllulwlrelnl In lib: Plume III tMILM |I:al
auwlulnwnlmih svllnlunl Fem-rad!
nnnnlnm ”mun.“ Dusting aMminillraliml cm. .

2. Learn more
I. Comm III

IMMUNOGEN 2228, pg. 18

Phigenix v. Immunogen
|PR2014-00676



IMMUNOGEN 2228, pg. 19 
Phigenix v. Immunogen 

IPR2014-00676

 

II This information IS for j . ii Go to Patients 5:. Contact a M HEQISIE' ID" UF’EIBIES

 M Healthcare PfOIBSSIOI’IaIS m Caregivers site Representative i. View full Prescribing Information

'1! j I»' 'l —- Kadcyla About KADCYLA Clinical Dosing and Resources Patient St: ort
HdU'IffiSILLZiJmEIJ EITIIEIIISIII Information Administration PP

Safety First!
Before you stan exploring. please read

About KAD CYLA side effect information. nVIew now

IHTHIS SEETIDH

KADCYLA Stmcture Proposed MOA

The first HERZ-targeted ADC

KADCYLA: A single agent with 3 components”

Trastuzumab

\ {monoclonal antibody}

DM1*

{cytotoxic maytansinoid}

MCC*
{stable linker}

 
In preclinical studies

KADCYLA maintains the HER2 suppression and KADCYLA deIivers cytotoxic DM1 to target

anticancer activities of trastuzumab' HERZ-expressing ceIIs

1- Suppresses downstream signaling pathways to I Many normal cells express HER25. . . . . . 1,-1

Inhibit tumor cell proliferation and survival _ Some cancer cells overexpress up to 200 times

- Triggers antibody-dependent cell-mediated more HER? than normal cells

WIDIDXICIW IADCCII I Provides cytotoxicity previously unavailable for

- Inhibits HER2 shedding‘ clinical USE”
— DM1, a maytansinoid, is 2G to 200 times more

potent than taxanes and vinca alkaloids;-

! Stabilized in circulation by the MCC linker to release

DM1 inside the target cell1

Next. See Proposed MOA

ADC=antibody- drug conjugate.

E indication
KADCYLA' "I {ado-trastuzumab emtansine}, as a single agent, is indicated forthe 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

0 important Safety information
Boxed WARNINGS: HEPATOTOXICITY. CARDIAC TOXICITY. EMBRYO-FETAL TOXICITY

- Do not substitute KAD-CYLA for or with trastuzumab

- Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

KADCYLA. Monitor serum transaminases and bililubin prior to initiation of KAD-CYLA treatment and prior to each

KADCYLA dose. Reduce dose or discontinue KADCYLA as appropriate in cases of increased semm transaminases or total
bilimbin

» 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 KAD-CYLA. Withhold treatment for clinically

significant decrease in left ventricular function

. Embryo-fetal toxicity: Exposure to KAD-CYLA 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 [LVDI

‘ Patients treated with KADCYLA are at increased risk. of developing LVD. In EMILIA, LVD occurred in 1.8% of patients in the

KADCYLA—treated group and in 3.3% in the comparator group. Permanently discontinue KADC‘I'LA 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—800—890-8220

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 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 trastuzumah permanently discontinued due to

infusion—related reactions {IHR} andfor hypersensitivity reactions; treatment with KADCYLA is not recommended for these

patients. In EMILIA, the overall frequency of lfifis in patients treated with KADCYLA was 1.4%

' KADCYLA treatment should be interrupted in patients with severe IRRs and permanently discontinued in the event of a

life-threatening IRR. Patients should be closely monitored for IRRs, especially during the first infusion

Hemon'hage

' Hemorrhagic events, sometimes fatal, have been reported in clinical trials. In EMILIA, the incidence of :_- Grade 3

hemorrhage was 1.8% in the KADCYLA—treated group and 0.8% in the comparator group {overall incidence 32.2% and

15.4%, respectively}

* In some of the observed cases the patients were also receiving anticoagulation therapy or antiplatelet therapy, or had

thrombocytopenia: in others, there were no known additional risk factors. Use caution with these agents and consider

additional monitoring when concomitant use is medically necessary

Thrombocytopenia

' In EMILIA, the incidence of :_- Grade 3 thrombocytopenia was 14.5% in the KADCYLA—treated group and 0.4% 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 :_- Grade 3 peripheral neuropathy was 2.2% in the KADCYLA—treated 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 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 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 {frequency :25%} adverse drug reactions {ADR} across clinical trials with KADCYLA were nausea,

fatigue, musculoskeletal pain, hemorrhage, thrombocytopenia, increased transaminases, headache, constipation, and

epistaxis. In EMILIA, the most common NCI-CTCAE {version 3} a Grade 3 ADRs {frequency s2%} 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—888—835—2555.

You may contact the FDA by visiting www.fda.govfmedwatch or calling 1—SDD—FDA—1088.

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

References: 1. KADCYLA Prescribing Information. Genentech. Inc. July 2014. 2. Junttila 'I'I', Li G. Parsons K, Phillips GL, Sliwitowski NIX. Trastuzumab—DMT {T—DMt}

retains all the mechanisms of action of trastuzumab and efficiently inhibits growth of lapatinib insensitive breast cancer. Breast Cancer Res Treat. 2011:123:34?—356. 3.

Verma S. Miles DI, Gianni L, et al: EMILIA Study Group. Trastuzumeb emtansine for HER2-positive advanced breast cancer [published correction appears in NEngiJ

Med. 2013;353:2442]. NEngl'J Med. 2012:3511233-1T31 and Supplementary Appendix. 4. Nahta R, Esteva FJ. Herceptin: mechanisms of action and resistance. Cancer

Lett. 2006;232:1123—1533. 5. Hicks DG, Kulkarni S. Review of biologic relevance and optimal use of diagnostic tools. AmJ Ciin Fatbol'. 2003;129:253—2TS.
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KADC‘I’LA Structure Proposed MGA

The first HERZ—targeted ADC

KADCVLA: A single agent with 3 con'iponel'rts“3

DM1*

{cytotoxic maytansinoidl

Inhibits tubulin polymerisation to induce

cell—cycle arrest and cell death

5* Ernta nsine is the combination of DM 1 , a cytotoxic tt'ta1,.-"tansinoii:1r

and the stable MICE linltei'.

 
In preclinical studies
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KADC‘I’LA Structure Proposed MGA

The first HERZ—targeted ADC

KADCVLA: A single agent with 3 components”

MCC*

[steble linker]

Stebilizes KADCYLA in oirouletion to reieese

DM1 after entering the target cell

 
* En'ttensine is the combination of DM1 , a cytotoxic met-tansinoid, and

the stable MCC linker.

In preclinical studies

KADC‘I’LA maintains the HERE suppression and KADCYLA delivers cytotoxic DM1 to target

anticancer activities of trasmzumab‘ HERE-expressinn cells
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Proposed mechanism of action for KADCYLA, based on preclinical models":2
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Next: See Clinical Infonnation

E Indication
KADCYLA‘ "1 {ado-trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HER2-positive
{HEH2+}, 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

0 Important Safety Infom‘ration
Boxed WARNINGS: HEPATOTOXICIT‘IC CARDIAC TOXICITY: EMBRYO-FETAL TOXICITY

* Do not substitute KADCYLA for or with trastuzumab

v Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

KADCYLA. Monitor senlm transaminases and bilinlbin prior to initiation of KADCYLA treatment and prior to each

KADCYLA dose. Reduce dose or discontinue KAD-CYLA as appropriate in cases of increased senlm transaminases or total
bilinlbin

. 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 KAD-CYLA. Withhold treatment for clinically

significant decrease in left ventricular function

0 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 Infomtation

Left Ventricular Dysfunction [LVDJ

* Patients treated with KADC‘r’LA are at increased risk of developing LVD. In EMILIA, LVD 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 KADCYLA during pregnancy to enroll in the MotHER Pregnancy Registry by contacting
1—800-590—6220

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 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} andtor hypersensitivity reactions; treatment with KADCYLA is not recommended for these

patients. In EMILIA, the overall frequency of IFiFis in patients treated with KADCYLA was 1.4%

* KADCYLA treatment should be interrupted in patients with severe lFiFis and permanently discontinued in the event of a

life-threatening IRR. Patients should be closely monitored for IRRs, especially during the first infusion

Hemon'hage

‘ Hemorrhagic events, sometimes fatal, have been reported in clinical trials. In EMILIA, the incidence of a Grade 3

hemorrhage was 1.8% in the KADCYLA—treated group and 0.8% in the comparator group {overall incidence 32.2% and

15.4%, respectively}

‘ In some of the observed cases the patients were also receiving anticoagulation therapy or antiplatelet therapy, or had

thrombocytopenia; in others, there were no known additional risk factors. Use caution with these agents and consider

additional monitoring when concomitant use is medically necessary

Thrombocyto penia

‘ In EMILIA, the incidence of a Grade 3 thrombocytopenia was 14.5% in the KADCYLA-treated group and 0.4% 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 EIvIILIA, the incidence of a Grade 3 peripheral neuropathy was 2.2% in the KADCYLA-treated group and 0.2% 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 or4 peripheral neuropathy until resolution to 5 Grade 2

HERE Testing

' Detection of HEFi2 protein overexpression or gene amplification is necessary for selection of patients appropriate for

ICADCYLA. Perform using FDA-approved tests by laboratories with demonstrated proficiency

Extravasation

* In KADICYLA 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 {frequency 325%} adverse drug reactions {ADR} across clinical trials with KADCYLA were nausea,

fatigue, musculoskeletal pain, hemorrhage, thrombocytopenia, increased transaminases, headache, constipation, and

epistaxis. In EMILIA, the most common NCI-CTCAE {version 3} 2 Grade 3 ADfis {frequency :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—888—835—2555.

You may contact the FDA by visiting www.fda.govfmedwatch or calling 1-SOD-FDA-1088.

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

References: 1. KAEICYLA Prescribing Information. Genentechr Inc. July 2014. 2. Echeuer W, Friess T. Burtscher H. Bossenmaier B, Endl J, Hassmann M. Strongly

enhanced antitumor activity of trastuzumab and. pertuzumab combination treatment on HEFi2-positive human xenograft tumor models. Cancer Res.
2009;69:9330-9336.
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Indication

' -r'- _ smarts 
KAUCYLA‘" iado—trastuzumao emtansinei. as a single agent, is indicated for the

treatment of patients with HERE-positive {HEH2+i. metastatic breast cancer {MBCI

MBA 1'i.\“ir:Ieo 1iiiirith Audio who previouslv received trastuzumab and a tavane, separatelv or in combination.

Patients should have either:

4' Received prior therapyr for metastatic disease, or

1' Developed disease recurrence during or within sir-r months of completing

adjuvant therapv
 

Important Safety' Information

: Boxed WARNINGS: HEPATDTOXICITY. CARDIAC

a 1liilant to discuss the TOXICITY, EMBRYO-FETAL TOXICITY

EDHTAET A REPRESENTATIVE

KADCYLA proposed
MDA? I Do not substitute KADCYLA for or with trastuzumah

I Hepatotoxicitv: Serious hepatotoi-ticit'gir has been reported. including liver failure

Tall: 10 a topresentative tn Ifiam mum and death in patients treated with KADC‘I’LA. Monitor serum transaminases and
abgut the pmpgggd KADC‘r'LA Mflp. hiliruhin prior to initiation of KADC‘I’LA treatment and prior to each HADC‘I'LA

H Contact Us dose. Fleduce dose or discontinue HADCTLA as appropriate In cases of Increased
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  Important Safety Information

Boxed WARNINGS: HEPATOTOXICITY, CARDIAC

TOXICITY, EMBRYO-FETAL TOXICITY

.- Do not substitute HADCYLA for or with trastuzumab

HADE'I'LA. 
MBA Video 1with Audio

. Hepatotovic'rtv: Serious hepatotovicitv has been reported, including liver failure

and death in patients treated with HADCYLA. Monitor serum transaminases and

biliruhin prior to initiation of KADC‘I'LA treatment and prior to each HADCVLA

close. Fleduce dose or discontinue HADCYLA as appropriate in cases of increased

serum tra nsaminases or total biliruhin

 
EDHI'AETA. REPRESENTATIVE 1- Cardiac toxicity: ICADC‘I‘LA administration mav lead to reductions in left

ventricular ejection fraction lL'leF}. Evaluate left ventricular function in all

patients prior to and during treatment with KADCYLA. Withhold treatment for
1ll'llant to d‘scuss the _ . . . . _ _ .

I clInII::all'1.Ir slgnlflcant decrEase In left ventrlcular functlon
KADETLA proposed

MDA? . Embryo-fetal toxicity: Exposure to KADETLA can result in embrvo-fetal death

or birth defects. Advise patients of these risks and the need for effective

contraception

 
Tall: to a representative to learn more

about the proposed mocha moo. Addltlflflfll |mpgrtant Safety Information
n Contact Us
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  _ Additional Important Safety Information

Left Ventricular Dysfunction lLUDl 
I Patients treated 1with KADCYLA are at increased rislt of developing LVD. In

MGR “idea With Audlfl EMILIA, Lyo occurred in 1.3% of patiEr'Its in the HADCYLA-treeted group and in

3.3% in the comparator group. Permanently discontinue KADCYLA if LiuiEF has

not improved or has declined further

Pregnancy Registry 
1' Adyise patients to contact their healthcare provider immediately if they suspect

they may be pregnant. Encourage women who may be exposed to KADCYLA

EDHTAETA. REPRESENTATIVE during pregnancy to enroll in the MotHEFt Pregnancy Registry by contacting

i 1 access—ates
Want to discuss the _ _

a mocym proposed Pulmonary Toxicity
MDA?

I Cases ofinterstitial lung disease llLD]. including pneumonitis. some leading to

acute respiratory distress syndrome or fatal outcome, have been reported in

Tall: m a representative m learn mung clinical trials with HADCTLA. In EMILIA. the overall frequency of oneumonitis
about the proposed KADCYLA MBA W35 1 2%

a Contact Us
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Infusion-Related Reactions. Hypersensitivity Reactions' r“ Kant-nu 

1! Treatment with KADCVLA has not been studied in patients who had trastuzurnab

permanently discontinued due to infusion-related reactions ilFlFii andfor

MBA VidEfl with Audio hypersensitivity reactions; treatment with KADCTLA is not recommended for

these patients. In El'v'llLli'i'I.I the overall frequency of lFle in patients treated with

HADCTLA was 1.4%

I fiADfiTLA treatment should be interrupted in patients with severe IHFis and

permanently discontinued in the event of a lifevth reatening IFIH. Patients should

be closely monitored for lFle, especially during the first infusion

 
cement REPRESENTATIVE Hemorrhage

I I Hemorrhagic events. sometimes fatal. have been reported in clinical trials. In
Want to discuss the EllulllLlifill.r the incidence of a Grade 3 hemorrhage was 1.3% in the KADCVLA-

a KADETLA proposed treated group and {1.3% in the comparator group {overall incidence 32.2% and
MDA? 15.4%, respectively]

1' In some of the observed cases the patients we re also receiving anticoagulation

Tall: m a representative m learn mum therapy or antiplatelet therapy, or had thrombocytopenia; in others, there were

about the proposed KADCH'LA MBA no known additional risk factors. Use caution with these agents and consider

a cunt“: Us additional monitoring when concomitant use is medically necessary

II can —case
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I In some of the observed eases the patients were also reoeiuing antiooagulation

therapi..nr or antiplatelet therapy. or had thrornpooutopenia; in others. there were

no known additional risk iaotors. Lise oa ution with these agents and consider

additional monitoring when oonoornitant use is rnedioallv neoessaru

' r“ HhEIE'I'Ut 
MBA Video 1l.-.rith Audio

Thromhoovtopenia

I In EMILIA, the inoidanoe ot a Grade 3 thrornbooutopenia was 115% in the

KADCYLA-treated group and 9.4% in the oomparator group {overall inoidenoe

31.2% and 3.3%. respeotiuelul 
I Monitor platelet oounts priorto initiation of KADCYLA and priorto eaoh

KADCYLA dose. Institute dose rnodifioations as appropriateEUHTAETA. FtEF'HESEHThTWE

I'tleurotottioittlr
1tl'lu'ant to disouss the

KADETLA proposed I In EMILIA. the incidence of a Grade 3 peripheral neuropathy was 2.2% in the
mag? KADCYLA-treated group and fl.2% in the oornpa rator group {overall inoidenoe

21.2% and 13.5%, respectively}

. I Monitor for signs or symptoms of naurotoxioitv. KADCYLA should be temporarily
Talk to a representative to learn more _ _ _ . _ . . J

about the pmpgged KADCH'LA MBA discontinued In patronts Experiencing Grade 3 or 4 parlphEral neuropathtr until
resolution to 5 Grade 2

a Contact Us
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. Monitor for signs or symptoms of neurotosiciw. KADCVLA should be temporarily

discontinued in patients experiencing Grade 3 or 4 peripheral neuropathg untii

resolution to a Grade 2

' r“ sans-nu 
MBA Video 1with Audio HEFI2 Testing

I Detection of HERE protein overespression or gene amplification is necessary for

solaction of patiems appropriate for KADC‘T'LA. Fariorrn using FDA-approved

tests by laboratories with demonstrated proiicienct»r 
Eatravasation

1' In KADC’Y’LA clinical studiesI reactions secondaryr to extravasation have been
common esresssnmws _ _ _ _ _

observed and were generally:r rnlld.The Infuslon site should be closelyr monitored

| for possible subcutaneous infiltration during drug administration. Specific
Want to d'S'GUSS “1'3 treatment for KADCTLA extravasation is unknown

KADETLA proposed

MGM Nursing Mothers

1' Discontinue nursing or discontinue i'LEl.lZlI.'L“'r'Lil-iiI taking into consideration the

Talk to a representative to learn more ‘lm [30.13.1133 of the drug ID the mmher
about the proposed KADCYLA MBA

.. Euntm Us Adverse Reactions
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Want to discuss the
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I In KADC‘FLA clinical studies, reactions secondary to extravasation have been

obsErrved and were ganerally mild.The infusion site should be closely monitored

for possible subcutaneous infiitration during drug administration. Specific

treatment for KADC‘FLA estravasation is unknown

Nursing Mothers

I Discontinue nursing or discontinue KADCTLA, taking into consideration the

importance of the drug to the mother

Adverse Reactions

I The most common [frequency :EE'i-Ei adverse drug reactions [ADE] across clinical

trials with KADC'Y'LA were nausea, fatigue, musculoslteletal pain, hemorrhage,

th rombocytopenia, increased transaminases, headache, constipation, and

epistasis. In EMILIA, the most common NCI-CTCAE {version 3] a Grade 3 ADHs

{frequency :rEEiE} were th rombocytopenia, increased transaminases, anemia,

hypoltalemia, peripheral neuropathy, and fatigue

‘r'ou are encouraged to report side effects to Genentech and the FDA.‘1’ou may

contact lGenentech by calling 1-333-335-2555.?ou may contact the FDA by visiting

wwwfdagcvt'medwatch or calling 1-BUfl-FDA-1DEIB.

F0225“ IDES-E

 Next: See Clinical Information
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- Develeped diss sse recurrence during er within silt n'ienths of completing editivanttii era-pg 
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E Indication
li'li'fi.[.‘ll'.'l"ii'Li'3i3 "1 lado—trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HERE—positive
{HEH2+}, metastatic breast cancer {MEG} who previouslv received trastuzumaia and a taxane, separatelv or in combination. Patients

should have either:

‘ Received prior therapiir for metastatic disease, or

‘ Developed disease recurrence during or within sis: months of completing adjuvant ti'ierapn'iir
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Safety First!
Before you start exploring. please read

side effect information. no ‘v'iew now

Clinical Information

'"TH'SSEET'U" Demonstrated benefit in a well-designed clinical trial
EMILIA Overview

Trial design
Efficacy and safety were demonstrated in HERZ-positive IHER2+}

metastatic breast cancer IMBC) patients previously treated with

Clinical Efficacy Results trastuzumab and a talitane1
Orv || ' |

r era surviva tThe EMILIA trial was a large {Nzflfl‘l 1', Phase III, multi-institutional, randomized trial in patients

, Progression-free survival with HER2+ unresectable locally advanced or MBC

El‘-.-'||L|.-5L TRIAL DESIGN‘ :- Objective response rate

  
  
  :- Duration of response ' " - l' 2743f ”#3195

safe” HERE-r patienlsv‘ii |I.:r_"ci|'-.u “Haul” L |- -. 't .— rni.-'-==i '- I is : .
:- Most common adverse reactions "”"'1"' "'1 r' " 'E 5" ""' .'-' I J . r Disease

' PHI: Taiti’lll'fl“ EETIE: ' "i..-2"lllll£‘.l] lll?i']':-"". .l ‘2 PTUurESSiDH
> Dose reductions and .- Pl'-:Jgr-'“~'s.nr -TI[I|j-'Il.-. v.'ili1:n -Eir"rii:l!l.=. --1-. .E . _ "I all .
treatment discontinuations Tilifi'flfl'i'fl’fiill'llii a. Ham"? _ _ .. __ _ unacceptable

lilelasializ _.!Si:ll||||:'.'1l g :ufl Iiiuiildr Jiol. '3l'l'-l'-'iJi-||'l tux-mm, -
: Overall summary of adverse it'll-95H “ ___ g . .._
reactions ' capacitahine '

”:IIILI rng.‘~-"._1inil twice-den y
= Important Safety Information :Ti.r.us' I-ii

Trial endpoints

- Primary endpoints: Progression—free survival IPFS} by independent review committee IIRC}.

councuaerarsrinirmr New" survive" losl, SflfEt‘i’2

- Key secondary endpoints: PFS by investigator review. objective response rate {ORR}. duration

Interested in of response iDoR}, and time to symptom progression ITTPP
receiving a copy of

the EMILIA study? 
The National Comprehensive Cancer Network Guidelines (NCCN Guidelines} '3— Breast
Cancer recommend KADCYLA as a preferred agent for HER2+ recurrent or metastatic

 

Talk to El FEDFESBH’EfitiVB BbDUt Bettina trastuzumab-exposed disease [Category 2A}Hr
the EMILIA paper in The New England
Journal of Medicine

“Referenced with permission from NCCN Clinical Practice Guidelines in Oncology IINCCN Guidelinesl': Breast Cancer-I Contact Us.
V3.2D‘i4. (E) National Comprehensive Cancer Networkr Inc_2014. All rights reserved. To view the most recent and

complete version of the guideline. go online to nccn.org . NATIONAL COMPREHENSIVE CANCER NEFW'DRK'. NCCN .

NCCN GUIDELINES . and all other NCCN Content are trademarks owned by the National Comprehensive Cancer
Network. Inc.

Patient baseline characteristics were balanced between

treatment arms

Most patients (33%] had received one or more lines of systemic therapy in the metastatic

setting‘

012% of patients received only neoadiuvant or adjuvant therapy and had disease relapse during

or within 6 months of completing treatment
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 Next: See Clinical E'l'licucy Results

E Indication
KADCYLA" "1 {ado-trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HERE-positive
lHER2+]I. metastatic breast cancer lMBC} 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
Boxed WARNINGS: HEPATOTOXICITY. CARDIAC TOXICITY. EMBRYO-FETAL TOXICITY

.. Do not substitute KADCYLA for or with trastuzumab

s Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

KADCYLA. Monitor semm transaminases and bilinibin prior to initiation of KADCYLA treatment and prior to each

KADCYLA dose. Reduce dose or discontinue KADCYLA as appropriate in cases of increased senlm transaminases or total
bilinlbin

- Cardiac toxicity: KAD-CYLA administration may lead to reductions in left ventricular ejection fraction [L‘L-‘EFI. Evaluate left

ventricular function in all patients prior to and during treatment with KADCYLA. Withheld 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 lILD}, 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

‘ Hemorrhage: Fatal cases of hemorrhage occurred in clinical trials among patients with no known identified risk factors, as

well as among patients with thrombocytopenia and those receiving anticoagulation and antiplatelet therapy

‘ Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 orflr 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 Infom'iation:

‘ Detection of HERZ 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 lfrequency sZSE'é} across clinical trials with KADCYLA were fatigue, nausea,

musculoskeletal pain, hemorrhage, thrombocytopenia, headache, increased transaminases, constipation, and epistaxis

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.govlmedwatch or calling ‘l-BDD-FDA-‘IDBB.

Please see accompanying full Prescribing Information for additional important safety infon'nation, including Boxed WARNINGS.

References: 1. KADCYLA Prescribing Information. Genentech. Inc. July 2014. 2. Verma S. Miles D. Gianni Lr et al: EMILIA Study Group. Trastuzumabemtansine for

HERZ—positive advanced breast cancer [published correction appears in NEngl J Med. 20133632442]. N Engl J Med. 2012;357:11' 33—?th and. Supplementary

Appendix. 3. National Comprehensive Cancer Network. National Clinical Practice Guidelines in Oncology iNC‘CN Guidelines.I Breast Cancer. Version 3.2014.

httpu'lwwwnccn.orgiprofessionalslphysician_glslpdfibreast.pdf. Accessed July 24,2014. 4.‘v’erma S. Miles D. Gianni L. et al. Updated overall survival

results from EMILIA. a phase 3 study of trastuzumab emtansine lT—DM‘il vs capecitabine and Iapatinib in HER2—positive locally advanced or metastatic breastcancer.

Presented at: European Society of Medical Oncology [ESMD] Congress: September 23-October 2. 2012:Vienna. Austria. 5. Data on file. Genentechr Inc.

Ch Home Contact Us Site Map important Safety Information Privacy Policy Terms and ConditionsGenente:1 .'-II Ir.|||- ..,' '... I- .II. II.-li-|.II-
21-? 2IIZI'ln‘l Geneitteci‘r USA, Inc. All rights: reserved. This: ' . is intended for US residents: only. 
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Safety First!
Before you start exploring. please read

side effect information. nView now

Clinical Information

 
 
 

 

 

IN THIS SEE'IIEIII

Results from the Phase III EMILIA trial: KADCYLA vs Iapatinib +capecitabine

EM'L'A “Vt-“Mew Proven survival benefit

, Trial design

_ _ KADCYLA extended median OS by neariy 8 months'I
Clrnrcal Efficacy Results

Overall survival I 38.3 months with KADCYLA vs 25.1 months with Iapatinib +capecitabine; F=G.GI]{}8

 :- Progression-free survival F'HII'I."|..-'5tFi"r' ENDPDIN'I': OVERALL SLJFl'r-“I‘I-"AL IICJS'I‘

:- Objective response rate ____________ —.
' HR=|1I382 ' I KADEYLAIH=4SEI No. of events 149

:- Duration of response 55% [qu [15qu I Iapatinib + capacitabinelmetilfii No. of events: 182
[1.843. Pzflflflflfi _.   
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Interested in 0' . . | r | I . I I . I _ I I I I I I
receiving a copy of U 2 f E E “3 12 1‘1 IE 13 2E] 22 24 2‘5 28 SD 32 34 3'5
the EMILIA study? Months

T Ikt rrt t' b t 11' No .—:'. risk. KADBYLIA
a pa represe a Ive a Do ge Ing .- I I -.- :' I _. ,I, _I i' .«.. 1

the EMILIA paper in The New England I I " a“ 1E“ “54 MEI H '
Journal of Medicine

u Contact Us  
 

Select Important Safety lnfom1ation:

Left Ventricular Dysfunction {LVD}

d- Patients treated with KADCYLA are at increased risk of developing LVD. In the Phase III EMILIA

trial, LVD occurred in 1.8% of patients in the KADCYLA group and in 3.3% in the Iapatinib +

capecitabine group. Assess L‘v'EF prior to initiation of KADCYLA and at regular intervals during

treatment. Permanently discontinue KADCYLA if significant decreases in L‘v'EF have not

improved or have declined further

Nest‘ See ProgressiourFree Survival 

Indication

KADCYLA' "1 Iado-trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HERZ-positive
IHER2+}, metastatic breast cancer IMBC} 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 adiuvant therapy

0 Important Safety Information
Boxed WARNINGS: HEPATOTOXICIT‘E', CARDIAC TOXICITY, EMBRYO-FETAL TOXICITY

I Do not substitute KAD'CYLA for or with trastuzumab

I Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

KAD-CYLA. Monitor senrm transaminases and bilinrbin prior to initiation of KADCYLA treatment and prior to each

KADCYLA dose. Reduce dose or discontinue KAD-CYLA as appropriate in cases of increased senrm transaminases or total
bilinlbin

v Cardiac toxicity: KAD'CYLA 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. Withheld 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 [LVD'I

' Patients treated with KADCYLA are at increased risk of developing LVD. In EMILIA, L‘v'D occurred in 1.8% of patients in the

KADCYLA-treated group and in 3. % in the comparator group. Permanently discontinue ICADCYLA 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
1-880-838-ETZD

Pulmonary Toxicity

' Cases of interstitial lung disease IILD}, 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 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 IIHH} andfor hypersensitivity reactions; treatment with KADCYLA is not recommended for these

patients. In EMILIA, the overall frequency of Ififis in patients treated with KADCYLA was 1.4%

" KADCYLA treatment should be interrupted in patients with severe IRRs and permanently discontinued in the event of a

life-threatening Iflfl. Patients should be closely monitored for lfifts, especially during the first infusion

Hemoni'rage

‘ Hemorrhagic events, sometimes fatal, have been reported in clinical trials. In EMILIA, the incidence of a Grade 3

hemorrhage was 1.8% in the KADCYLA—treated group and 0.8% in the comparator group Ioverall incidence 32.2% and

18.4%, respectively}

* In some of the observed cases the patients were also receiving anticoagulation therapy or antiplatelet therapy, or had

thrombocytopenia: in others, there were no known additional risk factors. Use caution with these agents and consider

additional monitoring when concomitant use is medically necessary

Thrombocytopenia

‘ In EMILIA, the incidence of 2 Grade 3 thrombocytopenia was 14.5% in the KADCYLA—treated group and 8.4% in the

comparator group Ioverall 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 :_- Grade 3 peripheral neuropathy was 2.2% in the KADCYLA-treated group and 8.2% in the

comparator group Ioverall incidence 21.2% and 13.5%, respectively}

' Monitor for signs or symptoms of neurotoxicity. ICADCYLA should be temporarily discontinued in patients experiencing

Grade 3 or4 peripheral neuropathy until resolution to 5 Grade 2

HER2 Testing

" Detection of HERZ 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 ofthe drug to the mother

Adverse Reactions

‘ The most common {frequency :25%]I adverse drug reactions IADR} across clinical trials with KADCYLA were nausea,

fatigue, musculoskeletal pain, hemorrhage, thrombocytopenia, increased transaminases, headache, constipation, and

epistaxis. In EIleLIA, the most common NCI-CTCAE {version 3]: a Grade 3 ADFis Ifreguency s2%]l were thrombocytopenia,

increased transaminases, anemia, hypoltalemia, peripheral neuropathy, and fatigue

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.govfmedwatch or calling 1—808—FDA—1088.

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

Reference: 1. KADCYLA Prescribing Information. Genentech, Inc. July 2014.
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Before you start exploring. please read

side effect information. to View now
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Ill THISSEETIEIH

Results from the Phase III EMILIA trial: KAD-CYLA vs Iapatinib + capecitabine

EM'L'A meme” Significantly improved median PFS
, Trial design

_ _ 50% improvement in median PFS by independent review1
Clinical Efficacy Results

, Overall survival 0 9.5 months median PFS with KADCYLA vs 6.4 months with Iapatinib +capecitabine; Pcflflflm

Progression-free survival F'FIII'v'IAH‘t’ ENDF‘C‘JINT. PFiCIGHESSICIN-FFIEE SLJF'I‘t-“III-“AL |:F'FS:II 
.4. D 1—]

|

* Objective response rate
statistic I Knacrtt coast No. of events: 255

_ I; _ agar, [3| {1549 I lspatinih + capedtahineidelEl No. of events: 304
* Duration of response ’ '  

_, mm, Pditltflm .

Safety

:- Most common adverse reactions CD'H-JGJLD Fit—i
t_|

: Dose reductions and

treatment discontinuations n

:- Overall summary of adverse
reactions case-m car-a

: Important Safety Information
ProportionprogressionfreeI%I

fin
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Monthscotton it stressenmws 

 Interested in

'receiving a copy of

the EMILIA Study?  
Talk to a representative about getting
the EMILIA paper in The New Engl'ano‘
Journal of Medicine

Select Important Safety Information:

Pulmonary Toxicity-I Contact Us.

0 Cases of interstitial lung disease iILD}, including pneumonitis, some leading to acute

respiratory distress syndrome or fatal outcome, have been reported in clinical trials with

ICADCYLA. Treatment with ICADCYLA should be permanently discontinued in patients

diagnosed with ILD or pneumonitis

Next See Objective Response Rate 

Indication

KADCYLA" ‘0 iado—trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HER2—positive
iHERZH, metastatic breast cancer iMBC} 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
Boxed WARNINGS: HEPATOTOXICITY. CARDIAC TOXICITY. EMBRYO-FETAL TOXICITY

4- Do not substitute KAD-CYLA for or with trastuzumab

1' Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

I-(ADCYLA. Monitor serum transaminases and bilimbin prior to initiation of KADCYLA treatment and prior to each

KADCYLA dose. Reduce dose or discontinue KAD'CYLA as appropriate in cases of increased semm transaminases or total
bilinlbin

4' 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 KAD-CYLA. Withheld 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 [LVDII

" Patients treated with KADCYLA are at increased risk of developing LVD. In EMILIA, LVD occurred in 1.8% of patients in the

KADCYLA—treated group and in 3.3% in the comparator group. Permanently discontinue KADCYLA if LVEF has not

improved or has declined further

Pregnancy Registry

4' 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
1-800-690-6720

Pulmonary Toxicity

' Cases of interstitial lung disease iILD}, 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 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 lIRR} andfor hypersensitivity reactions: treatment with KADCYLA is not recommended for these

patients. In EMILIA, the overall frequency of IRHs in patients treated with KADCYLA was 1.4%

‘ KADCYLA treatment should be interrupted in patients with severe IRRs and permanently discontinued in the event of a

life-threatening IRR. Patients should be closely monitored for IRRs, especially during the first infusion

Hemon'hage

* Hemorrhagic events, sometimes fatal, have been reported in clinical trials. In EMILIA, the incidence of a Grade 3

hemorrhage was 1.8% in the KADCYLA—treated group and 0.8% in the comparator group ioverall incidence 32.2% and

16.4%, respectively}

"' In some of the observed cases the patients were also receiving anticoagulation therapy or antiplatelet therapy, or had

thrombocytopenia; in others, there were no known additional risk factors. Use caution with these agents and consider

additional monitoring when concomitant use is medically necessary

Thrombocytopenia

' In EMILIA, the incidence of 2 Grade 3 thrombocytopenia was 14.5% in the KADCYLA-treated group and 0.4% in the

comparator group ioverall 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 :_- Grade 3 peripheral neuropathy was 2.2% in the KADCYLA—treated group and 0.2% in the

comparator group ioverall 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 5 Grade 2

HERE Testing

9 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 {frequency s25%} adverse drug reactions iADR} across clinical trials with ICADCYLA were nausea,

fatigue, musculoskeletal pain, hemorrhage, thrombocytopenia, increased transaminases, headache, constipation, and

epistaxis. In EMILIA, the most common NCI—CTCAE tversion 3} :_- Grade 3 ADRs {frequency s2%} 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—888—835—2555.

You may contact the FDA by visiting www.fda.govfmedwatch or calling 1—8flO—FDA—1088.

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

Reference: 1. KADC'YLA Prescribing Information. Genentech, Inc. July 2014.
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Ill THIS SECTION

Results from the Phase III EMILIA trial: KAD-CYLA vs Iapatinib + capecitabine

EM'L'A Overview Achieved superior tumor response rates
DTrial design

_ _ KADCYLA was shown to shrink tumors in more patients”
Clrnrcal Efficacy Results

, Overall survival 0 More patients had a complete response {1.0% vs 6.5%} or partial response {42.5% vs 30.3%} with
KADCYLA than with Iapatinib + capecitabine

3' Progression-er survival
OBJECTI'IJE RESPONSE HATE il'jiFtHIJ‘ 

Objective response rate

:- Duration of response
95% BLED-19.4

Safety

:- Most common adverse reactions
:13

> Dose reductions and

treatment discontinuations

* Overall summary of adverse
reactions

r Important Safety Information Patientsresponding(“rial  
c_'i
 

CONTACT .fi REPRE SE l'l‘fATl'rl'E

—- KADBYLA Iapatinih + capesitahina

Ine39i'i [#389]Interested in

'receiving a copy of

the EMILIA Study? 
ORR defined as the proportion of patients who achieved a complete response {disappearance of all

target tumors} or a partial response ia3U% decrease in the sum of the longest diameters of target

Talkto a representative about getting tumors} based on Response Evaluation Criteria in Solid Tumors iRECIST} Version 1.0.3'5
the EMILIA paper in The New England

Journaiof’i’iedicins Select Important Safety lnfom1ation:
I! Contact Us

Infusion Related!Hypersensitivity Reactions

- Treatment with KAD'CYLA has not been studied in patients who had trastuzumab permanently

discontinued due to infusion—related reactions {IRR} andr'or hypersensitivity reactions; treatment

with KADCYLA is not recommended for these patients. KADCYLA treatment should be

interrupted in patients with severe IRHs and permanently discontinued in the event of a

life-threatening IRR

Hemonhage

- Fatal cases have been observed in clinical trials. In some of the observed cases the patients

were also receiving anticoagulation therapy or antiplatelet therapyI or had thrombocytopenia:

in others. there were no known additional risk factors. Use caution with these agents and

consider additional monitoring when concomitant use is medically necessary

Next; See Drrratrorr of Response

.— . .

M Indication
KADCYLA": '0 tado—trastuzumab emtansine}. as a single agent, is indicated for the treatment of patients with HER2—positive
iHER2+}. metastatic breast cancer {MBC} who previously received trastuzumab and a tat-tansI 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
Boxed WARNINGS: HEPATOTOXICIT‘IC. CARDIAC TOXICITY, EMBRYO-FETAL TOXICITY

9 Do not substitute KADCYLA for or with trastuzumab

0 Hepatotoxicity: Serious hepatotoxicity has been reported. including liver failure and death in patients treated with

KADCYLA. Monitor senlm transaminases and bilinlbin prior to initiation of KADCYLA treatment and prior to each

KADCYLA dose. Reduce dose or discontinue KADCYLA as appropriate in cases of increased semm transaminases or total
bilinrbin

* 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 KAD-CYLA. Withheld 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 [L‘IfD}

‘ Patients treated with KADCYLA are at increased risk of developing LVD. In EMILIA. LVD occurred in 1.8% of patients in the

KADCYLA—treated group and in 3.3% in the comparator group. Permanently discontinue KADCYLA 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
1-800-690-6220

Pulmonary Toxicity

" Cases of interstitial lung disease iILD}r including pneumonitisr 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 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 ilFiFi} andfor hypersensitivity reactions: treatment with KADCYLA is not recommended for these

patients. In EMILIA. the overall frequency of lFiFis in patients treated with KADCYLA was 1.4%

" KADCYLA treatment should be interrupted in patients with severe IRRs and permanently discontinued in the event of a

life—threatening IFiFi. Patients should be closely monitored for IRFis, especially during the first infusion

He mo n'h age

" Hemorrhagic eventsr sometimes fatalr have been reported in clinical trials. In EMILIA. the incidence of a Grade 3

hemorrhage was 1.8% in the KADCYLA-treated group and {1.8% in the comparator group ioverall incidence 32.2% and

16.4%. respectively}

* In some of the observed cases the patients were also receiving anticoagulation therapy or antiplatelet therapy. or had

thrombocytopenia; in othersr there were no known additional risk factors. Use caution with these agents and consider

additional monitoring when concomitant use is medically necessary

Th rombocytopenia

" In EMILIA, the incidence of a Grade 3 thrombocytopenia was 14.5% in the KADCYLA—treated group and 0.4% in the

comparator group ioverall 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 a Grade 3 peripheral neuropathy was 2.2% in the KADCYLA—treated group and 0.2% in the

comparator group ioverall 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

HERZ Testing

" Detection of HERZ 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 studiesr 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 ifrequency e25%} adverse drug reactions iADR} across clinical trials with KADCYLA were nausea.

fatiguer musculoskeletal pain, hemorrhager thrombocytopenia. increased transaminases. headacher constipation, and

epistaxis. In EMILIA, the most common NCI-CTCAE iversion 3} a Grade 3 ADRs {frequency s2%} were thrombocytopeniar

increased transaminasesr anemia. hypokalemia. peripheral neuropathyr and fatigue

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.govfmedwatch or calling 1-BOD-FDA-1088.

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

References: 1. KADCYLA Prescribing Information. Genentech, Inc. July 2014. 2. 1tI'erma Sr Miles Dr Gianni Lr et al: EMILIA Study Group. Trastuzumab emtansine for

HEFi2—positive advanced breast cancer [published correction appears in NEnng Med. 2D13:368:2442]. NEnglJ Med.2012:35?:1?33—1T9‘i and Supplementary

Appendix. 3.Therasse P.’ European Organisation for Research and Treatment of Cancer Data Center. Evaluation of response: new and standard criteria. Ann Onset.

2002:13isuppl 4}:121'-129. 4. HECIST. Version 1.0 Update. http:vavvv.recist.comr‘recist-comparativer'1fl.html. AocessedJuly 24. 2014.
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Safety First!
Before you start exploring. please read

side effect information. In View now

Clinical Information

  
 
 
 
 
 

 
 

 

  

III THIS SECTIEIII

Results from the Phase III EMILIA trial: KAD'CYLA vs Iapatinib + capecitabine

EM'L'A Overview Sustained duration of response {DoR} beyond 1 year
rTrial design

_ _ Nearly doubled median ['JoR1
Clrnrcal Efficacy Results

raverall survival 0 5.1 months improvement in median DoR was demonstrated {12.6 months vs 6.5 months with

Iapatinib + capecitabine}

r Progression-free survival
DURATION OF RESPONSE {Debi}: 

r Objective response rate

 

 

Duration of response I KADEYLA. {n=1?3i
- I ' ' ' ' :1

Safety apatimb+capecitabrnain ID]
> Most common adverse reactions

> Dose reductions and
treatment discontinuations

95% El, 84—203  
uour-unnuuunuun nunuu-unuunu

  

2 Overall summary of adverse
reactions

 
r Important Safety Information  Proportionprogressionfree{fit}

I' | 'r' .‘ | ‘. " ' ' '

WHTACTi'iEFRESEHT‘TWE c 2 at s a II] 12 u 15 18 2D 22 2a 25 23 2c 32 at as

Months
Interested in

receiving a copy of ’rc at 'isk KADCTLA
the EMILIA Study? ' - . -.  
 
 

yr. Fit-ask. laratinih + carccitabinc

Talk to a representative about getting El] IDS Ti "1 II " .. E 3 3 1 i
the EMILIA paper in The New Engiano‘
Journal' of Medicine

" Contact Us DoR defined as the time from initial documented tumor response {complete or partial} until
documented disease progression. Only patients who achieved an initial response were evaluated
for Doft.3

Select Important Safety Information:

Most Common Adverse Reactions

The most common ADRs seen with KADCYLA across clinical trials {frequency 325%} were:

Nausea Fatigue

Musculoskeletal pain Thrombocytopenia

Hemorrhage Headache
Increased transaminases

Epistaxis

Constipation

Next: See Safety Information

E Indication
KADCYLA' "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:

" Received prior therapy for metastatic disease, or

' Developed disease recurrence during or within six months of completing adjuvant therapy

0 Important Safety Information
Boxed WARNINGS: HEPATOTDXICITY. CARDIAC TOXICITY. EMBRYO-FETAL 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 senrm transaminases and bilimbin prior to initiation of KAD-CYLA treatment and prior to each

KADCYLA dose. Reduce dose or discontinue KAD-CYLA as appropriate in cases of increased senrm transaminases or total
bilinrbin

i 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 KAD'CYLA. 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 {LVDII

* Patients treated with KADCYLA are at increased risk of developing LVD. In EMILIA, LVD 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 KADCYLA during pregnancy to enroll in the l'v'lotHER Pregnancy Registry by contacting
1-800-590-6220

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 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} 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 1.4%

" ICADCYLA treatment should be interrupted in patients with severe IRRs and permanently discontinued in the event of a

life—threatening IRR. Patients should be closely monitored for IRRs, especially during the first infusion

Hemon'hage

' Hemorrhagic events, sometimes fatal, have been reponed in clinical trials. In EMILIA, the incidence of a Grade 3

hemorrhage was 1.8% in the KADCYLA—treated group and 0.8% in the comparator group {overall incidence 32.2% and

18.4%, respectively}

’ In some of the observed cases the patients were also receiving anticoagulation therapy or antiplatelet therapy, or had

thrombocytopenia; in others, there were no known additional risk factors. Use caution with these agents and consider

additional monitoring when concomitant use is medically necessary

Thrombocytopenia

" In EMILIA, the incidence of a 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%, 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 2.2% in the KADCYLA-treated 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 or4 peripheral neuropathy until resolution to 5 Grade 2

HER2 Testing

r 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 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

* Discontinue nursing or discontinue KADCYLA, taking into consideration the importance of the drug to the mother

Adverse Reactions

" The most common {frequency s25%]l adverse drug reactions {ADR} across clinical trials with KADCYLA were nausea,

fatigue, musculoskeletal pain, hemorrhage, thrombocytopenia, increased transaminases, headache, constipation, and

epistaxis. In EMILIA, the most common NCI-CTCAE {version 3} a Grade 3 ADRs {frequency p2%} 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 1-888-835-2555.

You may contact the FDA by visiting www.fda.govfmedwatch or calling 1—BDD—FDA—1UBB.

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

References: 1. KADCYLA Prescribing Information. Genentech. Inc. July 2014. 2.1.I'erma 5. Miles D, Gianni Lr et al. Updated overall survival results from EleILIA. a phase

3 study of trastuzumab emtansine lT—DM‘Ei vs capecitabine and Iapatinib in HER2-positive locally advanced or metastatic breast cancer. Presented at; European

Society of Medical Oncology IIESMDII Congress: September 23-October 2. 2012:Vienna. Austria. 3. Data on file. Genentech. Inc.
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Clinical Information

IN THIS SEETION

EMILIA Overview

r Trial design

Clinical Efficacy Results

r Overall survival

:- Progression-free survival

3 Objective response rate

:- Duration of response

Safety

Most common adverse reaction

.. Dose reductions and
treatment discontinuations

:- Overall summary of adverse
reactions

’ Important Safety Information
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detailed discussion

of KADCYLA safety? 
Review the KADCYLA safety profile
with a KADCYLA representative
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Results from the Phase III EMILIA trial: KADCYLA vs Iapatinib + capecitabine

Most common adverse reactions {ARsl

MDST CDMMDN AI-‘is l>25%] ALL GRADES AI'IID 12:2“th GRADES ‘53”

KAIJCYLA Inlefliil Iapati nil: + capecitabina [n24BEII

ADVERSE REACTION* All Grades. ‘l’n Grades 23. iii.

Nausea 39.8 0.3 45.1

Fatigue 35.3 2.5 28.3

Musculoskelatal pain —“
Heme-h“ hase 1 -8 —«
Thrombowtopenia —-E-

 

 

 

  

    Increased transamina sec 28.3 8.0 1 4.3 2.5

Headache 23.2 0.8 1 4.5 0.8

Constipation 255 5.4 11.1 DJ)

Diarrhea 24.1 1.6

Peripheral neuropathy 21.2 2.2

Vomiting 13.2 0.3 . .

Anemia mm“
Stamens m—m
Hash .m—Is-

vakaiemia —EE-—

m 9.0 4.3

“ABS categorized according to the National Cancer Institute-Common Terminology Criteria for Adverse Events
INCI-CTCAE] [version 3i.

Lower overall incidence of severe (Grades 23) AFis1

I Overall incidence of Afis Grades 3:3 was 43.1% vs 59.2% with Iapatinib + capecitabine1

.. Most common Afts lGrades 23} more frequently associated with KADCYLA than with Iapatinib +

capecitabine were thrombocytopenia. peripheral neuropathy. anemia. increased transaminases.

musculositeletal pain. hemorrhage. and constipation‘

— Incidence of alopecia was low 1:536} in both treatment armsz

 

 
a Diarrhea. hypokalemia. vomiting. neutropenia. fatigue. nausea. stomatitis. and rash {Grades 23}

were the most common ARs more frequently associated with Iapatinib + capecitabine than with
KADCYLA‘

so- See here for overall summary of adverse reactions from the EMILIA trial

 Next. See Dose Reductionszre-atment Discontinuations

E Indication
KADCYLA' "1 tado-trastuzumab emtansine}. as a single agent. is indicated for the treatment of patients with HER2-positive
iHEFi2+}. metastatic breast cancer IIMBC} 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
Boxed WARNINGS: HEPATOTOXICITY. CARDIAC TOXICITY. EMBHYO-FETAL TOXICITY

‘ Do not substitute KADBYLA for or with trastuzumab

.. Hepatotoxicity: Serious hepatotoxicity has been reported. including liver failure and death in patients treated with

KAD-CYLA. Monitor senlm transaminases and bilimbin prior to initiation of KAD-CYLA treatment and prior to each

KADCYLA dose. Reduce dose or discontinue KAD'CYLA as appropriate in cases of increased senim transaminases or total
bilinlbin

* 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. Withheld treatment for clinically

significant decrease in left ventricular function

It 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 [LVDII

9 Patients treated with KADCYLA are at increased risk of developing L'v'D. In EMILIA. L'v'D occurred in 1.8% of patients in the

KADCYLA-treated group and in 3. % in the comparator group. Permanently discontinue ICADCYLA 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
1-800-690-5220

Pulmonary Toxicity

9 Cases of interstitial lung disease iILD}. 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
‘.2%

* 'reatment with KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis

Infusion-Related Reactions. Hypersensitivity Reactions

* 'reatment with KADCYLA has not been studied in patients who had trastuzumab permanently discontinued due to

infusion—related reactions HRH} andfor hypersensitivity reactions; treatment with KADCYLA is not recommended for these

patients. In EMILIA. the overall frequency of Ififis in patients treated with KADCYLA was 1.4%

 
9 ICADCYLA treatment should be interrupted in patients with severe IRRs and permanently discontinued in the event of a

life-threatening Iflfi. Patients should be closely monitored for Iflfis. especially during the first infusion

Hemon'hage

' Hemorrhagic events. sometimes fatal. have been reponed in clinical trials. In EMILIA. the incidence of a Grade 3

hemorrhage was 1.8% in the KADCYLA—treated group and 0.8% in the comparator group ioverall incidence 32.2% and

16.4%. respectively}

* In some of the observed cases the patients were also receiving anticoagulation therapy or antiplatelet therapy. or had

thrombocytopenia; in others. there were no known additional risk factors. Use caution with these agents and consider

additional monitoring when concomitant use is medically necessary

Thrombocytopenia

' In EMILIA. the incidence of 2 Grade 31hrombocytopenia was 14.5% in the KADCYLA-treated group and 0.4% in the

comparator group ioverall incidence 31.2% and 3.3%. respectively}

9 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 a Grade 3 peripheral neuropathy was 2.2% in the KADCYLA-treated group and 0.2% in the

comparator group ioverall 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

HER2 Testing

9 Detection of HEfi2 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 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

9 Discontinue nursing or discontinue KADCYLA. taking into consideration the importance of the drug to the mother

Adverse Reactions

9 The most common {frequency 325%} adverse drug reactions iADR} across clinical trials with KADCYLA were nausea.

fatigue. musculoskeletal pain. hemorrhage. thrombocytopenia. increased transaminases. headache. constipation. and

epistaxis. In EMILIA. the most common NCI—CTCAE {version 3} a Grade 3 ADRs tfrequency s2%]l 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—888—835—2555.

You may contact the FDA by visiting www.fda.govfmedwatch or calling 1—SDD—FDA—1DBB.

Please see accompanying full Prescribing Information for additional important safety information. including Boxed WARNINGS.

References: 1. KADCYLA Prescribing Information. Genentech. Inc. July 2014. 2. Data on file. Genentech. Inc.
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III THISSEETIEIII

Results from the Phase III EMILIA trial: KAD-CYLA vs lapatinib + capecitabine

EM'L'A Overview Fewer dose reductions and treatment discontinuations

t Trial design

NUMBER OF DOSE REDUCTIONS AND DISCUNTINUATION RATESI'“ Clinical Efficacy Results

r Overall survival

  
 
  

 
 

  

 

 
 

MANAGEMENT BUTCOMES lepatinib I capecitabine
:- Progression-free survival _ .

was 213% 534%

:- Objective response rate
 

 
wee

35.9% 43.9%

Safety - The most common ARs leading to dose reduction of ICADCYLA {in 21% of patients} included
thrombocytopenia, increased transaminases, and peripheral neuropathy1

   
:- Duration of response

:- Most common adverse reactions

I The most common ARs leading to discontinuation of KADCYLA were thrombocytopenia and
Dose reductions and increased Asp
treatment discontinuations

- Incidence of dose delays was lower for KADCYLA {23.2%} compared with lapatinib {36.9%} or

:- Overall summary of adverse capecitabine {43.9%}1'3

reactlons — ARs most frequently associated with a KADCYLA dose delay iin 21% of patients} were
’ Important 53f“! Information neutropenia, thrombocytopenia, Ieukopenia, fatigue, increased transaminases, and pyrer-ria1

 
Select Important Safety lnfomtation:

Thrombocytopenia

I Thrombocytopenia was reported in clinical trials of KADCYLA. The incidence and severity was

higher in Asian patients. Monitor platelet counts prior to initiation of ICADCYLA and prior to

each dose. Institute dose modifications as appropriate

E UHTAET A REPRE SE N'IATNE

Interested in a more

detailed discussion Hepatotoxicity
of KADCYLA safety? 

.. Hepatotoxicity, predominantly in the form of asymptomatic increases in the concentrations of

serum transaminases, has been observed in clinical trials with KADCYLA. Serious hepatobiliary

Reviewthe mncvm safety profile disorders, including at least 2 fatal cases of severe drug-induced liver injury and associated
with a KADCYLA representative hepatic encephalopathy, have also been reported in clinical trials with KADCYLA. Reduce dose

“ Contact Us or discontinue KADCYLA as appropriate in cases of increased serum transaminases or total
bilirubin

Next See Overall Summary of Adverse Reactions

- , _

E Indication
KADCYLA‘ '0 iado-trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HER2-positive
iHER2+}, metastatic breast cancer IIMBC} 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
Boxed WARNINGS: HEPATOTDXICITY, CARDIAC TOXICITY, EMBRYD-FETAL TOXICITY

It 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 semm transaminases and bilimbin prior to initiation of KADCYLA treatment and prior to each

KADCYLA dose. Reduce dose or discontinue KADC‘I'LA as appropriate in cases of increased semm transaminases or total
bilimbin

- Cardiac toxicity: KAD-CYLA administration may lead to reductions in left ventricular ejection fraction [L‘JEFL Evaluate left

ventricular function in all patients prior to and during treatment with KADCYLA. Withheld treatment for clinically

significant decrease in left ventricular function

.. Embryo-fetal toxicity: Exposure to KAD-CYLA 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 [LVDJ

' Patients treated with ICADCYLA are at increased risk of developing L'v'D. In EMILIA, L‘v'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 KADCYLA during pregnancy to enroll in the MotHER Pregnancy Registry by contacting
1800-6550-5220

Pulmonary Toxicity

9 Cases of interstitial lung disease iILD}. 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 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 iIRR} 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 1.4%

' KADCYLA treatment should be interrupted in patients with severe IRRs and permanently discontinued in the event of a

life-threatening IRR. Patients should be closely monitored for IRRs, especially during the first infusion

Hemon'hage

' Hemorrhagic events, sometimes fatal, have been reported in clinical trials. In EMILIA, the incidence of a Grade 3

hemorrhage was 1.8% in the KADCYLA-treated group and 0.8% in the comparator group ioverall incidence 32.2% and

18.4%, respectively}

‘ In some of the observed cases the patients were also receiving anticoagulation therapy or antiplatelet therapy, or had

thrombocytopenia; in others, there were no known additional risk factors. Use caution with these agents and consider

additional monitoring when concomitant use is medically necessary

Thrombocytoponia

" In EMILIA, the incidence of 2 Grade 3 thrombocytopenia was 14.5% in the KADCYLA-treated group and 0.4% in the

comparator group ioverall incidence 31.2% and 3.3%, respectively}

' Monitor platelet counts prior to initiation of KADCYLA and prior to each ICADCYLA 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 0.2% in the

comparator group ioverall incidence 21.2% and 13. %, 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

ICADCYLA. Perform using FDA-approved tests by laboratories with demonstrated proficiency

Extravasation

* 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

‘ Discontinue nursing or discontinue KADC‘r’LA, taking into consideration the impedance of the drug to the mother

Adverse Reactions

* The most common ifreguency >25%} adverse drug reactions iADR} across clinical trials with ICADCYLA were nausea,

fatigue, musculoskeletal pain, hemorrhage, thrombocytopenia, increased transaminases, headache, constipation, and

epistaxis. In EMILIA, the most common NCl-CTCAE tversion 3} a Grade 3 ADRs ifreguency s2%} 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 1-888-835-2555.

You may contact the FDA by visiting www.fda.govr‘medwatch or calling 1-8flD-FDA-1088.

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

References: 1. KADCYLA Prescribing Information. Genentech. Inc. July 2014. 2.}.I'ern1a 5. Miles D. Gianni L. et aI: EMILIA Study Group. Trastuzumab emtansine for

HEFi2-positive advanced breast cancer [published correction appears in NEngI'J Med. 2013;353:2442]. NEngi'J Med. 2012:3611233-1291 and Supplementary

Appendix. 3. Centerfor Drug Evaluation and Research. Clinical review—BLA 125421": Kacicyla Eadc—trastuzumab emtansine} for the treatment of patients with

HEFi2-positive, metastatic breast cancer who previously received trasterumab and a taxane. separately or in combination. Accessdata.fda.gov Web site.

http:i‘fwww.accessdata.fda.govi'dnlgsatfda_docsi‘ndaf2013!12542?0rig1sflflflMedR.pdf. Completed: January 25. 2013. Accessed July 24. 2014.
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Clinical Information

III THIS SEETIEIIII

EMILIA Overview

v Trial design

Clinical Efficacy Results

:- Overall survival

r Progression-free survival

 
 
 
 
 

 
 

:- Objective response rate

:- Duration of response

Safety

r Most common adverse reactions

, Dose reductions and
treatment discontinuations

Overall summary of adverse
reactions

> Important Safety Inform ation

EflII'IAET A RE FRESEII'IATNE

Interested in a more
- detailed discussion

of KADCYLA safety?

Review the KADCYLA safety profile
with a KADCYLA representative

u Contact Us

  
 
 
 
 
 

 

. “ Go to Patient;- ar I contact a. M Register for updatesm CHEER-“9’5 site Representative i View full Prescribing Information

Clinical Dosing and
About KADCYLA _ _ _ _Information Ad ministration Resources Patient Support

Safety First!
Before you start exploring. please read

side effect information. a View now

Results from the Phase III EMILIA trial: KAD-CYLA vs lapatinib + capecitabine

Overall summary of adverse reactions

OVERALL SUMMARY OF ADVERSE REACTIDIIIS IARsI1

IIAIJEI'LA Ineli'ElDI Iapatinili + oapecitaliine insiBEl}

ADVERSE REACTION All smiles. it Erodes 23. it All Grades. it Grades 21%

Blood and lymphatic system disorders

 

 

 

Neutropenia 6—.1'- _2_.II ELI) 4.3Anemia I“:3 4.1' 10.5 2.5

n14-5 3.3 0-4
Cardiac disorders

—-E- 0-2 3—3 0-4
Eye disorders

 

 
 

 

 
  

 

 

 
 

 
Lacrimation increased 0.0

—“ 3.1 cc
—“ in: as 0.0
—“ "0-0 2.3 0-D

0.4

2 5

(LII 2.5

 Gastrointestinal disorders

—_
Stern atitis tit-fl 0.2 32.6

Dry mouth 15.? 03 479 0.2

aa- 115 is

”vomiting 0.3 29.3 4. 5

Diarrhea 1 .6 379.7 20.3’

“:3—

 

 

 General disorders and administration

Pyrex'ra 0.2 3.4 9.4

Asthenia 17.3 “.4 115 1.6

—mm
Hepatobiliary disorders

Nodular regenerative hyperplasia* m-
Portal hypertension*

Immune system disorders

 

 

 
  
 

—“ M 0‘8 0.0
Injury, poisoning, and procedural
   

 Infusion-related reaction

Infections and infestations

—-I- as 3.9 0.0
Investigations

Blood alkaline phosphatase g 4 3 1 I) 4
increased ' ' ‘ ‘

an 14.3 2.5

 
 

Transamiriases increased

Metabolism and nutrition disorders

—-EE- 2.? 9.4 4.7
Musculoskeletal and connective tissue disorders 

 
—_

—-35_
Nervous system disorders

—-El_

__

_eadache
Psychiatric disorders

—-E_ M 3.6 0-2
Respiratory. thoracic. and mediastinat disorders

Dvfipnea -_

Couh m 0.2 13.1 0.2

Skin and subcutaneous tissue disorderss

 

 
 

 

 

 

 

 
 

 

 

 Praritus

 

  
—-11- 215 1+8
Vascular disorders

Hemorrhage 1.: 16.4 [1.8_“ 2-3 0-4

 

 

ND=not determined.

"Nodular regenerative hyperplasia and portal hypertension occurred in the same patient.

Next' See Dosing and Administration

.— . .

E Indication
KADCYLA‘ "I fado-trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HER2-positive
IHEfi2+}, metastatic. breast cancer IMBC} 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
Boxed WARNINGS: HEPATOTOXICITY. CARDIAC TOXICITY. EMBRYO-FETAL TOXICITY

' Do not substitute KAD-UYLA for or with trastuzumab

' Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

KADCYLA. Monitor senim transaminases and bilinibin prior to initiation of KADCYLA treatment and prior to each

KAD-CYLA dose. Reduce dose or discontinue KADCYLA as appropriate in cases of increased senim transaminases or total
bilimbin

' 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 KAD-DYLA. Withheld treatment for clinically

significant decrease in left ventricular function

. Embryo-fetal toxicity: Exposure to KAD-CYLA 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 [LVDII

* Patients treated with KADCYLA are at increased risk of developing L‘v’D. In EMILIA, LVD 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 KADCYLA during pregnancy to enroll in the MotHER Pregnancy Registry by contacting
LESLIE-6336220

Pulmonary Toxicity

* Cases of interstitial lung disease IILD}. including pneumonitisr 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 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 IIRR} andr’or hypersensitivity reactions; treatment with KADCYLA is not recommended for these

patients. In EMILIA, the overall frequency of Ififis in patients treated with KADCYLA was 1.4%

* KADCYLA treatment should be interrupted in patients with severe lfifis and permanently discontinued in the event of a

life-threatening lfifi. Patients should be closely monitored for Iflfis, especially during the first infusion

Hemoni'iage

* Hemorrhagic events, sometimes fatal. have been reported in clinical trials. In EMILIA. the incidence of a Grade 3

hemorrhage was 1.8% in the KADCYLA-treated group and 0.8% in the comparator group Ioverall incidence 32.2% and

16.4%, respectively}

" In some of the observed cases the patients were also receiving anticoagulation therapy or antiplatelet therapy, or had

thrombocytopenia: in others, there were no known additional risk factors. Use caution with these agents and consider

additional monitoring when concomitant use is medically necessary

Thrombocytopenia

’ In EMILIA, the incidence of a Grade 3 thrombocytopenia was 14.5% in the KADCYLA-treated group and 0.4% in the

comparator group loverall 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

Neu rotoxicity

"* In EMILIA, the incidence of a Grade 3 peripheral neuropathy was 2.2% in the KADCYLA—treated group and 0.2% in the

comparator group loverall incidence 21.2% and 13.5%, respectively}

' Monitor for signs or symptoms of neurotoxicity. KADCYLA should be temporarily discontinued in patients experiencing

Grade 3 orfl. 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

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 impedance of the drug to the mother

Adverse Reactions

"* The most common tfrequency 325%} adverse drug reactions {ADE} across clinical trials with KADCYLA were nausea,

fatigue, musculoskeletal pain, hemorrhage, thrombocytopenia, increased transaminases, headache, constipation, and

epistaxis. In EMILIA, the most common NCI-CTCAE (version 3} a Grade 3 ADRs {frequency :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 1-888-835-2555.

You may contact the FDA by visiting www.fda.govfmedwatch or calling 1—SDD—FDA-1088.

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

Reference: 1. KADCYLA Prescribing Information. Generitech. Inc. July 2014.

Home Contact Us Site Map Important Safety tnformation Privacy Policy Terms and Conditions
Genentech

201-11 Gerientech LISA, Inc_ Ail rights reserved. This site is intended for LIE residents oniy. 
{if Register r 1 ContaciA Representative r > PatieniAssistanoe r Genentech Medicines P

IMMUNOGEN 2228, pg. 49

Phigenix v. Immunogen
|PR2014-00676



IMMUNOGEN 2228, pg. 50 
Phigenix v. Immunogen 

IPR2014-00676

 

I: This information is for g, H Go to Patients: 8... I Contact a M Register for upclates
Representative i View full Prescribing Information

@Kadcyla‘” minim ”“5‘“9"“‘
Ifth‘lffiSILLEUmalJ Emlfll‘lElnE About KADCYLA Information Administration

M Healthcare Professionals III Caregiverfi Site

Resources Patient Support 
 
 

 

Safety First!
Before you stsn exploring. please read

side effect information. :0 View now

Dosing and Administration

  
 

  
III THIS SEE'IIEII'I

Preparing and storing KADCYLA"
Dosing and Administration

Preparing and Storing KADCY . Calculating the correct [I052

I Administering KADCYLA Dosing for KADCYLA is weight based :35 mgfitg;

actual body weight}. Example

1 Calculate dose {mg} For a patient who weighs Ti} kg 1154 lb}

Patient Weight ‘1 _ Drug Dose 2 KADCYLA PsfisnthI‘ght X Drug Boss = KADCVLA
cantacussrnsscumws — k9 3-5 "‘ng — ”'9 La *9 3'5“”? E"'9 
a Need printed 3 Calculate volume [reconstituted mL}information on ‘—

dosing and KADCYLA _. C "We“ . __ KADCYLA KADCYLA ; W“ _ _ KADCYLA. ' _ . DI'ILE'FINBIIIDF‘ — . CDfJCSfJNflfl'flfJ —

administratlon for my 2“ mgfml. _ ml. Eloy 20mm! first.
your office staff? _ _ _

Get the Dosing and Administration

   
Guide deliveredb‘r a KADCYLA Selecting the appropriate vialrepresentative

u Contact Us KADCYLA is supplied as a sterile powder for concentrate and comes in 2 vial types. 'v'ials will

reconstitute to 20 mgme.

100 mg single-use

vial yields 5 mL of
reconstituted KADCYLA

i'cau _ 160 mg single-use
WES“ vial yields 8 mL ofWm}

reconstituted KADCYLA
hh—u-nq.wan-um"m—am—-u|Mflr‘“
mum-unw-

-,"|1.. $.33:  
o Look—Alikei'Sound-Alike Medication‘
Confirm vial label. KADC'YLA lado-trastuzumab EMTANSINE} and Herceptin'”

Itrastuzumab} have similar generic names! but important differences. including dosing
and indication.

I Do not substitute KADCYLA for or with trast'uzumab

I Do not administer KADCYLA at doses greater than 3.6 mglkg

Instructions for reconstitution

Use aseptic technique for reconstitution and preparation of dosing solution.

IUse appropriate procedures for the preparation of chemotherapeutic drugs

1 To yield a single-use reconstituted solution of 20 mgme of KADCYLA for IV infusion, using a

sterile syringe, slowly inject:

08 mL of sterile water for injection ISWFI} into the 160 mg vial

I 5 mL of SWFI into the 1CD mg vial

2 Gently swirl the vial until solution is completely dissolved. DO NOT FREEZE CR SHAKE.

I 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 250 mL of 0.9% sodium

chloride iniection.

I Do not use Dextrose {5%} solution to dilute KADCYLA

2 Mix diluted solution by gentle inversion to avoid foaming. DO NOT FREEZE DR SHAKE.

3 Administer the infusion immediately after preparation, using a 0.22 micron in-Iine PES* filter.

I Do not mix or dilute KADCYLA with other dmgs during preparation

Storing KADCVLA

I Store vials in a refrigerator at 2°GSDC {SEPT—46°F} until time of use

IReconstituted vials with SWFI and diluted KADCYLA infusion solution should be used

immediately or may be stored in a refrigerator at 2°C—8°C HST-46°F} for up to 24 hours prior to
use. DO NOT FREEZE DR 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=polyeth ersulfone.

Next; Administering KADCYLA

E Indication
KADCYLA' "1 tado-trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HER2-positive
tHER2+}, metastatic breast cancer tMBC} 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

0 Important Safety Information
Boxed WARNINGS: HEPATDTDXICIT‘I". CARDIAC TOXICITY. EMBRt’O-FETAL TOXICITY

I Do not substitute KADCYLA for or with trastuzumab

I Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

KADC‘I'LA. Monitor semm transaminases and bilinlbin prior to initiation of KADCYLA treatment and prior to each

KADCYLA dose. Reduce dose or discontinue KAD-CYLA as appropriate in cases of increased senlrn transaminases or total
bilinlbin

I 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. Withheld 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

risks and the need for effective contraception

Additional Important Safety Information

Left Ventricular Dysfunction [LVDII

I Patients treated with KADCYLA are at increased risk of developing L‘v'D. In EMILIA, LVD 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 KADCYLA during, pregnancy to enroll in the MotHER Pregnancy Registry by contacting
1-800-690-6221]

Pulmonary Toxicity

" Cases of interstitial lung disease HLD}, including pneumonitis, some leading to acute respiratory distress syndrome or

fatal outcome, have been reponed in clinical trials with KADCYLA. In EMILIA, the overall frequency of pneumonitis was
1.2%

I 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} 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 1.4%

I KADCYLA treatment should be interrupted in patients with severe IRRs and permanently discontinued in the event of a

life—threatening IRR. Patients should be closely monitored for IRRs, especially during the first infusion

Hemon'hage

* Hemorrhagic events, sometimes fatal, have been reported in clinical trials. In EMILIA, the incidence of a Grade 3

hemorrhage was 1.8% in the KADCYLA-treated group and 0.8% in the comparator group Iloverall incidence 32.2% and

16.4%, respectively}

I In some of the observed cases the patients were also receiving anticoagulation therapy or antiplatelet therapy, or had

thrombocytopenia; in others, there were no known additional risk factors. Use caution with these agents and consider

additional monitoring when concomitant use is medically necessary

Thrombocyto penia

* In EMILIA, the incidence of a Grade 3 thrombocytopenia was 14.5% in the KADCYLA—treated group and {1.4% in the

comparator group toverall incidence 31.2% and 3.3%, respectively}

I Monitor platelet counts prior to initiation of KADCYLA and prior to each KADCYLA dose. Institute dose modifications as

appropriate

N eurotox icity

" In EMILIA, the incidence of a Grade 3 peripheral neuropathy was 2.2% in the KADCYLA-treated group and 0.2% in the

comparator group toverall incidence 21.2% and 13.5%, respectively}

I Monitor for signs or symptoms of neurotoxicity. KADCYLA should be temporarily discontinued in patients experiencing

Grade 3 or4 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

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

I Discontinue nursing or discontinue KADCYLA, taking into consideration the imponance of the drug to the mother

Adverse Reactions

‘ The most common (frequency 2:25%} adverse drug reactions {ADR} across clinical trials with KADCYLA were nausea,

fatigue, musculoskeletal pain, hemorrhage, thrombocytopenia, increased transaminases, headache, constipation, and

epistaxis. In EIvIILIA, the most common NCI—CTCAE tversion 3} a Grade 3 ADRs (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—888—835—2555.

You may contact the FDA by visiting www.fda.govfmedwatch or calling 1-BDD-FDA-1GBB.

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

Reference: 1. KADCYLA Prescribing Information. Genentech. lnc.,July 21314.
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IN THIS SEE'IIEIII

Administering KADC‘I’LA

EDII'IAET A REFRES EII'IATIU'E

Need printed
information on

dosing and
administration for

your office staff?

Get the Boeing and Administration
Guide delivered by a KADCYLA
representative

II- Contact Us

E Indication

Dosing and Administration

r Preparing and Storing KADCYLA

Administering li‘iAlIiCYLA1

Single IV infusion every 3 weeks

M. Register for updates

Dosing and
Information Administration

Safety First!
Before you start exploring. please read

side effect information. a View now

I Administer at a dose of 3.5 mgfkg via l‘v' infusion. Do not administer KADCYLA as an

intravenous push or bolus

- An in-line FEE-3* filter {0.22 micron} is required

0 No loading close

I No recommended premedications

”PE S=polyethersu Ifon e.

Dosing schedule for [(AlliC‘YLA1

 
Treat until disease

progression or

unacceptable toxicity

Monitoring for infusion-related reactions ilRRs}

IRRs have been reported in clinical trials with KADCYLA. In most patients, these reactions resolved

over the course of several hours to a day after completing the infusion.

0 Monitor patients for IRRs, especially during the first infusion

0 Slow or interrupt the infusion and administer appropriate medical therapies if severe IRRs occur

I Permanently discontinue treatment in the event of life-threatening infusion reactions

Dose modifications and reductions‘

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.

I When multiple dose-modification events occur, always use the most conservative guideline

Hepatotoxicity Left ventricular cardiac dysfunction

Increased serum transaminases [ASTIALTI

:25 to 55x ULN {Grade 2}

1}Treat at same dose level

:5 to 520): ULN {Grade 3}

1}Hold until recovery to 55x ULN

2}Then reduce one dose level

:20x ULN [Grade 4}

1}Permanently discontinue KADCYLA

I-Iyperbilirubinemia

3-1.5 to 53x ULN {Grade 2}

1}Hold until total bilirubin level recovers to
51.5): ULN

2}Then treat at same dose level

:3 to 510x ULN {Grade 3}

1}Hold until total bilirubin level recovers to
51.5): ULN

2}Then reduce one dose level

:10x ULN {Grade 4}

1 I Permanently discontinue KADCYLA

Permanently discontinue KADCYLA

treatment in patients:

0 with senlm transaminases 5-3 x ULN and

concomitant total bilinlbin 3-2 x ULN, DR

‘- diagnosed with nodular regenerative

hyperplasia [NRH}

LVEF 40% to 545% AND (10% point
decline from baseline

1}Continue KADCYLA

2} Repeat L'v'EF assessment within 3 weeks

LVEF 40% to 545% AND 210% point
decline from baseline

1}Do not administer KADCYLA

2} Repeat L'v'EF assessment within 3 weeks

3} If LVEF has not recovered to within 10%

points of absolute baseline, discontinue
KADCYLA

L‘U'EF cod-0%

1}Do not administer KADCYLA

2} Repeat LVEF assessment within 3 weeks

3} If LVEF {40% is confirmed, discontinue
KADCYLA

Symptomatic CHF

1}Discontinue KADCYLA

Thrombocytopenia

25,000 to £50,000 ceilsi’mm3 {Grade 3}

1}Hold until recovered to 225,000
cellsfmm3

2}Then treat at same dose level

£5,000 cells.-’mm3 {Grade 4}

1}Hold until recovered to 2?5,000
cellsfmmJ

2}Then reduce one dose level

AST=aspartate aminotransferase.‘ALT=a|anine aminotranaferase.‘ ULN=upper limit of normal: LVEF=Ieft ventricular
ejection fraction: CHF=congestive heart failure.

0 Pulmonary Toxicity: Permanently discontinue in patients diagnosed with interstitial lung

disease {ILD} or pneumonitis

I Peripheral Neuropathy: Hold treatment in patients with severe to life—threatening peripheral

neuropathy iGrades 23} until resolution to Grades 52

Dose reduction guidelines for ffADC‘r’LA1

I- Dose reductions should be made in decrements of 0.6 mgikg

II A maximum of 2 close reductions should occur before discontinuation

- KADDYLA dose should not be re-escalated after a dose reduction has been made

Dose levels

 
2.4 rngp‘lrg

Discontinue KADEYLA

o Missed doses'I

If a planned dose is delayed or missed,

administeras 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 Professronal Resources

KADCYLA‘ "I iado-trastuzumab emtansine}, as a single agent, is indicated forthe treatment of patients with HER2-positive
IIHER2+}, metastatic breast cancer IIMBC} who previously received trastuzumab and a taxane, separately or in combination.
Patients should have either:

" Received priortherapy for metastatic disease, or

" Developed disease recurrence during or within six months of completing adjuvant therapy

0 Important Safety Infomtation
Boxed WARNINGS: HEPATOTOXICIT‘IIZ CARDIAC TCJ'XICI'I"‘I.".r EMBRYO-FETAL TOXICITY

4* 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 senlm transaminases and bilinlbin prior to initiation of KADCYLA treatment and prior to each

KAD'CYLA dose. Reduce dose or discontinue KADCYLA as appropriate in cases of increased senlm transaminases or total
bilinlbin

* 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 KAD-CYLA. Withheld treatment for clinically

significant decrease in left ventricular function

1 Embryo-fetal toxicity: Exposure to KADSYLA can result in embryo-fetal death or birth defects. Advise patients of these

risks and the need for effective contraception

Additional important Safety infom'iation

Left Ventricular Dysfunction [LI-I'D}

‘ Patients treated with KADCYLA are at increased risk of developing L‘v'D. In EMILIA, L‘v'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 KADCYLA during pregnancy to enroll in the MotHER Pregnancy Registry by contacting
1-800-690-6220

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 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 iIRR} andl'or 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%

‘ KADCYLA treatment should be interrupted in patients with severe IRRs and permanently discontinued in the event of a

life-threatening IRR. Patients should be closely monitored for IRRs, especially during the first infusion

Hemon'hage

" Hemorrhagic events, sometimes fatal, have been reported in clinical trials. In EMILIA, the incidence of a Grade 3

hemorrhage was 1.8% in the KADCYLA—treated group and 0.8% in the comparator group ioverall incidence 32.2% and

16.4%, respectively}

' In some of the observed cases the patients were also receiving anticoagulation therapy or antiplatelet therapy, or had

thrombocytopenia: in others, there were no known additional risk factors. Use caution with these agents and consider

additional monitoring when concomitant use is medically necessary

Thrombocytopenia

" In EMILIA, the incidence of a Grade 3 thrombocytopenia was 14.5% in the KADCYLA-treated group and 0.4% in the

comparator group ioverall 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 a Grade 3 peripheral neuropathy was 2.2% in the KADCYLA-treated group and 0.2% in the

comparator group ioverall incidence 21.2% and 13.5%, respectively}

* Monitor for signs or symptoms of neurotoxicity. KADCYLA should be temporarily discontinued in patients experiencing

Grade 3 or4 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

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 ofthe drug to the mother

Adverse Reactions

* The most common ifrequency s25%} adverse drug reactions IIADR} across clinical trials with KADCYLA were nausea,

fatigue, musculoskeletal pain, hemorrhage, thrombocytopenia, increased transaminases, headache, constipation, and

epistaxis. In EMILIA, the most common NCl-CTCAE {version 3} a Grade 3 ADRs ifreguency :-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—888—835—2555.

You may contact the FDA by visiting www.fda.gov.fmedwatch or calling 1-800-FDA-1088.

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

Reference: 1. KADCYLA Prescribing Information. Genentechr Inc. July 2014.
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'"TH'SSEET'E'" Professional Resources and Downloads

RBSDUI‘CBS Within this section, healthcare providers can find important supplemental information to help in the
PerESEIPPHI “EDI-"“35 treatment of patients with HERE-positive iHEFi2+I metastatic breast cancer iMBC}.
and Downloads

_ Clinical resources
:- Contact a Representatlve

Full Prescribing information

Full Prescribing Information for KADCYLA

in Download

KADC‘I’LA dosing and Dosing and Administration Guide
BEIITIIDISTI'atIDn Elude Dosing and administration guidelines to help with

accurate dosing

in Download

  
rmcm Done Modificallomll'orkahut D053 MDdlfiBfltiDn WDI‘RSHEB‘Inun-nunan. nun! moon

tin-.1. . . . ... .. Quick reference sheet for modifying the dose of
' ' KADCYLA

u Download

Nurse-to-Patient Tear Sheet

A brief overview for patients, containing general
information about KADCYLA

in Download

Authorized Distributors of KADCYLA

n Leam more
 

61‘“an Billing and Coding Information

INFORMATION

.. O.
C‘deilltr

Permanent J-Code J9354

n Leam more

KADCYLA Material Safety Data Sheet

u Download 
Financial Resources

KADCYLA Access Solutions

Information for financial assistance to help support

Access Solutions wwpatiems
n KADCYLA Access Solutions

a Indication
KADCYLA' "I iado-trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HERE-positive
iHEREH, metastatic breast cancer iMBC} 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
Boxed WARNINGS: HEPATIIIITCIIIXICIT‘t’r CARDIAC TOXICITY. EMBRYO-FETAL 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 senlm 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 senlm transaminases or total
bilimbin

. Cardiac 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. Withheld 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 iILD}, 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 HRH}, hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRH

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

‘ Hemorrhage: Fatal cases of hemorrhage occurred in clinical trials among patients with no known identified risk factors, as

well as among patients with thrombocytopenia and those receiving anticoagulation and antipiatelet therapy

’ Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or4 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

t 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 325%} across clinical trials with KADCYLA were fatigue, nausea,

musculoskeletal pain, hemorrhage, thrombocytopenia, headache, increased transaminases, constipation, and epistaxis

You are encouraged to report side effects to Genentech and the FDA. You may contact rGenentech by calling 1-888-835-2555.

You may contact the FDA by visiting www.fda.govfmedwatch or calling 1—800—FDA—‘IDSS.

Please see accompanying full Prescribing Information for additional important safety information, including Boxed WARNINGS.
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IHTHIS SEE1IEIH Contact a Representative
Resources

, Professional Resources
and Downloads

Reminder: This feature is intended for US healthcare professionals only.

Please complete the form below if you would like a Genentech sales representative to contact you

regarding your KADCYLA information request. You should receive a response within 2 business

Contact a Representative days.

 
Your contact information will not be used for any other purpose than for the representative to

respond to your information request.

Your Contact lnfom‘ration {*indicates a required field)

Provider Type*

Select l

Specialty*

Select a

First Name*

i l

Last Name*

Email Address*

l:l

Confirm Email Address*

l:

Zip Code*

PracticefOrganization

l ]

Topic

:I Clinical Data

 

 

 
 

 

Nurse Support :I:l Reimbursement Support

:| General KADCYLA

For your security, please enter the codes beiow:

Encland 1
a

El lwould lilte to register for Genentech BioOncology updates

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 BioOncology 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. 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 BioOncology updates if you have registered to receive them.

Genentech will not sell, rentr 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.

 

E Indication
KADCYLA' "I lado-trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HERE-positive
lHER2+]I, metastatic breast cancer IIMBC} 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
Boxed WARNINGS: HEPATO‘I'DXIGITY, CARDIAC TOXICIT‘i", EMBRYO-FETAL TI‘EJ'JKIIZHT“:r

1' Do not substitute KADCYLA for or with trastuzumab

«I Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

KADDYLA. Monitor senlm transaminases and bilimbin prior to initiation of KADDYLA treatment and prior to each

KADCYLA dose. Reduce dose or discontinue KADCYLA as appropriate in cases of increased senlm transaminases or total
bilinlbin

1' 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 HRH}, hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR

and permanently discontinued in the event of a life—threatening IRFi

‘ Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and prior to each dose. Institute dose

modifications as appropriate

" Hemorrhage: Fatal cases of hemorrhage occurred in clinical trials among patients with no known identified risk factors, as

well as among patients with thrombocytopenia and those receiving anticoagulation and antiplatelet therapy

’ Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or4 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 Infom‘tation:

" Detection of HEHZ 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 ifrequency £595} across clinical trials with KADCYLA were fatigue, nausea,

musculoskeletai pain, hemorrhage, thrombocytopenia, headache, increased transaminases, constipation, and epistaxis

You are encouraged to report side effects to Genentech and the FDA. You may contact Genentech by calling 1-B88-835-2555.

You may contact the FDA by visiting www.fda.govfmedwatch or calling ‘l-BCID-FDA-‘IDBB.

Please see accompanying full Prescribing Information for additional important safety information, including Boxed WARNINGS.
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Safety First!

Before you start exploringr please read

side offset information. In- 1illiev'lr nowResources

IerIssEt'rtalt Contact a Representative
FIESDIJI‘CES

, Professional Resources

and Downloads Please complete the form below if you would like a Genentech sales representative to contact you

regarding your KADCYLA information request. You should receive a response within 2 business days.

Reminder: This feature is intended for US healthcare professionals only:

Contact a Representative _ _ _ _
to ur contact Information wrll not be used for any other purpose than for the representative to respond

to your information request.

1|lbur Contact Information [findicates a required fieldl

Provider Type“

Select  
  ls missing and it is required

Specialtyf

  
  

Select

  
ls missing and it is required

 
First Name“

Is missing and it is required 
Last Name*

Is missing and it is required 
Email Address*

ls missing and it is requin 
Confirm Email Address-f

ls missing and it is required 
Zip Code*

 ls missing and it Is required

PracticeiDrganiaation

Topic

D Clinical Data

D Nurse Support

D Reimbursement Support

D General KADCYLA

For your security, please enter the codes below:

Ii]

Type the text Privacy Sr Terms

'_' I would like to rapists-r for Genentech Biofl'nooliogy updotEs

By checking the box above, you agree to allow Genentech and its agents to collect the

information provided and to be contacted by Senentech and its agents in the future regarding

BioDncology products, and related disease education.

By submitting this form, you agree to allow ISenentech and its agents to collect the information

provided and to be contacted directly by a Senentech 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 ISenentech EioDncoIogy updates if you have registered to receive them.

ISenentech 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.

 

E Indication
KADCYLAP "1 lado-trastuzumab emtansinel, as a single agent, is indicated for the treatment of patients with HERE-positive
{HERE}, metastatic breast cancer {MECl who previously received trastuzumab and a taxa ne, 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 lnfomtation
Boxed WARNINGS: HEPATDTDXICITY, CARDIAC TOXICITY. EMBRYO-FETAL TOXICITY

r Do not substitute KADCTLA for or with trastuzumab

1* Hepatetoxicity: Serious hepatotoxicity has been reported. including liver failure and death in patients treated with

KADCYLA. Monitor serunr transaminases and bilirubin prior to initiation of KADCTLA treatment and prior to each KADC‘I'LA

dose. Reduce dose or discontinue KADC‘I'LA as appropriate in cases of increased serum transaminases or total bilirubin

1* Cardiac toxicity: HADC‘I'LA administration may lead to reductions in left ventricular election fraction lL‘liEF]. Evaluate left

ventricular function in all patients prior to and during treatment with KADC‘I'LA. Withheld treatment for clinically significant

decrease in left ventricular function

1* Embryo-fetal toxicity: Exposure to KADCTLA 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 llLDl, including pneumonitis, some leading to acute respiratory distress syndrome orfatality:

ICADCYLA should be permanently discontinued in patients diagnosed with lLD or pneumonitis

* Infusion-related reactions llRRl, hypersensitivity: KADCYLA treatment should be interrupted in patients with severe lRR and

permanently discontinued in the event of a life-threatening IRR

* Thrombocytopenia: Monitor platelet counts prior to initiation of ICADCTLA and prior to each dose. Institute dose

modifications as appropriate

* Hemorrhage: Fatal cases of hemorrhage occurred in clinical trials among patients with no known identified risk factors, as

well as among patients with thrombocytopenia and those receiving anticoagulation and antiplatelet therapy

* Peripheral neuropathy: ICADCTLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral

nauropathy until resolution to 5 Grade 2

r Reactions secondary to extravasation: The infusion site should be closely monitored for possible subcutaneous infiltration

during drug administration

Additional Important Safety lnfon'nation:

* Detection of HERE protein overexpression or gene amplification is necessary for selection of patients appropriate for

KADC‘I'LA 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 3-2533} across clinical trials with KADC‘I'LA were fatigue, nausea,

musculoskeletal pain, hemorrhage, th rombocytopenia, headache, increased transaminases, constipation, and epistaxis

You are encouraged to report side effects to Senentech and the FDA. ”for: may contact Genentech by calling 1-333-335-2555. ‘i‘ou

may contact the FDA by visiting www.fda.govirnedwatch or cal ling 1-SlIIIi-FDA-1DSS.

Please see accompanying full Prescribing lnfon'nation for additional important safety information, including Boxed WARNINGS.
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Provider Type*

Flesiden‘h'Fellowr

Physician
Nurse

Pharmacist

Nurse Practilioner

Clinilll Coordinator (Nurse)

Clinilll Nurse Specialist

Physician Assistant
Olher

 
Specie |ty*

r Select

Hem atologyIO ncelogy

Medical Oncology

Radiation Oncology

Surgical Oncology
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Contact a Representative
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Safety First!
Before you start exploring. please read

side effect information. nView now

Patient Support

unmissecnan ' KADCYLA Access Solutions

Patient Support KADCYLA Access Solutions helps to resolve

Financial Support for access and reimbursement issues for
individual patients every day. IClur dedicated

Access SO [U ti OnS specialists help bring patient treatment and
practice solutions together.

Your Patients

r Patient Support Line

”Leam more

 

BioOncology Co-pay Card

Genentech offers the Genentech

BioOncology Co-pay Card to help qualified

patients with the out-of—pocitet costs

associated with their KADCYLA prescription.

nLeam more

 
Genentech Access to Care

Foundation lGATCF)

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.

”Leam more

 
E Indication

KADCYLA' "1 iado—trastuzumab emtansine}, as a single agentr is indicated for the treatment of patients with HERE—positive
tHER2+]I, metastatic breast cancer tMBC} 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
Boxed WARNINGS: HEPATOTOXIGITY, CARDIAC TOXICITY, EMBRYO-FETAL TOXICITY

* Do not substitute KADCYLA for or with trastuzumab

4- Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

KADCYLA. Monitor senim transaminases and bilinlbin 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
bilinlbin

. 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 KAD-CYLA. Withheld 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 IIILD}r including pneumonitisr some leading to acute respiratory distress syndrome or fatality:

KADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis

' Infusion-related reactions iIRR}, 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

' Hemorrhage: Fatal cases of hemorrhage occurred in clinical trials among patients with no known identified risk factors, as

well as among patients with thrombocytopenia and those receiving anticoagulation and antiplatelet therapy

' Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or4 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 HERZ 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 325%} across clinical trials with KADCYLA were fatigue, nausea,

musculositeletal pain, hemorrhage, thrombocytopenia, headache, increased transaminases, constipation, and epistaxis

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-SOD-FDA-‘IUBB.

Please see accompanying full Prescribing Information for additional important safety information, including Boxed WARNINGS.
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III THIS SEETIEIII

KADCYLA Patient Support Line
Patient Support

. Financial “sport for Expert information any time your patients need it
Your Patients

When your patients have important questions about KADCYLA treatment, you want them to get

Patient SUPPDI’II LII'IE information you can trust. With the KADCYLA Support Line, registered oncology nurses are always
available to answertheir questions and provide information about KADCYLA.

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:

I- How KADCYLA is designed to work

a The potential benefits of KADCYLA

0 Side effects of KADCYLA

0 What to expect from KADCYLA treatment

0 Finding reimbursement help for KADCYLA

Every nurse on ourteam:

I- Specializes in oncology

 
I Has about 20 years of experience

I Is knowledgeable about KADCYLA treatment

Genentech will not provide medical advice regarding your patient's medical condition.

FDR 24-HDUR SUPPORT, CALL 1-355-KAD‘GYLA {1-355-523-2952}

a Indication
KADCYLA' "I fado-trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HERE-positive
iHER2+]I, metastatic breast cancer iMBC} 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 Infom'iation
Boxed WARNINGS: HEPATOTOXICIT‘I'C. CARDIAC TOXICITY: EMBRYO-FETAL TOXICITY

' Do not substitute KADC‘I'LA for or with trastuzumab

1' Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

KADCYLA. Monitor semm transaminases and bilinlbin prior to initiation of KADCYLA treatment and prior to each

ICADCYLA dose. Reduce dose or discontinue ICAD-CYLA as appropriate in cases of increased senlm transaminases or total
bilinlbin

* 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 KAD-CYLA. Withheld treatment for clinically

significant decrease in left ventricular function

1» Embryo-fetal toxicity: Exposure to KADDYLA 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:

ICADCYLA should be permanently discontinued in patients diagnosed with ILD or pneumonitis

‘ Infusion-related reactions iIRR}, 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

‘ Hemorrhage: Fatal cases of hemorrhage occurred in clinical trials among patients with no known identified risk factors, as

well as among patients with thrombocytopenia and those receiving anticoagulation and antiplatelet therapy

" Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 0rd 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 Infom'tation:

’ 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 impedance of the drug to
the mother

* The most common adverse drug reactions tfrequency 2:2596]: across clinical trials with KADCYLA were fatigue, nausea,

musculoskeletal pain, hemorrhage, thrombocytopenia, headache, increased transaminases, constipation, and epistaxis

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.r‘medwatch or calling 1-BDU-FDA-‘IUBB.

Please see accompanying full Prescribing Information for additional important safety information, including Boxed WARNINGS.
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Before you start exploring. please read

side effect information. as: 1Li'iew now

Register

Register for updates from Genentech

Unsubscribe I Manage Your Communications

You are now registering for intonation 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 KADCYLA iado—trastuzumab emtansine}, other Genentech BioOncology

products, and related disease education. Genentech's intent is to only provide information to healthcare professionals licensed in

the United States or its territories who would likely be treating patients within the FDA-approved indications for this product.

Personal information (*indicates a required field)

 

 

 Prefix

Please choose... I

First namef Last namef

Address 1 Address 2

City State ZIP code

‘ Please choose... IE

Classification” Speciaityf

Please choose... a I Please choose... I

E-mail address* Confirm e-mail address*

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 ICADCYLA, other BioOncology products, and related disease

education. Genentech will not sell, rent, or othenuvise 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 Receive Updates 

a Indication
KADCYLA‘ '0 iado-trastuzumab emtansine}, as a single agent, is indicated forthe treatment of patients with HERE-positive
iHER2+}, metastatic breast cancer IIMBC} 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
Boxed WARNINGS: HEPATOTOXICITY. CARDIAC TOXICIT‘i". EMBRYO-FETAL TOXICITY

s Do not substitute KAD-CYLA for or with trastuzumab

t Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

KAD'DYLA. Monitor senlm 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 senln'r transaminases or total
bilinlbin

* 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 KAD-CYLA. Withhold treatment for clinically

significant decrease in left ventricular function

e Embryo-fetal toxicity: Exposure to KAD-CYLA 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 iILD}, 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 iIRR}, 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 priorto initiation of KADCYLA and prior to each dose. Institute dose

modifications as appropriate

’ Hemorrhage: Fatal cases of hemorrhage occurred in clinical trials among patients with no known identified risk factors, as

well as among patients with thrombocytopenia and those receiving anticoagulation and antiplatelet therapy

‘ Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or4 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 Infonnation:

* 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 ofthe drug to
the mother

'- The most common adverse drug reactions ifrequency s25%} across clinical trials with KADCYLA were fatigue, nausea,

musculoskeletai pain, hemorrhage, thrombocytopenia, headache, increased transaminases, constipation, and epistaxis

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—BDD—FDA—1088.

Please see accompanying full Prescribing lnfonnation for additional important safety information, including Boxed WARNINGS.

Home Contact Us Site Map important Safety information I Privacy Policy Terms and Conditions
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Ry registefing at this site, yeu cenify that yeu are a healthcare prefessienal licensed in the United States er its territeries and are

indicating that yeu wish te receive infermatien abeut KAEIC‘ELA [ade-trastuzumab erntansinei, ether ISenentech Eieflncelegy preducts,

and related disease educatien. Senentech's intent is te enly previde infermatien te healthcare prefessienais licensed in the United

States er its territen'es whe weuld likely be treating patients within the FDA-appreved indicatiens fer this preduct.

Persenal infermatien [findicates a required field! Prefix

Please cheese... I

First name'f Last name"l

Address 1 Address 2 _-

City State ZIP cede

Classificatienf Specialtyf

Please cheese... 1" Please cheese... 1"

 Reapense required. Reapensa required.

E-mail address* Cenfirm e-mail address"l

Reapenaa required. Reapenaa required.

Ry cempleting and submitting this farm, yeu agree te ailew Senentech and its agents te cellect the infermatien previded and te be

cc ntacted by Genentech and its agents in the future regarding KADC‘i'LA, ether Rieflncelegy preducts, and related disease

educatien. Genentech will net sell, rent, er eth erwise 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 Receive Updates 

E lndicatien
RAD C‘r‘LAP "1 iade-trastuzumab emtansinel, as a single agent, is indicated fer the treatment ef patients with HERE-pesitive
{HER2+}, metastatic breast cancer {MED} whe previeusly received trastuzumab and a tasane, separately er in cernbinatien. Patients

sheuld have either.

* Received prier therapy fer metastatic disease, er

1* Develeped disease recurrence during er within six menths ef cempleting adjuvant therapy

0 lmpertant Safety lnfenttatien
Bexed WARNINGS: HEPATOTDXICIT‘I’, CARDIAC TDXICIT‘I', EMBR‘I’D-FETAL Ti.'lI}I(li.‘.lT"rl

r De net substitute KADDTLA fer er with tras‘tuzumab

r Hepateterdcity: Serieus hepateteriicity has been reperted, including liver failure end death in patients treated with

KADDTLA. Meniter serum transaminasas and bilirubin prier te initiatien ef KADDTLA treatment and prier te each HADCTLA

dese. Reduce dese er discentinue KADDTLA as apprepriate in cases ef increased serum transaminases er tetal biliruhin

r ll'Jardiac tesicity: HADCYLA administratien may lead te reductiens in left ventricular eiectien fractien lL'iiFEF]. Evaluate left

ventricular functien in all patients prier te and during treatment with KADDTLA. Withheld treatment fer clinically significant

decrease in left ventricular functien

r Embrye-fetal terdcity: Eapesure te HADEYLA can result in embrye-fatal death er birth defects. Advise patients effltese risks

and the need far effective centraceptien

The fellewing additienal serieus adverse reactiens have been reperted in clinical trials with

KADCYLA:

* Interstitial lung disease lILD}, including pneumenitis, seme leading te acute respiratery distress syndreme erfatality:

KADCYLA sheuld be permanently discentinued in patients diagnesed with iLD er pneumenitis

* lnfusien-related reactiens lIRR}, hypersensitivity: KADC‘i’LA treatment sheuld be interrupted in patients with severe lRR and

permanently discentinued in the event ef a life-threatening IRR

* Thrembecytepenia: Meniter platelet ceu nts prier te initiatien ef ICADC‘ELA and prier te each dese. Institute dese

medificatiens as apprepriate

* Hemerrhage: Fatal cases ef hemerrhage eccurred in clinical trials ameng patients with ne knewn identified risl: facters, as

well as ameng patients with thrembecytepenia and these receiving anticeagulatien and antipiatelet therapy

* Peripheral neurepathy: ICADCYLA sheuld be temperarily discentinued in patients experiencing Grade 3 er 4- peripheral

neurepathy until reselutien ta 5 Grade E

* Reactiens secendary te extravasatien: The infusien site sheuld be ciesely menitered fer pessible subcutaneeus infiltratien

during drug administratien

Additienal lmpertant Safety lnfenttatien:

* Detectien ef HERE pretein everespressien er gene amplificatien is necessary far selectien ef patients apprepriate fer

KADCYLA therapy

* Nursing methers: Discentinue nursing er discentinue KADEYLA, talting inte censideratien the impertance ef the drug tn the

mether

1* The mast cemmen adverse drug reactiens [frequency 74-25%} acress clinical trials with KADC‘i'LA were fatigue, nausea,

musculeslteletal pain, hemerrhage, thrembecytepenia, headache, increased transaminases, censtipatie n, and epistaxis

‘i’eu are enceuraged te repert side effects te Senentech and the FDA. ‘i’eu may centact Genentech by calling 1-333-335-2555. ‘i'eu

may centact the FDA by visiting www.fda.gevirnedwatch er calling 1-SflD-FDA-1DEE.

Please see accempanying full Prescribing Infennatieii fer additienal impertant safety infe miatien, including Based WARNINGS.
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Prefix State
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AK
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AZ

CA
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FL

GA

HI
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, Io

< ll- nt
. IN

 
Classification*

Specie lty*

Please choose... l ' Please choose...
Please choose...

Clinilll Coordinator {Nurse}

Clinilll Nurse Specialist
Nurse

Nurse Practitioner

Pharmacist

Physician Assistant

Physician
Flesiden‘tlr Fellow

  

 
 

Please choose...

HematologyIDncology

Medical i‘Jncologyr

_ Radiation Oncology
_ Surgical Oncology 
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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 emaii at

privacy.office@gene.com or by mail at:

Genentech, Inc.

Attn: Privacy Office
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Important Safety Information

 
E Indication

KADCYLA" "1 iado—trastuzur‘nab emtansine}, as a single agent, is indicated for the treatment of patients with
HER2-positive lHEH2+]I, metastatic breast cancer {MBC} who previously received trastuzumab and a taxane, separately or
in combination. Patients should have either:

0 Received prior therapy for metastatic disease, or

O Developed disease recurrence during or within six months of completing adjuvant therapy

0 Important Safety Information
Warnings and Precautions

Hepatotoxicity [Boxed WARNING]

Hepatotoxicity, predominantly in the form of asymptomatic increases in the concentrations of serum transaminases, has
been observed in clinical trials with KADCYLA.

Serious hepatobiliary disorders, including at least 2 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 comorbidities and concomitant medications with known hepatotoxic potential.

Monitor serum transaminases and biliru bin prior to initiation of KADCYLA treatment and prior to each KADCYLA dose.

Patients with known active hepatitis Bvirus or hepatitis Cvirus were excluded from EMILIA. Reduce dose or discontinue

KADCYLA as appropriate in cases of increased serum transaminases andfor total bilirubin. Permanently discontinue

KADCYLA treatment in patients with serum transaminases :- 3X ULN and concomitant total biliru bin 1: 2X 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 884 treated patients, 1 of which was fatal}. NRH should be considered in all patients with clinical

symptoms of portal hypertension andior cirrhosis-like pattern seen on the computed tomography scan of the liver but

with normal transaminases and no manifestations of cirrhosis. Diagnosis can be confirmed only by histopathology. Upon

diagnosis, ICADCYLA treatment must be permanently discontinued.

0 Left Ventricular Dysfunction [Boxed WARNING]
Patients treated with KADCYLA are at increased risk of developing left ventricular dysfunction. A decrease of LVEF to <40%

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‘v'EF prior to initiation of KADCYLA and at regular intervals ieg every 3 months} during treatment. Treatment with

KADCYLA has not been studied in patients with LVEF <5i]% prior to treatment. If, at routine monitoring, L‘v'EF is <4G%, or is

48% to 45% with a 10% or greater absolute decrease below the pretreatment value, withhold KADCYLA and repeat LVEF

assessment within approximately 3 weeks. Permanently discontinue ICADCYLA if the LVEF has not improved or has
declined further.

6 Embryo-Fetal Toxicity [Boxed WARNING]
Pregnancy Category D: ICADCYLA 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 ICADCYLA, 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 KADCYLA, apprise the patient of

the potential hazard to the fetus.

Verify pregnancy status prior to the initiation of KADCYLA. Advise patients of the risks of embryo-fetal death and birth

defects and the need for contraception during and for 6 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 KADCYLA, immediately

report exposure to the Genentech Adverse Event Line at 1—888-835—2555. Encourage women who may be exposed during

pregnancy to enroll in the MotHER Pregnancy Registry by contacting 1—800—690—5229.

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. Signs and symptoms include dyspnea, cough, fatigue,

and pulmonary infiltrates. In EMILIA, the overall frequency of pneumonitis was 1.2%.

Treatment with KADCYLA 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-Related Reactions, Hypersensitivity Reactions

Treatment with KADCYLA has not been studied in patients who had trastuzumab permanently discontinued clue to

infusion—related reactions iIRR} 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 IRRs and permanently discontinued in the event of a

life—threatening IRR. Patients should be observed closely for IRRs especially during the first infusion.

rCine case of a serious, alIergic-“anaphylactoid-like infusion reaction has been observed in clinical trials of single-agent

KADCYLA. Medications to treat such reactions, as well as emergency equipment, should be available for immediate use.

0 Hemorrhage
Cases of hemorrhagic events, including central nervous system, respiratory, and gastrointestinal hemorrhage, have been

reported in clinical trials with ICADCYLA. Some of these bleeding events resulted in fatal outcomes. In EMILIA the

incidence of 2 Grade 3 hemorrhage was 1.8% in the KADCYLA-treated group and (1.8% in the comparator group.

Although in some of the observed cases the patients were also receiving anticoagulation therapy or antiplatelet therapy,

or had thrombocytopenia, in others there were no known additional risk factors. Anticoagulation therapy and antiplatelet

agents may increase the risk of bleeding. Use caution with these agents and consider additional monitoring when

concomitant use is medically necessary.

0 Thrombocytopenia
Thrombocytopenia was reported in clinical trials of KADCYLA. The majority of these patients had Grade1 or 2 events 1-:

LLN to 256,00Wmm3} with the nadir occurring by day 8 and generally improving to Grade 0 or 1 {225,Dfl0fmm3} by the

next scheduled dose. In clinical trials of KADCYLA, the incidence and severity of thrombocytopenia were higher in Asian

patients.

In EMILIA, the incidence of! Grade 3 thrombocytopenia was 14.5% in the KADCYLA—treated group and {14% in the

comparator group. In Asian patients, the incidence of 2 Grade 3 thrombocytopenia was 45.1% 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 £100,000Imm3 prior to initiation of treatment. In the event of decreased platelet count to

Grade 3 or greater icfiflfiflflfmmai, do not administer KADCYLA until platelet counts recover to Grade 1 {ETSfiUDimma}.

Patients with thrombocytopenia imflflflflflimma} prior to initiation of ICADCYLA and patients on anticoagulant 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 0.2% in the

comparator group.

KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or 4 peripheral neuropathy until

resolution to 5 Grade 2. Patients should be clinically monitored on an ongoing basis for signsisymptoms of neurotoxicity.

"‘ HERZ 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 HEFi2

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+ IHC andior FISH amplification ratio 22.0 assessed by a validated test.

Extravasation

In KADCYLA clinical studies, reactions secondary to extravasation have been observed. These reactions, observed more

frequently within 24 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 KADCYLA 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.

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-BflD-FDA-1088.

Please see accompanying full Prescribing Information for additional important safety information, including
Boxed WARNINGS.
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Contact Us

Contact a Representative

Click here to request more information about KADCYLA from a Genentech sales representative.

KADCYLA Access Solutions

QKadcyla’ Access Solutions"
accesses ensuing.L

To learn more about KADCYLA Access Solutions support and services, contact:

Phone: ‘1 {888} 249-4918

Fax: 1 #888} 249-4913

Get more Access Solutions information

The Access Solutions logo is a registered trademark of Genentech, Inc.

Genentech Corporate

 
Phone: 1 i550} 225—1000

Fax: 1 1550} 225-8000

Mail: Gen entech, Inc.

1 DNA Way, Mail Stop #219
South San Francisco, CA 94080-4990

Web: www.gene.com1‘genei’lnquiry.do

Patients outside the United States: www.roche.com

Indication

KADCYLA‘ 1“ iado-trastuzumab emtansine}, as a single agent, is indicated forthe treatment of patients with HER2-positive
iHER2+]I, metastatic breast cancer iMBC} 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
Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY, EMBRYO-FETAL TOXICITY

' Do not substitute KADCYLA for or with trastuzumab

0 Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

KADC'II'LA. Monitor semm transaminases and bilinlbin prior to initiation of KADCYLA treatment and prior to each

KAD-CYLA dose. Reduce dose or discontinue KADCYLA as appropriate in cases of increased senlm transaminases or total
bilinlbin

.. 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 KAD-CYLA. Withhold treatment for clinically

significant decrease in left ventricular function

* Embryo-fetal toxicity: Exposure to KAD-CYLA 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‘YLA:

‘ Interstitial lung disease iILD}, 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 iIRR}, hypersensitivity: KADCYLA treatment should be interrupted in patients with severe IRR

and permanently discontinued in the event of a life-threatening IFiFi

’ Thrombocytopenia: Monitor platelet counts prior to initiation of KADCYLA and priorto each dose. Institute dose

modifications as appropriate

" Hemorrhage: Fatal cases of hemorrhage occurred in clinical trials among patients with no known identified risk factors. as

well as among patients with thrombocytopenia and those receiving anticoagulation and antiplatelet therapy

* Peripheral neuropathy: ICADCYLA 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 ifrequency 21-25%} across clinical trials with KADCYLA were fatigue, nausea,

musculoskeletal painr hemorrhage, thrombocytopenia, headache, increased transaminases, constipation, and epistaxis

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 l-BDD-FDA-‘IUSB.

Please see accompanying full Prescribing Information for additional important safety information. including Boxed WARNINGS.
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E Indication
KADCYLA‘: ‘0 lado-trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HERE-positive
lHER2+]I, 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

0 Important Safety Information
Boxed WARNINGS: HEPATOTOXICITY, CARDIAC TOXICITY. EMBRYO-FETAL TOXICITY

I Do not substitute KADCYLA for or with trastuzumab

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

KADDYLA dose. Reduce dose or discontinue KADCYLA as appropriate in cases of increased semm transaminases or total
bilinlbin

I Cardiac toxicity: KADCYLA administration may lead to reductions in left ventricular ejection fraction [L‘L-‘EFII. Evaluate left

ventricular function in all patients prior to and during treatment with KADC‘I'LA. Withheld 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

risks and the need for effective contraception

The following additional serious adverse reactions have been reported in clinical trials
with KADCYLA:

‘ Interstitial lung disease lILD}, 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 ilRR}, 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

‘ Hemorrhage: Fatal cases of hemorrhage occurred in clinical trials among patients with no known identified risk factors, as

well as among patients with thrombocytopenia and those receiving anticoagulation and antiplatelet therapy

' Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 or4 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 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

* The most common adverse drug reactions lfrequency 345%} across clinical trials with KADCYLA were fatigue, nausea,

musculoskeletal pain, hemorrhage, thrombocytopenia, headache, increased transaminases, constipation, and epistaxis

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.r'medwatch or calling ‘l-BDG-FDA-‘IDBB.

Please see accompanying full Prescribing Information for additional important safety information, including Boxed WARNINGS.
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E Indication
MDCYLA' "l tado-trastuzumab emtansine}, as a single agent, is indicated for the treatment of patients with HER2-positive
iHERZH, metastatic breast cancer tMBC} 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 adiuvant therapy

0 Important Safety Information
Boxed WARNINGS: HEPATOTOXICITY. CARDIAC TOXICITY: EMBRYO-FETAL TOXICITY

* Do not substitute KAD-EYLA for or with trastuzumab

* Hepatotoxicity: Serious hepatotoxicity has been reported, including liver failure and death in patients treated with

KADCYLA. Monitor serum transaminases and bilinibin prior to initiation of KADCYLA treatment and prior to each

KADCYLA dose. Reduce dose or discontinue KADCYLA as appropriate in cases of increased senlm transaminases or total
bilimbin

. 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 KAD-CYLA. Withheld 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 iILD}, 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 HRR}, 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

‘ Hemorrhage: Fatal cases of hemorrhage occurred in clinical trials among patients with no known identified risk factors, as

well as among patients with thrombocytopenia and those receiving anticoagulation and antipiatelet therapy

‘ Peripheral neuropathy: KADCYLA should be temporarily discontinued in patients experiencing Grade 3 mil 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 HERZ 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 s25%} across clinical trials with KADCYLA were fatigue, nausea,

musculoskeletal pain, hemorrhage, thrombocytopenia, headache, increased transaminases, constipation, and epistaxis

You are encouraged to report side effects to Genentech and the FDA. You may contact lGlenentech by calling 1-888-835-2555.

You may contact the FDA by visiting www.fda.gov!medwatch or calling 1-800-FDA—1088.

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