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Gennrich, Jane - Medicaid N

From: Alla, Amani <Amani.Alla@bms.com>

Sent: Thursday, March 31, 2016 1:55 PM

To: Eide, Tamara J. - Medicaid; Conner, Christopher

Cc: Blau, Rosa; Hernandez, Bridget; Gennrich, Jane - Medicaid

Subject: RE: BMS submission of industry written materials

Attachments: Response to your DAKLINZA {daclatasvir) Request from Bristol-Myers Squibb Medical
Information

Dear Tami,

As requested, attached please find a copy of the original response that was submitted to the Idaho Medicaid via the
BMS system for your consideration. Please note the date stamp which was March 17, 2016 at 2:24 PM.

Sincerely,

Amani

Amani Hanna Alla, BPh, MBA

Access Medical Information Specialist
Bristol-Myers Squibb

777 Scudders Mill Road, Plainsboro, NI 08536
Phone: 609-897-2713

Email: Amani.Alla@bms.com

From: Eide, Tamara J. - Medicaid [mailto:EideT@dhw.idaho.gov]

Sent: Thursday, March 31, 2016 3:41 PM

To: Conner, Christopher <Christopher.Conner@bms.com>

Cc: Alla, Amani <Amani.Alla@bms.com>; Blau, Rosa <Rosa.Blau@bms.com>; Hernandez, Bridget
<Bridget.Hernandez@hms.com>; Gennrich, Jane - Medicaid <Gennricl@dhw.idaho.gov>
Subject: RE: BMS submission of industry written materials

Chris:

| did not see this submission. Sometimes our email system rejects very large files. if you have a copy of the
email that shows it was sent on the 19™, we will consider it.

Tami Eide, Pharm.D., BCPS

Medicaid Pharmacy Program Supervisor/Manager
ldaho Department of Health and Welfare
eidet@dhw.idaho.gov

3232 Elder St.

Boise, ID 83705

208-364-1829




800-327-5541 fax

From: Conner, Christopher [maifto:Christopher.Conner@bms.com]
Sent: Thursday, March 31, 2016 11:46 AM

To: Eide, Tamara J. - Medicaid

Cc: Alla, Amani; Blau, Rosa; Hernandez, Bridget

Subject: BMS submission of industry written materials

Tami,
Hope all is welll

In preparation for the April 15" PRT hearing, | wanted to follow up to ensure that you received copies of our
written materials?

| have been scanning the P&T committee site, and have yet to see our materials show up as reviewed. | did
receive confirmation from our Medica! Information staff that the materials went out on March 17"

Thanks in advance.

Regards,
C

Christopher Conner, PharmD, PhD
US Field HEOR Scientist-WEST
Phone: 425 636 8606 Cell; 425 499 1686
Email: christopher.conner@bms.com

&8 Bristol-Myecs Squibb

This message (including any attachmenis) may contain confidential, proprietary, privileged and/or private
information. The information is intended to be for the use of the individual or entity designated above. If you are
not the intended recipient of this message, please notify the sender immediately, and delete the message and any
attachments. Any disclosure, reproduction, distribution or other use of this message or any attachments by an
individual or entity other than the intended recipient is prohibited.

NOTICE: THIS ELECTRONIC MESSAGE TRANSMISSION CONTAINS INFORMATION WHICH MAY BE
CONFIDENTIAL OR PRIVILEGED. THE INFORMATION IS INTENDED ONLY FOR THE USE OF THE
INDIVIDUAL(S) OR ENTITY{IES) NAMED ABOVE. IF YOU ARE NOT THE INTENDED RECIPIENT, PLEASE BE
AWARE THAT ANY DISCLOSURE, COPYING, DISTRIBUTION, OR USE OF THE CONTENTS OF THIS
INFORMATION 1S PROHIBITED. [F YOU HAVE RECEIVED THIS ELECTRONIC TRANSMISSION IN ERROR,
PLEASE IMMEDIATELY NOTIFY THE SENDER AND DELETE THE COPY YOU RECEIVED.

This message (including any attachments) may contain confidential, proprietary, privileged and/or private information. The
information is intended to be for the use of the individual or entity designated above. If you are not the intended recipient
of this message, please natify the sender immediately, and delete the message and any attachments. Any disclosure,
reproduction, distribution or other use of this message or any attachments by an individual or entity other than the
intended recipient is prohibited.




~ Gennrich, Jane - Medicaid

From: noreply@salesforce.com on behaif of BMS Medical Information
<bmsmedinfodonotreply@bms.com>

Sent: Thursday, March 17, 2016 12:24 PM

To: Eide, Tamara J. - Medicaid

Ce: Conner, Christopher

Subject: Response to your DAKLINZA (daclatasvir) Request from Bristol-Myers Squibb Medical
Information

Attachments: Fulfillment for Interaction.pdf

Dear Dr. Tami Eide,

Thank you for contacting Bristol-Myers Squibb. Attached is the information
you requested: - the Daklinza Comprehensive Medicaid Summary
Document.

To respond to this message click here: Drug.information@bms.com

Regards,
BMS Medical Information
Phone: 1-800-321-1335

=




% Bristol-Myers Squibb

Dr. Tamj Eide
Idaho Medicaid
3232 Elder Street
Boise, ID 83705

March 17, 2016
Dear Dr. Tami Eide,

Thank you for your request about Daklinza {daclatasvir} which has been forwarded to Medical Information by
Christopher Conner. You have requested information regarding the Daklinza Comprehensive Medicaid Summary
Bocument.

DAKLINZA (daclatasvir} is indicated for use with sofosbuvir, with or without ribavirin, for the treatment of
chronic HCV genotype 1 or 3 infection.

Limitations of Use:
* Sustained virologic response (SVRy,) rates are reduced in genotype 3 patients with cirrhosis receiving
DAKLINZA in combination with sofosbuvir for 12 weeks.

Summary:
DAKLINZA-HEOR-Medicaid Summary-idaho_2016Mar15_Final

Please refer to the end of this information packet for the following:

* Reporting adverse event cases or product quality complaints, or to provide information on exposure to a
BMS product during pregnancy or lactation.

With the aim to continuously Improve the quality of our service we would like to request you complete a brief
satisfaction survey. It will only take you 3 minutes to complete. The survey can be accessed at the below link:
https://service?.soundbite.com/site/c/3000164472 /csat/ ?¢aseid=5000000000Bn10E &fulid=a390000000001iR

We trust that you will find this information helpful. If you have further questions or require additional
information, please contact BMS Medical Information Department at 1-800-321-1335.

Sincerely,
BMS Medical Information




HIGHLIGHTS OF PRESCRIBING INFORMATION

Thess hightights do notinclude all the information needed to use DAKLINZA safely
and efiectively. See full prescribing information for DAKLINZA.

DAKLINZAT* (daclalasvir) tablets, for oral use

Initial U.S. Approval: 2015

RECENT MAJOR CHAHGES ----ansnneeemnes
Indications and Usage (1) 212016
Dosage and Administration, Testing Prior to lnitiation of Therapy (2.1} 2/2016
Dosage and Administration, Recommended Dosage (2.2) 2/2018
Coniraindications {4) 22016
Warnings and Precautions, Risks Associated with Ribavirin Combination
Treatment (5.3) 2/2016
INDICATIONS AND USAGE

DAXLINZA s a hepatitis C virus (HCY) NSSA inhibitor indicated for use with sofosbuvir,

with or witheut ribavirin, for the treatment of chronic HCV genotype 1 or 3 infection. (1)

Limitations of Use:

* Sustained virologic response {SVR12) rates are reduced in genclyps 3 patienis with
cirrhosis receiving DAKLINZA in combination with sofosbuvir for 12 weeks. (14)

------ DOSAGE AHD ADMIMISTRATION --cnncscannnscnsmansannnan

» Testing pror to initiation: BCY genetype 1a with cirrhosis, consider testing for the
presence of virus with NS5A resistance-associated polymorphisms, (2.1)

¢ 60 mg taken orally once daily with or without food in combination wath sofesbuvir
with or without fipavisin. (2.2}

» Recormmended treatment duration: 12 wieeks. {2.2}

 Dose modification: Reduce dosage to 30 mg once daily v/t strong CYP3A inhibitors
and increass desage to 90 mg once daily with modarate CYP3A inducers. (2.3)

------------------------- DOSAGE FORFAS AND STRENGTHS---=sncsescesresnnnucanes

s Tablets: 60 mg and 30 mg {3;

CONTRAINBICATIONS ----

» Sirong inducers of CYP3A, including phenyloin, carbamazepine, rifampin, and
St. John’s wort, (4}

--------------------------- VAARNINGS AND PRECAUTIONS ---------------mmmmsmaea

« Bradycardia When Coadministered with Sofosbuvir and Amilodarone: Serious
syrmptomatic bradycardia may oceur in patients taking amiedarone with sofosbuvir in
combiration with another HGV direct-acting agent, including DAKLINZA (daclatasvir),
particularly in patients also receiving bela tlockers or those with undenying cardiac
comorbidities and/or advanced liver disease. Coadministration of amiodarone with
DAKLINZA in combination with sofesbuvir is not recommended. In patients with no
aftamative reatmant options, cardiac manitering is recommended. (5.2, 6.2, 7.3}

— ADVERSE REAGTIONS

dlost common adverse reactions (>10%6) observed with DAKLINZA in combination with
sofosburyir were headache and fatigus. (6.1)

Most common advarse reactions {(>10%) observed with DAKLINZA In combination with

* sofosbuvir and ribavirin were headache, anemia, fatigue, and nausea. {6.1)

To report SUSPEGCTED ADVERSE REACTIONS, contact Bristol-Myers Squibh at
1-800-721-5072 or FDA at 1-800-FDA-1088 or wnv.ida.gov/imetdwalch

DRUG INTERACTIONS ---s-cmsmsammmrermrrarmnnnnan

» Drug Inieractions: Coadministration of DAXLINZA can alter the concentration of other
drugs and other drugs may alter the concentration of daclatasvir. Consult the full
prescribing informaticn before use for conraindicated drugs and other potential
drug-drug interactions. (2.3, 4,5.1,7,12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-approved palient labeling.
Revised: 2/2046

FULL PRESCRIBING INFORMATION: GONTENTS*
1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
2.1 Testing Prior fo Initiation of Therapy
22 Recommended Dosage
2.3  Dosage Modification Due o Drug Interactions
24 Discontinuation of Therapy
DOSAGE FORMS AND STREHGTHS
4 GONTRAINDICATIONS”
5 WARNINGS AHD PRECAUTIGNS
5.1 Risk of Adverse Reactions or Loss of Virologic Response Due to
Drug Interactions

5.2  Serious Symptomatic Bradycardia When Coadminisiered with
Sofesbuvir and Amiodarone

53  Risks Associated with Ribavirin Combinatien Treatment
6 ADVERSE REAGTIONS

6.1 Clinical Trials Experience

6.2 Postmarketing Experience
7 DRUG INTERACGTIONS

7.4 Potentia! for Other Drugs 1o Affect DAKLINZA

7.2 Potential for DAKLINZA to Affect Other Drugs

7.3 Established and Potentially Significant Drug Interactions

74 Drugs without Glinfcally Significant Interactions with DAKUNZA
8 USE 1N SPEGIFIG POPULATIONS

8.1 Pregnancy

82  Lactation

()

8.3 Females and Males of Reproduclive Polential
84  Pediatric Use
8.5  Geratric Use
86  Renal Impaiment
8.7  Hepatic Impairment
10 GVERDOSAGE
i1 DESCRIPTION
12 CLINICAL PHARMACOLOGY
121 Mechanism of Action
12,2 Pharmacodynamics
12.3  Pharmacolénetics
124  Microbiology
13 HONCLINICAL TOXICOLOGY
131 Carcinogenesis, Mutagenesis, Impairment of Fertiliy
14 CLIMIGAL STUDIES
14,1 Descriplion of Clinica) Trials
14,2 Clinical Trials in HCV Gerotype 3 (ALLY-3)
14.3  Clinical Trials in HCVMHIV Coinfected Subjects {ALLY-2)
14.4  Clinical Trials in Subjects with Child-Pugh A, B, or € Cirrhosis or
with HGV Recurrence after Liver Transplantation (ALLY-1}
16 HOW SUPPLIED/STORAGE AND HAMDLING
17 PATIENT COUNSELING INFORMATION

*Sections or subsections emitted from the full prescribing infermation are not listed.

FULL PRESGRIBING iNFORMATION

1 INBICATIONS AND USAGE

DAKLINZA is Indicated for use with selosbuvir, with or viithout ribavinn, for the freatment

of patients with chronic hepatitis C virus (HCV) genotype 1 or genotype 3 infection [see

Dosags and Administration (2} and Clinical Studies {14]).

Limitations of Use:

+ Sustained virologic response {(SVR12) rates are reduced in HCV genotype 3-infecled
patients with circhosis receiving DAKUINZA in combination with sofosbuvir for
12 weeks [see Glinical Studies (14.2).

2 DOSAGE AND ADMIHISTRATION

21 Testing Prior to Initiation of Therapy

NS5A Resistance Tesling int HCV Genofype Ta-Infecied Patients with Cimhosls: Consider
screening for the presence of NS5A polymorphisms at amino acid positions M28, G30,
L31, and Y93 in patients with cirrhosis who are infected with HCV genatype 1a prior fo
ihe iniliation of treatment with DAKLINZA and sofosbuvir with or without ribavirin [see
Microbiology (12.4), Table 11].

2.2 Recemmended Dosage

The recommended dosage of DAKUNZA is 60 mg, taken orally, once dally, with or
without food [see Clinical Pharmacology (12.3).

Table 1 provides the recommended DAKLINZA-confaining ireatment regimens and
duration based on HOV genofype and patfent population. The optimal duration of
DAKLINZA and sofesbuvir with or without ribavirin has not been established for HCV
genotype 3 patients with cirrhesis of for HCY genotype 1 patients with Child-Pugh C
cirrhosis [see Clinkcal Studies (14.2, 14.4).

For patients wilh HGV/AHIV-1 coinfection, follow 1he dosage recommendations in Table 1

[see Clinical Studies (14). Refer 10 Drug Inferactions (7) for dosage recommendations for
concomitant HV-1 antiviral drugs.

For specific dosage recommendations for sofosbuir, refer to tha prescribing information,
For HGV genolype 1 or 3 patients with Child-Pugh B or G cirritosis or post-transplantatien
patients, 1ne starting dose of ribavirin is 600 mg once daily, increasing up to 1000 mg
daily as tolerated, The starling dose and on-treatment dose of ribavirin can be decreased
based on hemoglobin and creatinine clearance.

For HCV genolype 3 palients with compensated cirrhosis {Child-Pugh A}, the
recommended dosing of ribavirin is based on weight (1000 mg for patients waighing
less than 75 ke and 1200 mg for thase weighing at Jeast 75 kg administered oraliy in
two divided doses with feod).




DAKLINZA™ {daciatasvir)

Tahle 1: Recommended Treatment Regimen aind Duration for DAKLINZA
in Patients with Genotype 1 or 3 HGV
Patient Population Treatment and Duration
Genotype 1 Without climhosts DAKLINZA + sofosbuir for
12 weeks
Compensated (Child-Pugh A) ciirhosis
Decompensated (Child-Pugh Bor G | DAKUNZA + sofostunvir + ribavitin
cinhosis for 12 weeks
Post-transplant
Genotype 3 Without cirrhosis DAKUNZA + sofosbunr for
12 weeks
Compensated (Chd-Pugh Al or DAKLINZA + sofoshisvir + ribavirin
decompensated for 12 veeks
{Child-Pugh B or C) cirhosis
Post-transpiant

23 Dosage Modification Due 1o Drug Interaciions

Refer 1o the drug interactions and contraindications sections for other drugs before
coadminisiration viith DAXLINZA.

Table 2: " Recommended DAKLINZA Desage Modification with CYP3A
Inhibitors and Inducers

Concomitant Brugs DAKLINZA Dosage

Strong GYP3A inhibitors and certain HIV antiviral 30 mg once daily

agents {(see Drug Interactions (7.3) tor a compiete lish {one 30 mg tablef)

Moderate CYP3A inducers and nevirapine (se2 Duig 90 my once daily

Interactions {7.3) for a complete &sf) (tiwes 30 my tablsts, or one 60 mg
and one 3¢ mg tablef)

Strong CYP3A inducers (soe Contraindicalions (4) for Contraindicated

a completa list)

Dosage reduction of DAKLINZA for adverse reactions is nof recommendead,

2.4 Discontinuation of Therapy

If sofoshuvie is permanently discontinued in a patient receiving DAKLINZA with sofosbuvir,
then DAKLINZA should also be discontinued.

3 DOSAGE FORMS AND STRENGTHS

Tablets:

» 50 mg: 60 mg of dactatasvir (equivalent to 66 mg daclalasvir dihydrochlosids), light
green, biconvex, pentagonal, and debossed with *BMS” on one side and “215” on
the other side,

¢ 30 mg: 30 mg of daclatasvir (equivalent to 33 mg daclatasvir dihydrochioride},
green, bicogvex, penlagonal, and dsbossed with *BMS” on one side and “213° on
{he other side.

4 GCONTRAINDIGATIONS

o When DAKUNZA is used in combination with other agents, the contraindications
appiicable te those agents are applicable 1o the combination regimen. Relfer fo the
respective preseribing information for a list of contraindications.

*  DAKLINZA is contraindicated in combination with drugs that strongly induce
CYP3A and, thus, may lead to lower exposure and loss of efficacy of DAKLINZA.
Contraindicated drugs inclile, but are not limited to those fisted in Table 3 {see Drug
Interactions {7) and Ciinical Pharmacology (12.3)).

Table 3: Drugs that are Contraindicated with DAKLINZA

Drug Glass Drugs Wiithin Class that are Clinjcal Gomments
Gontraindicated with DAKLINZA®

Anticonvuisants phenyloin, carbamazepine May lead to ks of

Anfimycobacterial agents  ifampln E%ﬁw 0

Herbal preducts St. John's wort (Hypericum perforalun

4 This table is not a comprehensive list of 20 dugs tat strongly Induce CYP3A,

5 WARHNINGS AND PRECAUTIONS

51~ Risk of Adverse Reactions or Loss of Virologic Response Due to Drug
Interactions

The concomitant use of DAKUNZA and other drugs may result in known or polentially
significant drug interactions, some of which may lead to [see Contraindications (4) and
Drug Interactions (7.

DAKLINZA™ (daclatasvir)

+ loss of therapeutic effect of DAKLINZA and possible development of resistance,
¢ dosage adjustments of concorpitant medications or DAKLINZA,

« possible dclinically significant adverse reactions from greater exposures of
concomitant drags or DAKLINZA

Seg Tabe 3 for drugs contraindicaled with DAKLINZA dus to doss of efficacy and possible
development of resistance [see Contraindications (4. See Table 7 for steps lo prevent
or manage other possible and knowm significant drug interactions {see Drug Inferactions
{71 Consider the potential for dasg interactions before and during DAKLINZA therapy,
reviewr concomitant medications during DAXUNZA therapy, and monitor for the adverse
reactions assoctated with the concomitant drugs.

5.2 Serious Symptomatic Bradycardia When Coadministered with Sofosbuvir
and Amicdarone

Postmarketing cases of symolomatic bradycardia and cases sequiring pacemaker
intervention have been reported when amiodarone is coadministered with sofosbuvir
in combination with another HGV direct-acting antiviral, including DAKLINZA. A fatal
cardiac arrest was reported in a patient receiving a sofosbuvir-containing regimen
(ledipasvir/sofosbisvir), Bradycardia has generally ocourred within howrs to days, but
cases have been chserved up 10 2 weeks alfer initiating HCV ireatment. Patients also
taking bela blockers or those with undedying cardiac comorbidities and/or advanced
liver disease may be at increased risk for symplomatic bradycardia with coadministration
of amicdarone, Bradycardia generally resolved after discontinuation of HCV trealment.
The mechanism for this bradycardia effect is unknevm.

Coadministration of amiodarone with DAKLINZA in combination with sofasbuvir is not
recommended. For palients taking amicdarone who have no alternative treatment
oplions and who will be coadministered DAKLINZA and scfosbuir:

»  Counsel patients about the risk of serious sympiomatic bradycardia.

s Cardiac menitoring in an inpatient setting for the first 48 hours of coadminisiration
is recommended, after which oulpatient or seli-monitoring of the heart rate sheuld
accur on a daify basis through at least the first 2 weeks of treaiment.

Patisnts who are taking sofosbuvir in combination with DAKLINZA who need fo start
amicdarone therapy due to no other alterrative treatment options should undergo similar
cardiac monitoring 2s outlined above.

Due ta amicdarone’s [ong elimination half-life, palients discontinuing amiodarene just
prior to slarting sofosbuwvir in combination with DAKLINZA should also undergo similar
cardiac monitoring as outlined abave.

Patients who develop signs or symptoms of bradycardia should seek medical
evaluation immediately. Symptoms may include nearfainting or fainting, dizziness er
lightheadedness, malaise, weakness, excessive tiredness, shortness of breath, chest
pajn), cToarta}f!ug'??n, or memory problems [see Adverse Reactions (6.2) and Drug Interactions
(7.3), Table 7}.

5.3 Risks Associated with Ribavirin Gombination Treatment

If DAKLINZA and sefosbuvir are administered vith ribavirin, the wamings and precautions
for ribavirin, in parficular the pregnancy avoidance waraing, apply to this combination
regimen. Refer to the ribavirin prescnbing information for a full List of the warnings and
precautions for sibaviria.

6 - ADVERSE REAGTIONS

If DAKUINZA and sofosbuvir are administered with ribavirin, refer to the prescribing
informatien for fibavirin regarding ribavirin-associated adverse reactions.

The following serious adverse reaction is described below and elsewhere in the Jabeling:

+  Serius Symptomatic Bradycardia Whea Coadmimistered with Sofosbuvir and
Amicdarone [see Wamings and Precautions (5.2].

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the
clinical trials of ancther drug and may not reflect the rates abserved in practice.

Approximately 2400 subjects with chronic HCV infection have been trealed with the
recommended dose of DAKLINZA in combination with othes anti-HCV drugs in clinical
trials. Six hundred seventy-nine subjects have received a DAKUNZA and sofosbuvir-
based regimen, Safely experience from three clinical lials of DAXLINZA and sefosbuvir
with or without ribavirin is presenied. )

DAKLINZA and Sofosbuvir

In the ALLY-3 irial, 152 irealmant-naive and treatment-experienced subjecls with HCV
genoiype 3 (nfection were treated with DAKUINZA 60 mg once daily in combination with
sofesbuvir for 12 weeks. The most common adverse reactions (frequency of 10% or
greater) were headache and fatigus, Alf adverse reactions were mild to moderale in
severity. Mo subjects discentinued therapy for adverss events.

In the ALLY-2 trial, 153 treatment-naive and -treatment-expedenced subjects wdth
HGV/HIV-1 coinfection ware treated with DAKLINZA 60 mg ence daity (dose-adjusted for
concomitant antiretroviral use) in combination with sofosbuvir for 12 weeks. The most
common adverse reaction {frequency of 10% or greater) was fatigue. The majority of
adverse reactions were mild to mederate in severity. No subjects discontinued therapy for
adverse events. Adverse reactions considered at laast possibly related 1o treatment and
occurming at a frequency of 5% or greater in ALLY-3 or ALLY-2 are presented in Table 4.




DAKLINZA™ (daclatasvir)

Table 4: Adverse Reactions (All Severity) Reported at >5% Frequency,
DAKLINZA + Sofosbuvir, Studies ALLY-3 and ALLY-2

Adverse Reaction ALLY-3: HGV Genotype 3 ALLY-2: RCV/HIV-1 Goinfection
n=152 n=1563

Headache 14% 8%

Fatigug 14% 15%

Hausea 8% 9%

Diarrhea 5% 7%

DAKLINZA, Sofostivir, and Ribavirin

In the ALLY-1 trial, 113 subjects with chronic HCV infection, including 60 subjects -

with Child-Pugh A, B, or C cirrhosis and 53 subjects with recurrence of HCV after liver
transplantation, were treated with DAKLINZA 60 mg once daily in combination with
sofosbuvir and ribavirin for 12 weeks, The most common adverse reactions {frequency
of 10% or greater) among the 113 subjects were headache, anemia, fatigue, and
rausea. The mafority of adverse reactions were mild to moderate in severity. Of the
15 {13%) subjects who discontinued study drug for adverse events, 13 (12%) subjects
discontinued ribavirin only and 2 {2%) subjects discontinued all study drugs. During
treatment, 4 subjects in the cirrholic cohort undeswent fiver transptaniation. Adverse
reactions considered at least possibly related to treaimant and occurring at a frequency
of 5% or greater in either treatment cohost in ALLY-T are presented in Table 5.

Table 5: " Adverse Reactions {All Severity) Reported at >5% Frequency in
Either Treatment Cohort, DAKLINZA + Sofosbuvir + Ribavirin,
Study ALLY-1

Adverse Reacllon  Child-Pugh A, B, or G Cirrhosis Recurrence after Liver
Transplantation

n=50 n=53
Headache 12% 0%
Anemia W% 19%
Fatigue 15% 17%
Hausea 15% 6%
Rash 8% Zh
Diarthea 3% 6%
Insemeia 3% 6%
Dizziness ¢ 6%
Somnolence 5% Q

Laboratory Abnormalities
Selected Grade 3 and 4 treatment-emesgent [aboralvy abnormalities observed in

" dlinical trials of DAXLINZA in combination with sofosbuvir with of without ribavirin are

presented in Table 6.

Table 6: Selected Grade 3 and 4 Laboratory Abnormalities in Glinical
Trials of DAKLINZA + Sofoshuvir x Ribavirn, Studies ALLY-3,
ALLY-2, and ALLY-1

Paramefer Percent with Abnormatity

ALLY-3: HGV  ALLY-Z: HCV/  ALLY-1: Child-Pugh
Genotype 3 HIV-1 Coinfection A, B, or C with
DAKLINZA + DAKLINZA + Cirrhosis and Post-
Sofosbuvir Sofosbuvir  fransplant DAKLINZA +
Sofosbuvir + Ribavirin

n=152 n=153 n=113

Hemoplobin {<8.9 9/dl) .0 0 &%
Alanine aminotransferase (ALT} 0 0 0%
increased (5.1 x ULH) o
Aspariate aminolransferase 0 0 3%
{AST) increased (5.1 x 1AN) o
Total bifirubin Increased . 5

(2.6 x ULH) 0 5% 8%
lipase increased (23.1 x HLN) 2% 4% 4%

41q the ALLY-2 trial, Grade 3 and 4 increases in fotal bitirubin were observed only in subjects
receiving concomitant atazanavir,

6.2 Postmarkeling Experience

The following adverse reactions have been ldentified during postapprovat use of
DAKLINZA. Because these reactions are reported voluntarily from a population of
uncertain size, it is not always possible 1o reliably estimate their frequency or establish a
causal relatienship 1o drug exposure.

DAKLINZA™ {daclatasvir)

Cardiac Disorders: Serious symplomatic bradycardia has been reporled in patients
taking amiodarone who initiate treatment with sofosbuvir in combination with another
HCV direct-acting antiviral, including DAKUNZA [see Wamings and Precawtions (5.2} and
Drug Interactions {7.3).

7 DRUG INTERAGTIONS

7.1 Potential for Other Drugs fo AHect DAXLINZA

Padlalasvir is a substrale of GYP3A. Therefore, maderate or strong inducers of GYP3A
may decrease e plasma levels and therapeutic effect of dadlatasvir [see Dosage and
Adminisiration {2.3), Contraindications {4), and Table 7). Strong inhibitors of CYP3A (eg,
dlarithremyein, firaconazole, keloconazols, ritenavir) may increase the plasma levels of
dacialasvir [see Dosage and Adminisiration {2.3) and Tabie 7.

7.2 Pofential for DAKLINZA fo Afiect Other Brugs

Daclatasvir is an inhibitor of P-glycoprotein transporier {P-g0), organic anion transporting
polypeptide (OATF) 1B1 and 183, and breast cancer resislance protein {BCRP}.
Administration of DAKUNZA may increase systemic exposure 1o medicinal preducts that
are substrates of P-gp, OATP 1B1 or 183, or BCRP, which could increase or prolong their
therapeutic effect or adverse reaclions (see Table 7).

7.3 Establishied and Potentially Significant Drug Interactions

Refer fo ihe prescribing Informatien for ofher agents in the regimen for drug interaction
information. The most conservative recommendation should be followed.

Please also refer to Section 4 (Contraindications) and Section 12.3 {Pharmacokinetics)
for cormplete information en all drug interactions.

Table 7 provides clinical recommendations for established or patentially significant drug
interactions between DAKLINZA and other drugs [see Conlraindications (4. Clinically
relevant increase in concentration is indicated as *1™ and elinically relevant decrease as
=" for drug inferaction data [see Clinical Pharmacology (12.3).

Table 7: Established and Other Potentially Significant Drug Interactions

Concomitant Brug Class: Efect on
Drug Hame Concentration®

HY antiviral aganls
Proteass inhbitors:
Atazanavir with ritenavi® T Daclatasvir | Decrease DAKUINZA dose do 30 mg
Indinavir once daty.
Helfinavir
Saquinavir
Other antirelrovirals:
Cobicistat-containing
antiretroviral regimens
Bxamples: atazanavirfcobicistal| T Daclatasvir | Decrease DAKLEIZA dose to 20 mg once

Glinlcal Gomment

ehvitegravir/cobicistat/ dafy except with darenavir combined
emiriciabine/ with cabicistat,
tenofevir disoproi] fumarate
Hon-nucleoside reverse
transcriptase inhibitors iNRH):
Efavirenz® 1 Daclalasvir | Increase DAKUNZA dose to 80 mg oace
Firaviring GaRy.
Nevirapine
Strong CYP3A inhibiiors fsoa also HiV anliviral agents)
Examples: darithromycin, T Daclalasvir | Dscrease DAKLINZA dase to 30 mg once
itraconazole, ketoconazole? daily when coadministered with strong
nelazodone, posaconazo's, inibitors of GYP3A.

ted 'rlivomycin, voriconazole
Modorate CYP3A indlucers (sea a'so HV antiviral agenis)

Bxamples: bosentar, 1 Daclatasvir | Increase DAKLINZA dose to 90 mg
dexamethasone, modafind, ofte daily when coadministered vith
nafcillin, rifapenting inoderate inducers of CYP3A
Anticaaguiants
Dabigatran etexitate T Dabigatran | Use of DAKLINZA with dabigatran
mesylate etexilate Is not recommended in specific
: renal impaiment groups, depending on
{ke indication. Please ses the dabigalran
preseribing information for specific
fecommendatiens.
(Continued)
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Table 7; Established and Oiher Potentially Significant Drug interactions
{Contineg)
Concomitant Drug Glass: Effect on Clinteal Comment
Drug Hame Concentration®
Cardiovasoular agents
Antiarrhythenic: Amicdarane; effects| Coadministration of amicdarong
Amiedarone unknawn vith DAKLNZA in combination with
sofasbirds is nol recommendad becauss
it may result in serious spmptomatic
bradycardiz. The mechanism of this
effect is unkmewn. If coadministration
is required, cardiac monitoring is
recommended, [Sez Wamings and
Precavtions (5.2} and Adverse Reaclions
6.2)]
Antiarthythmic: 1 Bigoxia Patients already receiving daclatasvir
Digoxin® initiating dicoxin: latiate treatment using
the lewest appropriata digoiin dosage.
Monitor digoxin concentrations; adjust
digoxin doses if necessary and continise
monitoing,
Patients already receiving digodn
nrion to initiating daclatasyin Aleasure
serum ¢igoxin concentrations before
initiating daclatasvir. Reduce digo¥in
corcentrations by decreasing digowdn
dosage by aporoximately 15% to 30% o
Uy moditying the dosing frequency and
continua monitoring.
Lipid-towering agenis
HAIG-CoA reductase T Aorvastatin - | Monitor for HMG-CoA reductass inhibitor-
inhibitors: T Fuvastatin - | associated adverse events such as
Atorvasiatin T Pitavastatin | myopatiy.
Plivastasin T Pravastatin
Pitavastalin T Rostrastatin
Pravasiatin T Simvastatin
Rosuvastatin®
Simvastatin

Narcobic Anaigesic/Treatment of Oploid Dependence

buprenorphine T buprenorphine | For buprenorphine or buprenomphine/
buprenorphine/naloxone T norbuprenarphing | nakoxorts, na adjustment &s needed,
bt clinical monaitaring for buprenorphing-
associaled adverse avents is
recommended.

2 The direction of the arrow (T = increase, | = detsease} indicates the drection of the changein
pharmacoiénetic paramelers.
b These Interactions have Been studied [see Clinical Phamiacology (12.3), Tables 9and 100,

7.4 Drugs without Ciinically Significant Interactions with DAKLINZA

Please see Seclion 12.3 (Pharmacokinetics) for information regarding anficipated
interactions that are nel clinically relevant.

Based on the results of drug interaction trials [see Clinical Pharmacology {1234, no
clinically relevant changes in exposure were observed for cyciosporine, darunavir {with
ritonaviry, dolutegravir, escitalopram, ethinyl esiradicYnorgestimate, lopinavir {with
ritonavir), methadene, midazolam, tacrolimus, or tenofovir with concomilant use of
dactatasvir, No clinically relevant changes in daclatasvir exposure were observed wilh
cyclosporing, darunavir (with ritonavi), dolutegravir, escitalopram, famotidine, lopinavir
{with ritonavir), omeprazole, sofesbuvir, facrolimus, or lencfovir. No dosage adjustment
for daclatasvir is necessary with darunavir/cobicistat or moderate CYP3A inhibitors,
including atazanavir (unboosted), fosamprenavir, ciprofioxacin, difiiazem, erythromycin,
fluconazole, or verapamil.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Mo adequate human dala are avaitable 1o delermine whether or not DAKUNZA poses
a risk to pregnancy outcomes. In animal reproduction sfudies in rats and rabbis, no
evidence of felal harm was observed with oral administralion of daclalasvir during
crganegenesis at doses that produced exposures up to 6 and 22 times, respectively, the
recommended human dose (RHD) of 60 mg of DAKLINZA. However, embryofetal toxicity
was observed in rats and rabbils at maternally toxic doses that produced exposures of 33
and 98 times the human exposurs, respectively, at the RHD of 60 mg of DAKUNZA {see
Data). In rat pre- and postnatel developmental studies, no developmental toxicity was
cbserved at maternal systernic exposure (AUC) to daciatasvir approximately 3.6 times
higher than the RHD of DAKUNZA.

In the U.S. general population, the estimated background risk of major birth defects
and miscarriage in dinically recognized pregnancies is 2% to 4% and 15% to 20%,
respectivety.

DAKLINZA™ {daclatasvir}

If DAKLINZA and sofesbuvir are administered with ribavirin, the combination regimen is
contraindicated in pregnant women and in men whose female partners are pregnant.
Refer to the ribavirin prescribing information for more information on use in pregnancy.

Data
Animal Data

Dagtatasvir was administered orally to pregrant rats at doses of 0, 50, 200, or
1000 mg/ko/day on gestation days 6 o 15. Maternal toxicity (mortality, adversa clinical
signs, body-welght losses, and reduced food consumption) was noled at doses of 260
and 1000 mg/kg/day. In the offspring, malformations of the fetal brain, skull, eyes, ears,
nose, Yp, palate, or fimbs were observed at doses of 200 and 1000 mg/kg. The dose
of 1000 mgkg was associated with profound embryolethality and Jower fefal body
weight. No malformations were noted at 50 mg/ko/day. Systemic exposure (AUC) at
50 mg/kg/day in pregnant females was 6 times higher than exposures at the RHD.

In rabbits, daciatasvir was initially administered at doses of G, 40, 200, or 750 ma/kg/day
during the gestation days 7 to 12, Daclatasvir dosing was modified due to vehicle toxicity
during the study to doses of 20, 99, and 370 mg/kg/day, respectively. Maternal toxicity
veas noted at doses of 200/99 and 750/370 mg/kg/day with adverse dlinical signs and
savere reductions in body weight and feod consumption. Modalily and euthanasia
occurred in multiple dams at 750/370 mo/kg/day. At 200/99 mokg/day, fetal effects
includad increased embryofetal lethality, reduced fetal body weights, and increased
incidences of fetal malformations of the ribs as well as head and skull, No mafformations
were noted in rabbits at 40/20 mg/kg/day. Systemic exposures {AUC) al 40/20 ma/ko/day
were 22 times higher than exposures at the RHD.

In a pre- and pestnatal developmental study, daclatasvir was administered orally at 0,
25, 50, or 100 mg/kg/day from gestation day 6 to lactation day 20, At 160 mg/kg/day,
matemal toxicily included mortality and dyslocia; developmenial toxicily included slight
recuctions in offspring viability in the perinatal and neonatal perieds and reductions in
birth weight that persisted into adutthood, There was neither maternal nor developmental
toxicily at doses up to 50 ma/kg/day. Syslemic expostires (AUC) at this dose were
3.6 times higher than the RHD.

8.2 Lactation
Risk Summary

1t is not known whether DAKUNZA is present in human milk, affects human milk
production, or has effects on the breastfed infant. Dacialasvir was present in the milk of
lactating rats (se¢ Dald).

The developmental and health benefits of breastfeeding should be considered along
vith the mother's clinical need for DAKLINZA and any potential adverse effects on the
breastfed child from DAKLINZA or from the undertying maternal conditien.

I DAKUNZA is administered with ribavirin, the nursing mothers information for Abavirin
also applles to this cembination regimen, Refer to ribavirin prescribing information for
additional information.

Data

Milk concentrations of dacialasvir were evaluated on lactation day 10 as part of the rat
pre- and posinatal development study (sce Dafa in 8.7). Daclatasvir was present in rat
milk with coacentrations 1.7 1o 2 timies maternal plasma levals.

83 Females and Malss of Reproductive Potential

if DAKLINZA and sofosbuvir are administered with rbavirin, the information for ribavirin
with regard to pregnency festing, contraception, and inferti'ly also applies 1o this
combination regimen. Refer to fbavirin prescsibing information for additional information.

84 Pediatric Use

Safely and effectiveness of DAKLINZA in pediairic patients younger than 18 years of age
have not been established.

85 Geriatric Use

0f 1184 subiecis treated with the recommended dosa of DAKLINZA in fen clinical trials,
7% of subjects were 65 years of age or older, Safety was similar across cider and younger
subjects and there wiere na safety findings unique to subjects 65 years and older, SVR12
rates were comparable among older and younger subjects. No dosage adjustment of
DAKLINZA is required for eldedy patients [see Clinical Pharmacelogy (12.3.

86 henzﬂ impairment

No dosage adjustment of DAKUNZA Is required for patients with any degree of renal
impairment {see Clinical Pharmacoiogy (12.3)]. Refer also to the sofosbuvir and ribavirin
prescriging fnformation tor information regarding use in patients with renal impairment.

8.7 Hepatic Impatrment

Based on a hepatic impaimment study in non-HCV-infected subjects, no dosage
adjustment of DAKUNZA is required for patients with mild {Child-Pugh A),
moderate {Chitd-Pugh Bj, or severe (Chilg-Pugh C) hepatic impairment [see Climical
Pharmacolegy (12.3].

10 OVERDOSAGE

There is ne known antidote for averdese of DAKLINZA. Treatment of overdose with
DAKLINZA should consist of general sepportive measures, including monitoring of
vifal signs and observation of the patient's clinical status. Because daclalasvir is highly
p;c!nltleir:j bound {>93%), dialysis is unlikely ta significantly reduce plasma concentrations
of the drug.
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i DESGRIPTION

DAKLINZA (daclatasvin) is an fnhibiler of HCV nonstructural protein 5A (NSS5AL
The chemical name for drug subsience deckalasvir dihydrochloride Is carbamic acid,
NN-[[1,1"-biphenyl}-4,4"-diyibis[1 H-imidazole-5,2-diyl-(25)-2,1-pyrrolidinadiyl{{1 5})-
1-{t-methylethyi}-2-ox0-2,1-ethanediyl]f|bis-, G.C'-dimetiyl ester, hydrochioride (1:2).
fts molecutar formula is CipHsol3Og#2HG!, and its molecufar vreight is 738.88 (free
bass). Daclatasvir dihydrochloride has the following structural formuia;

HN~((§J [
. . A Ok_\ ocr{3

N l’S) « 2HOI

’)r—NH o

Mo { R
C

Daclatasvir dinydrochloride drug substance is white to vellow. Daclatasvir is freely
seluble in water (>700 mg/mb).

DAKLINZA 60 mg tablets contain 60 mg dadlatasvir {equivalent to 66 mg daclatasvir
tihydrochloride) and 1he inactive ingredients anhydrots laclose (118 mg),
microcrystalting cellulese, croscarmellose sodizm, silicon diodde, magnesium stearate,
and Opadry green.

DAKLINZA 30 mg lablets contain 30 mg dadlatasvir {equivalent to 33 mg daclatasvir
dihydrochloride} and the inaetive ingredients anhydreus lactose (58 mg), microcrystalling
celiulose, croscarmeliose sodium, siticon dioxide, magnesium stearate, and Gpadry green.
Opadry green contains hypromellose, titanium dioxide, pelyethylene glycol 400, FD&C
blue #2/indige carmine aluminum take, and yellow iren oxide.

12 CLINICAL PHARMAGOLOGY

124 Mechanism of Action

Daclatasvir is a direct-acting antiviral agent (DAA) against the hepatitis C virus [see
Hicrobiotogy (1248,

122  Pharmacodynamics
Cardiac Electrophysiclogy

At a dose 3 times the maximum recommended dose, daclatasvir did not profong the QT
interval to any clinically relevant extent.

123 Pharmaeokinetics

The pharmacokinetic properiies of daclatasvir were evaluated in healthy adult subjecls
and in subjects with chrenic HOV. Administration of daclatasvir fablets in HCV-infected
subjects resulted in approximately dose-proportiona! increasas in G, AUC, and Gy up
to 60 mg once daily. Steady state is anticipated after approximaltely 4 days of once-daily
daclatasvir administration. Exposure of daglatasvir was similar between heatthy andd
HCV-infecled subjects. Population pharmacokinetic estimates for daclatasvir 60 mg
once daily in chronfe HEV-infected subjects are shawn in Table 8.

Table 8: Population Pharmacokinelic Estimates for Daclatasvir in Chronic
HCV-Infected Subjects Recelving Daclalasvir 80 mg Once Daily
and Sefosbuvir 460 mg Once Daily

Parametais Daclatasvir 60 myg once daily
(n=152)
AlCozm (ngoh/ml)
Nean + standard deviation 10973 + 5288
Median (range) 9880 {3807-41243}
Casn (ng/mL) )
Mezan = slandard deviation 182 £137
Median (range) 148 (41-1050)

Absorption and Bioavailability

In HCV-infected subjects following multiple oral doses of daclatasvir tablet ranging
from 1 mg 1o 100 mg once daily, peak plasma concentrations occurred within 2 hours
posi dose,

In vifro studies with human Gaco-2 cells indicated that dadlatasvir Is a substrate of P-gp.
The absolute bioavailabilify of the tablet fermulation is 67%.

Effect of Food on Oral Absarption

In healthy subjects, administration of a daclatasvir 60 mg tablet afler a high-fat,
high-caloric mesl (approximately 951 total keal, 492 keal from fal, 312 keal from
carbahydrates, 144 keal from protein) decreased dackalasvir Gra, and AUCp-mg by 28%
and 23%, respectively, compared with fasted conditions. A feod effect was nat ohserved
with administration of a daciatasvir 60 mg tablet after a low-faf, low-caloric meal
{approwimately 277 total keal, 41 keaf from fat, 190 kea! from carbohydrates, 44 keal
from protein} compared with fasted conditions [see Dosage and Administration (2§.

DAKLINZA™ {daclatasvir)

Distribution

With muttiple dosing, protein binding of dadlatasvir in HCV-infected subjects was
approximately 99% and independent of dose af the dose range studied {(1-1060 mg).
In subjects who received daclatasvir 60 mg tablet orally followed by 100 g {1%C,"°N]-
dadatasvir intravenous dose, estimated velume of distribution at steady state was 47 L.

- Metabolism

Daclatasvir is a substraie of CYP3A, with CYP3A4 being the primary CYP isoform
fesponsmle for metabolism. Following single-dose oral administration of 25 mg

Yo daclatasvir In healthy subjects, the majority of radicactivity in plasma wias
predaminately attrbuied to parent drug (97% or greater).

Elimination

Folloving single-dose oral administration of 25 mg 'C-daclatasvir in heafthy subjects,
86% of tolal radioactivity was recovered in feces (53% of the dose as wnchanged
daclatasvir} and 6.6% of the dose was excreted in the urine (primarily as unchanged
daclatasvir). Following multiple-dose administration of daciatasvir in HGV-infected
subjects, with deses ranging from 1 mg te 100 mg once daily, the terminal elimination
half-life of daclatasvir ranged from approximately 12 to 15 hours, In subiects who
received dadatasvir 60 mg tablet oraly followsd by 100ug [°C,'°N]-dadlatasvir
intravensus dose, the total dlearance was 4.2 Lh.

Specific Populations

Renal Impairment

The pharmacokingtics of daclatasvir follewing a single 60 mg oral doese was studied
in non—HCY-infected subjects withh renal impaiment. Using a regression analysis, the
predicted AUGg- of dacialesvir was estimaled (o be 26%, 60%, and 80% higher in
subjecls with creatining clearance (CLer) values of 60,30, and 15 mL/min, respectively,
refative o subjects with normal renal funciion (Clor "of 80 mL/min, defined using the
Cockoroft-Gautt Cior formula), and dactatasvir unbound AlCq.zn was predicled to be
18%, 39%, and 51% higher for subjects with Cler values of 60, 30, and 15 mL/min,
mpechvety refative 1o subjects wath normal renal function. Using observed dala,
subjects with end-staga rena! disease requining hemodialysis had a 27% Increase in
daclatasvir AUGig 50y and a 20% increase in unbound AUC& compared o subjecis
vath normal renal funct:on as defined using the Cockerodt E'ﬂ Cler formula [see Use
in Specific Populations (8.6)}.

Daclatasvir is highly protein bound to plasina proteins and is unlikely to be removed
by dialysis

Hepatic lmpairment

The pharmacokinefics of daclatasvir following a single 30 mg oral dose was siudied
in non-HCV-infected subjects with mild (Child-Pugh A), moderate (Child-Pugh 8), and
severe (Child-Pugh C) hepatic impairment compared io a corresponding matched
control group. The Grmac and AllGp.g of fofad daclatasvir {free and protein-bound drug)
were lower by 46% and 43%, respectively, in Child-Pugh A subjecls; by 45% and
38%, respectively, in Child- Pugh B subjects; and by 55% and 36%, respectivaly, in
Child-Pugh C subjects. The Cray and AUCping of unbound daciatasvir were lower by
43% and 40%, respeclively, in Child- Pugh A subjects; by 14% and 2%, respectively,
in Child-Pugh B subjects; and by 33% and 5%, respectively, in Child- Pugh C subjects
[see Use in Specific Popuilations (B.74.

Pedialric Patients
Ths pharmacokinetics of daclatasvir in pediatric patienis has not been evatuated.

Geriatric Patients

Poputation pharmacokinetic anatysis in HCY-infecled subjects showed that within the
aga range [18-79 years) analyzed, age did not have a dirically relevant effect on the
pharmacokinetics of dactatasvir [see Use in Specific Populations (8.51.

Gender

Pepulation pharmacekinelic analysas in HGV-infected subjects estimaled that female

subjects have & 30% higher dadlatasvir AUC compared to male subjects, This difference
in daciatasvir AUC is nol considered clinicalty relevant.

Hace

Population pharmacokinetic analyses in HCV-infecled subjects indicated that race
had no dinically relevant effect on daclatasvir exposure.

Prug Interactions
Cylochrome P450 [CYP) Enzymes
Dactatasvir is a substrate of CYP3A. In witro, daciatasvir did rot inhibit {Csp greater than

40 microM) CYP enzymes 1A2, 2B6, 2C8, 2G9, 2619, or 206, Daclatasvir did not have
a clinically relevant effect on the exposure of midazotam, a sensitive CYP3A substrate.

Transporlers

Dactalasvir is a substrate of P-gp. However, cyclosporice, which inhibits mutliple
Iransporters including P-gp, did not have a clinically relevant effect on the
pharmacokinetics of daclatasvir. Daclatasvir, /n vitro, did not inhibit GCT2 and did not
have a clinically relevant effect on the pharmacokinetics of tenofovir, an QAT substrate.
Dactatasvir demonstrated Intibitosy effects on digoxin (2 P-gp subsirate) and rosuvastatin
{an OATP 1B1, QATP 1B3, and BCRP substrate) in drug-drug interaction trials.

Dy interaction studies were conducted with daclatasvir and cther drugs likety to be
coadministered or drugs used as probes {0 evaluale potential drug-drug interactions.
The eifects of daclatesvir on the G AUC, and Cn of the coadministered drug are
summarized in Table 9, and the effects of the coadministered drug on the Cirae, AUC,
angd Cmin of daclatasvir are summarized in Table 10. For information regarding clinical
recommendations, see Conlraindicalions {4) and Brug Interactions (7.3}, Brug interaction
studies were conducted in healthy adults unless othenvise noted.
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Tahle & Effect of DAKLINZA on the Pharmacokinetics of Concomitant Drugs

Concomitant Co- DAKLINZA Ratio of Pharmacokinetic Paramelars
frug  [Administered| Dose of Geadministered Brug Gombination/

Drug Dose Hto Combinalion (80% Gl
Crar AUG Crie®
Buprenorphing]  Statle  |60mg QD Bupfenorphmeh Bupremphine" Bupfermmine"
Malevone  pmaintenance 147
8f2mgto (103 164) (1 24 152} {1.03, 132]
245 mg QD Ntbugeenorphine !hrbup:mpme" rm%%rpw
1.65 B2
{1.38,1.99) (1.30, 2.02) {112, 1.89)
Danmav® | 600 mg BID {30 mg QD 0.97 000 098
wilh rilonavir 080,117y | (073,141 | (067, 1.44)
100 mg BID .
Digexin 0.125 mg D|60 g 0D 1.86 1.27 1,18
(1.52,180) | (1.20,1.39 | (1.081.28
Dofutegravie | 50 mg QD [60 mg 0D 1.29 133 145
{1.07, 1.59) {111, 1.59) {1.25, 1.68)
Lopinavi® | 400 mg BID |30 mg 6D 122 115 1.54
vith rlonavir (108,141 | Q172 | (046,500
100 mq BID
Meathadone Stable |60 mg OB Total methadone™ | Total methadone®| Total methadone?:
malntenance .04 1.1 1.12
40-120 mg 089,1.21) | (097,1.20) | {096,1.20)
] R-methadons™ | R-methadone® | R-methadons®:
1.07 1.63 1.08
{0.97,1.18) | 094,129 | (093 1.26)
Restvastatin |10 mg single |60 mg OB 2 1.58 . HA
dose (1,83, 2.26) (1.44,1.74)
Simeprevic | 150 mg 0D {60 mg 0D 130 1.44 1.49

q27,159 | (azise | (.3316n

Hate: In Table 9, for the concomitant medication, drug-dnug interaction data were not induded

if 96% Cls for CM,AUC and Crin {if app!mb!e for Coun) wera within 80% to 125%. These

concomitant medications includs , escitaippram, ethingd estradiolnorgesimate,

midazolam, tacrolimus, and tenofovir disoprodl fumarate.

3 Conn was defined as efther ihe Ca, 0 the Cyqgn concentration value.

"tThe buprenorphing and norbaiprenarphing pharmacoldnetic parameters were dose normalized
0 8 mg.

¢ Samples up to § hours collected; Go, substituted for Gizn concentration value,

4The methadone pharmacokinetic paramelers were dose normalized to 40 mg,

HA = tet available,

Table 10:  Effect of Coadministered Drugs on DAKLINZA Pharmacokinetics

Goncomitant {Coadministered| DAKEINZA | Ratio of Pharmacokinetic Parameaters
Diug Drug Dose Dose of Daclatasvir
Combination/Ha Gambination (20% Cf}
Cmax AUC Crin®
Mazanavi/  {300mgA00O mg] 20mg QD 0.45 0.70 122
ritonayir an flestarm) | {0.41,0.490 | (6.85,0.757 | {1.08,1.37P
Cyclosporine | 400mgsingle | 80mg QD 1.04 1.40 1.56
dose {0.94,1.15) | (1.29,1.53) | (141, 1.71)
Darunavir! 800 mgH00mg| WmgQD (.38 0.20 NA
ritonavir an flestarm) | (0,35, 042 | (0.86, 0.75
Dolutegravir 50 mg Q0 80 mg 0D 1.03 043 1.06
{0.84,1.25) | {0.83,1.15) | (0.88,1.29)
Efavirenz &0mgClD | 120mq QD 167 1.37 0.43
{testarm) | {1.51,1.84P | 1.21,1.55° | (0.69, 1.0
Escitalopram 10 mg Q0 &0 mg 4D 1.14 1.12 1.23
098, 1.32) | (1.01, 1.26) | {1.09, 1.38)
Famyotiding A0mgsinge | 60 mysingle 6.56 0.82 0.89
dase dosa {0.46,0.67) | (0.70,0.98) | (0.75,1.06)
{2 hours after
famalidine
administration)

{Contiwed)
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}‘abl?n}% Effect of Coadministered Drugs on DAKLINZA Pharmacokinetics
‘Conti .

Concomitant{Coadminisiered| DAKLINZA | Ratio of Pharmacokinetic Parameters
Drug Drug Dose Dose of Daclatasvir
Ganibination/Mo Gombination {86% CI)
Cmax AUG Cinun®
Kefoconazols | 400 mgQD | 10 mg single 1.57 3.00 HA -
dose (1.31,1.88) | {2.62,3.44)
Lopinavir/ 400 mg/i00mg | 30mg Qb 034 0.58 HA
ritonavir B festarm) | (0.31,037)° | (0.54, 0.62)
(meprazcle 40 mg single | 60 mq single 064 0.84 (.92
dose dase (0.54,0.77) | (0.73,0.86) | (0.80,1.05)
Rifampin 0 mg 0D | 60 mg singls 044 B2l HA
dose (0.40, 0.48) | (0.19,0.23)
Simeprevir 150 mq 0D 60 mg QD 1.50 1.96 2.68
) (1.39,1.62) | (1.84,2.10) | (2.42,2.98)
Tenofodis 360 mg 0B 60mg 0D 1.06 1.10 115
disoprodl (0.98,1.15) | (1.01,1.21) | {1.02,1.30}
fumerate

Hote: In Table 10, drug-drug interaction data for daclatasvir were not inclided for g study with

tacrofmus becauss the 805 Cls Tor Coy, AUC, and Grin Were Within 50% to 125%,

3 Gy weas defined as either the Cusy of the Cyeapn dackatasyir concentration value,

® Qbserved, non-doss normalized data. For the reference arm, a 60 mg QD dosa of daclatasvir
wias administered vithout the HIV comedications (boosted protease inkibitors, efavirenz) in
order to compare tha effect on daclatasvir exposues,

HA = Mot avaiiable.

Mo dlinically relevantinteraction is anticipated for daclatasviror the following concomiiant
medicalions: peginterferon alfa, ribavirin, or antacids. No dinically relevant inferaction is
anticipated for daclatasvir with concomiant use of rilpivirine.

124 Microbielogy
Mechanlsm of Action

Daclatasvir Is an inhibitor of NS5A, a nonstructural protein encoded by HCV. Dacialasvir
binds to the N-terminus of NSSA and inhibits both viral RNA replication and virien

assembly. Characterization of daclatasvir-resistant viruses, biochemical studies, and

computer modeling data indicale that daciatasvir inferacts with the N-terminus within

?omajn 1 of the protein, which may cause structural dislortions that interfere with NSBA
unctions,

Antiviral Activity

Daclatasvir had median ECsg values of 0.008 nd (range, 0.002-0.03 oM; n=35},
0.002 nM {range, 0.0007-0.006 nM; n=30), and 0.2 aM {range, 0.006-3.2 nM;
n=17) against hybrid replicens containing genotypes Ta, 1b, and 3a subject-derived
NS5A sequences, respectively, without delectable daclalasyir resislance-associated
polymorphisms at NS5A amino acid positions 28, 30, 31, or 93. Daclatasvir activity vas
reduced against genolypes 1a, 1b, and 3a subject-derived replicons with resistance-
associated polymorphisms at positions 28, 30, 31, or 93, with median ECsp values of
76 nM (rangs, 4.6-24C9 nM; n=5), 0.05 nM {range, 0.002-10 nM; n=12), and 13.5 M
{range, 1.3-50 nM; n=4), respeciively. Similarly, the ECsq values of daclatasvir against
3 genotype 3b and 1 genclype 3i subject-derived NSBA sequences wilh polymorphisms
{refative 10 a genotype 3a reference) at positions 30+31 {genolype 3b) or 30462
{genotype 3i) were 23620 nM.

Daclatasvir was nof antagonistic viith interferon alfa, HOV NS3/4A prolease inhibilors,
HCV NS5B nucieoside analog inhibitors, and HGY NS5B non-nucleoside inhibitors in cell
culture combination antiviral activity studies using the cell-based HCV replicon system.

Resistance
In Cell Gulture

HCY genotype 13, 1h, and 3a replicon variants with reduced susceplibility te daciatasvir
were sefected in cell cuiture, and the genctype and phenotype of dactalasvir-resistant
NS5A amino acid varianis were characlenzed. Phenotypic analysis of genotype 1a
replicons expressing single NS5A B28T, Q30F, Q30H, Q30R, L31V, ¥33s, YA3H, and
Y43N substitulions exhibited 500-, 18500-, 1083-, 900-, 2500-, 1367-, 8500-, and
34833-fold reduced susceptibifity to daclatasvir, respectively. For genctype 1b, L31V and
Ya3H single substitutions and L31M/YA3H and L31V/YS3H combinations exhibited 33-,
30-, 16000-, and 33667-fold reduced susceptibility to daclatasvir, respectively. A P32-
deletion (P32X) in genotype 1b reduced daclatasvir susceplibility by >1,000,000-fold.
For genolype 3a, single A30K, L31F L31], and YO3H substitutiens exhibited 117-, 320-,
240-, and 3733-Tokd reduced susceptibility 1o dacialasvir, respectively.

In Clinical Sludies

Among subjects with HOV genclype 1 or genolypa 3 infection and trealed in the ALLY-1,
-2, and -3 trials with DAKLINZA and sofosbuvir vth of without ribavirin for 12 weeks, 31
subjects (11 with genotype 1a, 1 with genatype 1b, and 19 with genotype 3) qualified
for resistance analysis dus to virologic failure, Post-aseline NS5A and NS5B poputation-
based nucleotide sequence analysis results were avaitable for 31 and 28 subjects,

respectively.




DAKLINZA™ (daclatasvir}

Virus from ali 31 subjects at the time of virelogic failure harbored one or more of the
followiing NS5A resistance-associated substitutions {inceding pre-exisling amino acid
polymorphisms or Irealmant-emargent substifutions): M28T, D30HACR, L3 18N, H54R,
H54DYP, or YO3G/MN for genatype Ta subjects, P32-deletion (P32) for the genotype 10
subject, and A3CK/S, L311, S62A/L/P/R/, or YA3H for genolype 3 subjects. Among HCV
genofype 1a virgogic failure subjects, the most common NSBA amine acid substitutions
oceurred at position Q30 (Q30H/K/R; 73% {8/11), all freaiment-emergent). Among HCV
genotype 3 virologic failure subjects, the most commen HS5A amino acid polymorphism
of treafment-emergent substitution was YO3H (89% {17/19), reatment-emergent in
11 0F 17 subjects).

For NS5B, 6 of 28 subjects at ihe time of virologic failure had virus wilh NS5B
substitutions possibly associated with sofosbuvir resistance or exposure: A112T, L159F,
E2376, or 0355H (genotype 1a subjects), or 5282T+0355H {genclype 3 subject).

Persistence of Resistance-Associated Substitutions

Limited data for DAKUNZA and sofosbuvir regimens on the persistence of dadatasvir
resistance-associated substitutions are available, n a separate lorg-tarm follow-up study
of predominately HGV genotype 1-infected subjects ireated with dactatasvir-containing
regimens in phase 2/3 clinical trials, viral populations with treatment-emergent NSSA
resistance-associaled substitutions persisted af detectable levels for more than 1 year
in most subjecis.

Effect of Baseline HOV Amino Acid Polymorphisms on Treatment Response

Genolype Ta NS5A polymorphisms: In HOV genotype 1a-infecled subjecis with cirrhosis,
the presence of an NS5A aming acid polymorphism at position M28, Q30, L31, or Y93
(defined as any change from reference identified by population-based nucleotide
sequencing) was assoclated with reduced efficacy of DAKLINZA and sofoshuvir with of
withaut ribavirin for 12 weeks in the ALLY-1 and ALLY-2 {rals (see Table 11). Due to the
limited sample size, insufficient data are available to determine the impact of specific
HS5A polymorphisms at these positions on SVR12 rates in subjecis with clrrhasis. Six of
54 subjects (11%) with cirrhosis had one of the following specific NS5A polymorphisms
at basetine: M28Y/T (n=2), Q30R (n=1}, L31M {n=2), or YI3N {n=1); 2 subjects with
M28Y or Q30R achleved SYR12 while 4 sublects wath M28T, 13124, or YO3N did not
achieve SVR. Eleven of 112 subjects (10%} without cirrhosis had ore or more of the
following specific NS5A patymorghisms at basetine: M28TA {n=3), Q30HA/R {n=5),
L31M (n=1), and Y33G/H/S (n=4); all noncirrhotic subjects with these baseline NS5A
poiymorphisms achieved SVR12, Based on an analysis of 1026 HCV genctypa Ta NSBA
amino acid sequences from pooled clinical trials, the prevalence of polymorghisms at
thesa positions was 11% overall, and 11% inthe U.S.

Genolype 1h NS&A polymorphisms: In a pooled analysis of 43 subjects infected with
HEY genotype b with available baseline nucleotide sequence data in ALLY-1 and -2,
virus from 21% {n=9) of subjects receiving DAKLINZA and sofosbuvir with or without
ribavirin had ong of the following baseline NS5A amino acid polymorphisms: R3I0K/M/Q
(n=4), L31M (n=2), or YO3H (n=3). All 9 subjects with NS5A polymorphisms achieved
SVYR12, including 5 whe were noncirrhotic and 4 who were in the post-transplant period.

Genotype 3 NS5A polymorphisms: In he ALLY-3 frial in which HCV genotype 3-infected
subjects received DAKUINZA and sofosbuvir for 12 weeks, the presence of an NSSA
Ya3H polymorphism was associated with a reduced SVR12 rate (see Table 91).Ina
pooled analysis of 175 subjects infected with HGV ganotype 3 with available baseline
nucleotide sequence data in the ALLY-1, -2, and -3 trials, virus from 7% (13/175) of
subjects had the NS5A Y33H polymesphism, and al 13 of these subjects were in the
ALEY-3 1rial. Phylogenelic analysis of NS5A sequences indicated that all genotype 3
subjects with available data in the ALLY-1, -2, and -3 trials (n=175) were infected with
HCY subtype 3a.

Table 11: impact of NS5A Amino Acid Polymorphisms on SVR12 Rates
in Subjects with HCV Gerotype 1a or Genoiype 3 Infection in
Phase 3 Trials of DAKLINZA + Sofosbuvir = Ribavirin

1554 Polymomhisms SVR12 Hates after 12 Weeks of Trealment
with DAKLINZA + Sefosbuvir = Ribavirin®
With NS5A VWithout HSHA
Polymorphism(s) Polymorphism(s)
% {n/H) 9% (/P
HGV genotyps 1a-infecled subjeets: 76% (13A7) 95% (142A49)
1128,° G305 131,° o¢ YOI
Without cirrhosis? 160% {11711} 99% {100/101)
Vith cihosls {Chifd-Pagh A, B, or C) 33% {2/6) 88% (42/48)
HGY genatype 3-Infecled subjects: 54% {7113) 2% {149F182)
a3
Without circhosis? 67% (6/9) 987 {125/128)
With cirhosts (Child-Pugh A, B, or §) 25% (114 71% {24734)

2HCV genotype Ta-nfecled subjects received DAXLINZA + soleshinvir = nbaviin for
12 weeks in fhe ALLY-1 and ALLY-2 trials, HOV genotype 3-Infecled subjects recefved
DAKUINZA + solosbuny for 12 weeks in the ALEY-3 trial; no dala on the impact of Y3H are
availablz for HOV genotype 3-infected subjects treated with DAKUNZA + sofestindr + nbaviin
i ALLY-1 and ALLY-2 trials,

b Hone of the 11 subjects with Ciikd-Pugh € cirhosts had an indicated NS5A polymorphisen;
Sachieved SVR (genotype ta: 4/, genofype 3a: 1/2).

© Any change from genotype 1a reference.

4 inciuctes sublests who were post-traasplant with undsfired clrosis stalus.
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Cross-Resistance

Based on resistance patierns observed in cell culture replicon studies and HCV-infected
subjacts, cross-resistance between daclatasvir and other NS5A inhibiters is expecied.
Cross-resistance between daclalasvir and other classes of direct-acting anfivirals is
not expecled. The impast of prior daclatasvir treatmen! experience on the efficacy of
ather NSSA inhibitors has not been studied, Conversely, the efficacy of DAKHINZA in
combination with sofosbuvir has net been studied in subjects who have praviously falled

~ treatment with regimens that include an 855A inhibitos,

13 HOMCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis and Mitagenasis

A 2-year carcinogenicity study in Sprague Dawley rats and a 6-month study in
transgenic (Tg rasH2) mice were conducted with dacfatasvir. In the 2-year study in rats,
ro drug-related increase in tumor incldence was observed at doses up 1o 50 ma/kg/day
{both sexes). Daclatasvir exposures at these doses were approximately 6-fold {males
and females) the human systemic exposure at the therapeutic daily dose of DAKLINZA.
In ransgenic mice no drug-refated increase in fumor incidence was observed at doses
of 300 mg/kg/day (both sexes).

Daclatasvir was not genotoxic in a battery of in vilro or in vivoassays, including bacterial
mulagenicify {Ames) assays, mammalian mytation assays in Ghinese hamster ovary
calls, or in an in viv oral micronucleus study in rats.

I DAKLINZA and sofoshuvir are adminlstered in a regimen containing ribavirin, the
information for ribaviin en carcinogenssis and muiagenesis alsa applies to this
combination regimen (see prescribing infermation for ribavirin).

Impairment of Fettility

Dadatasvir had no effects on fertlity in female rats at any dose tested. Daclatasvir
exposures at these doses in females were approximately 24-fold the human syslemic
exposure at the therapeutic dalty dose of DAKLINZA In male rats, effects on reproductive
endpoints at 200 mgkg/day inchwled retuced prostate/seminal vesicle weights,
minimally increased dysmosphic sperm, as well as increased mean pre-implaniation
loss in litfers sired by freated males. Dacjatasvir exposures at the 200 my/kg/day dosa in
males were approximately 26-fold the human systemnic exposure at the therapeutic dafly
dose of DAKLINZA. Expostres at 50 mgfkg/tay in males produced no nolable effects
and was 4.7-16!d the exposure in humans at the recommended daity dose of DAKLINZA.

H DAKUNZA and sofosbuvir are administered with ribavirin, the information for ribavirin
on impairment of fertilily alse applies to this combination regimen (see presciibing
information for ribavirin),

14 CLINICAL STUDIES

141  Descriplion of Clinical Trials

The efficacy of DAKLINZA in combination vidlh sofoshuir and with or without ribaviria
was evaluated in three phase 3 dlinical tials, as summarized in Table 12 {see Clinicaf
Shudies (14,2, 14.3, 14.4]]. HOV RNA levels were measured during these clinical trials
using the COBAS® Taghan® HCV test (version 2.0), for use with the High Pure System.
The assay had a lowsr iimit of quantification (LLCQ) of 25 IU per mL. Sustained virclogic
response was the primary endpoint and was defined as HOV RNA below the LLOQ at
post-treatment week 12 {SYR12).

Table 12 Genotype 1 and 3 Patient Populations from DAKLINZA Trials
Trial Population Study Arms and Duration
{Number of Subjecis
Treated)
ALLY-3 Genolype 3, Freatment-nanve and treatment-  DAXLINZA and sofosbuvir for
(Al444218) experenced, with or without dinhosis 121weeks (H=152)
ALLY-2 ' Genotype 1 and 3, freatment-naive and DAKLEZA and sofosbuvir for
(A444216) treatmend-expenienced, with or without 12 weeks (N=137)
cinhosis, HOWHN-1 coinfection
ALLY-1 Genolype § and 3, treatment-naive or DAKLRNZA and sofeshirdr end
{(Al444215) freatment-expedenced, with or witheut ribavirin for 12 weeks (N=103)
chirhests, including decompensated cihosis -
and post-iraneplant

142 Clinical Trials in HGV Genotype 3 (ALLY-3)

ALLY-3 was an open-label trial that included 152 subjects with chironic HCV genotype 3
infection and compensated liver disease who were treatment naive {(n=101} or lreatment
experienced (n=51). Most trealment-experienced subjecls had failed prior lreatment
with peginterferon/ribavirin, but 7 subjects had been freated praviousty with a sofosbuvir
regimen and 2 subjecls with & regimen contalning an investigational agent. Previous
exposure 10 NS5A inhibilors was prohibited. Subjects received DAKLINZA 60 mg plus
sofosbuvir 400 my once daily for 12 weeks and were monitored for 24 weeks post
treatment.
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The 152 treated subjecis In ALLY-3 had a metian age of 55 years (range, 24-73); 59%

of the subjects were male; 90% were white, 5% were Asian, and 4% were black. #ost

subjects (76%) had baseline HCV RNA levels greater than or equal 1o 800,000 1U per m(;

%2: % of the subjects had compensaled cirrhosis, and 40% had the IL28B rs12979880
genotype.

SVR12 and outcomes in subjects without SVR12 in ALLY-3 are shown by patient
population in Table 13. S¥R12 rafes were comparable regardless of HGV treatment
history, age, gender, 1L28B allele stalus, or basefine HOV RNA level. For SVR outcomes
refated 1o baseline NS5A amino acid polymorphisms, see Aicrobiology {12.4).

Tahle 13: ALLY-3: SVR12 in Treatment-Naive and Treatment-Experienced
Subjecis with or wilhout Cirrhosis with Genotype 3 HCV Treated
with DAKLINZA in Combination with Sofoshuvir for 12 Weeks

Trealment Outcomes Total
n=152
SVR12
Al 80% {135/152)
ta cirrimié 98% {(115/120)
With cirhosls 3% (20132)
Outcomes for subjects without SYR12
On-ireatment virologic failure? 0.7% {1/152)
Relapse® 11% (18/151)

2 Includes 11 subjects with missing or inconclusive cirhosis status.

B (na subject had quantifiable HCV RHA al end of trealmant.

© Relapse rates are caleulated with a denominator of sublects with HCV RYA not detecled at the
end of reatment.

14.3  Clinical Trials in HCV/AHIV Coinfected Subjects {ALLY-2)

ALIY-2 was an open-label trial that included 153 subjects vith chronic hepatitis C and
HIV coinfection who received DAXLINZA and sofosbuvir for 12 weeks, Subjects with
HGY genotype 1, 2, 3, 4, 5, or 6 infection were eligible to enrgll, Subjects were HOV
treatment-naive {n=101) or HCV treatmeni-experienced (n=52). Prior exposure fo NS5A
inhibiters was orohibited. The dose of DAKLINZA vsas 60 mg once daily (dose-adjusted
for concomitan antiretroviral use) and the dose of sofosbuvir was 400 mg once daily
[see Drug Interactions (7.3).

The 153 treated subjects had a median age of 53 years (range, 24-71); 88% of sublects
were male; 63% were white, 33% were black, and 1% were Asfan. Sixty-eight percent
of subjects had HCV genotype 1a, 15% had HCV genctype 1b, 8% had ganolype 2,
7% had genotype 3, and 2% had genotype 4. Most subjects (80%) had baseline HCY
RNA fevels greater than or equal to 800,000 (U per mL; 16% of the subjects had
compensated cirhosis, and 73% had [L288 rs1 2879860 non-CGG genotype. Concomitant
HIV therapy indluded Pi-based regimens (darunavir + ritonavir, atazanavir -+ rilonavir, or
lopinavirfritonayir) for 46% of subjects, NNRTI-based regimens (efavirenz, nevirapine, or
ritpiviring} for 26%, integrase-based regimens {raltegravir or dolulegravir) for 26%, and
nucleoside-only regimens {abacavir + emtricitabine + zidovudine) for 1%. Tivo patients
wiere not recelving treatment for HiV.

SVR and outcomes in subjects with HCV genotype 1 without SVR12 in ALLY-2 are shown
by patient population in Table 14. Available data on subjecis with HOV genotype 2, 4,5, 0r
& infection are insufficient to provide recommendations for these genotypes; therefore,
these results are not presented in Table 14. SYR12 rates were comparable regardiess of
antiretroviral therapy, HGV treatment history, age, race, gender, [L28B alleie stalus, HCV
genotype 1 subtype, or baseline HCY RNA level. For SVR oulcomes related to baseling
NS5A amino acid polymorphisms, ses Microbisiogy (12.4).

No subjects switched their antiretroviral therapy regimten due to loss of plasma HIV-1
RNA suppression. There was no change in absolute C04+ T-cell counts at the end of
12 wieeks of treatment.

Table 14: ALLY-2: SVR12 in Subjects wilh Genolype 1 and 3
HGV/HIV Coinfection Treated with DAKLINZA in Combination
with Sofoshuvir for 12 Weeks

Treatment Qutcomes nT:;gl_"
SVR12
Genotype 1 97% (123127
Mo cimhasis? 98% {103/105)
Vith cihosis ' 91% (20/22)
- Genolype 3 100% {1010)

{Continued)
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Table 14; ALLY-2: SVR12 in Subjects with Genotype 1 and 3
{Conlinuea) HEV/HIV Coinfection Treated with DAKLINZA in Combination
with Sofosbuvir for 12 Weeks
Total
Treatment Qutcomes n=137
Quicomes for genotype 1 subjects withaut
SVRI2
On-treatment virologie fafure® 0.8% (11127)
Relapse? 1.6% (21126)
Missing post-treatment data 0.8% {1/126)
3 Includes 5 subjects vath inconciusivs cimhasts status.
b One sublest with cimhasis,

¢ Ona sebject had detectable HCV RYA at end of treatment.
d Relapsa rates are calculated with a denonsinator of subjects with HCV RHA not delected at the
end of treatment. :

144  Clinical Trials in Subjects with Child-Pugh A, B, or G Girrhosis or with HGV
Recurrence affer Liver Transplaniation (ALLY-1}

ALLY-T was an open-label trial of DAKLINZA, sofosbuvir, and ribavirin that included
113 subjects with chronic BCVinfection and Child-Pugh A, B, or G ¢irrhosis (n=60) or HCV
recurrence afler Tiver ransplantation (n=53}. Subjects with HCV genctype 1,2, 3, 4,5, 0
6 infection were elfigible to enrcll. Subjects could be HCV treaiment-naive or treatment-
experienced, although prior exposure io NSSA inhibitors was prohibited. Subjecis
received DPAKLINZA 60 mg once dally, sofosbuvir 400 mg once daily, and ribavirn for
12 wesks and were monitored for 24 weeks post treatment. Subjects received an initial
fibavirin dose of 600 mg or less daily with food; the initial and on-treatment dosing of
ribavirin was modified based on hemoglobin and creatinine ¢learance measuremenis.
if tolerated, the dbavirin dose was fitrated up to 1000 mg per day. A high proporticn
of reductions in ribavirin dosing eccurred in the 1rial, By week 6, approximately half of
the subjects received 400 mg per day or less of ribavirin. In total, 16 subjects {15%)
completed less than 12 waeks and 11 subjects (10%) compleled less than 6 weeks of
ribavirin therapy, respectively. For he cohort of patients with cirhosis (Child-Pugh A, B,
or G}, the median time to discontinuation of ribavirin was 43 days (rangs, 8-82, n=9).
For the post-transplant cohort, median ime to discontinuation of ribavirin was 20 days
{rangs, 3-57, n=7).

The 113 ireated subjects in ALLY-1 had a median age of 59 years (range, 19-82); 67% of
the subjects were male; 96% wrere white, 4% were black, and 1% Asian. Most subjects
{59%) wrere treatment-experienced, and most (71%) had baseling HCY RNA levels
greater than or equal to 800,000 IU per mL. Fifty-eight percent of subjects had HCY
genalype 1a, 19% had HCV genotype 1b, 4% had genofype 2, 15% had genotype 3,
4% had genotype 4, and 1% had genolype 6, 77% had 1L28B 512978860 non-CC
genotype. Among the 60 subjects in the cirthosis cohort, 20% were Child-Pugh A, 53%
were Child-Pugh B, and 27% were Child-Pugh €, and 35% had a Baseline Model for
End-Stage Liver Disease (MELD) score of 15 of greates, Most (55%) of the 53 subjecls in
the post-ransglant cohort had F3 or F4 fibrosis (based on FbroSURE® resutls).

SVR12 and outcomes in subjecis without SYR12 in ALLY-1 are showm for subjects with
HCV genotype 1 by patient population in Table 15, Available data on subjecis wilh HCV
genatype 2, 4, 5, or 6 infeclion are insufficient to provide recemmendations; therefore,
thesa results are not presented in Table 15.

SVR12 rates were comparable regardless of age, gender, IL28B allele status, or
baseline HCV RNA level, For SVR12 cufcomes related to baseline NS5A amino acid
polymorphismns, see Microbiofogy (12.4). No HCY genotype 1 or genotype 3 subjects
witi Child-Pugh C circhosis had baseline resistance-associated NS5A amine acid
polymorphisms. SVA12 rates were comparable between genotype 3 {(5/6 wilh
Chitd-Pugh B or G ¢irrhosis and 1011 post-liver transplani) and genotype 1 subjects
with or without decompensaled cirrhosis.

Tahle 15: ALLY-1: SVR12 in Genotype 1 Subjects with Child-Pugh A,
B, or € Cirthosls or with HGV Genetype 1 Recurrence after Liver
Transplaniation Treated with DAKLINZA in Combiration with
Sofoshuvir and Ribavirin for 12 Weeks

Treatment Outcomes Child-Pugh A, B, or G Girthesis | Post-Liver Transplant
n=45 n=41

SVR12

Geaolype 1 ~ B82% (37/45) 95% (39/41)
Child-Pugh & §i% {10M11) -
Child-Pugh B 9% (22/24)
Chid-Pugh © §0% {5/10} -
Genchype ta 6% {26/34) 87% (30/31)
Genotype To 100% {i141) Q0% (9710}

QOutcomes for subjects

without SVR12

On-reatment virotogic faliure 2% (1458 ]
Relapse? 168% (7/44) 5% (241}

20ne subject had detectable HCV RNA &t end of reatment.

b Relapse rates are cakulated with a Genominator of subjects with HCV RHA not detected at end
of treatment.
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16 HOW SUPPLIED/STORAGE AND HANDLING
DAKLINZA is packaged In botiles as describad in the table.

Tablet Tahlst Tahiet Markings Package  NDC Code
Strength Color/Shape Size
60mg Lightgreen,  Debossed with “BMS®onone  Bollesof 28 0003-0215-01
X, sida and 215" on the otier side
pentagonal
30mg Green, Debossed with "BMS™onone  Boltlesof 28 (603-0213-01

bicomvex,  sideand “2137 on the olher skls
pentagonal

Store DAKLINZA tablets at 25°C (77°F), with excursions permifted between
15°C and 30°C (59°F and 86°F) [see USP Controlled Room Temperature].

17 PATIENT GOUNSELING INFORMATION

Advise the patient {0 read the FOA-aporoved patient labeling (Patient Infermaticn).
Drug interactions

Inform patients of the potential for drug interactions with DAXKUNZA, and that seme dnugs
should not be taken with DAXUINZA {see Confraindications (4), Drug Interactions (7), and
Clinical Pharmacology {12.31.

Symptomatic Bradycardia When Used in Combination with Sofeshuvir and
Amiodarone

Advise patients to seek medical evaluation immediafely for symptoms of bradycardia,
such as rear-fainting or fainting, dizziness or lightheadedress, malaise, vieakness,
excessive tiredness, shoriness of breath, chest pain, confusion or memary problems [see
Warnings and Precautions (5.2), Adverse Reactions (6.2), and Drug Inferactions (7.3
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DAKLINZA Combination Therapy with Sofostuvir

Inform patients that DAKLINZA should not be used alone. DAKLINZA should be used in
combination with sofosbuvir with or without ribavirin for the treatment of HCV genotype 1
or HCV genotype 3 infection [see Indications and Usage (1}.

Missed Doses

Advise patients 1o take DAKUNZA every day al the reqularly scheduled time with or
wiithaut food. Inform patients that it is impariant net to miss-or skip doses and fo take
DAKLINZA for the duration that is recommended by the physician. For instructions
f{)[{ missed doses of other agents in the regimen, refer to the-respective prescribing
infermation.

Pregnancy

Advise pafients fo avoid pregnancy dusing combinatien freatment with DAKUNZA and
sofosbuvir with ribavirin for 6 menths atter completion of treatment. Inform: patienls
to notify their healthcare provider immediately in the evenl of a pregnancy [see Use in
Specific Populations (8.11.

Manufactured for:
Brisiol-Myers Squibb Company
Prirceton, NJ (08543 USA
Product of Irefand

134455441

DAKUINZA is a trademark of Bristol-Myers Squibb Company. Gther brands listed are
the trademarks of their respeclive owners.
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PATIENT INFORMATION

DAKLINZA™ (dak lin za)
{daclatasvir)
tablets

important: DAKLINZA is used in combination with other antiviral medicines. When taking DAKLINZA in combination with
sofesbuvir, you should read the Patient Information leaflet for sofoshbuvir. When taking DAKLINZA in combination with
sofoshuvir and ribavirin, you should also read the Medication Guide for ribavirin.

What is DAKLINZA?

e DAKLINZA is a prescription medicine used to treat chronic (lasting a long time) hepatitis C genotype 1 or genotype 3
infection in adults.

e Take DAKLINZA with sofosbuvir or with sofasbuvir and ribavirin. You should not take DAKLINZA by itself.
It is not known if DAKLINZA Is safe and effective in children under 18 years of age.

Before taking DAKLINZA, tell your healthcare provider about all of your medical conditions, including if you:
e have liver problems other than hepatitis C infection

o have had a liver transplant

« have heart problems

e are pregnant or plan to become pregnant. It is not known if DAKLINZA will harm your unbarn baby.

o When taking DAKLINZA in combination with sofosbuvir and ribavirin, tell your healthcare provider right
away if you or your female sexual parther becomes pregnant.

o Males and females who take DAKLINZA with sofosbuvir and ribavirin should also read the ribavirin
Medication Guide for important pregnancy, contraception, and infertility information.

e are breastfeeding or plan to breastfeed. It is not known if DAKLINZA passes into your breast milk.
o Talk to your heallhcare provider about the best way to feed your baby during treatment with DAKLINZA,

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter medicines,
vitamins, and herbal supplements,

DAKLINZA and other medicines may affect each other. This can cause you to have too much or not enough DAKLINZA or
other medicines in your body. This may affect the way DAKLINZA or your other medicines work or may cause side effects.
Keep a list of your medicines to show your healthcare provider and pharmacist.

¢ You can ask your healthcare provider or pharmacist for a list of medicines that interact with DAKLINZA,

o Do not start taking a new medicine without telling your healthcare provider, Your healthcare provider can tell you
if it is safe to take DAKLINZA with other medicines.

How should [ take DAKLINZA?

o Take DAKLINZA exactly how you are told to by your healthcare provider.

e Do not change your dose unless you are told to by your healthcare provider.

e Do not stop taking DAKLINZA without first talking with your healthcare provider.
¢ Take DAKLINZA one time each day with or without food.

o If you miss a dose, call your healthcare provider or pharmagcist. It is important that you do not miss or skip doses of
DAKLINZA during treatment.

® |f you take too much DAKLINZA, call your heaithcare provider or go to the nearest hospital emergency room right away.




DAKLINZA™ (daclatasvir)

What are the possible side effects of DAKLINZA when used with sofosbuvir?

DAKLINZA in combination with sofosbuvir and amicdarone may cause serious side effects, including:

e Slow heart rate {bradycardia). DAKLINZA combination treatment with sofosbuvir may result in slowing of the heart
rate (pulse) along with other symptoms when taken with amiodarcone, a medicine used to treat certain heart problems.
Get medical help right away if you take amiodareone with sofosbuvir and DAKLINZA and get any of the following

symptoms:

o fainting or near-fainting o dizziness or lightheadedness o not feeling well

o weakness o tiredness o shortness of breath
o chest pain _ o confusion o memory problems

The most common side effects of DAKLINZA when used in combination with sofosbuvir include:

¢ headache

¢ iiredness _

The most commoen side effects of DAKLINZA when used in combination with sofosbuvir and ribavirin include:
¢ headache e low red blood cell count (anemia)

¢ firedness : ¢ nausea

These are not all the possible side effects of DAKLINZA.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store DAKLINZA?
o Store DAKLINZA at room temperature hetween 68°F and 77°F {20°C and 25°C).
Keep DAKLINZA and all medicines out of the reach of children.

General information about the safe and effective use of DAKLINZA

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use
DAKLINZA for a condition for which it was not prescribed. Do not give DAKLINZA to other people, even if they have the
same symptoms that you have. It may harm them.

You can ask your pharmacist or healthcare provider for information about DAKLINZA that Is written for heatth professionals.

What are the ingredients in DAKLINZA?
Active ingredient: daclatasvir

Inactive ingredients: anhydrous lactose, microcrystalline celiulose, croscarmsltiose sodium, silicon dioxide, magnesium
stearate, and Opadry green. Opadry green contains hypromellose, titanium dioxide, polyethylene glycol 400,
FD&C blue #2findigo carmine aluminum lake, and yellow iron oxide.

Manufactured for: Bristol-Myers Squibb Company, Princeton, N1 08543, USA
Product of Ireland

DAKLINZA is a trademark of Bristol-Myers Squibb Company. For more information, go to www.patientsupportconnect.com or
call 1-844-442-6663, -

This Patient Information has been approved by the U.S. Food and Drug Administration,

1344554A1 Revised February 2016

1392U51600516-01-01

% Bristol-Myers Squibb




DAKLINZA™ (daclatasvir) tablets, for oral use

Daklinza efficacy has been established with sofosbuvir (& ribavirin) in adults with genotype (GT) 1 and 3 chronic HCV
infection in 3 registrational open-label phase 3 trials, including those with compensated/decompensated cirrhosis, HCV
recurrence after liver transplantation, and HI'V-1 coinfection:

e  ALLY-3: 12 weeks of Daklinza plus sofosbuvir in GT3/Page I, column 2, para 3]

o SVRI2 rates: 90% (91/100) in treatment-naive, and 86% (44/51) in treatment-experienced; 96%
(115/120) in noneirrhotics, and 63% (20/32) in cirrhotics fPage 1, column 2, 1sf Tablef

o Most common treatment-related adverse events (AEs) (>10%): fatigue and headachefPage 2, column I,
para 0] ,
o ALLY-2: 12 weeks of Daklinza plus sofosbuvir in HCV/HIV coinfection/Page 2, column 1, para 1]

o  SVRI2 rates: 97% (123/127) in GT1 (98% [103/105], noncirrhotics; 91% [20/22], cirrhotics); and 100%
[10/10] in GT3 [Page 2, column 1, Ist table]

o Most common ireatmeni-related AEs (>10%): fatigue [Page 2, column 1, para 3]
¢  ALLY-1: 12 weeks of Daklinza plus sofosbuvir and ribavirin [Page 2, column 1, para 4]

o SVRI2 rates: 82% (37/45) of GT1 and 83% (5/6) of GT3 advanced cirrhotics; 95% (39/41) and 91%
(10/11) in post-transplant GT1 and GT3 fPage 2, column 1, 2nd tablef

o Most common treatment-related AEs (>10%) in either cohort: headache, anemia, fatigne, and
nausea/Page 2, column I, para 5]

ALLY-3+, a nonregistrational open-label phase 3b trial, evaluated DAKLINZA -+ SOF + RBV for 12 or 16 weeks in GT3
with advanced liver disease.fPage 2, column 1, para 6]

¢  SVRI1Z: 100% (14/14) in F3 fibrosis and 86% (31/36) in I'4 compensated cirrhosis [Page 2, column 2, 1st Table]

s Commonly reported AEs (>10%) were insomnia, fatigue, headache, iritability, asthenia, diarrhea, and dyspnea

Across 4 trials, no treatment-related SAEs were reported. [Page 1, column 2, pava 5| [Page 2, colwmn 1, para 3[{Page 2,
columm 1, para 5] [Page 2, column 2, para 1] ITn ALLY-1, 13 patients discontinued ribavirin and 2 discontinued all study
drugs due to AEs.[Page 2, colunm 1, para 5] There were no discontinuations due to AEs in the other studies. [Page 1,
column 2, para 5] [Page 2, colwmn 1, para 3]
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Note: The purpose of this document is to provide the clinical and/or pharmacoeconomic information regarding DAKLINZA™
{daclatasvir) as requesied: it is not intended fo be used for any other purpose. This documeni contains relevant information for
DAKLINZA, which may or may not be included in the U.S. Prescribing Information (USPI). BMS does not suggest or recommend the

use of DAKLINZA in any manner other than as described in the USPI,

DAKLINZA™ (daclatasvir) tablets, for oral use

Indication: ' DAKLINZA is a hepatitis C virus (HCV) NS5A
inhibitor indicated for use with sofosbuvir (SOF), with or
without ribavirin (RBV), for the treatment of chronic HCV
genotype (GT) 1 or 3 infection.! Limitations of Use: Sustained
virologic response (SVR) rates are reduced in GT 3 patients
with cirrhosis receiving DAKLINZA in combination with
sofosbuvir for 12 weeks. Label includes 3 additional
challenging-to-treat populations: chronic coinfected
HCV/HIV-1 patients, advanced cirrhosis, or post-liver
transplant recurrence of HCV,

Recommended Dosage & Administration:' DAKLINZA 60
nig taken orally once daily with or without food in
combination with SOF with or without RBV (see table below).
Dose modification: Reduce dosage to 30 mg once daily with
strong CYP3A inhibitors and increase dosage to 90 mg once
daily with moderate CYP3A inducers. Testing prior to
initiation: HCV GT 1a with cirrhosis consider testing for the
presence of virus with NS5A resistance-associated
polymorphisms. The optimal duration of therapy has not been
established for HCV genotype 3 patients with cirrhosis or for HCV
genotype 1 patients with Child-Pugh C cirrhosis.

Recommended Treatment Regimen and Duration for
DAKLINZA in Patients with GT 1 or 3 HCV

DAKLINZA 60 mg +
SOF for 12 weeks

GT | Without cirthosis
Compensated (Child-
Pugh [CP] A) cirthosis

Decompensated (CP B | DAKLINZA 60 mg +
or C) cirrhosis SOF +RBYV for 12
Post-transplant weeks

GT3 Without cirrhosis ];(g\]i‘i ;ﬂg’;ﬁgﬁlg "
Compensated (CP A) or | DAKLINZA 60 mg +
decompensated (CP B SOF +RBV for 12
or C) cirthosis weeks

Post-transplant

Mechanism of Action:' DAKLINZA is an NS5A replication
complex inhibitor of the HCV with in vifro activity across
genotypes 1-6,

Disease Overview: GT 3 represents approximately 5%-12% of
the infected HCV population.5’ GT 3 is potentially the most
challenging GT to treat,® which is attributed to an accelerated
progression of fibrosis vs GTs 1,2 and 4,7 a higher risk than GT
1 for more severe liver disease (eg, 31% and 80% higher risk
for cirrhosis and HCC, respectively),''12 and poorer response
rates to traditional pegylated interferon (IFN)-alfa + ribavirin
(RBV) + protease inhibitor regimens 31415161718 Other
challenging-to-treat populations include patients coinfected
with  HCV/HIV-1, advanced  cirrhosis  (including
decompensated cirrhosis), or post-liver transplant recurrence of
HCYV.

Place of Therapy: In GT 1 or GT 3 HCV patients, including
those coinfected with HTV-1, DAKLINZA + SOF is a 12-week,
once daily, all-oral, IFN-free, regimen that offers SVR12 for the
vast majority of patients. In GT 3, this regimen also offers a
RBV-free option and shorter duration of therapy for the
majority of patients—uwith potential cost savings—compared

. with the only other indicated regimen. In GT 1 patients with CP

BorC,GT 3 with CP A, B or C; and in GT 1 or GT 3 HCV
recurrence post liver transplant, the IFN-free, all oral,
DAKLINZA + SOF + RBV 12 week regimen offers SVR12 for
the vast majority of patients. Across indications, DAKLINZA
offers a well-studied safefy profite. Multiple dosing strengths
allow dose adjustments based on a drug-drug interaction
profile. Drug interaction profile of DAKLINZA allows for co-
administration in HIV-coinfected patients, with no need to
change or adjust commonly used antiretroviral regimens.
DAKLINZA may need to be dose adjusted for concomitant
antiretroviral use. No dosage adjustment needed with common
immunosuppressants used in the postiransplant setting.

Registrational Studies:

The efficacy and safety of DAKLINZA + SOF once daily with
or without RBV were evaluated in 3 registrational open-label
phase 3 clinical trials, ALLY-3, ALLY-2 and ALLY-1.! SVR12
was defined as HCV RNA below the lower limit of
quantification (LLOQ) of 25 IU/mL at post-treatment week 12
(SVR12).

Chronic HCV GT 3 Infection: The ALLY-3 frial evaluated
DAKLINZA + SOF in GT 3 patients (N=152) with
compensated liver disease, including cirrhosis.”All patients
received DAKLINZA 60 mg and SOF 400 mg orally once daily
for 12 weeks, Cirrhosis was present in 21% of patients (TN,
19%; TE, 25%); fibrosis stage of FO-F3 in 119 (78%) patients
(TN, 75%; TE, 84%) and F4 in 30 {20%) patients (TN, 22% TE,
16%); FibroSURE scores were not reported for 3 patients (all 3
achieved SVR12).

GT3, SVR12, % (n/N) DANKLINZA + SOF
Overall 89 (135/152)

TN (primary endpoint} 90 (91/100)

TE {primary endpoint) 86 (44/51)
Without cirrhosis 96 (115/120)

TN 98 (80/82)

TE 92 (35/38)
With cirrhosis 63 (20/323

™ 58 (11/19)

TE 69 (9/13)

In patients who did not achieve an SVR12, only 1% (1/101) of
TN patients had an on-treatment virologic failure; and 11%
(16/151) relapsed (TN, 9% [9/100]; TE, 14% [7/51]).

No adverse events (AEs) led to death or to treatment
discontinuation. No treatment-related SAEs were reported.
Treatment-emergent grade 3/4 laboratory abnormalities were
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lipase (2%), platelets (1%), lymphocytes (1%), and
international normalized ratio (INR) (1%). Common AEs
(=35%) were headache (14%, n=21), fatigue (14%, n=21}, and
nausea (8%, n=12) and diarrhea (5%, n=7).

Chronic HCVY/HIV-1 Coinfection: ALLY-2 evaluated
DAKLINZA plus SOF for 12 weeks in 153 TN (n=101) and
TE (n=52) HCV patients (GTs 1, 2, 3, 4, 5, or 6) co-Infected
with HIV.%2 Data on GTs 2, 4, 5 and 6 were insufficient to
provide recommendations.*

SVRI12, % (w/N | DANKLINZA + SOF
GT 1 97 (123/127)
No cirrhosis 98 (103/105)
Cirrhosis 91 (2022)
GT 3 100 {10/10)

No patients switched their antiretroviral therapy regimen due
to loss of plasma HIV-1 RNA suppression.

Among the 153 patiens freafed, there were no treaiment-
related SAEs, and no discontinuations due to AEs. Selected
grade 3/4 laboratory abnormalities were lipase (4%),
lymphocytes (1%}, total bilirubin (5% [only in patients
receiving atazanavir]). Common AEs (= 5%) at least possibly
to treatment-related were fatigue (15%), nausea (9%),
headache (8%), and diarrhea (7%).

Advanced Liver Diease or Post-liver Tranplant HCVY

© Recurreice: ALLY-1 evaluated DAKLINZA + SOF with

RBV for 12 weeks in 113 subjects with chronic HCV infection
with Child-Pugh (CP} Class A, B, or C advanced cirrhosis
(n=60) or with recurrence of HCV afier liver transplantation
(1=53). Data on GTs 2, 4, 5 and 6 were insufficient to provide
recommendations,’!

DAKLINZA + SOF + RBY
Advanced Post-liver
SYR12, % (/N) | Cirrhosis Transplant
GT 1 82 (37/45) 95 (39/41)
CP A 91 {10/11)
CPB 92 (22/24)
CPC 50 (5/10)
la 76 (26/34)
1b 100 (11/11)
GT3 83 (5/6) 91 (10/11)

Among all patients, there were no ireatment-related SAEs, Of
the 15 (13%} patients who discontinued study drug for AEs,
13 (12%) discontinned RBY only and 2 (2%) discontinued all
study drugs. Most common AEs (>5%) were headache (12%,
30%), anemia (20%, 19%), fatigue (15%, 17%), nausea (15%,
6%), rash (8%, 2%), diarrhea {3%, (%), insomnia, (3%, 6%),
dizziness (0,6%), and somnolence (5%, 0) in the advanced
cirrhotic and post-transplant cohorts, respectively.

Additional Clinical Studies

Chronic HCV GT 3 Infection: The ALLY-3+
nonregistrational open-label phase 3b study evaluated
DAKLINZA + SOF + RBV for 12 or 16 weeks in GT 3-
infected adult patients with advanced fibrosis (F3) or
compensated cirrhosis (F4), Overall, 28% (14/50) of patients
had advanced fibrosis (12 week: 25% [6/24]; 16 week: 31%
[8/26]); and 72% (36/50) had cirrhosis (12 week: 75% [18/24];
16 week: 69% [18/26]).%

GT3 DAKLINZA + SOF + RBY
SYRI12, % (n/N) | Overall 12 wks 16 wks
Overail {primary) 90% 88% 92%
{45/50) {21/24) (24/26)
Advanced 100% 100% 100%
Cirrhosis (F3) {14/14) (6/6) {8/8)
Compensated 86% 83% 89%
cirrhosis (F4) 3136y | (15/18)* (6/18)

*1 death unrelated to study drug

No AESs lead to treatment discontinuation. No treatiment-
related SAEs were reported. The following were reported:
Grade 3/4 ABs, 8%; Grade 3 laboratory abnormalities: total
bilirubin (4%), and hemoglobin (2%); no occurrences of grade
4 laboratory abnormalities, Commonly reported AEs (> 10%):
insomnia, fatigue, headache, irritability, asthenia, diarrhea,
and dyspnea.

Real World Studies
Please note that the inclusion of the following real-world
studies should not be taken to imply any claims as to efficacy
or safety comparisons between the regimens, as studies were
not designed as randomized controlled clinical trials.

The French Temporary Authorization for Use (ATU)
program provided DCV + SOF once daily for 24 weeks to
patients with advanced liver disease and no other treatment
options. Addition of RBV or shorter treatment duration (12
weeks) was at physician’s discretion. Interim analyses in GT 3
and in HCV/HIV coinfected patients were conducted >

Of the 561 GT 3 patients, 284 were included in the efficacy
analysis, and 468 in the safety analysis.? Baseline
characteristics were: median age, 54.1 years (27-79); male,
74.6%; liver transplant, 8.5%; at pre-liver or renal transplant
stage, 8.8%; TE, 72.7%; HIV coinfection, 14.4%; HBV
coinfection, 2.5%; CP A (82.7%), CP B (14.3%) and CP C
(3.1%); fibrosis stage: F3, 14.8%:; and cirrhosis, 78.7%.2*

1
GT3 DAKL(])I;{EZI;&] I+ SOor
SYR12, % (n/N)
Overall, No cirrhosis 97% (58/60)
QOverall, cirrhosis 829% (182/222)
12 wks 24wks
Overall (primary) 81 (47/58) 89 (147/166)
No Cirrhosis 96 (24/25) 100 (29/29)
Cirrhosis 70 (23/33) 86(116/135)
DAKLINZA + SOF + RBY
12 whks 24wks
Overall (primary) 100 (5/5) 89 (147/166)
No Cirrhosis 96 (24/25) 100 (29/29)
Cirrhosis 100 (1/1) 80 (4/5)

AE-related treatment discontinuations, 0.6% (n=3); SAEs
deemed as related to treatment, 0.4% (hepatic decompensation,
n=1, allergic dermitis, n=1). Common AEs (= 3%): asthenia,
sleep disorder/insomnia, headache, diarrhea, fatigue.

Of the 697 HCV/HIV coinfected patients, 147 patients with
HCV RNA assessments at posttreatment week 12 were
included in the efficacy analyses (GT I [n=101]; GT 3 [n=14]),
and 564 {GT 1, 3 and 4) in the safety analyses.? Baseline
disease characteristics were: median age, 52 years (34-71);
male, 73.1%; cirrhosis, 76.4% (CP A, 87%, CP B, 12%, CP C,
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0.9%); GT 1, 70.6% (n=110 [GT la, 50.7%; GT 1 b, 16.0%])
and GT 3, 9.8% (n=14). ‘

SVRI12, % (n/N) All Patients With Cirrhosis
GT1 98 (99/101) 99 (75/76)
GT3 100 (14/14) 100 (13/13)

Across all the GTs studied, SAEs likely related to {reatment
occured in 0.4% (life-threatening bundle branch block
associated with bradycardia and syncope, n=1; creatinine
phosphatase increase, n=1), and AE discontinuations in 0.4%
(n=2, asthenia). No deaths were considered treatment-related
(causality was not determined in 2 deaths [multiorgan failure
and hepato-renal failure]). No compromise of HIV control
reported.

The UK Expanded Access Program (EAP) provided 12
weeks of SOF, RBV, ledipasvir (LDV) or DAKLINZA, at the
discretion of the clinician, to all GTs.2* In patients with
decompensated cirrhosis, baseline characteristics were,
respectively: 54 years (range, 28-79); male, 73%; CP B, 72.6%;
CP C, 10.0%; mean MELD; 12 (range, 7-32); and ascites,
44.7%. SYR12 for the DCV/SOF + RBV regimens are showin.

SVR12, | LDV/SO | LDV/ | DCV/SO | DCV/
% (n/N) | F/RBY SOF F/RBV SOF
GT 1 92 89 88 50 (2/4)
(154/167) | (16/18) | (30/34)
GT 3 65 29 (2/7) | 75 (105) | 60 (3/5)
(39/60)

Across all GTs {GT 1, 3, and others), 91% (n = 426/467) of
patients received RBV. RBV was discontinued in 9.6% and
dose reduced in 18.7%. Grade 3/4 anaemia (Hb <80 g/L)
occurred in 23 (5.4%) patients receiving RBV. Acute kidney
injury on treatment {creatinine increase of >1.5-fold} occured
in 2.8.% (13/467).

The EU Compassionate Use Program {CUP) provided
DAKLINZA + SOF for 24 weeks to patients who have life-
threatening chronic HCV infection and no other treatment
options. The addition of RBV or a shorter duration of
treatment was at physician’s discretion 227

Ofthe 102 GT 3 patients enrolled, 82 were included in the
efficacy analysis (modified ITT[mITT]).2¢ Baseline
characteristics were: median age, 55 years (31-75), male,
68%; cirrhosis 85%); CP-A (47%), CP-B (39%) and CP-C
(13%); median MELD, 10.0 {range 6-22); HIV coinfection,
15%; HBV coinfection, 5%.

SVR12, % (/N) DCV/SOF DCVY/SOT/RBV
Qverall, GT 3 86% (42/49) 88% (29/33)
Cirrhotics 88% (37/42) 86% (25/29)
Treatment duration
12 weeks 86% (6/7) T1% (5/7)
24 weeks 86% (36/42) 92% (24/26)

Safety analysis (1=468): AEs leading to discontinuation or
death, 6% {n=6); SAEs deemed related to treatment, 4% (n=4:
pancytopenia, HCC, hepatic encephalopathy, dyspnea,
circulatory collapse); deaths, 3% (n=2). Most common AEs (>
5%): fatigue, nausea, and anemia.

Of the 55 HCV/AICI coinfected patients enrolled, 46 were
included in the efficacy analysis (mITT), and all were
included in the safety analysis.?’ Baseline disease
characteristics for all patients were: median age, 52 years (31-

67), male, 82%,; cirrhosis 95%; CP-A (48%), CP-B (44%) and
CP-C (5%); median MELD, 10.5 (range 5-28); HBV
coinfection, 5%.

SVRIZ, % (WN) DCV/SOF DCV/SOF/RBYV
GT la 94 (17/18) 100 (6/6)
GT 1b 83 (5/6) 100 (2/2)
GT 3 83 (5/6) 100 (5/3)

No treatment-related SAEs; 1 AE leading to discontinuation
was considered possibly treatement-related (arthralgia); most
common AEs (> 5%): headache (11%), fatigue (7%0), anemia
(7%), diarrhea (7%), nausea 7%) and vonriting (5%y); treatmen-
emergent grade 3 or 4 laboratory abnormalities: hemoglobin
(2%6), total bilirubin (13%); no HIV virologic failure reported.

Of the 87 patients with post liver-franplant HCV recurrence, 80
were included in the efficacy analysis, and all in the safety
analysis.?® Baseline characteristics were: median age, 58 years
(39-75), male, 61%; cirrhosis 43%; CP-A {57%), CP-B (32%)
and CP-C (11%); median MELD, 10.0 (range 6-25); HBV
coinfection, 6%; time since liver transplant, median 3.9 years
(range, 0.3-21.5). SVR12 results for the GT 1 and GT 3 patients
are presented (GT subtype unknown, n=4).

SVRI2, % (WN) DCV/SOF DCV/SOF/RBY
GT 1 93 (51/55) 94 (15/16)
GT 1a 95 (19/20) 100 (7/7)
GT b 94 (30/32) 100 (8/8)
GT 3 100 (3/3) 100 (4/4)

The following were reported: treatment-related SAEs, 3%
(renal impairment, n=2; pancytopenia, n=1); treatment-related
AFs leading to discontinuation: renal impairment, n=2;
seborrheic dermatits, n=1, and dyspnea, n=1; treatment-
emergent grade 3 or 4 laboratory abnormalities: hemeglobin
(119%), ALTs (1%), ASTs (1%), total bilirubin (3%),
creatinine (6%); no significant changes in immunospressive
regimens were required.

The US EAP, in partnership with the HCV-TARGET
consortium, provided 24 weeks of DAKLINZA + SOF to
patients without approved treatment options and a life
expectancy of <12 months.?®

Liver transplant recipients with post-transplant reaccurrence
and advanced fibrosis (F3/I'4) or patients with decompensated
cirrhosis (CP C) were enrolied. Baseline characteristics were:
median age, 61 years (34-79), male, 76%; weeks since last
transplant, 299 (range 3-959); cirrhosis 78% (MELD score:
<9, 28%: 10-15, 17%,; >16, 5%; pending, 28%). Interim SVR
12results for GT 1 and GT 3 patients are presented. All 4
patients with fibrosing cholestatic hepatitis and all 4 patients
with dual kidney and liver transplant achieved SVRI12,

SVRI2, % (W/N) | _DCV/SOF_ | DCV/SOF/RBY
GT 1 89 (24/27) 100 (1/1)
GT 3 100 (6/6)

AFs leading to treatment discontinuation were hemodialysis,
headache, pruritus and small intestine obstruction, n=1 each;
SAEs: 26%; Deaths, 3% (1 renal failure considered unrelated
to therapy, and 1 liver failure); no graft rejection reported;
most common AEs (>10%): fatigue, 29%; nausea, 28%;
diarrhea, 16%; asthenia, 12%; arthralgia, 10%.
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IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS

¢ When used in combination with other agents, the contraindications applicable to those agents are applicable to the combination regimen;
refer fo the respective prescribing information,

¢  Drugs contraindicated with Daklinza: strong inducers of CYP3A that may lead to loss of efficacy of Daklinza include, but are not
limited to:
-Phenytoin, carbamazepine, rifampin, St. John’s wort (Hypericum perforatium).

WARNINGS AND PRECAUTIONS

¢ Risk of Adverse Reactions or Loss of Virologic Response Due to Drug Interactions: Coadministration of Daklinza and cther drugs may
result in known or potentially significant drug interactions, Interactions may include the Toss of therapeutic effect of Daklinza and possible
development of resistance, dosage adjustments for other agents or Daklinza, possible clinically significant adverse events from greater
exposure for the other agents or Daklinza.

®  Serious Symptomatic Bradycardia When Coadministered with Sofosbuvir and Amiodarone: Post-inarketing cases of symptomatic
bradycardia and cases requiring pacemaker intervention have been reported when amiodarone is coadministered with sofosbuvir in
combination with another direct-acting antiviral, including Daktinza. A fatal cardiac arrest was reported with ledipasvir/sofosbuvir.
-Coadministration of amiodarone with Daklinza in combination with sofosbuvir is not recommended. For patients taking amiodarons who
have no alternative treatment options, patients should undergo cardiac monitoring, as outlined in Section 5.2 of the preseribing information,
-Patients alse taking beta blockers or those with underlying cardiac comorbiditics and/or advanced liver disease may be at increased risk for
symptomatic bradycardia with coadministration of amiodarone. '
-Bradycardia generally resolved after discontinuation of HCV treatment,

¢ Risks Associated with Ribavirin Combination T'reatment: If ribavirin is used as part of the regimen, the warnings and precautions for
ribavirin, particularly the pregnancy avoidance warning, apply. See the ribavirin full prescribing information for complete information.

ADVERSE REACTIONS

s Inclinical trials (Afy 2, 3) with the Daklinza and sofosbuvir vegimen, the most common adverse reactions (= 5%) were, respectively:
headache (8%, 14%), fatigue (15%, 14%), nausea (9%, 8%), diarrhea (7%, 5%).

¢ Inclinical trials (Ally 1) with Daldinza, in combination with sefosbuvir and ribavirin, the most commen adverse reactions {= 5%)
were, in the cirthosis cohort and the post-liver transplantation cohort, respectively: headache (12%, 30%) , ancmia (20%, 19%), fatigue
{15%, 17%), nausea (5%, 6%), rash (8%, 2%), diarrhea (3%, 6%), insomnia (3%, 6%), dizziness (0, 6%), somnolence (5%, 0).

DRUG INTERACTIONS

e CYP3A: Daklinza is a substrate. Moderate or strong inducers may decrease plasma levels and effect of Daklinza. Strong inhibitors {e.g.,
clarithromycin, itraconazole, ketoconazole, ritonavir) may increase plasma levels of Daklinza,

e P-gp, OATP 1B1 and 1B3, and BCRP: Daklinza is an inhibifor, and may increase exposure to substrates, potentially increasing or
prolonging their adverse effect,

e Sce Sections 4, 7, and 12.3 of the Daklinza Full Preseribing Information for additional established and other potentially significant
drug interactions and related dose modification recommendations, Refer to the prescribing information for other agents in the regimen
for drug interaction information,

DAKLINZA IN PREGNANCY:

e No adequate human data are available to determine whether or not DAKLINZA poses a risk to pregnancy outcomes. Animal studies of
Daklinza at exposure above the recommended human dose have shown maternal and embryofetat toxicity.

¢ IfDaklinza and sofosbuvir are administered with ribavirin, the informatien for ribavirin with regard to pregnaney testing,
contraception, and infertility also applies to this combination regimen, Refer to the ribavirin preseribing information.

NURSING MOTHERS:

s 1t is not known whether BAKLINZA is present in human milk, affects human milk production, or has eftects on the breastfed infant.
Daklinza was present in the milk of lactating rats. The development and health benefits of breastfeeding should be considered along with
the mother’s clinical need for DAKLINZA and any potential adverse effects on the breastfed child from DAKLINZA or from the
underlying condition.

¢ When Daklinza is administercd with ribavirin, the nursing mothers’ information for ribavirin aiso applies to this combination regimen.
Refer to the nursing mothers’ information in the ribavirin prescribing information.

Please see the full Preseribing Information accompanying this document and available at the presentation.
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