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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
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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
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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
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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

¥) GILEAD

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

Reference ID: 4238482



esec0 Applidium F  11:27 AM 100 % -

{ Back AN

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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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
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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.
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