Initial REMS approval: 07/23/2014
Most recent modification: 03/2018

NDA 205858
ZYDELIG® (idelalisib) tablets
Drug Class: Phosphoinositide-3 Kinase-Delta Inhibitor

Gilead Sciences, Inc.
333 Lakeside Drive
Foster City, CA 94404
Phone: (800) 445-3235

RISK EVALUATION AND MITIGATION STRATEGY (REMS)

. GOAL:

The goal of the Zydelig REMS is to mitigate the risks of fatal and /or serious hepatotoxicity;
fatal and/or serious and severe diarrhea or colitis; fatal and/or serious pneumonitis; fatal and/or
serious infections, and fatal and serious intestinal perforation associated with Zydelig treatment
by informing healthcare providers of the risks of

o fatal and/or serious hepatotoxicity

o fatal and/or serious and severe diarrhea or colitis
o fatal and/or serious pneumonitis

o fatal and/or serious infections

o fatal and serious intestinal perforation

1. REMS ELEMENTS

A. Communication Plan

Gilead Sciences, Inc. (Gilead) must implement the following communication plan for healthcare
providers who are likely to prescribe Zydelig. The communication plan must consist of the
following:

1. REMS Letter Healthcare Providers - A REMS Letter to Healthcare Providers must be
distributed within 30 calendar days of the approval of the REMS modification
(01/26/2018). The letter must be distributed electronically to oncologists and
hematologists who are likely to prescribe Zydelig. If a targeted healthcare provider’s
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email address is not available, or if an email is undeliverable, the provider will receive
the letter through the mail. The REMS Letter to Healthcare Providers must inform
healthcare providers of the risks of fatal and/or serious hepatotoxicity; fatal and/or serious
and severe diarrhea or colitis; fatal and/or serious pneumonitis; fatal and/or serious
infections; and fatal and serious intestinal perforation associated with Zydelig treatment.
The letter must be accompanied by the Prescribing Information (with Medication Guide
attached) and the Zydelig REMS Fact Sheet. The REMS Letter to Healthcare Providers
must be available from the Zydelig REMS Website at the time of distribution and remain
on the website for 12 months after approval of the REMS modification (01/26/2018).

2. REMS Letter for Professional Societies - A REMS Letter for Professional Societies
must be distributed electronically within 30 calendar days of the approval of the REMS
modification (01/26/2018). If a targeted Professional Society’s email address is not
available, or if an email is undeliverable, the letter must be sent through the mail. The
REMS Letter for Professional Societies must inform the leadership of the professional
societies described below of the risks of fatal and/or serious hepatotoxicity; fatal and/or
serious and severe diarrhea or colitis; fatal and/or serious pneumonitis; fatal and/or
serious infections; and fatal and serious intestinal perforation associated with Zydelig
treatment. Gilead must request the leadership of the professional societies distribute this
risk information to their memberships.

The REMS Letter for Professional Societies must be distributed to the following
organizations:

American Society of Clinical Oncology (ASCO)
American Society of Hematology (ASH)

Oncology Nursing Society (ONS)

National Comprehensive Cancer Network (NCCN)
Hematology Oncology Pharmacy Association (HOPA)
American Pharmacists Association (APhA)

American Society of Health-System Pharmacists (ASHP)

3. REMS Fact Sheet — A Zydelig REMS Fact Sheet must be distributed to Healthcare
Providers. The Zydelig REMS Fact Sheet must be included in the mailings of the REMS
Letter to Healthcare Providers and the REMS Letter for Professional Societies and must
be available on the Zydelig REMS Website. Hard copies of the Zydelig REMS Fact Sheet
must also be distributed by Gilead’s sales representatives and medical field-based
personnel to healthcare providers during follow-up details/visits with healthcare
providers for the first 12 months after the approval of the REMS modification
(01/26/2018). Gilead sales representatives and medical field-based personnel must orally
review the risk messages contained in the Zydelig REMS Fact Sheet during the visit with
the healthcare provider.

4. Journal Information Piece - Gilead must publish in the following professional journals
an information piece that includes the risks of fatal and/or serious hepatotoxicity, fatal
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and/or serious and severe diarrhea or colitis, fatal and serious pneumonitis and serious
intestinal perforation associated with Zydelig treatment.

Journal of Clinical Oncology
Blood

New England Journal of Medicine
Hematology Oncology Today
Oncology & Hematology Review
Leukemia and Lymphoma

The information piece will be published quarterly in each publication for one year
following the REMS modification (01/26/2018).

5. Dissemination of REMS information at scientific meetings — The Zydelig REMS Fact
Sheet and the Prescribing Information must be prominently displayed at scientific
meetings where Gilead has a presence (e.g., booth) through the end of January 2019.

6. REMS Program Website —The Zydelig REMS Program Website
(www.zydeligrems.com) will continue for 12 months after the approval of this REMS
modification (01/26/2018). The Zydelig REMS Program Website must include the option
to print the currently approved Prescribing Information, Medication Guide, REMS Letter
for Healthcare Providers, REMS Factsheet, and Patient Safety Information Card. The
Zydelig product website must include a prominent REMS-specific link to the Zydelig
REMS Program Website. All website information must be updated within 60 calendar
days of approval of the REMS modification (01/26/2018).

7. Zydelig Patient Safety Information Card - A Patient Safety Information Card
highlights the risks of Zydelig and includes information on the management of these
risks. Gilead’s sales representatives or medical field based personnel must distribute the
Patient Safety Information Cards to prescribers within the first 12 months of approval of
the REMS modification (01/26/2018). The Patient Safety Information Card must also be
available on the Zydelig REMS Program Website for 12 months after the approval of the
REMS modification (01/26/2018).

The following are part of the REMS and are appended.

e REMS Letter to Healthcare Providers

e REMS Letter for Professional Societies
e REMS Fact Sheet

e Journal Information Piece

e Zydelig REMS Website

e Zydelig Patient Safety Information Card
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B. Timetable for Submission of Assessments

Gilead must submit REMS assessments to the FDA 18 months, 4 years, and 7 years from the
date of the initial approval of the REMS (07/23/2014). To facilitate inclusion of as much
information as possible while allowing reasonable time to prepare the submission, the reporting
interval covered by each assessment should conclude no earlier than 60 calendar days before the
submission date for that assessment so that it will be received by the FDA on or before the due
date.
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FDA REQUIRED UPDATED REMS SAFETY INFORMATION

Boxed Warning Risk of:

» Fatal and/or serious hepatotoxicity - updated

» Fatal and/or serious and severe diarrhea or colitis - updated
» Fatal and/or serious pneumonitis

 Fatal and/or serious infections - updated

¢ Fatal and serious intestinal perforation

January 2018
Dear Healthcare Provider:

The FDA has required this safety notice as part of the Zydelig REMS (Risk Evaluation and Mitigation Strategy)
to inform you about the recent update to the incidence rates of fatal and serious toxicities in the Zydelig
Boxed Warning as follows:

WARNING: FATAL AND SERIOUS TOXICITIES: HEPATIC, SEVERE DIARRHEA, COLITIS, PNEUMONITIS,
INFECTIONS and INTESTINAL PERFORATION

» Fatal and/or serious hepatotoxicity occurred in 16% to 18% of ZYDELIG-treated patients. Monitor hepatic
function prior to and during treatment. Interrupt and then reduce or discontinue ZYDELIG.

« Fatal and/or serious and severe diarrhea or colitis occurred in 14% to 20% of ZYDELIG-treated patients.
Monitor for the development of severe diarrhea or colitis. Interrupt and then reduce or discontinue ZYDELIG.

 Fatal and/or serious pneumonitis occurred in 4% of ZYDELIG-treated patients. Monitor for pulmonary
symptoms and interstitial infiltrates. Interrupt or discontinue ZYDELIG.

 Fatal and/or serious infections occurred in 21% to 48% of ZYDELIG-treated patients. Monitor for signs
and symptoms of infection. Interrupt ZYDELIG if infection is suspected.

» Fatal and serious intestinal perforation can occur in ZYDELIG-treated patients across clinical trials.
Discontinue ZYDELIG if intestinal perforation is suspected.

The updated incidence rates of fatal and serious toxicities in the Zydelig Boxed Warning reflect data from
patients treated with Zydelig in combination with rituximab or with unapproved combination therapies.

Please see the enclosed Zydelig REMS Fact Sheet, a non-promotional fact sheet reviewed by the FDA, for more
detailed safety information. Be sure to give the Zydelig Patient Safety Information Card to all patients. This card,
additional copies of the fact sheet, and other important information are available at: www.ZydeligREMS.com.
Zydelig is a kinase inhibitor indicated for the treatment of patients with:

¢ Relapsed chronic lymphocytic leukemia (CLL) in combination with rituximab, in patients for whom rituximab
alone would be considered appropriate therapy due to other co-morbidities.

¢ Relapsed follicular B-cell non-Hodgkin lymphoma (FL) in patients who have received at least two prior
systemic therapies

* Relapsed small lymphocytic lymphoma (SLL) in patients who have received at least two prior systemic therapies
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Limitation of use:

Zydelig is not indicated and is not recommended for first-line treatment of any patient. Zydelig is not indicated
and is not recommended in combination with bendamustine and/or rituximab for the treatment of FL.

This letter does not contain the complete safety profile for Zydelig. Please review the enclosed
Prescribing Information.

Reporting Adverse Events

You are encouraged to report negative side effects of prescription drugs to the FDA.
Visit www.fda.gov/medwatch or call 1-800-FDA-1088. Healthcare Providers should report all
suspected adverse events associated with Zydelig to the FDA or to Gilead at 1-800-445-3235.

Sincerely,

William Guyer, Pharm.D.
Senior Vice President, Medical Affairs

( G I L E A D © 2018 Gilead Sciences, Inc. 333 Lakeside Drive Foster City, CA 94404 USA REMS-ZYD-0034
www.ZydeligREMS.com Phone 650 574 3000 Facsimile 650 578 9264
Refe
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From: Gilead Sciences, Inc.
To: <Healthcare Provider Name>

Subject: Revised Boxed Warning for Zydelig: Update to Incidence Rates of
Fatal and Serious Toxicities

Zydelig® REMS

View in Browser | Full Prescribing Information

Zydellg

(idelalisib) tms tablets

Zydelig REMS

FDA REQUIRED UPDATED REMS
SAFETY INFORMATION

Boxed Warning includes the Risk of:
* Fatal and/or serious hepatotoxicity — updated

e Fatal and/or serious and severe diarrhea or colitis
— updated

* Fatal and/or serious pneumonitis
* Fatal and/or serious infections — updated

* Fatal and serious intestinal perforation

January 2018

Deaar Haedllhicare [ 'rovider.

[he FLA has requined g salely nolice wa purl of the
Zydehy REMS (Risk Eveluabion und Mitgulion Struleyy)
o inform you about the recent updale o the imuidence

rates of falal and serious toxigilics in the Zydelig
Roxgd Warning a4 follows:

WARNING: FATAL AND SERIOUS TOXICITIES:
HEPATIC, SEVERE DIARRHEA, COLITIS,
PNEUMONITIS, INFECTIONS, and INTESTINAL
PERFORATION

 Fatal and/or serious hepatotoxicity occurred in 16%
to 18% of ZYDELIG-treated patients. Monitor hepatic
function prior to and during treatment. Interrupt and
then reduce or discontinue ZYDELIG.

 Fatal and/or serious and severe diarrhea or colitis
occurred in 14% to 20% of ZYDELIG-treated patients.
Monitor for the development of severe diarrhea or
colitis. Interrupt and then reduce or discontinue
ZYDELIG.

 Fatal and/or serious pneumonitis occurred in 4% of
ZYDELIG-treated patients. Monitor for pulmonary
symptoms and interstitial infiltrates. Interrupt or
discontinue ZYDELIG.

- Fatal and/or serious infections occurred in 21% to 48%
of ZYDELIG-treated patients. Monitor for signs and
symptoms of infection. Interrupt ZYDELIG if infection
IS suspected.

 Fatal and serious intestinal perforation can occur
in ZYDELIG-treated patients across clinical trials.
Discontinue ZYDELIG if intestinal perforation is
suspected.

Tha 1ipdatad Incldanco rator of fatal and rarlaur taxieltior
In tha Zydallng Doxad Warning raflact data from patlante
traatad with Zydallg In combinatian with rituximab or with
Lunapprovad combinalion [haraplas

I’'lease 386 lhe Zydellg REMS Fact Sheet, &
non=promobonal [@el shecl reviewed by tha | RA, Tor
more detailed salely mlormation. Mlewse give Lthe LZydehy
Falicntl Salcly Informalion Card Lo dll palicnts. The
card, the fael wheel, and othier important mfornmation we
available at. www.ZydeligREMS.com.

Zydalla 1 a kinare Inhlbltar Indleatad far tha fraatmant of

natlants with

- Ralapead chranle lymphacytie laukamia (Cl 1) In
comblnation with rituximab, In patiants for whom
rituixdmab alona would be congldarad appropriate
Iharapy dua [0 olhar co=-morbidilias.

v {elapaad lolicular B=call non=Hodgkin lymphoms (I L)
i pelianlts who heve raceaived sl least lwo prior syslamic
Iherapicy,

= Relupsed smuall lvinphoeylie lymphome (SLL) m palicrils
wlho hdve reecived ul ledsl two pror systenne therapies.

| Imitation of yae:

Zydallq Is not Indleatad and s nat racommeancdad

far firet lino troatmant of any patlont Zydellq 1 nat
Indlcatad and [ nat racommaeandad In camblinatian with
bandamiistina and/or rituximab for thae traatmant of Fl

[ g email does nol conlam [ha complale galaly prolile [or
ydslig. 10 raviaw Lhe 'rescrnbing Inlormabion, including
complale BOXED WARNING and Madicelion Guide, sae
ks below,

Prescrnbing Infornmation

Madlcation Giulda

Reporting Adverse Lvents

Yail ara ancatraged ta rapart nagatlve slde

offacte. of prorcription drugr ta tha FOA Vet

www fda aav/madwatch ar eall 1 800 FDA 10808

| Isalthcara Pravidars should raport all slspactad
Advarsns avents asgoclated with /ydellg to the | 1A or
[0 Gilead al 1=800=445-3.35.

sincaraly,

lSignelure)

Willicwn Quyer, Pharm.D.
Semor Vige Presdenl, Medical Affanre

Unsubscribe | Terms of Use @ Privacy Policy @ Contact Us
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Gilead Sciences, Inc. 333 Lakeside Drive Foster City, CA 94404 USA
www.ZydeligREMS.com Phone 650 574 3000 Facsimile 650 578 9264 REMS-ZYD-0035
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From: Gilead Sciences, Inc. Hide
To: <Healthcare Provider Name>

Revised Boxed Warning for Zydelig:
Update to Incidence Rates of Fatal
and Serious Toxicities
January 2018 at 5:00 PM

Zydelig® REMS

View in Browser | Full Prescribing Information
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Zydelig REMS

FDA REQUIRED UPDATED
REMS SAFETY INFORMATION

Boxed Warning includes the Risk of:

» Fatal and/or serious hepatotoxicity
— updated

e Fatal and/or serious and severe diarrhea
or colitis — updated

» Fatal and/or serious pneumonitis

* Fatal and/or serious infections
— updated

» Fatal and serious intestinal perforation

Janugry 2018

Dear Heallhoore Hrovider

[he | DA hag required Lhly salely nollce w3
parl of Ihe Zydellg REMS (Risk Evaluallon and
Mitigation Stratagy) to Inform you about the
racant upcdate to the Incldencea ratas of fatal
and saorlous raxlelrlos In tha Zydollg Raxad
Warnmingg an lallowe,

WARNING: FATAL AND SERIOUS
TOXICITIES: HEPATIC, SEVERE
DIARRHEA, COLITIS, PNEUMONITIS,
INFECTIONS, and INTESTINAL
PERFORATION

» Fatal and/or serious hepatotoxicity occurred
in 16% to 18% of ZYDELIG-treated patients.
Monitor hepatic function prior to and during
treatment. Interrupt and then reduce or
discontinue ZYDELIG.

» Fatal and/or serious and severe diarrhea
or colitis occurred in 14% to 20% of
ZYDELIG-treated patients. Monitor for the
development of severe diarrhea or colitis.
Interrupt and then reduce or discontinue
ZYDELIG.

» Fatal and/or serious pneumonitis occurred
in 4% of ZYDELIG-treated patients. Monitor
for pulmonary symptoms and interstitial
infiltrates. Interrupt or discontinue ZYDELIG.

« Fatal and/or serious infections occurred in
21% to 48% of ZYDELIG-treated patients.
Monitor for signs and symptoms of infection.
Interrupt ZYDELIG if infection is suspected.

» Fatal and serious intestinal perforation can
occur in ZYDELIG-treated patients across
clinical trials. Discontinue ZYDELIG if
intestinal perforation is suspected.

I ho updalod maidonoo ralos ol Talal and
senaus loxaoihes i the Zydehg Boxed
Warnimg refleel dotg from palignly regled
wilht Zydehg in combimation with rituximab
or wilth unepproved comblinalion therapley.

Flaaza sas tha Zydellg REMS Mact Sheet,
a non promatianal fact shaat raviawad

by 1K DA, (A Mard dolailad salely
inlormahon Flaana qiva tha Zydehy
BFahienl Salely Inlormahion Gard o all

palienty, The card. the luet sheel, and other
Important Informellon ure avallable al:
www.ZydellgREMS.com,

Zydallg |& a kinazs Inhibltor Indicatad for the

Traatmant of patlants with

= Rolapsod chromo lymphooyho loukorne
(CGLE) m combanahion wilh nibosarmaaby ) an
pubienly for whom nlpsamgly glong wouldd
be convidered uppropnale therapy due lo
olher co-morbldilles.

+ Raelapsgad folllcular B=call non=lodgkin
lymphama (Fl ) In patlants who have
racalvac at [aast two prlar systamle
Halelrslsllsl 2

= Ralapned small lymphooyho lymphore
(811 ) i pahents who hove recewved ol

lcaat iwo prior syslemie therapies,

Limilalion of use:

2ydellg 18 not Indlcatad and Is not
racommencad for flret-line traatmant of
any patlant Zyedallg 1 nar Indlearad and
1L nal rocammondod i caombnnahaon wilth

bendaomushne and/or nhoxaeomab Tor the
reglment gf k=1

I hly @mall doey nol conlaln the complele
safety profile for Zydellg. To raview the
Prascribing Information, Including complata
BOXED WARNING and Madlearian Gllda,
L0 hnkd HAlAw

Preseribing Informuatlon

Medication Guide

Reporting Adverse Events

You are ancouragad to raport nagjativa
tlele affacre of prasariprlan druges ra tha
FDA Vil www o gov/modwaloh or Gall

1 &0 DA 1188 Heallhoore Hroviders,
Jhoyld reporl gl yugpecled pdverge evenly
davociuled with Zydehg o the [ RA o1

lo Cllend ul 1-800-443-3233,

Sincaraly,
ETe a1 ¥ ixe]|

Wilheim CGaoyer, Bhanm 1)
Semor Vice President, Medieal Allairs

Unsubscribe | Terms of Use | Privacy Policy | Contact Us
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FDA REQUIRED UPDATED REMS SAFETY INFORMATION

Boxed Warning Risk of:

» Fatal and/or serious hepatotoxicity - updated

» Fatal and/or serious and severe diarrhea or colitis - updated
» Fatal and/or serious pneumonitis

 Fatal and/or serious infections - updated

¢ Fatal and serious intestinal perforation

January 2018
Dear <Name>:

The FDA has required Gilead Sciences to distribute this safety notice to the [Professional Organization]

as part of the Zydelig REMS (Risk Evaluation and Mitigation Strategy). The incidence rates of fatal and
serious toxicities have been updated in the Boxed Warning for Zydelig. We request that you distribute this
information to your members about the following serious risks of Zydelig:

WARNING: FATAL AND SERIOUS TOXICITIES: HEPATIC, SEVERE DIARRHEA, COLITIS, PNEUMONITIS,
INFECTIONS and INTESTINAL PERFORATION

» Fatal and/or serious hepatotoxicity occurred in 16% to 18% of ZYDELIG-treated patients. Monitor hepatic
function prior to and during treatment. Interrupt and then reduce or discontinue ZYDELIG.

 Fatal and/or serious and severe diarrhea or colitis occurred in 14% to 20% of ZYDELIG-treated patients.
Monitor for the development of severe diarrhea or colitis. Interrupt and then reduce or discontinue ZYDELIG.

 Fatal and/or serious pneumonitis occurred in 4% of ZYDELIG-treated patients. Monitor for pulmonary
symptoms and bilateral interstitial infiltrates. Interrupt or discontinue ZYDELIG.

» Fatal and/or serious infections occurred in 21% to 48% of ZYDELIG-treated patients. Monitor for signs
and symptoms of infection. Interrupt ZYDELIG if infection is suspected.

e Fatal and serious intestinal perforation can occur in ZYDELIG-treated patients across clinical trials.
Discontinue ZYDELIG if intestinal perforation is suspected.

The updated incidence rates of fatal and serious toxicities in the Zydelig Boxed Warning reflect data from
patients treated with Zydelig in combination with rituximalb or with unapproved combination therapies.

Please see the enclosed Zydelig REMS Fact Sheet, a non-promotional fact sheet reviewed by the FDA,

for more detailed safety information. Please encourage your members to provide the Zydelig Patient Safety
Information Card to all patients. This card, additional copies of the fact sheet, and other important information
are available at: www.ZydeligREMS.com.

Zydelig is a kinase inhibitor indicated for the treatment of patients with:

¢ Relapsed chronic lymphocytic leukemia (CLL) in combination with rituximab, in patients for whom rituximalb
alone would be considered appropriate therapy due to other co-morbidities

Reference ID: 4238482



~N
Zydelig

(idelalisib) B tablets

Zydelig REMS

* Relapsed follicular B-cell non-Hodgkin lymphoma (FL) in patients who have received at least two prior
systemic therapies

¢ Relapsed small lymphocytic lymphoma (SLL) in patients who have received at least two prior systemic therapies

Limitation of use:

Zydelig is not indicated and is not recommended for first-line treatment of any patient. Zydelig is not indicated
and is not recommended in combination with bendamustine and/or rituximab for the treatment of FL.

This letter does not contain the complete safety profile for Zydelig. Please review the enclosed
Prescribing Information.

Reporting Adverse Events

You are encouraged to report negative side effects of prescription drugs to the FDA.
Visit www.fda.gov/medwatch or call 1-800-FDA-1088. Healthcare Providers should report all
suspected adverse events associated with Zydelig to the FDA or to Gilead at 1-800-445-3235.

Sincerely,

William Guyer, Pharm.D.
Senior Vice President, Medical Affairs

( G I L E A D © 2018 Gilead Sciences, Inc. 333 Lakeside Drive Foster City, CA 94404 USA REMS-ZYD-0036
www.ZydeligREMS.com Phone 650 574 3000 Facsimile 650 578 9264
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From: Gilead Sciences, Inc.
To: <Name, Professional Society>

Subject: Revised Boxed Warning for Zydelig: Update to Incidence Rates
of Fatal and Serious Toxicities

Zydelig® REMS

View in Browser | Full Prescribing Information

Zydelig

(Idelalisib) s tablets

Zydelig REMS

FDA REQUIRED UPDATED
REMS SAFETY INFORMATION

Boxed Warning includes the Risk of:
» Fatal and/or serious hepatotoxicity — updated

e Fatal and/or serious and severe diarrhea or colitis
— updated

* Fatal and/or serious pneumonitis
* Fatal and/or serious infections — updated

* Fatal and serious intestinal perforation

January 2018

IMPORTANT SAFETY NOTICE

PDeAar <name>:

The FDA hay requined Gilead Suienges 1o distnbute this
rafaty notica ta tha [Profaselanal Oraqanizatian] as part of tha
<ydahyg RLMS (Rigk Evalualion and Miigalion Siralegy). 1he

meidence rales ol latul und scnious loxicilics have been
pclatad In tha Roxad Warnlng for Zyelalley Wa raduient that

voll distribute this Information to your mambars about the
[ollowing scrnous rnaks of Lydehy.

WARNING: FATAL AND SERIOUS TOXICITIES:
HEPATIC, SEVERE DIARRHEA, COLITIS,
PNEUMONITIS, INFECTIONS, and INTESTINAL
PERFORATION

 Fatal and/or serious hepatotoxicity occurred in 16%
to 18% of ZYDELIG-treated patients. Monitor hepatic
function prior to and during treatment. Interrupt and
then reduce or discontinue ZYDELIG.

 Fatal and/or serious and severe diarrhea or colitis
occurred in 14% to 20% of ZYDELIG-treated patients.
Monitor for the development of severe diarrhea or
colitis. Interrupt and then reduce or discontinue
ZYDELIG.

 Fatal and/or serious pneumonitis occurred in 4% of
ZYDELIG-treated patients. Monitor for pulmonary
symptoms and interstitial infiltrates. Interrupt or
discontinue ZYDELIG.

 Fatal and/or serious infections occurred in 21% to 48%
of ZYDELIG-treated patients. Monitor for signs and
symptoms of infection. Interrupt ZYDELIG if infection
Is suspected.

 Fatal and serious intestinal perforation can occur
in ZYDELIG-treated patients across clinical trials.
Discontinue ZYDELIG if intestinal perforation is
suspected.

Tha updatad Incldanca ratas of fatal and sarlous taxicltiae
In the cydalig Boxad Wearning relleclt dela [1om palienls

eated with Zydelig i ceombimation wilhr rituxnmab or will
Lnappraved coamblnation tharaplas

Hlcuue gee lhe Lydeliy REMS Fucl Sheel, u

aon pramalianal fact shaal raviawad by tha FDA for
mara catallad safaty iInfarmation Plaaza ancaurage

your membars Lo provide the Zydellg Matlent Satety

Infermubion Gurd o dll patienty. 1he caid, he lael
rhaot and athar Impartant Infarmation are avallable at

www./vdellgRRl M.com,

7Zydeha s a kanase inhibitor inghi¢aied for the ir¢aiment of
patlants with
v {alapsad chroma lymphocylc leukemia (CGLL) n

compinaten with rituximal. n pabients lor whor
Htuximab alana watlld bo coneldaroad apprapriate

tharapy due to othar co-maorbldities.

= Relapacd [olliculur B=cell non=Hodgkin lymphoma (FL)
it Palicnls who have reeeived gl least twd prior syslemid
tharaplar,

v Ralapsad small lymphoeylc lymphoma (SLL) in palients
who [iave reeeived al leust two phnor systenne therapies,

| Imltation of ugse:

ydehyg 3 nol mdiculed wnd 13 nol recommended

I'(,n ril";l |i||(; Lreglimenl Ur.,uly I,)‘Ili("lll 7yd(;|iu i". nQl,
Indlcatad and s not racoammanclad In coamblinatian with
bandamusline and/or nluximab [or the lrealmenl of | L.

Thie Iottor daos nat cantaln the camplote safety praflla far
Zydaellg To raview the Prescribing Intormation, Including
complele BOXED WARNING wnd Mcdicglion Guide, sce
links, helow

MPrescribing Information

Madlcation Grlda

Reporting Adverse Events

Yall ara ancaotiradqod ta rapart nadgative elde

allacis ol prascripllon drugs 1o [he | DA, V&Il
www.ldeL.gov/medwalel or cull 1=-800=-FLA=1083,
Healthgare Providers should r¢port all sutpedied adverse
avants assaclatad with Zydalig ta tha FDA ar ta Glleaad at
1=8300-445-3245.

alnaaraly,

lJignalure)

Willlam Guyar Pharm D
=anior Vice Presidant, Madical Allairsg

Unsubscribe | Terms of Use | Privacy Policy = Contact Us
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From: Gilead Sciences, Inc. Hide
To: <Name, Professional Society>
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Zydelig REMS

FDA REQUIRED UPDATED
REMS SAFETY INFORMATION

Boxed Warning includes the Risk of:

» Fatal and/or serious hepatotoxicity
— updated

e Fatal and/or serious and severe diarrhea
or colitis — updated

» Fatal and/or serious pneumonitis

* Fatal and/or serious infections
— updated

» Fatal and serious intestinal perforation

January 20118
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The FDA has requirad Gllead Sclences to
dietributa thiz safaty notlea to tha [Profazelanal
(hgarmzahon| an parl ol tha Zydehog KE=EMS
(Rigk Evaluation and Miligation 8lialegy).

The Incldence rates of fatal and serious
toxicltlas hava baan updatad In tha Doxad
Warmingy lor Zydahg Wao raquosl thal yon
distnbule s mlormeation o your membpers
gboul the lollowing serious risks of Lydellg:

WARNING: FATAL AND SERIOUS
TOXICITIES: HEPATIC, SEVERE
DIARRHEA, COLITIS, PNEUMONITIS,
INFECTIONS, and INTESTINAL
PERFORATION

« Fatal and/or serious hepatotoxicity occurred
in 16% to 18% of ZYDELIG-treated patients.
Monitor hepatic function prior to and during
treatment. Interrupt and then reduce or
discontinue ZYDELIG.

« Fatal and/or serious and severe diarrhea
or colitis occurred in 14% to 20% of
ZYDELIG-treated patients. Monitor for the
development of severe diarrhea or colitis.
Interrupt and then reduce or discontinue
ZYDELIG.

» Fatal and/or serious pneumonitis occurred
in 4% of ZYDELIG-treated patients. Monitor
for pulmonary symptoms and interstitial
infiltrates. Interrupt or discontinue ZYDELIG.

» Fatal and/or serious infections occurred in
21% to 48% of ZYDELIG-treated patients.
Monitor for signs and symptoms of infection.
Interrupt ZYDELIG if infection is suspected.

» Fatal and serious intestinal perforation can
occur in ZYDELIG-treated patients across
clinical trials. Discontinue ZYDELIG if
intestinal perforation is suspected.

Pleage 868 the Zydellg RCMS Mact Sheet,
a nan pramaotlonal fact shaot roviewad by tho
EDA, Tor morae dalaulad salaely informmahon
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Card ta all patlante. Tha card tha fact shaat,
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ul. www.ZydehigREME. com,
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* Relupwed chrome lvmpheeylie leukermie
(CLL) In comblnallon with riluximab. In
patlants for whom rituximab alons would
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elher g merwhihigs

r Relupacd [olllicular B=cell non=lodgkin
lymphoma (Fl ) In patlants who hava
racalvad at laaar twa priar ayaramle
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* Relapacd small lymphoeylic lymphorma
(SLL) In patlants who hava racelvad at
loasr twa priar syaramle tharaplos
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Jany paabiant Zydahg s nob imdhicated and

19 notl recommended in combmabion with
bhandamusline and/or riluximab lor the
traatmant af [
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sulely prollle lor Zydelly. To review lhe
Prascribing Information, Including complats
HOXEI) WARNING nd Modicahion Gindo,
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Prascribing Information
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Reporting Adverse Events
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Jide ellecty of presenplion drugs o the
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FDA REQUIRED Updated Safety Information for Zydelig® (idelalisib)

Safety information updates were made to the Boxed Warning, including incidence rates of
fatal and serious toxicities.

BOXED WARNING For Zydelig (Idelalisib)

Risk of:

Fatal and/or serious hepatotoxicity - updated

Fatal and/or serious and severe diarrhea or colitis - updated
Fatal and/or serious pneumonitis

Fatal and/or serious infections - updated

Fatal and serious intestinal perforation

Fatal and/or Serious Hepatotoxicity

e Fatal and/or serious hepatotoxicity occurred in 18% of patients treated with Zydelig monotherapy and
16% of patients treated with Zydelig in combination with rituximab or with unapproved combination
therapies.

® Elevations in ALT or AST greater than 5 times the upper limit of normal have occurred. These findings
were generally observed within the first 12 weeks of treatment and were reversible with dose
interruption. After resumption of treatment at a lower dose, 26% of patients had recurrence of ALT and
AST elevations. Discontinue Zydelig for recurrent hepatotoxicity.

e Avoid concurrent use of Zydelig with other drugs that may cause liver toxicity.

* Monitor ALT and AST in all patients every 2 weeks for the first 3 months of treatment, every 4 weeks for
the next 3 months, then every 1 to 3 months thereafter. Monitor weekly for liver toxicity if the ALT or AST
rises above 3 times the upper limit of normal until resolved. Withhold Zydelig if the ALT or AST is greater
than 5 times the upper limit of normal, and continue to monitor AST, ALT and total bilirubin weekly until
the abnormality is resolved.

Fatal and/or Serious and Severe Diarrhea or Colitis
* Severe diarrhea or colitis (Grade 3 or higher) occurred in 14% of patients treated with Zydelig
monotherapy and 20% of patients treated with Zydelig in combination with rituximab or with unapproved
combination therapies. Diarrhea can occur at any time.
* Avoid concurrent use of Zydelig and other drugs that cause diarrhea. Diarrhea due to Zydelig responds
poorly to antimotility agents. Median time to resolution ranged between one week and one month
across trials, following interruption of Zydelig therapy and in some instances, use of corticosteroids.

Fatal and/or Serious Pneumonitis

e Fatal and serious pneumonitis occurred in patients treated with Zydelig. Clinical manifestations
included interstitial infiltrates and organizing pneumonia.

* Inrandomized clinical trials of combination therapies, pneumonitis occurred in 4% of patients treated
with Zydelig compared to 1% on the comparator arms. Time to onset of pneumonitis ranged from <1
to 15 months. Monitor patients on Zydelig for pulmonary symptoms.

* In patients taking Zydelig who present with pulmonary symptoms such as cough, dyspnea, hypoxia,
interstitial infiltrates on a radiologic exam, or a decline by more than 5% in oxygen saturation, interrupt
Zydelig until the etiology has been determined.

¢ |f symptomatic pneumonitis or organizing pneumonia is diagnosed, initiate appropriate treatment with

corticosteroids and permanently discontinue Zydelig.
Reference ID: 4238482
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FDA REQUIRED Updated Safety Information for Zydelig® (idelalisib)

Fatal and/or Serious Infections

® Fatal and/or serious infections occurred in 21% of patients treated with Zydelig monotherapy and
48% of patients treated with Zydelig in combination with rituximab or with unapproved combination
therapies. The most common infections were pneumonia, sepsis, and febrile neutropenia. Treat infections
prior to initiation of Zydelig therapy.

® Monitor patients on Zydelig for signs and symptoms of infection and interrupt Zydelig for Grade 3 or
higher infection.

® Serious or fatal Pneumocystis jirovecii pneumonia (PJP) or cytomegalovirus (CMV) occurred in <1% of
patients treated with Zydelig. Provide PJP prophylaxis during treatment with Zydelig. Interrupt Zydelig
in patients with suspected PJP infection of any grade, and permanently discontinue Zydelig if PJP
infection of any grade is confirmed. Regular clinical and laboratory monitoring for CMV infection is
recommended in patients with history of CMV infection or positive CMV serology at the start of
treatment with Zydelig. Interrupt Zydelig in the setting of positive CMV PCR or antigen test until the
viremia has resolved. If Zydelig is subsequently resumed, patients should be monitored by PCR or
antigen test for CMV reactivation at least monthly.

Fatal and Serious Intestinal Perforation
® Fatal and serious intestinal perforation occurred in Zydelig-treated patients.
® Atthe time of perforation, some patients had moderate to severe diarrhea.
® Advise patients to promptly report any new or worsening abdominal pain, chills, fever, nausea, or vomiting.

® Discontinue Zydelig permanently in patients who experience intestinal perforation.

INDICATION
Zydelig is a kinase inhibitor indicated for the treatment of patients with:

® Relapsed chronic lymphocytic leukemia (CLL) in combination with rituximab, in patients for whom
rituximab alone would be considered appropriate therapy due to other co-morbidities.

® Relapsed follicular B-cell non-Hodgkin lymphoma (FL) in patients who have received at least two
prior systemic therapies.

® Relapsed small lymphocytic lymphoma (SLL) in patients who have received at least two prior
systemic therapies.

Limitations of use:
Zydelig is not indicated and is not recommended for first-line treatment of any patient. Zydelig is not indicated
and is not recommended in combination with bendamustine and/or rituximab for the treatment of FL.

You are encouraged to report negative side effects of Zydelig to Gilead at 1-800-445-3235
and/or the FDA at www.fda.gov/medwatch or call 1-800-FDA-1088.

This journal piece is part of the FDA-required Zydelig REMS. Visit www.ZydeligREMS.com for more information.

For complete safety information, see the Prescribing Information available at www.ZydeligREMS.com.

( G I L E A D © 2018 Gilead Sciences, Inc. All rights reserved. REMS-ZYD-0040 01/2018
Gilead, the Gilead logo, and ZYDELIG are trademarks of Gilead Sciences, Inc., or one of its related companies.
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FDA REQUIRED Zydelig (idelalisib) UPDATED REMS SAFETY INFORMATION

Boxed Warning for the Risk of:

» Fatal and/or serious hepatotoxicity - updated

 Fatal and/or serious and severe diarrhea or colitis - updated
» Fatal and/or serious pneumonitis

» Fatal and/or serious infections - updated

e Fatal and serious intestinal perforation

Fatal and/or Serious Hepatotoxicity

» Fatal and/or serious hepatotoxicity occurred in 18% of patients treated with Zydelig monotherapy
and 16% of patients treated with Zydelig in combination with rituximab or with unapproved
combination therapies.

e Elevations in ALT or AST greater than 5 times the upper limit of normal have occurred. These findings
were generally observed within the first 12 weeks of treatment and were reversible with dose interruption.
After resumption of treatment at a lower dose, 26% of patients had recurrence of ALT and AST elevations.
Discontinue Zydelig for recurrent hepatotoxicity.

* Avoid concurrent use of Zydelig with other drugs that may cause liver toxicity.

e Monitor ALT and AST in all patients every 2 weeks for the first 3 months of treatment, every 4 weeks for the
next 3 months, then every 1to 3 months thereafter. Monitor weekly for liver toxicity if the ALT or AST rises
above 3 times the upper limit of normal until resolved. Withhold Zydelig if the ALT or AST is greater than
5 times the upper limit of normal, and continue to monitor AST, ALT and total bilirubin weekly until the
abnormality is resolved.

Fatal and/or Serious and Severe Diarrhea or Colitis

e Severe diarrhea or colitis (Grade 3 or higher) occurred in 14% of patients treated with Zydelig
monotherapy and 20% of patients treated with Zydelig in combination with rituximalb or with
unapproved combination therapies. Diarrhea can occur at any time.

* Avoid concurrent use of Zydelig and other drugs that cause diarrhea. Diarrhea due to Zydelig responds
poorly to antimotility agents. Median time to resolution ranged between one week and one month
across trials following interruption of Zydelig therapy and in some instances, use of corticosteroids.

Fatal and/or Serious Pneumonitis

e Fatal and serious pneumonitis occurred in patients treated with Zydelig. Clinical manifestations
included interstitial infiltrates and organizing pneumonia. In randomized clinical trials of combination
therapies, pneumonitis occurred in 4% of patients treated with Zydelig compared to 1% on the
comparator arms. Time to onset of pneumonitis ranged from <1 to 15 months. Monitor patients on
Zydelig for pulmonary symptoms.

¢ |In patients taking Zydelig who present with pulmonary symptoms such as cough, dyspnea, hypoxia,
interstitial infiltrates on a radiologic exam, or a decline by more than 5% in oxygen saturation, interrupt
Zydelig until the etiology has been determined. If symptomatic pneumonitis or organizing pneumonia
is diagnosed, initiate appropriate treatment with corticosteroids and permanently discontinue Zydelig.

Fatal and/or Serious Infections
» Fatal and/or serious infections occurred in 21% of patients treated with Zydelig monotherapy and 48% of
patients treated with Zydelig in combination with rituximab or with unapproved combination therapies.

The most common infections were pneumonia, sepsis, and febrile neutropenia. Treat infections prior to
initiation of Zydelig therapy.

e Monitor patients on Zydelig for signs and symptoms of infection and interrupt Zydelig for Grade 3 or

ReferenBéaDen igaon.
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Fatal and/or Serious Infections (cont’d)

« Serious or fatal Pneumocystis jirovecii pneumonia (PJP) or cytomegalovirus (CMV) occurred in <1% of
patients treated with Zydelig. Provide PJP prophylaxis during treatment with Zydelig. Interrupt Zydelig in
patients with suspected PJP infection of any grade, and permanently discontinue Zydelig if PJP infection
of any grade is confirmed. Regular clinical and laboratory monitoring for CMV infection is recommended
in patients with history of CMV infection or positive CMV serology at the start of treatment with Zydelig.
Interrupt Zydelig in the setting of positive CMV PCR or antigen test until the viremia has resolved.

If Zydelig is subsequently resumed, patients should be monitored by PCR or antigen test for CMV
reactivation at least monthly.

Fatal and Serious Intestinal Perforation
» Fatal and serious intestinal perforation occurred in Zydelig-treated patients. At the time of perforation,
some patients had moderate to severe diarrhea.
» Advise patients to promptly report any new or worsening abdominal pain, chills, fever, nausea, or vomiting.
» Discontinue Zydelig permanently in patients who experience intestinal perforation.
INDICATION:
Zydelig is a kinase inhibitor indicated for the treatment of patients with:
» Relapsed chronic lymphocytic leukemia (CLL) in combination with rituximab, in patients for whom
rituximab alone would be considered appropriate therapy due to other co-morbidities.
* Relapsed follicular B-cell non-Hodgkin lymphoma (FL) in patients who have received at least two prior
systemic therapies.
* Relapsed small lymphocytic lymphoma (SLL) in patients who have received at least two prior systemic
therapies.
Limitation of use:

Zydelig is not indicated and is not recommended for first-line treatment of any patient. Zydelig is not
indicated and is not recommended in combination with bendamustine and/or rituximab for the treatment
of FL.

WHAT IS THE ZYDELIG REMS?

A REMS (Risk Evaluation and Mitigation Strategy) is a program required by the FDA to manage known

or potential serious risks associated with a drug product. FDA has determined that a REMS is necessary to
ensure that the benefits of Zydelig outweigh its risks. The purpose of the Zydelig REMS is to inform Healthcare
Providers of fatal and serious risks of hepatotoxicity, severe diarrhea or colitis, pneumonitis, infections, and
intestinal perforation. This fact sheet is required by the FDA as part of the Zydelig REMS program.

A Patlent Safety Information Card is also available for you to provide to your patients. The card reminds patients
of the symptoms of the serious risks of Zydelig and should be shown to any healthcare provider involved in your
patient’s care. The card and other information and resources are available at www.ZydeligREMS.com.

This fact sheet does not contain the complete safety profile for Zydelig. Please see the Prescribing Information,
including the BOXED WARNING and Medication Guide.

REPORTING ADVERSE EVENTS

You are encouraged to report negative side effects of prescription drugs to the FDA. Visit www.fda.gov/medwatch
or call 1-800-FDA-1088. Healthcare Providers should report all suspected adverse events associated with Zydelig
to the FDA or to Gilead at 1-800-445-3235.

( G I L E A D © 2018 Gilead Sciences, Inc. All rights reserved. REMS-ZYD-0038 01/2018
Gilead, the Gilead logo, Zydelig, and the Zydelig logo are registered trademarks of Gilead Sciences, Inc,, or one of its related companies.
Refe
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+ Important Safety Information for Patients Taking Zydelig®

A There are serious risks to These symptoms include:
- understand when taking Zydelig. « Stomach (abdominal) pain or
Zydelig gt

: o * Persistent or worsening nausea
(idelalisib) % tablets Be certain to get regular blood orvcl>miting worsening
tests as scheduled by your doctor. .
» Severe diarrhea
* Dark urine color
. Also, if you experience any of the « Blood tar-colored stool
Information Card ; cody or tar-colored stoo
following symptoms, you should « Short f breath. difficult
—— immediately call your doctor and breoatr?iensgs ?)r vcﬁgez'inglg iculty
seek emergency medical care. '

Patient Safety

* New or worsening cough

* Persistent fever (temperature
over 101°F)

Remember! Call your doctor and get emergency medical care
right away if you have any of these symptoms and show this card
to any doctor involved in your care.
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Patient Safety

Information Card

Patient Name

Zydelig Prescriber Name

Prescriber’'s Phone Number

© 2018 Gilead Sciences, Inc.
All rights reserved. REMS-ZYD-0039 01/2018

R T e

its related companies.

This patient is taking
Zydelig® (idelalisib) therapy
for the treatment of leukemia
or lymphoma.

These are some of the serious risks
associated with Zydelig:

» Fatal and/or serious
hepatotoxicity

« Fatal and/or serious and severe
diarrhea or colitis

« Fatal and/or serious pneumonitis
« Fatal and/or serious infections

» Fatal and serious intestinal
perforation

+ Important Safety Information for Healthcare Providers

Healthcare Providers:
« Evaluate urgently
« Provide all supportive care

« Contact the prescribing
physician (see contact
information at left) as soon as
possible to coordinate care if a
patient presents with signs and
symptoms of the risks noted here

For more information about
Zydelig, please refer to the
full Prescribing Information.

In case of safety concerns,
call Gilead at 1-800-445-3235.

Patients receiving Zydelig should carry this card at all times.

Show this card to any doctor involved in your healthcare.
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Zydelig (idelalisib) REMS (Risk Evaluation and Mitigation Strategy)

What is the Zydelig REMS?

A REMS (Risk Evaluation and Mitigation Strategy) is a program required by the Food and Drug Materials for

Administration (FDA) to manage known or potential serious nsks associated with a drug product. Healthcare Providers
The purpose of the Zydelig REMS is to inform healthcare providers about the following serious nsks Zydelig REMS Lﬂﬂﬂf
of Zydelig: to Healthcare Providers

Fatal and/or Serious Hepatotoxicity Download PDF

* Fatal and/or senous hepatotoxicity occurred in 18% of patients freated with Zydelig monotherapy and 16%
of patients treated with Zydelig in combination with rituximab or with unapproved combination therapies.

Fatal and/or Serious and Severe Diarrhea or Colitis

* Fatal and/or serious and severe diarrhea or coliis (Grade 3 or higher) occurred in 14% of patients treated
with Zydelig monotherapy and 20% of patients treated with Zydelig in combination with rituximab or with
unapproved combination therapies. Diarrhea can occur at any time.

Materials for Patients
Fatal and/or Serious Pneumonitis
* Faial and serious pneumonitis occurred in patients treated with Zydelig. Clinical manifestations included Medication Guide
interstitial infiltrates and organizing pneumonia. In randomized clinical tnials of combination therapies, Download PDF
pneumonitis occurred in 4% of patients treated with Zydelig compared to 1% on the comparator arms. —_—
Time to onset of pneumonitis ranged from <1 to 15 months. Monitor patients on Zydelig for pulmonary
symploms.

. : Zydelig Patient Safety
Fatal and/or Serious Infections information Card

* Fatal and/or serious infections occurred in 21% of patients treated with Zydelig monotherapy and 48% of
patienis treated with Zydelig in combination with rituximab or with unapproved combination therapies. The
most common infections were pneumonia, sepsis, and febrile neutropenia.

Downlond PDF

Fatal and Serious Intestinal Perforation
* Fatal and serious intestinal perforation occurred in Zydelig-treated patients.

* At the time of perforation, some patients had moderate to severe diarrhea.

Zydelig Fact Sheet: Anon-promotional fact sheet, reviewed by the FDA, with more detailed safety information on these risks is available. (See
link in the box labeled “Matenals for Healthcare Providers”)

Zydelig Patient Safety Information Card: This card should be given to all patients by Zydelig prescribers and should be carried
by patients on Zydelig at all times. Patients should show this card to any healthcare professional that sees them in a health-related encounter. (See link in the box
labeled “Materials for Pafients™)

INDICATION:

Zydelig is a kinase inhibitor indicated for the treatment of patients with

* Relapsed chronic lymphocyiic leukemia (CLL) in combination with rifuximab, in patients for whom rituximab alone would be considered appropriate therapy due
to other co-morbidities.

* Relapsed follicular B-cell non-Hodghkin lymphoma (FL) in patients who have received at least two prior systemic therapies.
* Relapsed small lymphocytic lymphoma (SLL) in patients who have received at least two prior systemic therapies.

Limitations of use:
Tydelig is not indicated and is not recommended for first-line treatment of any pafient.

Zydelig is not indicated and is not recommended in combination with bendamustine and/or ntuximab for the treatment of FL_

¥ou are encouraged fo report negative side effects of Zydelig to Gilead at 1-800-445-3235 and/or the FDA at www fda_govimedwatch or call
1-800-FDA-1088.

This site is intended for US Healthcare Professionals.

Privacy Policy | Terms of Use | Contact Us

£ 2018 Gilead Sciences, Inc. All rights reserved. REMS-ZY[-0033 01/2018
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