obbvie FLaFreikig . EJLY2REL
272 BBEREEOHEHE
R&D/16/1195

400 mg + PIB 160 mg IZZES N TWAA, FHEXIIIEFMEESFICBITS GLEPIB
300 mg/120 mg VP A ICHEATE S (2.7.23.641H)

GLE 300 mg + PIB 120 mg % 4&.0% & H.-<C GLE 700 mg + PIB 160 mg $%-5-F%D GLE Mg
K& 2EEMNE, CYP3A XIE CYPIA2 OMERT ¥ v L OPEREEOEMN & O3 bl
(Ml380 B0 Ms0s B8R . HOV REIEATEIZE B AR A B TN L7z GLE OBRERI,
GLE/PIB 300 mg/120 mg LR @ CYP BRT v o v /LZ W2 B HENICER O H 2 8

HERIESRWETFIREND,

PIB ik GLE (2T 7 {53572 UGTIAl ORERITH Y (R&D/16/1472) M.—593 BRI
BOTERD BN UGTIAl OFEEZES T 58ACHL, BEERMICBVT PIB O
WRAFRETHLD, GLEPIBIZ XS UGTIAI OFAEIT HCV ML TR 78 U IERTIEZA A A&
NBEEREIL BN TREBE THA Z EATHENRD,

O FERBICHBIT D GLEPIB OEEMT a7 7 A ik, HCV BIRITHEE XIZIENTEZ B 4
NBFIZBNTEE LT (R&D/16/0833)

2723612 AHoXALZESCDDIE#RIT5AELTDGLE RV PIB

MOEBEMICEA N F U AR—F—ROPEEDO A I o AL S CRETFEL ST A4
* LT GLE EUAPIB #5457 DDI#EER U A F &% 2.7.2-23 ILRT,

#* 2.7.2-23. DDl #2158l & LT GLE R U PIB &5F{l L =58k
Transporter . -
Mechanism Evaluated Inducer/Inhibitor (Study Number(s])
or Enzyme
P-gp/CYP3A Induction Rifampin (M.-723), carbamazepine (M.~724)

Inhibition Rifampin (Ml—723), cyclosporine (M.-584. M.-éOS)“, atazanavir +

ritonavir (MJ-G03)", darunavir + ritonavir (M.—S??)“, lopinavir/ritonavir
MJ-587)", cobicistat (MJf-584y*

QATPIBI/IB3 Inhibition Rifampin (M-723}, cyclosporine (M.-584, M.-GOS)“, atazanavir +
ritonavir (MJll-603)", darunavir + ritonavir (M.—577)“, lopinavirfritonavir

(M.—SS?)a, elvitegravir/cobicistat (I\/l.«SSéi-)""b

BCRP Inhibition Cyclosporine (MJJJF584, MJJf605)", atazanavir + ritonavir (M[JJ-603)*,
darunavir + ritonavir (Mf377)°, lopinavirritonavir (MJJf-587)%, cobicistat
MI-s84y

UGTIAL Inhibition Atazanavir + ritonavir (Ml—603)

a. Evaluated as commonly administered comedication in Section 2.7.2.2.6,
b.  Evaluated as part of coformulated elvitegravir/cobicistat/emiricitabine/tenofovir alafenamide.

27223 WCRT LA, BWHFRAREINAER L L TEMLAE W 2 0ER I,
GLE/PIB C1BEAERTAEMEMOH S 7 o AR —2 —XIEEZEOMER LD 5,
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obbvie FuaFreEnkim - EJLUEREL
2.7.2 BREREBONE
R&D/16/1195

FE L7-EEROS ITRFICESOIEY N T AR —F — RO/ UIEDRHEESR 2 PLE
Ni3#EE S5, GLE KU PIB iX in vitro THOTMHIZRBE S, b ADME RBERIZHE W TREL
@ GLE Xi% PIB |2 CHEBIEN=M—DbFRETH -7, LHL, MEIEHDO T
AR—Z—OBEREREETHD, AN ISV AR—F—RUBEEOTFICEET HHEEA,
GLE R UAPIB OIREBELE(LIIBBLR N TV AR—F—DOBEIZ L2 LD THo T2,

AH=ALIZHES DDI 2ZF AL LTD GLE RUPIB DFE#X 2.72-53 ICE L D5,

X 2.7.2-53. FSURR—4— | BRAZTHXIFEFIAROEHARICHNT 5 GLE XU
PIB DHEFINAFTFTRAZEY) T«
Effect of Coadministered Drug on GLE Effect of Coadministered Drug on PIB
Carbamazepine o] i 0.331 (0.266 - 0.411) Carbamazepine 'u ! 0.500 (0.423 - 0.591)
! : 0.336 (0.283 - 0.399) : ! 0.490 (0.434 - 0.552)
Rifampin } | s 6521 (5.056-8.410) Rifampin D | 0.912 (0.760 - 1.095)
FhstDose ! I [&| 8554 (7.006 - 10.44) First Dose IO 1.042 (0.887 - 1.223)
[ [ I |
Multiple Dose |l 1.402 (0.954 - 2.059) Muitiple Dose o | } 0.209(0.162 - 0.271)
| 1.046 (0.752 - 1.457) [PV ‘ 0.169 (0.137 - 0.208)
| |
At Last Dot o 1| 0.142(0.105-0191) AftorLast Dose e | | | 0168(0140-0202)
A ) 0.115 (0.088 - 0.151) W ! 0.128 (0.109 - 0.151)
Cyclosporine ! ° ! 1.209 (0.950 - 1.776)  Cyclosporine ! } 1.109 (0.922 - 1.333)
100 mg : H: 1.385 (1.127 - 1.655) 100 mg } Fi } 1.223 (1.101 - 1.357)
400 mg [ | 1 e 4512(3.363-6.053) 400 mg oW 1:219(1.079-1377)
: I [+ 5084 (4.107-6.293) R 1.929 (1.780 - 2.091)
Atazanavir ! | |o 4,057 (3.150 - 5.225) Atazanavir : m} 1.289 (1.145 - 1.450)
+ ritonavir ! | I 6.529(5.237-8.140) + fitonavir i i 1,643 (1.482 - 1.821)
1
Darunavir | re 3.085 (2.264 - 4.203) Darunavir e 0.848 (0.748 - 0.962)
+ ritonavir } 1 b 4973 (3.615-6.842) + ritonavir | | 1.155 (0.981 - 1.360)
I I |
Lopinavir/ } e 2.546 (1.842 - 3.520) Lopinavir/ | 1.399 (1.173 - 1.670)
ritonavir } | F+ 4384 (3.022-6.361) ritonavir i M 2.458 (2066 - 2.923)
I | |
Genvoya L] e 2.497 (2.082 - 2.995) Genvoya [ lew 1.240 (1.108 - 1.389)
i e 3.045 (2,547 - 3.641) : } 1.567 (1.394 - 1.762)
0.01 0.1 1 10 100 e C 0.01 0.1 1 10 100
. max X ® Crax
Central Value Ratio and 90% CI 4 Auc Central Value Ratio and 90% CI & auc

Genvoya: elvitegravir/cobicistat/emtricitabine/tenofovir AF

DAA IZRIFFT S VRKR—4— | BRZFIQOEE

P-gp KU CYP3A IE, AR EE Y, V770 BV RUBT 77 EL YR EOBERETS
NAFUAC L ERICHEEINS, V77 B3 E OATPIBI/IB3 KT} P-gp #AET
%5, GLERUPIB# VU 77 E U LOHAKE LI E, P-gp KT/ IZ OATP OEHE LT,
FMOBERMEIZBEA SR, V77 B 13 OATPIBI/IB3 OBEEHER L LTERTS
73, P-gp/CYP3A DA N =X AZESFEFTHS, P-gp/CYPIA FEFZ[FRIZE Z HH
ENoaMET a0, V77 BV UREEER 24 BFE O GLE BT PIB Q&5 EZEIR L7,
GLE B UNPIB O AN A=EE L ORI 77 v BV U REEEROAIL GLE OREE
% 66%88%IM/ X, PIB OREREZ 50%-87%m S (M2 o M4 35 |
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obbvie FLaFLELkE - ETLVA2REL
2.7.2 BRERIZIBOHIE
R&D/16/1185

Ml-597 HEIIBIC =7 7 EL Y AR A [ T /REN DF #REINTNA
HIV-1 BEEBRECSWTEMEINT-OT, DAA CRIEFET= 77 Ly Y OREBLEBTML
TR, L, =77 L YEEaie LA L OFAKD GLE RO PIB OBEIEERT, i
DF 1 ARBE CTOREHREICBIT S ESRERL D b 69%-T71%Eo72 (R&DA6/0237) .
GLE BEU'PIB A RY T FELRUT JRELLEDBICA I = XA H-SSHEEERIZITE
ENZ2NDT, GLE R U PIB DIRHEEOHA L= 7 E L VICERT S LD THS,

t b ADME [ZBE$ 2 Ml-890 #EA T, GLE RO PIB M iEic B SN E— D FEETH
7. GLE I3 in vitro T CYPEESBIZ L v b cfSit 4, SHHT in vive TRIRAYA &S A R
729, PIB X in vivo THREF&E N2, GLE RUPIB i3V Fhud P-gp DEETHY, L HOFE
WAL GRS L & & P-gp @Y GLE B U PIB OIREROBL OFRRAIC20E5,

D77 BV BRI AT T P-gp/CYPIA OISR NAITTH D, EEERRECBY
THARwH L L L7 GLE 300 mg RUPIB 120 me #5aongif (M24 350 13,
GLE 200 mg + PIB 80 mg B 5L RRBE Th-7- (M.~432 A . B NAERRIZE W THCV
P FA7 (LT [GTI ) 1, GT4, GTS KU GT6 REILEE A gkEE Tl &7z GLE/PIB
200 mg/80 mg {3 HESGEL Lo mmEROEMIZE S (mITT) SVRI2 34T, J D IEWVIREE
BICHEPPD LTI OERT 90%UL L&EHHEE L Tyl (MI5-410 3B . LaL, Hoikok
B RKiEd 578 GLE RO PIB # St. John's wort % & e /7 LS AL 0D P-gp/CYP3A OFEH
FEFRABRET A LIXEE LTS, GLE KU PIB OIBRER OB AR 88%IEE Z 5 AriefEd
HA7H, GLEPIBH Y 77V E QIERT A LIIBETHD,
GLERUPBICRIETHEIG bS5V AR—42—BEDHE
CYP/UGT EE5REEHI

BTERARRBRIZ 3\ T GLE 1K 88 CYP3A I & 0 b P iicfREit S v/, PIB it &hi
Mofo, & b ADME (235 MJ8o0 ®Bricisv T, mifdiciase ko GLE Xi PIB D&
MR EN A, FEFIZHE GLE OBMEASSERE SR, GLE OFEATHEI B TR
A7 B Bed Z EAVR ST, BIRAYREEEAER & ORRRIEEMRB 2 ER L 2o 7038,
DDI #8% T2 bt/ GLE R / Xid PIB OEINE, —RRICHEHRBEEL Y b b7 AR
—# —OMFIGER L T, CYP XU UGT BEEDADIEFIL GLEPIB OIRERICHEZ K
IEERWEFRaEND,

OATP, P-gp RU BCRP MDIEEHI

GLE R U} PIB i OATPIBI/1B3, P-gp BTN/ X BCRP e EDEED b7 L AR—F—DH
HThHd, B2 RDHAOBEZERVINI v AR—4%—BEA L DDI R 2 ERE L,
OATPIBIIB3 E#IERED Y 77 vy, Yr7uARY) Y (400 mg) , 7HFPFFEMIZLD
BAWEESR, L0DPRVWEBETREFEL, FLTFEL, TAETFSZEARTIE YR
o MZEVBEEEND, Pg RYPERSEQOVZ7 Ly, V2R ARI Y, U EFELE
UPobEyRyy ML WEENRS, BCRP E¥ 72 RFR Yy, YV M FEARTFIEY RS v b
WL OHEEND,
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abbvie “LhFrelkinm- EFLraatil
2.7.2 BRRIEEDME
R&D/6/1195

GLE + PIB % OATP D572 HEA & fFARE Lo & &, GLE OIE#EEIT GLE + PIB B
Lo 41-86 o (M2 sBic s amEREO Y 7o v Y, MI;GOS AR
A7 AHY 2 400 mg B Ml-603 HERCBIT AT EZY I + U RFEN) , PIBD
RERTIOERSO) 77 o E il XV BEEZZT b o7 (O%LLTDE) T, PB 13
OTPIB1/1B3 DEE TRV EPFMRENE (2723611 18) , UV b FEAICEY 7—RARE
NEEFAFEARFE EFEAE GLE OBEREZELRT 5 HEmswr: (s o
MI-587 #8) . GLE l3AVE—7F 4 v— 0% F L, GLE ORERD 6 5L T OBIINILER
RENCEBOLAEEMEDO Y A BREZHIENPHEEIND (2.7.23.6.5 T8) , HCV REHLFF1E
ERECBITS GLE OIREEERFEESE LD L 160%FEhofz, T—RA SN
NMETCaEFEA LY A & OATP QiR EROERBSIIIFEEOERICHY, FE
PRI EERT 285372 WIER REBRE BT GLE DIERERITE R 13 FI0k 59
e B, B I HHFEBRICBWT, GLE RUPIB FHBEESZT2ME | 40 HCV BEEA AN
arERE (1322 %4, 03%) I/ L —FK 2 OR—RF 4% ALT LEMNBRD BT

(R&D/16/0833) . GLE 700 mg %185 &t 12 Lotk B A A (vfoss #5) 1wisn
T, GLE OEE#EHIT GLE/PIB 300 mg/120 mg &5 /- HOV BILIENTREE B AR A5E T
& GLE OMEEEOMN 58 ETholz, TALDEERRAEREIZSL—F 2 NEs -
w30 ALT IRV ALY EREFRD 6207, GLE 2 700 mg LA LS Sh =20
DA ANERWSHE TR WT, GLE OFVREENS T L— K3 O ALT RURE I Ay ER LB
sz enRurEsne MEsse ko Mfose #Br) . BARABSRE ERGE L w48
RERIZEBWTC, | AOHERE (17332 4, 03%) K7 L—F3 O YAy ERM’ED LN,
JENTIEZE H AR NBED 8 F2EA S GLE OB EHRREIZENT, FL—F3oe)reys
LROERRIT % THo72, BAAERE BT DEHEE- LR OMEME 2723978
gt A, VI oV RBTEYEFEA + U M FEALRRE, ) OATPIBI/IB3 D
FRFER) (FlAEs 7 v AR 2 400 mg) E, GLE OWERE Y e T7— A LI
NAFTEAR TR ALY A L EERERMEEATFEEAD S, AT SIS EL ) ay
SABy N ZAMIVEEY )T )REN TIZ T T FEOHAT GLE OB 3 &
Foemml (Mssa B | FHERUSHEIFHMESREOVTIUCH LTLEETH S & LR
WROBEENICHD (2.7.23.65H) .

oLE (MJsse #5r) iz piB (s ) BANESC LB FIH REBICEWT, U bE
td GLE 200 mg % 5-HEOURIE L& 100%B0 x4,  PIB 120 mg & 5 B ORI R+ 9% M X3
Tre FOABNZZLEY NFEAERNTD Pgp ORETHDIEELLNTVWS, GLE X P-gp &
TUBCRP M8 AR ERICH Y, GLE 300 mg & fFAE L7z PIB 120 mg DIRERIZY Men
EOHAEY bRESERTIIETH-7- (M35 |

GLE 300 mg & T GLE 12B® P-gp ZU'BCRP MIEEZfafnd 5 LE1 060, ZoOZEiX
Py u AR Y 2 100 mg OFFFAREUIIEGHHRIC PIB OREEAREBE THAHZ L (R2%LUTO
2, Mss4 3 |, U Ty L BEGHRRSEUIGR SR PIB ORISR FRRE
ThHarZE ORUTDE, MI-723 B KR UUGLE 300 mg X0 400 mg i2 & 9 PIB DBREFE A
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aobbvie FLaFLeErki: - EJLVaREL
2.7.2 BEFREEOME
R&D/16/1195

FREEMNT S 2 & (R&D/16/0237) ITX D XRFENLD, GLE LU PIB O P-gp DHERT
¥ AATIBLIA OB TIE L VIS, GLE OBERETHRESLHERNOWIZEEZATHAL
T % P-gp ML BCRP #HE T2 DI+ TRWEEZBND,

GLE RU'PIB %27 0 RFE U > 400 mg L iFfs L x (MJJeosstm) , v rrene
F—AMLEFALTFTENL (MlS?? HER) #BR< Y FMFEANE2E AL Yy FTT—AMLE
gwHv L2y (Mssz, vifsos mur Ml584 Ak} TPIB OREE (AUC (T X HFHm)
LT 1.2-2.5 FLl kil iz, PIB ORBEEOEMAZER L7-HBRicBNT, U hFen
XiFa e Ry vy MIET D 24 BRI 7 5 R AUC 1389 12000 ngsh/mL T 7253, PIB
IR RIT &Aoo FFE + U M EICES L CiEA9 8000 ngshv/mL {2 e fe,
UMFEARPREYAY y FO2SRERLE: PIB OWREREORIZED N HMERBRED,
UhFELRBIELRY y MEAT D PIB OMIMEATHIIRED B EE oD Pgp BT/ X
|3 BCRP DEFIC L » TR Z 5 alfEMENH 5,

JB@ P-gp Xi% BCRP b5 AR—& —RK U CYP XX UGT BEROER L HHEE 5 L &
GLE/PIB O iR iy, DDI RERICBITAE2MEOMBIZ LY, GLEPIB &7 #4F
EADHFRITERETH S, BIERD LN THWEEEEET 2 7 7 A /4T XY GLE DIRHED 10 4E
OEEMPATEFINTWER, BMOEeET—#1%, J M ety —X h&hfi HIV 7aF
T—EHERUZT 7 2 AR 400 mg D & 57 OATP OifA R ERIOER %2 L0 <3
THDILRIIDEELZBND, LMW -7T, GLEPIB #V hFEATT—A FEhi- HIV 7 a
TP Y RER L7 @ AR Y 400 mg & AT D2 L #HER LAV, GLE OIRERE XLV
BERWEE LMD AET S IEN ] VA b EEDL LY A IR LT
GLE/PIB O FEFRENTLE 2,

2723.6.2 ERGHARSIHWSERED DD R
WELS ENHEAE L HITER L DDIRBRE % 2.7.2-24 [ZR7,

101



abbvie FLaFLenkinm- ETLyaxEL
2.7.2 BEREBROHE
R&D/16/1195

¥ 2.7.2-24. GLE RUPIB OBEEHHAIHDER L O DD HEE

Drug Class

Evaluated Interactions (Study)

Calcium Channel Blockers

Felodipine (MJJ|:578), amlodipine (MJJ-578)

Angiotensin Receptor-II
Blockers

Losartan (M.-599), valsartan (M.—599)

Oral Contraceptives

Ethinyl estradiol/norgestimate (MI-SQS), norethindrone (M.-598), ethinyl
estradiol/levonorgestrel (M.-598)

HMG-CoA Reductase Inhibitors

Pravastatin (M.—S79), rosuvastatin (Ml-579), atorvastatin (M.-579), simvastatin

MI-221), tovastatin (V721

Acid-Reducing Agents

Omeprazole (M.-'J 13}

Opioid Replacement Therapy

Methadone (M.—()OZ), buprenorphine/naloxone (M.-602)

Im MUNosupressants

Cyclosporine (M.—584, M.—ﬁOS), tacrolimius |M.—592)

HIV Drugs

-377), rilpivirine (M.—S??), lopinavir + ritonavir
(M.*SS?), raltegravir (Mi-393), efavirenz/emtricitabine/tenofovir DF (M.-597),
atazanavir + ritonavir (MJ-603), elvitegravir/cobicistat/emtricitabine/tenofovir AF
(M.-SS4), abacavir/dolutegravir/lamivudine (M.~584)

Darunavir -+ ritonavir (M

HCV Drugs

Sofosbuvir (M.—S32)

GLE B¢ / XL PIB iZ@FNIZY h e b oftH (M.-355 E¥ M.;356 AER) 3oty &
o - RV B N ol - R /o3 1 0 (MI-586 HER) matahi, E3O DAA L DDI Bz

ARTECrERRS L7z,

BRI S S 2 BEAIICRITT GLE RO PIB O£ 2.7.2-54 IR,
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obbvie suvaFrenkinm- ETLUAREL
272 BEREBEORE

R&D/16/1195
e < N - ¢ s
(] 2.7.2-54. BEGRAT HEHID GLE XU PIB RO IEHARICH T SR/ F T A
— =
TFE Yo
i | | i
ipi i 1 | 1307 (1052 - 1.624) CsA 100 mg i o Hed 1.109 (0.876 - 1.403)
Felodipine | —I—:j : 1300 (1083 - 1.862) 1 R 1.140 (1.024 - 1.270)
ipi | i 1,220 (1.068 - 1.393 ! ) 0.943 (0.824 - 1.078)
Amlodipine | i i 1207 21 088 - 1.3383 CsA 400 mg i M i 1.013 (0.945 - 1.086)
]
Losartan ‘ —e— 2.511(2.003 - 3.147) i ‘ i 1.503 (1.245 - 1.815)
1 I—*—ﬁ’ B 1557 (1284 1g67) | acrolimus C R Tas i aess)
Losartan ! o 2.184 (1.883 - 2.632) } i
Carboxy Acid i‘ Mo 1.144(1.044-1253)  Darunavir + 1 m } 1'%33@'3&2:1 3?%;
] | i i | | . : 8
Ritonavir Rl 2,032 (1.779- 2.321)
Valsartan i el b o | o 1872 (1736 - 2.018)
] I P | |
Ethinyl Estradiol/ : oo 13vsli3 15y  Rilpiviine i m el
! ! 1.537 (1.344 - 1.758
Norgestrel/ | %ﬁ: 1625 {1 296 - 1.7513 Lobinavir! } lof 1 1.113(1.005 - 1.231)
Norelgestromin | fof 1 1.237 {1 082-1.414 P i W 1.238 (1.140 - 1.343)
: Mo 1.435 (1.340 - 1.538] Ritonavir Lo I 1;;1 ‘??33 1 ggg)
. b ; 403~
Norethindrone el 0834 (0735-0946) | | ¢ !
. ¢ ) Raltegravir [ - 1335 (0.89 - 1.982)
Ethiny! Estradiol | 180518 . :::?;;:4 T:Ts
| | . | %
Norgestrel ; MH: j‘lgg Hggg 1%2} Efavirenz/ } ,‘” H 1.uzs$o.sas-1 064;
i i icitabi [ ! 1.036 (0.954 - 1.135
Pravastatin | fre- 2228 1873260 0! OB iseREEn
} lIrH 2297 (1.912 - 2.759) Tenofovir ; HH% | : gg? ﬂg;g = : ggg;
Rosuvastatin ] L Fof pozg(aron oa) } i ) )
B (1899-2484 piozanavir + o ssmom o
i & L Mo /108 (1,031
Atbresatin i | T et g Hitohavie L 1,205 (1.051 - 1.382)
) ] W ol 1.299 (1.210 - 1.395)
Simvastatin | 4 ; gg? ::gg; g ;;2; i i
. . I | 930 - i i ! | 1.356 (1.235 - 1.490
Simvastatin | ! = 10.72 (7.880 - 14.59) Elvitegravir/ ! )'.,.{, | 1 467&1 373-1 587;
i 4 -6.4 Lo ol '
Hydroxy Acid i i —— 4.480(3.108-6458)  Cgbicistat/ i 7‘4 | } 3??,%1 glg 1 SZ?%
) icitabi I 1.069 (0.998 - 1.144
Lovastatin L 1172 0988 - 1 419) Emtricitabine/ PR T oee 1 60
Lovastati l ' e (1403-2058)  1onofavir Lk 1 1042(0993-1092)
ovastatin i | 5.731 (4.647 - 7.069) ] W 1,062 (0,994 - 1.134)
Acid ! L 4.100 (3.451 - 4.871) b - ! il i 0.963 (0,888 - 1.045)
R-Methadone T B 0,963 (0,908 - 1.021) e PR 1,046 (0.984 - 1.100)
: : 1.018 (0.980 - 1.058) pyolutegravir/ i o 1.096 (1.013 - 1.186)
S-Methadone ;. | 0.976 (0.926 - 1.029 | N 1.128 (1.048 - 1.214)
! A ! 1.046 (1.008 - 1.086)  Lamivudine . | 0.994 (0.898 - 1.100)
Buprenciphie B e | M o
Norbuprenorphine/ | " | 1354 (1172 1301 Sofosbuvir | ’_Fl_ii_' 1.655 (1202 - 2.224)
i o 1209 (1190 - 1.419 { s . 2.246 (1857 - 2.716)
Naloxone = 0882 (0737 - 1,068 GS-331007 I 0883 (0761-0957)
T §06 0 895 - %) i | 1.206 (1,129 - 1.287
0.1 1 ; 10 100 & Crax 0.1 1 10 ¢ Cmax
Central Value Ratio and 90% ClI 4 AUC Central Value Ratio and 80% Cl  + AUC

HNL T AF ¥ FVEREA : TLAe PR 7 oYt CYPIA OEETHY,
GLE/PIB iZ CYP3A 233 < flE9 %, GLEXU'PIB L 7= P X IT7 L T ¥ & O T
RIICEROHHAHEERITFED NPT,

Ty PAT v NS EEERA] . St g o ket F i OATPIBL/1B3 OEE TH
%, GLE/PIB X OATPIB1/1B3 %#[HEd 5, GLE RN PIB L ¥ A ¥ o I H L b
MICERRICER O H 2 EERITRD b RboTz,

% OGBEATEE © GLE RO PIB 2R OB EIIBERNVE L OLOBHTEIE L A 2 &
[ZRE L LB, e o I ﬁ—w(uTFHJ)&U%WTN%/ﬂ T OURTE &
OLTRENTRRNREREH L LIEFBL LNV, BERMICEEZEDH S GLE XU PIB @
IREBREOL(LITEED bNAeh -7, GLE RUPIB % EE 35 ug 2 & tefR ORHER L U A LA

103



obbvie JLaTLELki:  ETLLEREL

2.7.2 BRAREEOHBE
R&D/16/1195

BELEEZA, 2 LAOWRFTBO TR TEERED 7 L—F 2 LLED ALT @ EEH3F
bbhi, ALT EREOEREEZEE OfREE L HICHML, GLE KU'PIB % EE 20 pg #~<— 2R
E LT ARAET L OLOBOMEEEFRARE LT L—F 1 2845 ALT EEZR
THBREIIERD b hoTc, ALT EEDA D= A LZHE LTIV, EE §FEGBOFER
& 1 ARECE I MRBECHT IR o, TATAEITEARRAALE Y (EE EEH)
R EIC L ABBERORE CEFERREE, B AROE 1 FAERBR CHEESEO LR LB LR
o7 (274523 8) , GLE XU PIB & BER AT DASEN D HHEEE L OMICERRICE
DHDHHEEEATRD bl ol

HMG-CoA BTEEFEMAER : GLE RO PIB ¢ OB EGR T T RAZF v, nANRAFF L,
T RIUARAEF L, R AT R TR lovastatin acid OIREREZEMEE=, GLE ItkL 5
OATPIBI/IB3 D EEZ# 50 OATPIBYIB3 HEEOREEMEMOERFER Th o, Wk
AAZF L LHREE L L& GLE Xid PIB OB RIZEREMICEROL AELRED B
Nighoi=,

EAHAE] c A AT — A L GRS L & & GLE ORERILED U228, PIB ORERI
WA T e o7, GLE OBERORBNIA AT T/ —N 40 mg LI A DFH 20 mg IZkk
ARTHhEL, GLEPIB IZT AARA TSV —O#EZ 4 I FOELIZL ) BB EE
ZiFedoiz, GLE OREERO 50%DETIH IO RICHENICEROH 2 EE RITS
RnEFRENS, ERE I ARBICBWT 40 £OR5RE (12%) B7a bRy 7HERE
GLEMIB ¥ A v X A& E iz, BARAERE BT 5 BAEMIEHEIEMRITIC #5171,
bRy FHEROBEFRIE GLE R PIB ORERICEEL HIFTTEERLER Clllro
7= (R&D/16/0834) , D71 kR THHER R T H, A7 £ O s VB Mo B A,
FATF—n 40 mg QD KV LE® pH ICKETERERL RN EXTFEINADT,
GLE/PIB IZERRANIZBERBOH A ME R TSN LA TRENS,

F A FREBEHE : AV FYRUT AL /07 4 03 CYP3A ROV / X UGTIAL R E®
WO RO RE THY, GLE RUPIB #HEICL V< HESRS, GLE R PIB &
AP ReFT TV VT 2y | TadyrORCBREOEEROLHIMEEN RO LR
molz, DAA EOFE#E L ChA YA A FREREOENETHEICE LiahoT,

FIEIMEIE c 7 m AR Y kL LT OATPIBI/BY [AE %/ LT GLE OEREEZ T 7 o
ARV o ORBICEE LTSS (AUC S , BRMICEZOH S PIB Lo v AR
U OIREROEERD bR ode, F71Y ARIL CYPA OEETHY, GLEPIB I
CYP3A #33<AETH, GLE RU'PIB X4/ U AR LBEMICEROHAMEAEERAZED X
o,

HIV MEHEREE

HIV 757 —PHEEH (FFHFFen, £ALFE0, a k) bren) Uk
FTEAC LY TR ERET e T T —EEEAM L FFREE L& ZA, GLE KU PIB DR
BIZEIN U7, GLE OBEEEITE L LT OATPIBI/IB3 BEIC X v L7438, PIB OBEFEAIT
BCRP KUt/ Xik P-gp OFIZ L 0L, TH#WFFEA, AT, aFeEaidy
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2.7.2 EIREEEDHIE
R&D/M6/1195

b A DRGEEICEEMICE RO AT IR bhiehol, GLE RO PIB 27 ¥ ¥+t
WECGU FHFENEFFHABREPICREO bAEEHEED ALT EFICLY, REO—HOHREH
BRI Z b AIZE S, GLE+PIB# U b FEATT—A FEREFALTEA T EFEL
LA b RS SN HERE TR LT ALT OB EMNERD b hihoiz,

AT ITIEBER (FATFITEN, RAFTIENL, mAEFIIEN)  SAFTZ
EARRFAT F T ENE UGTIAl OEETHD, PAT I ZEARVAET 75 EAR
CYP3A OFEH TH S, GLEPIB i UGTIAl KU CYP3A 25 < HET D, GLE RV PIB & /L
FESEARERALTIIERL (FTABEA [ RAFZIFIEL 1 FITV0ELTHRE) Lo
I CHEEMCEROLIBEERRRED bNR2h-o7-, GLE RO PIB OBEEEZAETF 77
B aEYRFy b AR | T /REN AF LOFRBESE ML, EE LT
ZAETFZEARUPRE YAy FEOHAERICLSEEZLNS, TAET ST ELD
BETE 1 GLE R OF PIB SIS SUIIEH M TRBRE Th » 7=,

FEX 7 LAY FREBEEFZEER (VA EY sy, 77 EL0Y) @ JAYED T
CYP3A OHEETHY, GLEPIB % CYP3A #fHET S, VALY L OR#EEOE LIIFRRE
WERENRHH LEELONR, 27 7 E L2V i P-gp/CYP3A OFFEAITHY, GLE XU PIB
OREBERIIT 77 EL YR ERLIUAY (77 8LV Y J ZARNIVEEY | FIEEL
DF) ORI LY BEFERE BV TE—RARETHELRIZLD LY LiEh-T,

RILAVR R LAF FHEEE (L ) F8s, F/EREA, THAAEN, F3I7
)  GLE Xii PIB &"7‘/ 7J< EADF, T/HEENAF, = h )2y, P80 ELRIT
G2V EOMIZ AN = XL ESABEERILTHINGE o7, FLvA V0 ZHORTE
h%%%ueﬁ®%5rmi 2w Hhie #omol7TtV/J/IAFJ/5t//T/$
v/ DF & OFfE5 O GLE KT PIB OEE#EROB D7 7 Ly EOMEERIC X
%t%éntoI»E?fﬁfwfzavxﬁyb/:AvaﬁEy/%/meAFt®
P LA GLE RUF PIB DIREROEING, —AETF 7 FZEVRPaE Y RAE v b EOHEEE
AIZE B3 LD THol, GLE RUPIB ET7 B EAITTFIT I (FAHEN | FLFFT
A (F R TV ELTERE) EOMICERMNICEROHDMAERITRED N2,

Imvﬁﬁﬁ<1E&0MBﬁP@&DBaw®@$K¢L11T7/t»m@“%%ﬁm
éﬁiﬁ=GSBmm(fo7twﬁm%)®@ﬁﬁ WA RIFE X o=, GLE RO PIB
L VIRATENL L ORI TTEERY %%mkémﬂﬁﬁiwb%n@mouo

2723621 FRAAFBRELBARAAERELORMOHRAEICHT IBRSHERRODER

MR ABE LR L TEARARZTICBNT, W20 FAEMHREERAREL>TWS,
BHHEFEEICBITA INOOERE VLT OEROERICH DRI E T 2.7.2-25 itk 5,
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2.7.2 BREREBONE

R&D/16/1195
+® 2.7.2-25. MEABELBRABELOMOHAREICHT SRS HERBACER
Recommendations Reason for Difference
Coadminister  in Western Recommendations in in Recommendations Between
Study ed Drug Subjects Japanese Subjects Japanese and Western Subjects
MJ-579  Pravastatin Reduce dose by half  Limit maximum daily Compared to overseas subjects, Japanese
when administered dose of pravastatin to subjects have been known to have lower
with GLE/PIB. 10 nmg when amounts of functional OATPIB1/3
administered with (Tomita 2813), and statin exposures in
GLE/PIB. Japanese subjects are typically higher than
M.-S79 Rosuvastatin~ Limit maximum Limit maximum daily the overseas population (M)‘
daily dose of dose of rosuvastatin to Therefore, in Japan_ese subjects, Im‘ver )
rosuvastatin to 10 5 mg when administered doses of rosuvastatin and pra'n"astatan are
mg when with GLE/PIB recon‘lmended to ensure additional safety
administered with margin.
GLE/PIB

2.7.23.63 BXRAEREFICHITSE I EEERD DDI S

5 B3R (M15-594 B TR M15-828 ) 123y T,  GLE/PIB JAHEMARK b - #5838 1349 500
DEFHSEFHH L, FAEEERA D =X ATEGEIC LY 17 EOREAO 7 T ACSE
L, el b T AR —2—% LT GLE KU/ Xk PIB OIRFE R OIS 2 Atk o
HAMEMERA A= ALK& STHEOL T I — B L (%2.7.2-260) ,
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2.7.2 BEEREEOHE

R&D/M16/1185

#* 2.7.2-26. BARABBEOE N BEREBICRTL2EDOI FARUVAREOSHLIBEMERAAN
ZRAIZK DA RERIER

Drug Classes PK Parameter of Interest

Acid reducing Agents (ARA) (those that impact stomach pH, excluding PPls and laxatives) | F1i
Proton pump inhibitors (PPls}

Opioids (OPI} CL/F
Anti depressants/Anxiolytics/Benzodiazepines/Barbiturates

Cardiovascular drugs (including anti-hypertensives, anti-archythmics, beta blockers, anti-
fibrinolytics)

PDES inhibitors

Non-opioid analgesics

Statins (HMG Co-A inhibitors) and lipid-lowering agents

Anti-psychotics (AP)

Anti-epileptic drugs (AEDs)/anti-convulsants

Anti-diabetics (ADB)

Antihistamines/anti-allergics/respieatory agents

Hormenal contraceptives

Hormonal replacement therapies (HRT)

Steroids

Anti~infectives

Hepatoprotective agents

Drug Categories: inhibitors and/or Inducers of Metabolic Enzymes or PK Parameter of Interest
Transporters
BCRP inhibitors F1, CL/F

OATPIBI/B3 inhibitors
CYP3A inducers

P-gp inhibitors FI

P-gp inducers

Cross Reference: R&D/16/0834 Table 4

BRI ZRMTLREATAT (R&D/16/0834) 2B\ T, GLE BT /XL PIB OIRHE &Iz RIE4 A F s
DOFBEEKO 7 FAROIAEEOSHDMEMERA D =X LI DFFM L, BEEABROWR
FHHEICHAELRBXEPILETE20T, FRECHRIMNBOLDOENFILO KR
WU U A OFRERGICESTREEREZRA WA FETIMES W, §ToEST 1
DOEY s T AEE L, ENORMITEEREEOSH D A D= X AOEEEROBER O
FAY—IGETE, A5 9 —OERDFHNILR&D/16/0834 {IFRENTW D,

BROZ T ALY PFHEOHREEFFME L& 2 A, GLE Xid PIB O RMTFOAA F T A
FEVF A IO VT I ACERTAERERFEERL 2D 7 7 ARRWEEh2d»ro7,

107




obbvie SuLhTLeEnking - EITLVEREL
2.7.2 BBRBIEOHME
R&D/16/1195

RO B L TEEOHAHEERA AN =X LK VAL 25, & I BRBRTHY
TmEERXII R T v AR—F —Ip PORERTFOAH T IV —iZid CYP3A FHERA|, Pgp MEA,
P-gp 353 A, BCRP FHEHIRK T OATPIBI/1B3 [EEAIMRE T3, GLE XX PIB ORFEE
WHEEBILEET LI LOR R T,

272364 DDIFHERIZRAL- DAA BARIETHRR

DDI 3R 0D U A T RO AR 285 ¢ L CGLE 300 mg + PIB 120 mg fHH LT A T
Fh S, (EEERRK ATERE & HOV RERAE A RS & O T GLE R PIB ORIEREIZRE
BETHS (R&D/16/0234) DT, BEHEREO DD OHEREET HOV BIBERF AT SN B,

GLE BT EE BARN LA AHRE CRBRE ChH-7 (272210 JH) 75, HCV B
B A A O GLE O ILIT R B RAEBREICL~TE o7 (AUC filElf 200%51E)
LU, PIB OIRERIIEEEAARA, @EEARD HCV B A ARARREOR CHRBE ThH-
7= (BT%ELLT D3, #2.7.2-15 KU 2.7.2-16) ,

75 1 AR AR O BE0 DD i 4 HEETid, LY EHR® GLE BU/ X3 PIB
% EFli L7z, GLE 700 mg + PIB 160 mg @ & ¥ B A EOMAE o & CYP 7 e —7 B HT 5
M380 3% (CYP U 2 F A CTEAMELY, HiZ GLE 400 mg + PIB 120 mg & ¥ =% v

(P-gp #H, M.-582 B , VRATEA (Pgp BROBCRP 25, Msazam) 7o
A& F o (OATPIBIIB3 HHE) , mAAARXFF 2 (OATPIBI/IB3 KU BCRP #H) N7
FLARZF L (CYPIA4 RO OATPIBI/IBS &%, Mfs7o 88 & 3 SR CEm L, &
W AEERE - A L0 EREEORAEHETO GLE B U PIB ¢ DDI GO M TE, é
ROEEMEICESE, 5 1 ERBRTELN DDI O 55T HIES B A< AEE ICIMET D
ERTES,

MI579 88 (S AR EFr, mRRREFY, T RARRFF LD DD Tk GLE
400 mg + PIB 120 mg QD % v /-, GLE RUSPIB DA ¥ F L RIBAH L ORENERORER A D
= A AL GLE 1245 OATPIBI/IB3 BAETH D, ARBMTHOWOLNIZ XY &HHAEO GLE X
OATP + 7 AR—H—%,HET D Lo KERRT v VERTAEENH S, GLE300mg +
PIB 120 mg &\ 9 (A A A i C HMG-CoA IR ITEEF L ERI D 20/ & F 1 i UF lovastatin &>
IR R LT S oRBoREREEET 1 aen Lt s o 2T oo
BHIND Y A 71X, GLE 300 mg K1 400 mg OFH ORI B O THREMICEER 2 TRED
HawaTHY, M7 BB RICE S I AR FF U RV B AR S F L OBE LR
AEOHIRIIEAAREZEIZBITS GLE 300 mg + PIB 120 mg FERICH LTHLERENS,
GLE/PIB DV AZF o  OHAITHER E T 5, GLEPIB 27 bARAFZF L LHHTEHZ
R TH B,

Mss2 58 (%2> D) ROMJs328% (VA7 £ DDI) TiI GLE 400 mg +
PIB 120 mg QD LY A & W, GLE & VIX% U ITGLE & YFE AT EA L OMOIEEE
FBOEER A D = XANIENO GLE KU PIB ORI 2EEIC X - THIE &5, GLE &65H
BELEEELE LTIHBD P-gp RO/ Xid BCRP OEC L O HIEIEN S PIB 120 mg OEE
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272 BREREEOHME
R&D/16/1185

BOWMIE, GLE 300 mg & 400 mg DB TRBE TH -7z (R&D/N16/0237) , I1BD Pgp 712
—THRETHHLEH T o ORERIE, GLE300mg+PIB 120 mg VP ALIZL Y PIF v
XIZYHEAT CAORER & LA TRBREX L v K&kl (MR85 #5) . GLE
400 mg % v iz DDI BBRIC RS VI X VU ROV R AT EA ORI S ITEIL B AR ABEI
BT 5 GLE/PIB 300 mg/120 mg #HAIZHH & 5.

.~38 RERTIL CYP BHE A 7 7 BIET GLE 700 mg + PIB 160 mg OFEE 50 L /-,
.—60 M TIIRER AR GLE300mg + PIB 120 mg FAICE Y 2N OO EEHZBEML,
RO RIT AR ABF I T GLEPIB % CYP £ L 5FARE TS &L 2 0ofiEREFiks

BEfhi B0k,
GLE KU PIB #MBICEE L &0 ) breatomEEALEmL (Msss ro
Milf3s6 e, PIB IoBIL T :M’ J gFLENL ] U NFENEDOBEERETML
(M . 586 AE) [, ThoORBRFHRIL, BESORARTO GLE RUPB ##H% Y rFeads
HLoArkbbicis LMEE{’ﬁJﬁ;ﬁk% rpcamzond (M1, MFsss Ru

M.-603 )

272365 DAADEEEOELVAERREHEZLEL LIEUVER

HCV B8 B A AEER#F 128V, GLE RU PIB IZ@E WA & BRIGARGE ST a7 7 A L%
FITHZEPFEIN (M15-594 BT M15-828 WE?) . &£V EALEY GLE 700 mg + PIB 160 mg
HANEENHE | R 2 R THRETIRABREICRS L& & T, GLE KU PIB O%
euRuRsEsEs sh (MJoss oM l-43'? W) .

EPNE I AEERIZEB T GLE RO PIB @ | Ao A 0 E (2.7.23.10 18) , 4 A0
S (4/33? H, 12%) DI TANAEPBRERKII Th o7, DAA OBEEROELR
AT RIETRESZENE Il HRBOT— 4 FAVCTHEBICRFHL A Z L TEhor

(R&D/16/0834) . HCV RYLSME ARSI 56T DIREA-SVR RT3 iE, GLE OEft
% SVR12 OF EZTFRIEFTIEA2 N2 728, PIB @ AUC X SVRI2 OFERFARTFTH-o /-

(R&D/16/0236) . PIB @ AUC @ 50%DiMIA o ER EEROH AR ELP RITS vk
EZbN%, DDI B THAE SN HFHETE & i PIB OBEEOREROEPIE, T34
B/ RATZFSENL | ZIT7V0805 AUC @ 8% DD THh-o7- (Ml—584 ) 25,
FREMEITLERNE Uiz, DDI B THR SN2 FRE BRI SN GLE OREROKRKO
WAL, AT TSN 40 mg LA TSRS B sonoEbTho (Mg 2,
HCOV B A AR AHREC BT 7 e R 7HERIONA (40332 4, 12%) X GLE OBHE

TV B RIE X 2o c (R&D/16/0834) , PIB ORI A A 75/ —nin L0 #
a%ﬁa:x e fa®T, A ATTF V=X B GLE OEFE RO L SVR ICHER2BERE FIT
SRWZERTFRIENSG, BiZ, GLE OFERBOEDERIZLY, GLEPIB 300 mg/120 mg &5
2 GLE ORERD 50%E4 LTh, GLE200meg + PIB 120 mg R 5-BFOBRFEE L O FVRIER
PH7ZHEND LHEESIND, GLE 200 mg + PIB 120 mg L3 A L8 1T ABFE TRl & h,
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HCV GT1 75 GT3 B T%E 1258 T GLE 300 mg + PIB 120 mg L ¥ A AT LT HE VAR
AR E L (M14-867 B U M14-868 3

148 M.~066 FAGA TIIALEE B A AR B W TE A ED GLE 700 mg + PIB 160 mg &
STAM Lo, (IR E AR A BRI 700 mg QD (PIB 160 mg QD M) %5850 GLE OEHF R
BIT5 AUC 1%, HCV RBULIERFAEZE B A AHERE CHREl Sz GLE OREED S8 FThotz,
—J5, {REEEARAMEEREIZ 160 mg QD (GLE 700 mg QD fff) 580 PIB D EEREIZRB T
% AUC i3, HCV B BAABRE L0 b 19%@E0 -1 (R&D/16/0834) . MJJocs iz
T, BAANEBRECHEENCESNDS 7 L—F 3 OERERED ALT EHTRE Y ek
HIFBH LNt

GLE/PIB L ¥ A U DIGER % T~ HCV B BARAMBRFICBW T, HEShTWhaREelD
B4 (ALT EREUGRBEYAE S ER) BEbyTohol, | £HOWHBRECORS L—F 3
DEVALEr EAREDLN, FL— R 2 #BA5—ATF A1 % ALT LR ERTHRET IR
B S5 ehot, HCV BERIEFEE AR ARBREICBIT 2 GLE ORBRTH LEY Cuw BT
AUC {114 21170 ng/mL BT 11600 ngeh/mL TH o7, Zh GOBRERIY, HCV BERAE AW
BT BT D GLE OIREERE (Cuu @ 597 ng/mL UV AUC @ 4800 ngeh/mL) {ZEE~STHI 96% K U
140% o 7=, HCV BE B AR AHEEICBITS PIB ORERTHD Cp KT AUC L
165 ng/mL B UF 2560 ngsh/mL T&H Y, T &N, HCV BHAEAWRSE BT 5 PIB O}
BEEL (Cpax @ 110 ng/ml B U8 AUC @ 1430 ngeh/mL) 1ZH =T 50% KB O 79% & 2 > 7=

(R&D/16/0834) , ENE M HEREBRT — & 2 AW REEA-Z2MEEic LY, GLE DRk
F— R 2 UEDR—RAT 4 HREY ALY EE L ORI VRS FEE S 708, GLE X
% PIB DR & ALT EFIoxf U CBIEMEIR® bited>7 (R&D/16/0833) , [EEROEM R,
FEAHE AR B A R At OATIC BV TR ENTE,

H I HCV BEM H A AR 1\ CER B2 &M T — 7 R UNRE -2 MR oM iz
LY, HEgBRE TSRS LB LTl a7 s A VERT I EBTRB I,
%5 111 f355% C GLE/PIB 300 mg/120 mg & 5-% 8 fiFLA LoD (T LR e B A3 iR & A i JERTF
HARAEBE BT, L= RF30ONR—2F 1% ALT LA XUTREI ALY LARED L
Nigmois,

B ERZE L T PIB ICBE LR &0 MBS E ShR2d -7, GLE (3IEREEDEInE
FRT 2 & BERRERIZIB WO TRV TERE OB S S 7o)y, PIB OBREE FfaE L -
7z, GLE 800 mg + PIB 240 mg # HEEE L7 M.-716 AREUZBWT LY BWVIRZEE (PIB
AUC : 6260-7000 ngeh/mL) (ZFE LA, BRMIZEROH D31 F 44 1, ECG XILRRER
BEMIHRE IR o7,

GLEPIB & DHRAEHFESNEEACALC, —AEFIFIEL / a bRy b/ A}
VFEy | F/FREAL TZ7 273 FEOFHMT GLE BT PIB OIEFEGL 0 B R OHEIAEL
M E N7 (GLE RUTPIB ® AUC & 4 3.0 f5 K Ut s7%migin, Mssa st . Hov @it
FriEZs B AR ANBEIZRIT S GLE OIRERIZIFITEEREIZLL~T 160%E <, PIB DR &ITA
AT RS S IETEERA L O TRBRE Th- = Q1%A{E, 272341 H) , = EF
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R&D/16/1185

TSN abVAFy R m AR EEY TR ENY T5 722 FERO GLEPIB @
RIEFERE ST D HOV RREITIEZ B AR AT DDl O W FEFEEREICY L TRXK
7.8 {50 GLE OBFEEZ R aENEIH D, ZOEMIE GLEPIB DELET e T 7 14 MZERK
BCEEOHAEEERITSRNETFAEND, PIB ORERIIFEE I L - THEREBLZ
iewy (272341 18) A, 8 IIMARERRICET S GLEPIB OEE£M 7T e 7 7 A A3 HCV BT
B TR O A A AEBHE TEB L Tue (R&D/16/0833) , A ETFS/TENL [ 2E
VARE YR ZAPILEEY | FIREN TIFT7 )3 FeEET GLE XU PIB OIRERE
BoxR R 2 (EETHEMEES DD L, B—7F 4 w— 0N EWT- O 28 B L IERT
EZERFICRBWTHERSZLELE Lk,

272368 EHERUEE

M603 #BrICIC, GLE RUSPIB @7 #HF AR M EA & OfRRERTIZ,
T EFFEAOBEMOERTHAIMBE YN E Y ERICMAT, HEOHBRFIZ/SL—FR 2 5
B 3 @ ALT/AST @ LEMBEH LN, ALT/AST EH@ UV A7k, 7E¥FELE
GLEPIB &4 A Z LIZEETH S,

M723 stric s T, GLE RUSPIB % U 7 7 BV U RRIR 515 24 BERICIRE. Lis & 2 5,
V77t GLE BTN PIB OIRE LA kK 88%IMA 87, ML HCV GT3 o ddh b
BEEMICBTAREDREEFOV A 2280, V77 B b OffREEEZEETHS,

Mlﬁmﬁ%M£wr,mﬂ&ﬁﬂB@7%»Az&%ywqm&wAu:%%«m%&G
8.3 {EHEN X /-, GLE/PIB &> OATPIBI/IB3 AT BCRP HEIZ L » THMERT MANRAFF -
YREE AT BT, GLERIB 27 MR ZF U L AT A L REETHA,

GLE/PIB & O fFBIE P-gp, BCRP KT OATPIBU/IB3 b7 AR— & —DHE & 7o 532 O
B AN XY A AMEEMA H D, GLE BU / Xt PIB O OATP OifihHEHAI XX
P-gp FHEHNZ L 0 FEICET S (GLE T 3 BB FREERHB, LindoT, UTOKE
H|O GLEPIB & OHHHIIRE L4 5B, IAwF YL, FEHNFLroFHiF—h, LAt
Fa, m U E LYY, aErEn, URFREN, YRR EgFL, EREBOZF=ALTA R
T VA= E O DD RBIZIBT D 2 o EEREMD ALT LFIC LY, GLEPIB OxF =2 A
RV — A EDIFFRREVERELTD, Y uRKRY», VIRV, FEARAREFURD
0 ASRRAHF % GLEPIB & OFRIEET 5 L & HERISLEIC R S5 FEEERH 5,

27237 Fh=
272371 BERRABRBEICBITAEABRZHROIAILABET

Rk A HCV GT RRULEBRE 258 & L5 1a 48 M13-595 ERIZHWT GLE R U PIB O 3
A ROEAREYHD HOV SR EEFAEL, FOESYZTLENL /] Y MFEL + 4 A
EH RN + dasabuvir XU RE Y > (BT TRBV] ) % 12 BEfEEE Lk, BAFEEEMEG
D HCV VAR (LT TRNAL ) OR_—RAT5 4 inbOFHELERF 2.72-27T ITELH 5,
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R&D/16/1195
%+ 2.7.2-27. GLE XIZ PIB BHlEHKI-Z LD HCV GT-1 RNA OFAETE (TT £H)
GLE Dose Groups PIB Dose Groups
Variable
100mg 200mg® 300mg 400mg 700mg | 15mg 40mg  120mg® 400mg
N 8 16 g 8 9 8 § 16 8
Mean 1 411 —4.06 -3.79 -4.02 431 -338 -4.08 -4.21 -4.25

Change

a.  Subjects with cirthosis and subjects without cirrhosis.

b. Least square mean maximum change from baseline expressed as log,p [U/mL.

EHMER HCV RNA A L AFOSR—A T A b OFRRIE TR, §-<C0 GLE HER
it L CREIEREE (-3.79 2 5-4.31 logje IU/mL) T&H Y, PIB @ 40 mg LL O AR L TR
FE (-4.08 /25-4.25 logyy 1U/mL) ThHhotz, FFHEEE R UIEFEERE BT LT ~TD
GLE FIREER U PIB 0 40 mg LA LD HEEECN LT HCV U4 A A ROBFFEZ#ESeHTHEE 1 A
BlizBNTH+aThot,

272372 BRFEAMEBEICETSQTHBICRIZT DAA DRE

(REFERR K AR A IS GLE B OF PIB BRA 5% 0 QTe fitbraie (Msas #t5r) # 272201 18
THR T B, R R UREEEE L B LUV C GLE R U PIB X QTe MR & L& Lo iz,

2.7.2.38 BARAEERE (S S BEMEMTIERT

AHEFHIE ENDE 1 BRER 2 3B (M15-594 KO MI15-828 3B OF —# & W CEEMH
SEENHESRAT 2 380 L 72, HCV REM B AR AR IS OIS U7 GLE KU PIB (23 U CRE
SEMEEE T AR L (R&D/16/0834) |,

M4 GLE JEE-REM T - 7 1%, —RIEI R ONERTF T EE R FMEE T A —% (RhT
Do V7T Z A [CLF] RUANTOGTER (LT (VeFl 1) LBT2#BERNENLE
tp 1 @y N AL FEFAACL D SRR Sz, Mg PIB JE-RHT — 41X, — Rk
I, JEEWICBE LRIy $F A —4F (CLF RO VoF) 2B A BEmEfsd &2 =
=AY REFACL D pICRER s, REEEUSNRAELEEREZSHREETLE
2722812k 805,
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272 BEREBROHEE

R&D/16/1195

$ 2.7.2-28. BEFEVHEETL  KEEORE
Parameter Parameter Estimate
DAA (Unit) (95% CI) Covariate Effect(s)
GLE CL/F (L/day) 549 (460, 659) Aged5+ 10years: | 7%
Ve/F (L) 74.9 (58.7, 96.6) -
Fl 1# Presence of cirhosis: T 30%
Ka (1/day) 5.67 (5.36, 6.05) -
PIB CL/F (L/day) 1050 (973, 1130) Body weight 50+ 10kg: T 11%
Age 45+ 10years: | 7%
Ve/F (L) 269 (225, 318) -
Fl e -
Ka (1/day) 3.48(2.97,4.07) -

a.  Relative bioavailability (F1) fixed to 1 for reference doses of GLE 300 mg or P1B 120 mg.

Cross reference:

R&D/16/0834

822 L 7= GLE/PIB 300 mg/120 mg b ¥ # » & e S W7 WREICHE I S« D& 7 Ao FHl

EN D AUCy i H-5%, GLE R U PIB ORI RIES

BOEBEF27220ZFE LD A,

F 2.7.2-29, GLE RUPIB OBREEICRIZFTEEEORE
DAA Covariate Covarijate Effect on AUCz4¢s
GLE Bodyweight, BMI and BSA: No significant impact.

Age:

Sex:
Cirrhosis siatus:

Renal function:

Co-medications:

16% higher exposures for | 0-year increase in age (50 years versus 60

years).

No significant impact.

160% higher exposure in subjects with cirrhosis.

No significant impact.

Dialysis has no impact on GLE pharmacokinetics.

No significant impact.

PIB

Bodyweight, BMI and BSA:

Age:

Sex:
Cirrhosis status:

Renal function:

Co-medications:

11% tower exposures for 10-kg increase in body weight (60 kg to 70 kg).

13% higher exposures for 10-year increase in age (50 years versus 60

years),

No significant impact.

219% higher exposure in subjects with cierhosis.
21% higl p bjects with 1

No significant impact.

Dialysis has no impact on PIB pharmacokinetics.

No significant impact.
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obbvie YLAFLELKEN - ETLVEREL
2.7.2 BREREIBOHE
R&D/16/1195

Tx )BT RHCV OEFEFEIL GLE R U PIB OIRERICHEEMNICHELREELRITS
feinof, GLE RS PIB OBREET(LICRIETHREROBEENDRNI L 28B4 2 L, Bt

ENFRERIC S < HEWMEITSER N,
HCV REYLATORZS B CSERFEZ B AR ASSE o w L TEMICHEE S GLE KU PIB @ Chex
FBONAUC O (MENEATR 2.72- 18I0k LB 5,

2.7.2.39 IREE-RICEER
272391 BERABBREICEGTHBREE- SRR

FEFNEE 1 fERER (M15-594 T OF M15-828 3B&) T GLEPIB L ¥ A »iE, ¥ XTOHCV Y=
JEATEBLTEVEDESER L, BRI — R & M15-594 3B SVRI2 77— 4
B O M15-828 3R SVR4 7 — FIZHDSWTER L7z, 332 AOBARAEBEDOT T 4 ZOHK
G DRP T AN AENERFREDTHY, T036 2 £ e 7 7—EREARO / X3
NSSA [BEAPEAFEO HCV GTEIREGRE TH Y, 1 AIEISRIGED HCV GT3 BIHHRE TH Y,

W BldA v Z—7 =0 SRR P S -2 L 0b b HCV GT3 Bk Tho7, v
A N AZEAREN RN Th o - hE (N = 3) @ GLE KU PIB OBEFEFIE SVR &AL L7
328 4 OWHE L RBETHo /=0, | 4 ORSRE MY GLE RO PIB D)7 DR it
KAro7z (GLE 0 AUC B TF Cuo fE ¢ 537 ngeh/mL B T8 35.8 ng/mL, PIB @ AUC B UF Cpp filf
510 ngsh/mL B TF 29 ng/mL, R&D/16/0834) , MEFELL—FHHEARTAS5ET LTk, M15-594 &
B B TR M15-828 BBRIC IS8T 5 3 A OWEEREHEINIT SVRI2 ZiER Lah o7, A4 AR
GIRRRII Th o> T ERE I 2oz, ZHLDOWERHICKITS GLE KU PIB ORI
SVRI2 #i#Eak L7z 8EERE (N=325) 121 2IRME R & FRE TH -T2,

272392 BER-RESMEEN

REGREE ALT RV AY Y BRI P OBRREBRY & OREEEHET L0, § 1 MHER
B 2 BRER (M15-394 UV M15-828 FBR) 26\ 0N7 332 £ HOV B A R ABEBRE DT — 4
N L7 (R&DV16/0833) . IREBR-ZAMMATIL NS3MA 7uF 7 —EHERICHBEENLE
HOTRaNESlTe 7740 (TS50 T3 b0 A7 25— BRI L E L BE)
WHESW T, GLE RUVPIB OFFRBIRE ST 2+ TO HCV BB R AEBREZHL T,
NG T L— R3O ALT EEPRO b iiiE e, 14 (1/3324, 03%) O
BEFEICAR—RFA BT —F 30U AL ERBRO LI, BBREL YA L HOV Rk
FEFFRREHBRE 1BV T 8 = T, HOV BIBRARIIETFEERE TSV T 12 B TEEMES
BiFTHoT,

BEMAEHEETTANGEONTER AUC B4 RER L BT A -2 2 HE ST 5
HIZAW (R&D/16/0833)
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obbvie suLaFLEnki- eILvaxEL
2.7.2 BREREEOBRE
R&D/16/1185

HCV BRY: B oA ANBERE IO BT SRR - St iR Ic 51, GLE ORWVIEH&EIZNbh b
9%, ALT LH & GLE OIRFE & ORI & iz Bk iﬁﬁén@moto&ﬁmﬁﬁm&ﬁ
L—R2LULDR—RT A B A ERFERSE E ORICEVEEEPBE SN,

MG, E, MR, FFEEOFEEECERERESS EORE L HERIT ALT XAy
v ER LB R o T,

FEOENRLRNEE, FREFESEERLOBOBRESEEZ e DX T 1 v Z7EBIRSHTICE
DIEMICRM LD SEES RS, S —F 3 U LoEEMOESIIBRMIEWRRH S
FEZLNDN, IHLEOESRITE NERBRIIBOTENICLMEZ BRadol, 12 AOMRE
A A& A BE5H 1 GLE 700 mg #4845 Lz (MJJoss #8) & = %, GLE 0B &g HOV Y B
AAERE CHEII SN GLE OREROM 58 ETho7=0, BEMNCEROHSIL—F 3
D ALT X eV A vy EREZFRTHERE RO O Rh T,

GLEPIB OLEEMET a7 7 A VIZRIFTH Y, EREFEO L~V EEIC EES GLE OB
ThoTh, Fb—F 30O ALT ERREUE ) A Yy LA ORRRIT HCV Bzt L TLART
WEBEAN-T o T 7 —FRERLEL LA EERTERERD-7- (72.7.2-30) ,
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obbvie suadrenkinm- EILUaREN
272 BBREEOME

R&D/16/1195
& 2.7.2-30. EEINIL DA EHE L& E0RES Iz GLE/PIB 300 mg/120 mg #{/5 Ehiz HCV B B AR AHERE R U GLE/PIB 700
mg/M60 mg Z/E S -BEBFAARBRECA T IERREERRORREOE LD
GLE Exposure in Japanese Subjects GLE Exposure in
on GLE/PIB 300 mg/120 mg Heslthy Japanese
e Subjects on Daclinza +
With High GLE/PIB 700 Sunvepra in
With Cirrhosis GLE Exposures mg/160 mg Viekirax in Viekirax in Japanese Patients
(2.6% Without (> 8x Without (5.8% HCV Without  Japanese Patients  Japanese Patients  (with and Without
Without Cirrhosis Cirrhosis) Cirrhosis} Cirrhosis) Without Cirrhosis With Cirrhosis Cirrhosis)
Grade 3 ALT 0% 0% 0% 0% 0.5% 0% 7.2%
Elevation (0/268) (0/64) /1) (0/12) (1/213) (0/42) (16/222)
Grade 3 Bilirubin 0% 1.56% 0% 0% 0% 2.4% 0.9%
Elevation (0/268) (1/64) (0/11) (0/12) (0/213) (1/42) (2/222)

Cross Reference: R&D/16/0833 Table 6
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abbvie FLaFrenki: ETLY2REL
2.7.2 BRREEOHE
R&D/16/1195

272393 HARABEREEFRABBREMOBEE-RICEZROLEER

HESF DFERAERIZ 3T GLEPIB (300 mg/120 mg QD) %455 X317z 2660 4 DOFNEAEBE
Wt U C RS ORG-SR 2 6 L7z (R&D/16/0833) . HCOV B E A#RE B
TUTomARTELIIZ,

o ALTEUHELE VA E Y EROBEHEEIIE - (ALT0.1%, #MEVILE Y 04%) .

e GLE RU'PIB MIREEICBIL T, 7 L—F 2 LLE® post-nadir ALT LHIZEET 51%
W H-BUGBIRITEE S o1,

v HMEVALELOR—ATA MEIZNAT, GLE ORERESN—RT 4 VHBE YL
kR (FL—F 2 k) BERLOBICEVEESED LN, ZOZ LITE
FREQICERAHH L EBFAONT, BEFILICEDZ Lol

o HESME IR UM AR I TNS GLE 700 mg XL 800 mg #1% 5 S /- fEEEuhE
THRHLNEIL—FR3DALT RUME U Ay EROICE D, &Y GLE O
BERTE, FL—F3 0O ALT RUSA L U AL O LR ORBRRIIMR LEERH D
kTR EhRY,

A AR ABEERE I ds T B IR -2 2R I L 0 SME ABRE TREID bRz b 0 L skt
FROIEYIRIE e & BRRIBEERE L OB R EN,

272310 BAERAZEBIZBTI3REERURERER

FEPLIOALCOBIREBPEMTAED nvive V7V a2 DF— 2%z, EEKT—5 %
2.6.2.2 IHIZHEH4 B,

B gs TR+ 5 GLE RO PIB OB RERIT HOV B/ E ARSI B A8 1
FERFERAR SR (M13-595 35 SIXFRRE (M14-867 3R S— b 1-2, M14-868 R
s b 12 BUYMI15-410 35/ %— 1 1) OFERCESET — F WOUIHEE A RARUE AR
s (M2 2o Mfose) RO RONHSIEE ST (M13-604 KU MI13-600 BB 12
3175 GLE 700 mg £TO QD LI A & FHili L /<8 1RO BYEIER LT —F 1o
SNTIF27=,

BEEAAARUVAAFERELRVICE XISITHIERERRE(CH T HE | 1555

o 2fEOE 1 ERETHS MJoss o M4z RBricsv T, @EERAA, BA
FOVhE A (BEERME) #imE e &l LT, F I AR TRELHERETHS
300 mg GLE/120 mg PIB #&tefi~« DR TO GLE RU'PIBHA L A (GLE +
PIB : 100 mg + 120 mg, 200 mg-+ 120 mg, 300 mg+ 120 mg, 200 mg+ 80 mg & T* 700
mg + 160 mg) OIEHEIRE, Z2MEUERRMERMELE, ZASORRBRIZEBNT,
GLE X% PIB % 7 B A E L, #l&£#& GLE RUPIB & 7 A& E LTz,
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obbvie susFreikig - EILLaREL

2.7.2 BRRFEEOME
R&D/16/1195

he 2HRBOERELY, FiESAEICEVT GLE R U PIB OEPEHE, T2

R CEFEICREEIRD b7,

5% 1 FERER T GLE RU PIB MBI Z< T Chd I VR a7, BHiaEE

% (IREE, R, BEERUERT TLVWEREERAX RSB POREERSE) X

GLE/PIB DOIRERICEENICERO S D HEE RIT I 2hofe, BEBHREREX

WEFEIBE B IR E AR AR EICE L T GLE KU PIB i2xrd 5 BRI L0822

<, BHEFEERFCRRCL YAV EERTLIZ LN TE D, IFREREREIC

BILC, BE, PHEERVEEMGEESEERE CRT A28 THERBROBRICEST

(¥, GLE OIEERIZBETEEES THIMIIEEM LM, PIB OBRERIIEHEL

IR dn, IREFEREREEBRFIZHE LT GLE RO PIB @ BRI LE & Xhiavn,

NEABEEBREICES 55 | 1858k

AR TH S MI3-595 12830 T, HIEFRO HCV GT1 B U MAT IR U JE
FriB e B SR 0> GLE XX PIB % 3 AMEAIREBOF U A L ATEE T
L7z (2723717 , ARBER LY GLE @ 100 mg QD #i#8x 5 H&EXiT PIB
@40 mg QD %84 A Mit4 3 ARBEANREH%, BXE 4 logg IUML D7 A VAR
O ERK E N7,

BB THD M14-867 {(#3— b 1) ITBWT, HCV GT1 REYLIEfFZs B 12
OB GLEPIB # A T2 2 10k Y 95% %82 50 SVRI2 AR E T,
L7AsL, HCV GT1 B0 GT3 BsERE BT 2 LV IRWEROHA (57abht 200
mg/120 mg, 200 mg/80 mg 1& 200 mg/40 mg) (2% L T L O EmWEIE D U A /L RER
T — 7 AN RUEMGE &S (#2723
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abbvie suvadrelking - EILYaxEL

2.7.2 BEERFEEOME
R&D/16/1195

& 2.7.2-31. RBRED =D M14-867 R U M14-868 58 (73—~ 1 RU/—+2) TRH
BRI A LAERARTRNOE L&
Studies M14-887 and M14-868 Part 1 and 2
(All Genotypes)
DAA Regimens with 12-Week Duration Breakthrough Relapse Before SVR12
Al 200 mg GLE Arms 0.81% (2/246) 2.4% (6/246)
All 300 mg GLE Arms 0.35% (1/285) 1.1% (3/285)
All 40 mg PIB Arms 1.4% (1/69) 4.3% (3/69)
All [20 mg PIB Arms 0.43% (2/462) 1.3% (6/462)
200 mg GLE + 40 mg PiB 1.4% (1/69) 4.3% (3/69)
200 mg GLE + 120 mg PIB 0% (0/121}) 2.5% (3/121)
200 mg GLE + 120 mg PIB + Ribavirin 1.8 % (1/56) 0% (0/56)
300 mg GLE + 120 mg PIB 0.39% (1/258) 1.2% (3/258)

Cross reference:  Studies M14-867, M14-868

BEFHED OO M14-867 BT M14-868 BERDS— b 1 B S—F 2 BT 52F%)
PEDFEEIZE-IE, GLE/PIB 300 mg/120 mg % 8 7»b 16 ﬂ?a"]zl%é:m_ 258 4
HCV By, 7o 7 —EEEAR O NSSA ILEAIZAMO GT1 6 GT6 ULl
I IEATIE S WEERE IZ B O TV SVRI2 SEAER S, 4 & DWEhE 2 iRE,
SVRI12 %K L72» BT < ToORWRE LY A LV ARNTROEBICLZ LD
Tt

RBV D #FH A M14-868 K TX M15-410 SR TFEM L 7. RBV % 0HA L7zt 45
THA MR E Lind -z, M15-410 BMBROS— |k 1 2B\ n 7 7—EIlF
Al RO/ ok NSSA [HEFAIBERROH@RE TN LT, RBY FAXIEEHFAT
GLE/PIB 300 mg/120 mg % 12 @MERETHZ &2k, 955% (N = 21/22) RS
95.0% (N = 19/20) W HFRIEBED SVR HEAER S i, M14-868 RERICBITS
HCV GT2 RO GT3 Zikhinsg € RBY FRARIIES AR GLE/PIB 200 mg/120
mg FEIZE O ERE D SVR EAGER I (GT2 BUYLESRE T 100% & U GT3 &
ULl SR T 93.3%-93.5%)

8 1 MRV T HOV BRI ITREEHERE © GLE OBRIERIT, JEAFIEZEHE
B Is b~ TEL, PIB OBRHEREFABE ThoTs, TLOOEREICBIT I YA
WVATENE, AOMERCGEEET o7 v A VICESTE, RIBEFEEREEICRER
Bz TR Ly,

[E P9 B UHEF8 T FERBRIC BT, e BEEMEBRL T—B%od 5 AES AV -CEME

LizZ &

L&Y, +OREBEEENIEMET —F2BH LR TE, BERVEMICHER L

TALERRMETE D, B IERROBRICE-SITIE, RO SVR IE GLEPIB 300 mg/120 mg @
PrATER SN OBEROHEETEESN T, —F, LVEAED GLE KU/ X3 PIB 3HH
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obbvie suaFrenkim:- EILraREL
2.7.2 BREREBOME
R&D/16/1195

HERHEICHELLRWICL LT, ALT LR ORBREZEMSEAAEENRD S, GLE &
TAPIB & BB ORI A X 2.72-55 12k & D,

(& 2.7.2-55. FINARUVBRERE - BREICAT 5 GLE RUPIB OBRERINBIOFE LD

GLECAPREVIR PIBRENTASVIR

LaMnt LaMnt

and higher rate of ALT increase

Incr,eii||i|i|cal In virological

BEABEICETLHRERE - BE

ERE O RO LU A TAARANBEICHT5REERE - HELFEICTHY, FMEET
H A5 MR 3 RBTHONTAHER OCLEEORERIC L VRIS N,
o  ARAEBREZRIRE U725 I #H55 2 35 (M15-594 U M15-828 #f%R) Tid,
HEBREREEBRF L E DAA RIGHOIEFFEA BE K OAMMETFEEBE T
DAA BEIEHR O IENTHEZ B K OB A BE 2 &1 HCV GT1-GT6 JEH kiR
ErELE L TEBLE (HCV GT4-GT6 BYMKBRE ITMAAN DN R2D-T2) |
o HCV GT4-GT6 RULHEERE OIGH A B L L=/ I /B3R (M13-383 3)

BN & 7= GLE/PIB 300 mg/120 mg L 3% A > Tld, HCV &L AR AEREICB VT B2
ZEET e T A ANRENTZ, BAAOBREEEHRE, TREEEHRE, ELEHE
EEWEHRE RO ) IREEFEEERE BV TIOL YAV OABFHIZIRHF TH- T,
GLE/PIB & OREMFICEDL LT, L ADhI-AEES (2RoBED 5% L) X, Bk
TeREMEE S L—F | O&RIEEESE, ZOFERVR CHoT-, N—AT A %D ALT L&A
HEHEE LR (ULN) @ 3 5Ll & 225723 <T o HCV i B AR AR EIZB T, ALT L3
% GLE/PIB &R EIIZ YN TR—R T A @D Y EmZ2 R T XITEFHEIC /-7,

FLvn LHEME - BETHD GLEPIB 300 mg/120 mg X, HCV = ) ¥ A 7 1-6 L Uk
BEREEMO SVR RERFRILL, —HTREMEL L VAVPBETHLI L LDONT A%
o TWA, BRAMEREZXSLE LE I AR5 2 HKBREOMASE I HRBRICBWT, Z
DL YA TERWEDMER U RIFRZEMEORBRITINT,
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obbovie YLaFrelki . EILVERENL

2.7.2 ERREBORE
R&D/16/1195

272311 HEHBOFSHE

HESMEE 1 FERAER (M14-867, M14-868 BAERDS— b | BUR2 M TNZ M15-410 3EAD /X— h 1)
THOIZ SVRI2 OF — Z ICE-SEXEASE N AERRICE T 515 0E 28R U,
s« HCV GT1 RO GT2 BRYLIEfTREHEE CRIBREVASSA v —Txa RBY
[BLTF PRy ) ELIAFE) 1ox45 SHEMOBIRIC L DB U THEW SVRI2Z |BRE U Y A
N AERNRPE R BN I oTe 2 &,
e HCV GT3, GT4, GT5 KU GT6 BULIENTAHERE GRIGT KLU PR BEERR) 1ot
T35 12 EABOFRABREICL A8 SVRIZ 2R TRV O A WV AZERERAREIE,
o HCV GT1 BT EEE CRIGME VPR R x5 12 #MOBEFICLS
EiVY SVR 22
o TuFT—EHERIRU / Xk NSSA BEARIBLEEE HCV GT1 BRI FTIE LR FE I
WA 12 BEOERIC L DV SVR 2

F A A SR o a8 A R S - HEO®RSMFIZEMNE 01 /858 (M15-594 BT M15-828
SER) A UNCHEALES 11 AEERER (MI13-583 ER) @ SVRIZ OF —FIZHESWTWD (FR27.2-
32} .

%= 2.7.2-32, ¥R BEFEE ICXY B 1259 S GLE/PIB D dEis 5 1M

e il 5155

EEERE 7 A A AERIBROEa A —F 1 X022 (= #A 8 TR
TR 2) IR L - CIHEMITR B

LRSS oEE 12 8 fH
-HCV GT3-GT6 /2l L /- i
C BT E o BE
SEAE RBP4 A ARERATR O B

Cross reference:  Module 2, Section 2.7.3.4.2

TR EOFETRAERELE S Lint,

# BEIPIERFRARBRIZISWVT, NS3MA o7 7 —EHEEA], NSSA AT NSB HEAORREEZE T
BAEN S AR ORSHRL 12 8/ TH D,

DAA A HCV CGT1 AU GT2 B rfTE A RS (BHEREEESE) CHT LH1E5H 8
B DS ER I

ERFEIARER 2 RBOMRIZE D, DAA RHFEO HCV GT1 BT GT2 BREEIENTFEARE
(BEBEEEEAE LS X395 8B O GLEPIB 5 MMAMHE vk,

ITT-PS $£M 4 BN RERFHEORERIZE-SE, DAA RBED HCV GT1 EELIENITIE
THEREIZ 31T 5 GLE/PIB 8 M S5 D (SVRI2=99.1%, 105/106 4) ETEEWNEO 12H
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obbvie sLadLenkim: EILyaRENL
2.7.2 BREREIEQOWE
R&D/16/1195

BEOEGME (FAEXZAENR AV FEFLENL ) R EAL (BT TOBVPTVE] ]
SVRI2 = 100%, 52/524) LMEBETH-o/-, EiZ GLEPIB % 8 #Mi% & L7z ITT £HlIC BT 5
YO3H TR EF T 5T LT OMWHSRED SVRI2 &k L=, GLE/PIB 8 iG55 Cv A /L A%AE
RS ORI D b o, BROKHFEMLEICLY 8 D GLEPIB LY A D
12 D OBV/PTVIr b3 A x4 4 3454 Jsrjnmémto

DAA FRIERD HCV GT2 UL wkiE (31t 5 GLE/PIB 8 g5 0HF M (SVRIZ =
97.8%, 88/90 £) I&, ERHBHTHAVERATENL + UAET Vv 12 BEEOFHE

(SVRI2 = 93.5%, 43/46 4) I L T3ESEMETH o7, GLEPIB 2EIN-HRETIA L
AZERETR A FL T OO R E FLEE &banv‘maof_c

HCVGT] KT8 GT2 FRULIENTAE 28 B A SRS R o LT, 7T omBmE (GT1 Rk
WS 3 4 U GT2 BRYLik R 7 4) 13 SVRI2 %:::Lfﬁlz L7 (100%) .

HCV GT3-GT6 BB, AEMHETEERU DAABAEEEICH T 51858 12 BO%
ERB

EPNES M1 R0 M15-594 R OMESM S 11T 4850 M13-583 OFEFIC L Y, HCV GT3-GT6 kR
B, MEMITIELE RS RO DAA BERFTERA %Y B GLE/PIB 300 mg/120 me D5 HAMH 12
HERMR s,

DAA RIEHD HCV GTI1 B GT2 @EAEMEITIRE#EE ¢ GLEPIB 12 5.0 F #hER
100% T ¥ (GT1 BRHERE 38 44 RO GT2 R iiE 20 4) |, Z ORI REER R EE
SRR EWERE 2 £ S £ (SVRIZ=100%) .

DAA BEVETRRERE 12135 GLEPIB L ¥ A L DEEHEL 93.9% (3133 4) Thol,

12 855 Lz HCV GT3 Bl T2 R OSEFFRE 2 # S8 13 SVRI2 58 83.3% % Rk L 72

(1012 &) , RAEPEIFEEESE 2 45 SVRI2 Z3Zmk L7z (100%) .

B A~ AOFHEENEVE D, HCV GT4 28 GT6 i BRIz g s e -7z, L
L, HCV R/ E A5 12 GLE/PIB %5 L7z M13-583 RO RICE-IE, ARANBREIC
LT 12 EOBSHREHIE L, 7 A A AFRERE AR IHI 2 - % HCV GT5 XX GT6 Y
WEE IR N o, Y /AT T L HCOV GT4 B mSE a4 5 SVRIZ ik
98.7% (75/76 %) , HCV GT5 BELFERE 128 LT 100% (26/26 44) , HCV GT6 BLifishE
W LT 100% (19719 4) ThoTz,

HARAESE 2R E LEENERBROFHHORE RS 2.7.332 HIIRT,

2724 LEF prEn
27.2.4.1 MRS R AT

OATPIBl # =2— 95 SLCOIB! #{5F1E GLE 72 £ @ OATPIB1 £ ORI RIS "'@'«%T
Bttt D& AFRE MG T2 27T, BEFETE SLCOIBI WOBEMO—IEELR (SNP) |
R UTEML, EEEREIZGLE3 00 mg+PIB 120 mg QD VYA V& RERS Lt L&D GLE
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obbvie SurardLeELki - ETLVEaREL
272 BRERORE
R&D/16/1185

ORI & el U7z (R&D/16/0712) , SLCOIBI MFEIFAT 239 A DWBREFIZRBWLTIRIES M,
FOHT 1.3% (3/239 4) (TEREERBRIC, 113% (27/239 £&) 3P REEERRAIC, 874%
(209/239 &) IFEHEBERRIICSHsR -, ZHEEREICIBVT SLCOIBL REA L GLE @
IR L OIS B OREBMESBIR &, T Ui TR icE B
BEY 2 BEEIISE &R o7 (p> 0.05) . GLE AUC, 2B L THRIE CEEOEEL BE
LT% SLCOIB] HHBMOBRBEE & OFRICHERINZ2ERIIBWVWEEZEZLLND,
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abbvie sLaFrenkim- EILVEREL

2.7.3 FRERRIF M

R&D/16/1196

2.7.3 ERERBOE ThE

B

2.7.3 B R B T T e ettt et 1
2.7.3.1 R B UEEER oottt e en et 8
2.7.3.1.1 =SOSR OUTU U 8
2.7.31.2 BRETERRD ...oooviiiii ettt es et e bt ae s e neeae et e et 10
2.7.31.3 X el ot (S U UPP TS 10
2.7.3.1.3.1 B B ER oottt en e et e eeen ettt e e ener et 13
2.7.3.1.31.1 M15-504 FRER GEIEEED ot 13
27.3.1.3.12  M15-828 BER (BRI ED) s 15
2.7.3.1.3.2 FBHERER oottt et n e e n e n e 16
2.7.3.1.3.21  MI3-B83 BER (BRI D) oot 16
2.7.3.1.322 M14-868 BB (BB e 17
2.7.31.323 MI3-584 FEE (BEIHED) oo s 21
2.7.31.3.24 MI4-172HER (BEEED e s 22
2.7.3.1.325  MIS410EER (BBEEIED e 22
2.7.3.1.326  M13-590 & (BEBEFE) bbb st s e s s e 24
2.7.3.1.327  MI154B4 B (BEFHD oo 25
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B (HTXEZFTA 1TOITT-PSEERD) oo 36
& 2.7.3-8. M15-594 SHERDERH LRI Y 1 L ARG (SVR12) (TR

AF 4 ADITTERBEDITT-PSEERD  ooooeeeeeeeeeeeeeeeeee et eeenn 37
% 2.7.3-9. M15-594 SHEROMERBEE R 4 L AR (SVR12) (H7

AT 2, TTT IR oottt ettt e ettt eeete e eene 39
= 2.7.3-10, M15-828 FERDMIRFDMEIR (BIEEEE) o 42
* 2.7.3-11. M15-828 SHERD A CIFEFEAIETE UTTEER) e 43
% 2.7.3-12. M15-828 SHERD N~ XS4 B (TTERD e 44
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= 2.7.3-14. M15-828 SRERODI LRI 4 L ARG (SVR12) (TT &

52 ST OO U ROR PR STPUROPU 47
& 2.7.3-15. M13-583 EEROMEEE OMER (BHERE) e 49
%+ 2.7.3-16. M13-583 SRERD A HEETEARME UTTHE) oo 50
% 2.7.3-17. M13-583 BRERD AR —ZA T EBHEME (TTHERD v 51
F* 2.7.3-18. HHHh M13-583 BERD HCV GT4-GT6 (21T 2™ 1 L ABHR I

(SVRIZY  UTT R oo 52

¥ 2.7.3-19. SEFEH L L-HBOEROEL (GLE/PIB BEEE

300 M@/M20 MY IEEEEDF) oot 59
%= 2.7.3-20. M15-594 SRER R T M15-828 SHEEMDEERFOMNER (ITT £,

GLE/PIB BEE&HI 300 mg/120 Mg BEBEDF) oo 80
%+ 2.7.3-21, M15-594 SRER B TF M15-828 SRERDHERE O A DR STEAIEHE (

ITT %M, GLE/PIB 300 mg/120 mg B FIREBEDHA) e, 61
% 2.7.3-22. M15-594 HEER U M15-828 HERDHEREBO AR S 1 VEER

# (ITT %M, GLE/PIB 300 mg/120 mg EEEHIREEHDH) e 62
= 2.7.3-23, HCV GT1-GT6 Bi#hEaE - ER M15-594 SKEE R TF M15-828 &

BOAMEHE (SVR12) (TT4MHE, GLE/PIBEREHIREHO

B8 e ettt ee ettt eat et e e aretet et et e et et et er e et e et e et enare et et e e eneraes 64
% 2.7.3-24. BEROD A LA PEAEARD I RBEHPICERNERT

SVRIZZEZERTEAN-HEHE (SEBEOITTER e 65
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% 2.7.3-25.

& 2.7.3-26.
#* 2.7.3-27.

F 2.7.3-28.

# 2.7.3-29.

#+* 2.7.3-30.

B—%

2.7.3-1.
X 2.7.3-2.
2.7.3-3.
B 2.7.3-4.
2.7.3-5.
2.7.3-6.
B 2.7.3-7.
¥ 2.7.3-8.
2.7.3-9.

2.7.3-10.
2.7.3-11.
B 2.7.312.
2.7.3-13.
2.7.3-14.
2.7.3-15.

ER M15-594 HEE R U M15-828 HERIZH 1+ D SVRI12 DS 4E
FARHT (TT %)
BB R DB T AR oo e
ER M15-594 SERD HCV GT1 BEHEEICBITH 15%=/iEL
Li-tZ2DXFELT S/ BEEOAR—RAS A VEROHBAE (ITT

HH)
M15-504 HERICEH TS0 4 ILAPRMAETHIITH > = HERFIC
BITHNCS2%EMEL LI=BOA—AS A VERRURERIC

B SN T7 S /BRI OER e
15%%/MiE& LI-EEMNSI RUY | NIENSSADFERTFTE/
BREMLZBTERA—R T4 VEREHFTH NSEAHERIRU PIE
BEOEREOMREUEES CEBASE N HERU I HEEER, miTT-

VF #£F [M15-410 BB EBR <] )
NSSA BREFIRU PIELABROWRBREICE T, 15%F[MEL L
& E0 NS3 RU/XIE NSSA OISHMIAE T = / BRBMLIZE T A~
—RA T4 VERDSVRIZBIZRIFTEE (M15-410 &, mITT-
VF #F)

M15-594 RERDRERTH A DBEE e
M15-828 SRERDRER FH A VDM et
M13-583 BRER DR R T H A OB e
M14-868 SERDOMBTH A VOME (/S—F 1)
M14-868 REEDHETH A o OHE —F2)
M14-868 BRERDHBRT Vo L OWME (/I— 1~ 3)
M14-868 REEDOREBEFF A VOB|E (I—F 4)
M13-504 SR DB F A L DBEE e
M14-172 SREROFER T A BB et
M15-410 SHERDEREETHF A D OMEE e
M13-590 SEEEDIREE TH A D DEEE oo
M15-464 SERD BT H A U DEEE oo
M15-462 SEEDEER T4 D DBEE e
M14-867 BB DI T A DB e

M15-594 SHERDH TR 2 F 1 1 OHBREORSHBIZEITS
HCV RNA A LABDAR—R 54 U 5 DTEHELE (

Logio UML) DiERaHERE (GLE/PIB %58 A BT OBVIPTVA
BE®EB MTTHA
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s EJLAXEL

MEEE R
MEEE HEE LR () HHEL 22V E (HAEE

ASV Asnaprevir T A ;T

BCRP Breast cancer resistance protein -

BMI Body mass index EERfEE

CKD Chronic kidney disease 1B B

CSR Clinical study report IalRiRiElE S

DAA Direct acting antiviral agent EHEERTI D A L 2B

DCv Daclatasvir FIrZHAEN

EQOTR End of treatment response e E R TIEEG

FAS Fuli analysis set TR ofigiiiRE

GLE/PIB Glecaprevir/pibrentasvir FLh T LEAKIMD | T ERER

GT Genotype P R g

Hev Hepatitis C virus CHfTgew 1 LA

HIV-I Human immunodeficiency virus-1 B RBAERE VA AR

ICH International Conference on A % EU EEER RN AN E ST
Harmonisation

IFN Interferon A BT e

ITT Intent-to-treat -

ITT-PS ITT-primary subset -

LDV Ledipasvir LA AE N

LLOQ Lower limit of quantification TE LT RR

NGS Next generation sequencing WAL S R

NS3/4A Nonstructural protein 3/NS4A FEithiE = AV 3M4A

NS3A Nonstructural protein 5A FERE - AR SA

OATP Organic anion transperting polypeptide HHET = A kR Y A T7F R

OBV/PTV/r Ombitasvir/paritaprevir/fritonavir ALEY RN | AV EFLEA )Y e

peg!FN Pegylated interferon NP, o F—T

P-gp P-glycoprotein PEEEABHE

Pl Protease inhibitor s 7 —YHEEE

PMDA Pharmaceuticals and Medical Devices MTITEOGE NEE R E RS SN
Agency

PR Pegylated interferon/ribavirin AL =T oal | UAEY Y

RBV Ribavirin Al IV

RNA Ribonucleic acid U ARiEER

SOF Sofosbuvir VHRATE L
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B HHE L8 (3538 HRE L i3 (AR
SVR Sustained virelogic response Bt o A - R FERVE R
SVRI2 12-week sustained virologic response REETE 12 AR EORHE 7 4 v RETED
SVR4 4-week sustained virologic response BEHET % 4 BRSO ¥ 1 L AERER
TE-PRS Pegylated interfeton, ribavirin and/or L FE =Tz, JASED RO XLV ER

sofosbuvir treatment-experienced

7 UL TREREE
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2.7.3.1 HFERUER
27311 “e

C BEFR TR (LT THCV] ) R, #HAMRER EOMEL-TEY, EOREGR
BEHIHRTTI1IE T T FAE, FHTIE 150-200 F A LEESNR TS (The Japan Society
of Hepatology 3.2 Edition 2016) , 6 EO TR/ F#47 (BT IGT) ) HiERInTED,
AFRD HCV REYLEBE O 70%H HCV GT1 (2 1b) , #930%43 HCV GT2, ¥ 2% HCV
GT (3, 4, 53T 6) oL TuvvA (Kobavashi 1994, Havashi 2003, Tovoda 2014, Kobavashi
1999, Ikeda 1996) ., #9 70%0¢> HCV BEREEE CIEM L L, REOFMIC L U FEH LA ER =
A, FFEEESSefT A~ & B+ 2 (The Japan Society of Hepatology 5.2 Edition 2016) . HCV i&
ORI HBFIRE ~OEBET, WOICHMIRERED ) A7 ZRIBIEET S Z & 838016
IZENTE TS (Cardoso 2010, Backus 2011) ,

Wk 10 E£RE, HCV OflE HEAET HEEERRM YA LA (LT (DAA] ) H5A%
Ehfzz Eic kv, HCOV RIITBIRG ik 23 e, i, 1 4—7=zmr (LAF TIFN) )
OG22 08 L Uieuy DAA FERMREIEE WHIEEE L, HCV BEOSESRCE £ A
LEHTWE, BELFENTHA IFN 7 U —0 DAA FIEZE < O HCV BEBREIC L -TH
BINERRETH D, LhL, EMAHEHGREEL YA ERIRT SI2H-T, HCV BIA,
HCV Yo ) B A TRV T A7, RIHETHEO TR, HFlEOFESR A7 — U R U HEGER
T OWCHEFNICEETALENH D, BIZ, DAA FHEDORINTIIE &M R URERIC RSN
BB UYL (BT RBV] ) OFFHEBERSLERLORHS, IFN KU RBY 7 U —FRET,
IRV HOV BB F B W TESER H Y, S ol AE WIS E 7RISR, B OL
FEREZBESIZL, BIETRELEBEE P BEOREORELREROMLEELZETSES
ZEBTES,

BIE, AHERCRE, HCV GT1 OBFECE LT, YHRAZEL LT ISOF) ) / LURAENL

(BLF fLDV) ), 25220 (BAF DCVY ) +7AF7 L e (LT TASV]) ), #
LEFZAEN | RYZTLER U RFEA (BT TOBVPTVE] ), ZARRE L+ 7T
FLEA, RUIDCV/ASV/ X2 T 7 ENED DAA OFFFEREN IFN 7 U —ik & LTRR
TuWad, HCV GT2 OEFRIZIE, SOF +RBV R T OBV/PTV/ir + RBV O HFFBGHED A5 IFN 7
J—iftik e LTERENRTWS, 6O IFN 7 U —FEIEREED IFN 28 Tisiic b7,
B & RO RIE 2B ERRD TV A, —JF, HCV GT3-GT6 X LTk, IFN SR
KIEFERENTEBY, TOHRBEGREEIRRTHHET T (Di Martino 2011, de Galoesy 2010,
Al Naamani 2013) , E2£M40OEA05, SEELRMHREER, HoOAEERLTCNIEEE
AEDEL OBRETERAMHIREN THDE (S AIRMHE 2015, N7 A1 bo iR E
2016) , “DL A, HCV GT3-GT6 PP = /) # A4 FIZH$ 5 IFN 7 U —HEIZMA, DAA TR
FETEEMF~O IFN 7 V) —FRRE-Fo IS S TuvRyy, $£72, HCV GT2 @ IFN 7 U —FE
TIRELERVEFHICERSHD RBY OFREBLETH LW, HEEIEEOERERE
ERHTIHRE, AMNREEOLEBRBEETLBEI L TERICRSE TE H1afEIIEL
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ERTWighy, Z9O72®, DAA IBFRAREIE LSS, HCV GT1 BT GT2 i T4, Ehil
L0 HCV YV /) & A TRELBFEZBWVERE Y AV ARENER (LT ISVR] ) RBCHETE
% IFN R U'RBV 7 U — O R PR EIZ £ A8 AR D LT 5,

FLh T Lk (LIF IGLE]l ) / 7Ly 24 (LT IPIB) ) i3, 2 fiE®
DAA #EEMETES L HCV MEETH S, GLE T HCV JEME-ABHE 3/4A (BITF
INS3/4A1 ) a7 7—EREH (LLT [Pl ) , PIBIRIEMELABE SA (LIF INS5AL )
BERTHY, WERY in vire BERT HCV GTI-GTS o L TN A LV AEEEA L
Lz |, EAIREZEE LIS WI EE2RLTWD, 7038, GLE &, F—it{to DAA
@ PI BREEILIZIEIAT D RI55K, D168V RN DIGBA EOEERT I /EEERIZH L CGELEH
L, PIB i, A% NSSARREH] (OBV, DCV BT LDV %) (I3 AiittEEmd 827 2
JEEER Q1R T 93 (i) o L TiEEEA TS (2622 . GLEPEB E4 TN
BN GLE 100mg RUSPIB 40mg #8°H L, 3 88% 1 8 1 [EHE LABE&0RE5RIT

GLE 300 mg/PIB 120 mg TH B,

R A Z B Lz 2 »of 1 mstpiieRs Moss s r o Milfa2 %) s
C, GLE B U PIB i B E-1£ 0 GLE KU PIB OB T A ABERE & B AR AN SRS TR
ETHhY, BeMRUEETCLEESIED N, 7, WS TERENREE I
TG (M14-867 341, M14-868 3G (N M15-410 3R (2BWT, @WAaEtE (#2730
LRIFhEeE T A RRENRL, TREORBRTIE, RIEBFFO HCV GT1 XiE GT2 &
e U7 JERFIE O, R4 7 —7xnml (BUF TpeglFN] ) +RBV (8LF TPRJ )
W2 & BEERERO HCV GT1 XX GT2 (ZA%Ye U /- JEFFREEE O #k5aE I QNI RIEHE O HCV GT3 IR
Yo 7o SEFFIE LS O BRI BV T, GLE R P PIB O 8 B S0&a % IL 12 B E L MRE
Téhol, ZHHDOWERTH, RBY OHFHICL Y HEHEQUEITRD bied o7,

#2.7.3-1. SVR12 ROEH GBS E I BRER)
SVR;;

Genotype Fibrosis Stage Duration (Non-Virelogic Failures Excluded)

GTI? FO-F4 8- 12 weeks 95 — 100%

GT2 FO-F3 8 weeks 100%

GT3" FO - F4 8 - 12 weeks 92 — 100%

GT4-6" FO~F3 12 weeks 100%

GLE = glecaprevir; GT = genotype; PIB = pibrentasvir; QD = once daily; SVR,; = sustained virologic response 12 weeks
post-dosing

a.  Includes subjects who received GLE 300 mg and PIB 120 mg QD.

b. Ofthe 34 subjects, 22 were GT4, I was GT5, and 11 were GT6.

Note: Includes Studies M14-867 (Parts 1 and 2), M14-868 (Parts 1 and 2), and M15-410 (Part 1) GLE 300 mg + PIB
120 mg QD treatment arms.

Cross reference:  Study M14-867 CSR Table 11, Table 14.2 _4.12; Study M14-868 CSR Table 30, Table 31, Table 32;
Study M15-410 CSR Table I8
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INEORBRERICESE, 2 >OENE N ARE (MI15-594 HERE T MI15-828 A8k % E
ML, WEEVCESEICET S GLEPIB OIEETE TOE M Z M L =,

AohiEic BT D HEE
FHTHE, REETFEEORERVCEEOBRBERSLFITHBELET, DAA RBRIZ
DAA BEJGEFED HCV GTI-GT6 1B LB E 5 L LT, 2 >0%E I A E s
(M15-594 BB E TS M15-828 3BR) . 7=, #HE NI A% (M13-583 ) b b, GT4-
GT6 12T ARFICETAHET —F P E LR TW5, FHMEES & L8 1 ARERoRRT
A EE2TI2ICEHL, 273131 ERU2.7.3.1.3.2.1 FIZFEHE L,

AT EEEER

HEOBBERELFTLEFRVE MMUERETAAR 1 (LUF THIV-1) ) kiedsi s
Eie, HCV GTI-GT6 (Zm&Hy L /- R EEITHZE 0 BE UTIEFEEOBE 208 s Lz, 4 2D
WAL TR (M14-867 38R, M14-868 3ER, MI15-410 36k, MI13-376 BER) KU 5 H»Diff
AR I FEERER (M13-590 3Rk, M15-464 #WER, MI13-394 3Gk, M14-172 35k, M15-462 BUH)
PHBEGEEE Lz, BEEE LS I AECE I MRBORBRT V1L 552733 1TER
L, 273132 THIZE# L/,

TRTORME, B¥ BEU BRLFHRMERSE (CH) |, EEROBRKRER O IO K
HA RTZA4 BNV R EEOMREBENCE - THE Lz, MIITEEE AN ERER R ERES
ATER (PMDA) ISR OB EMBIE 2M1E, FRFOIE T 1 75 AR LEE R 7%
PRur—U LR,

2.7.31.2 fi Ay S [

[ENFRER A S L7- Phase 3 Analysis Set 121, 2 ->@OERNE 1T A% (MI15-594 3ROt
M15-828 5B%) T L7 GLE/PIB EXEAl 300 mg/120mg 1 A 1 EOFE L VA 2T
BEROTRTOEREELED,

27313 ABRTFH AL

BRI LR BRDT A v E %2732, BEERL LERBOT YA 2R 2733 ILE
BWLE, £, ERBORBFT VA o5 273,031 TR 2.7.3.1.3.2 I8, WG BERBTERE
#(LLUF FCSRy ) Wi LT,

B FEEUE ARG (M13-576 B AR ) 133 ~C, REH L HHEH TR L, &%
SIS, $HREITAGTAREETREOHMIChE Y RBRELERS Ui, BREEM
i, BREHEESET LRSS APk L EBEE 24 BAEIChi o TEHMRIEL, &
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EHERCHCY VAR (DT IRNA) ) BEOBE, HHMERHE, HOICY A A AMEEROHE
BR R OFTHEZ1T o 1o,

2732 AAEOHBRNE GHEEM)
Study Number (Study
Name)/ Study
Subjects Enrolled Study Design Subject Population Status”
Phase 3 Studies
M]15-594 Substudy 1; Substudy I: HCV GTl-infected Ongoing
(CERTAIN-1)/ Randomized, Japanese subjects; TN or TE-PR; without
N =295 open-label, cirrhosis
active-controlled
Substudy 2:  Open- Substudy 2: HCV-infected Japanese
label subjects with
a) GT1 or GT2; TN or TE-PR; with
cirrhosis;
b) GTI or GT2; DAA-exp; with or
without cirrhosis;
¢) GT3 - GT6; TN or TE-PR; with or
without cirrhosis;
d} GT1 or GT2; TN or TE-PR; with CKD
Stage 4 or 5 \
(eGFR < 30 mL/min/1.73 m™); with or
without cirrhosis
M15-828 Randomized, HCV GT2-infected Japanese subjects; TN Ongeing
(CERTAIN-2)/ open-tabel, or TE-PR, without cirrhosis
N=136 active-controlled
M13-583 Opeit-label HCV GT4 - GT6; TN or TE-PRS; Ongoing

(ENDURANCE-4)/
N=121

witlout cirrhosis

CKD = chronic kidney disease; DAA = direct-acting antiviral agent; DAA-exp = DAA-experienced; eGFR = estimated

glomerular filtration rate; GT = genotype; HCV = hepatitis C virus; IFN = interferon; I'TT = intent-to-treat;

pegiFN = pegylated interferon; RBV = ribavirin; SOF = sofosbuvir; TE-PR = treatment-experienced with pegtFN or

IFN & RBV; TE-PRS = treatment-experienced with peglFN or IFN £ RBV or SOF + RBV + peglFN;
TN = treatment-naive

a.  Status as of the database lock for results referenced in this summary.
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% 27.3-3. AOEORABBE (SFEH)
Study Number (Study
Name)/ Study
No. of Subjects Enrolled Study Design Subject Population Status®
Phase 3 Studies Ongoing
M13-590 (ENDURANCE-1Y  Randomized, open-label, HCV GTI; TN or TE-PRS; without cirthosis;  Ongoing
N =704 parailel-group included subjects with HIV-1 co-infection
M15-464 (ENDURANCE-2Y  Double-blind, randomized,  HCV GT2; TN or TE-PRS; without ¢irthosis ~ Ongoing
N =304 placebo-controlled,
followed by open-label

M13-594 (ENDURANCE-3)  Open-label, randomized, HCV GT3; TN; without cirrhosis Ongoing
N=3506 active-controlled
Mi4-172 (EXPEDITION-1)/ Open-iabel HCV GT1,GT2, GT4 - GTF6; TN ot Ongoing
N=146 TE-PRS; with compensated cirrhosis
M15-462 (EXPEDITION-4)/ Open-label HCV GT1 - GT 6; TN or TE-PRS CKD Ongoing
N= 104 Stage 4 or 5 (eGFR < 3¢ mL/min/1.73 m%)

with or without cirrhosis
Phase 2 Studies Ongoing
M14-867 (SURVEYOR-1)/ Open-label Part I: HCV GTI; TN or TE-PR; Ongoing
N=174 nonciithotic;

Part 2: HCV GTI1, TN or TE-PR, with or

without cirrhosis; HCV GT4 — GT6, TN or

TE-PRS, without cirrhosis
M14-868 (SURVEYOR-2)/ Open-label, randomized Part 1: HCV GT2 or GT3; TN or TE-PR; Ongoing
N=692 without cirthosis;

Part 2: HCV GT2 or GT3; TN or TE-PR;

with or without cirrhasis;

Part 3: HCV GT3; TN or TE-PRS; with or

without cirrhosis;

Part4: HCV GT2, GT4, GT3, or GT6; TN

or TE-PRS; without cirrhosis
M15-410 (MAGELLAN-1)/ Open-label, randomized Part I: HCV GTE; DAA-exp (NS5A, PLLor  Ongoing

N= 141 both); without cirrhosis:

Part 2. HCV GTI, GT4, GT6; DAA-exp
(NS3A, Pl, or both); with or without cirrhosis

CKD = chronic kidney disease; DAA = direct-acting antiviral agent; DAA-exp = DAA-experienced; eGFR = estimated

glomerular filtration rate; GT = genotype; HCV = hepatitis C virus; HIV = human immunodeficiency virus;

IFN = interferon; NS5A = nonstructural viral protein 5A; PI = protease inhibitor; RBV = ribavirin; SOF = sofosbuvir;

TE-PRS = treatment-experienced with peglFN or IFN £ RBV or SOF + RBV = pegIFN; TE-PR = treatment-

experienced with peglFN or IFN = RBV; TN = treatment-naive
a.  Status as of the database lock for results referenced in this summary.
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abbvie FuaFLenkinm- EILUEREL
2.7.3 BEERMADN
R&D/16/1196

273131 ERNZRE
2.7.31.3.1.1 M15-594 i#8& (FR{E&EH)

M15-594 #BRIE, % M, —HEEAL, FER, EEAR, ZEREFARBRTHY, BE
(2017 2 A#E) bEHEFPTHA, ARBOEEHML, HCV GT1 (TS L7-FEFHEZE D B
AARABEZEZ WS L LT, GLEPIB # 1 A 1 [B 8§ #EKE LELE0LZEERUEIMEE
OBV/PTV/r @ 12 AR5 & LLEGFET 5 Z & Th D, FRBRTIE, HCV GT1 Xid GT2 12
L 7= (AEMERFIHZE DR A 8B, HCV GT3, GT4, GT5 XL GT6 TR L ANEBE LUt DAA
IZ L DHMER T SVR ZER TE Mo ABREZXS L LT, GLE/PIB 300 mg/120 mg % 1
B 1@ 128E#EGROZEEROFEIELFML TS (K2.73-1) , BiZ, BBELED
EEOBRERESRSE (BEBER (LT ICKD) 1 A5—Y 4 XiT 5) 2B L LT,
GLE/PIB OZEMER HEBEIZOWTHEIMEL TW5, ZOHRBFOREFERO O b, MEFH
BOBREFICR LTI 128, EFELEOERFICH LTS BTG £2{To7-,

& 2.7.3-1. M15-594 SHERDEAER T 1 OB E
m | ABras3soome_ ABTS30120me |
- N=120 - | PT Week24
g * Y93H=approx 20 ‘EI!W Z DA e i '
§ @ 2:1randomization (for subjects withowt Y93H)
e | ombitasvie/paritaprevie/itonavi | PT Week 24
N=50 | GT 1 Non-cirrhotic, DAA Naive 1
ArmC:N=70
Cirrhotic=50
* GT1cirrhotic=35 ABT-'ISSSW!‘IHI ABT-530120mg ol
. ;)A,s.:f:-”l%whls | GT1 and GT 2 Cirrhotic, DAA-experienced, GT3,4,5,6, | PT Week 24
§  GT3,4,5and625 | and Renal Impaired Cirthotic |
Renal Impaired, cirhotic =
g upto$S = =
- | ABT-493300mg ABT-530120mg | i prwekae
N= atminimum5 F mwmm ] 1
Renal impaired,
without cirrhosis | ] |
Treatment Treatment Treatment
Day 1 Week 8 Week 12

ABT-493/ABT-530 = GLE/PIB; DAA = direct-acting antiviral agent; exp = experienced; GT = genotype;
PT = post-treatment

M15-594 BT 2 DOV 7T RAEF o THEL, EV7AFT4I22 2OBRERE2FR T,
BT AT 4 ~OFAFUTIFIT LT EhE L7,
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obbvie sLaFLenkim-. EFLVEREL
2.7.3 BBERNAEE
R&D/16/1196

HIXE2F 11

M15-594 BREROV- T AF T ¢ 1 1, E{ERL, FEL, BEGERBRTHD, RIGRXIE
TaFE (IFN L < 1L peglFN £ RBV)  (DAA RiAHE) @ HCV GT1 (R L= JEfFEEOBRE %
FAANTZ, SEAERBIHTENC, BB 2HBRE IS L NSSA #ikicB1T 2 YOSH EREDHELRE
L7z, Y93H IE, HCV GT1b 2B L7 HARABE DR 10%0 5 20% 12O LNEERTH B,
In vitro @ HCV GTlb V77U 2280 T, NSSA I YO3H BEMEETD &, S
NS5A FREAN U CREENHEmEDTME (DCV : 24 %, OBV : 77 4%, LDV : 1000 {##8) %
BB B, KO HCV BN A K54 2 TlE, HCV GTIb BILEF IR LT OBV/PTVAIZL D
R E AT HRTIC NSSA @ YORSH BRIZOVWTHRERITS 2L #HBLTRY, ZOFEERR
HENBFHITH LT OBVPTVA 285 LWL HHEEL TWA 2, YI3H ZBRO PIB ITxf
T AMHEEEIL in vitro TRO BILTWRY, LER-T, 7277 0 | ICHLANERSE O
HFHA Y Y —= 0 PR YOIH RS &N T OWBRE 255 A IZBIF72, YO3H
ERABHEN 2D lBREL 2 0 1 O TREM A 35 B ICEEREI T Ui, B
ZEITE, IFN ®EII2 X 5 BEOHRIEEROFM CRIGFRUIBERE) RURZ V—=0 7
7> HCV RNA 7 /AR (600 J3 IU/MmL SRR IE 600 7 IU/MmL LLE) ICkBBRHEE T,
#9120 FlE SR A, SOMERSHEBIZHEAN, UTOREZITT,

o F¥EFEA: GLEPIB % 300mg/120 mg ®ARETI1 A 1 [H 8BRS
o ERER : OBV/PTV/ % 1 B 1A 12 Bk

HIZRRTF 12

M15-594 EROY 7 2 &7 ¢ 2 1TIEERESL, HERBERTH S, &EH C 1T, 1) HCV
GT1 3 GT2 2R L (UEMEFEZE OB, 2) HCV GT3, GT4, GTS Xid GT6 \omHL
T JERTREZE SO AUEITEZE O B8R, 3) DAA I K HRIRERT LI HCV GT1 X3 GT2 125
Yo U7 A IR AR E oS, RU'4) EEOTHIERELE9 5 HCV GT1 i
GT2 (s U= (B AT b 2 & odf, #E50 D 013, EEOBBERELFTS
HCV GT1 X3 GT2 IZER L= JETEE OHRE 28, ThboOEBRECUTOREEZT-7,

o 5 C: GLEPIR % 300 mg/120 mg OFRT 1 B 1 H 12 AFHE
o EBED: GLEPIB % 300 mg/120 mg DA T 1 B 1 [E 8 AREERS

HatiRiT

ARBT 245 FIERMAND LD FHA v L, PR d | ERRBREZRS LT To%
5rE % Intent-to-treat (LAF MTT) ) £MEER LI, V7 AEZF 4 1O IMMTEHDY L, R
U —= 2 ZHEZ NSSA O Y93H EEPKH S h o i BE £ % ITT-Primary Subset (LLTF
MTT-PS) ) £ & Uk, Ao TEMTICIZT ITT-PS £HE Az, F9Eo T EFEmE
FEERET S 12 HBROBRE Y AV AENES (BUF TSVRI2) ) (EEOBRERSHKT
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aobbvie FLaFreakiv: EILr4REL
2.7.3 BRERAOA BN
R&D/16/1196

#% 12 JEIF®O HCV RNA EAVEE TR [LAF TLLOQ) I i) & Li=, AiitoEEFMER
ZUTFDERBY THD,
e ITT-PS £FIZEWT, #HELME—T 0 %-10%E LEEE® SVRI2 23-5< GLE/PIB
SRS (FeEEEA) OOBV//PTVA 12 BRESE (BELEB) x4 539

GLE/PIB (3% 53# A) @ SVRI2 Z2S OBV/PTVA (REFEB) O SVRI2 loxt L CHEHETH
B ERTIZM, SVRI2 ZER LHREFEOHG A CHREL, SVRI2 BOHME (RS
B AT EEE B) O 9S%IEIERM & ZHEASMROEMEEE AV TEB L, SVRI2 ZEOBER
EOEEEE TREAIELSE~— P THH-10%% EE - 72154, GLEPIB @ 8§ BHEHEEIE
OBV/PTV/r @ 12 HRHY 5120 U THESM & i Ui,

F7-, ITT-PS EHF AV THEEMEOEEFTFNE B ORRE S 1T -7, BESH TiE, HCV
GT1 12 U T O BERE ROV A L ASEAEIR AR B LA O T SVRIZ2 &ER TERH
o T HBRE F S LT 21T o0z, 7, #E A O ITT $E T SVRI2 & #EH L 72 ikEhE OF|
GaEi L,

Y7 AFF 4 2 TR D EMERREOFM X ITT £/ % AV, HCV GT1 XX HCV GT2
IR U R BERE S OB, DAA BRIAFRIEERE, HCV GT3, GT4, GT5 Xix GT6 ITREH:
U=t RO E OB ERERE A AT A A L oW T, BEHEM I LIC SVRI2 #E LT
WERBE OBAF T Lz, 10 FlLl EOWRE 2 H 4 28 EFIC W TIE, Wilson A2 7 iEx
BT 95%EEREE R L,

2.7.3.1.3.1.2 M15-828 & (GHMEBEEH)

M15-828 #BEIE, HCV GT2 I\ L3I E O B A AR ABE =65 & LT, GLEPIB @
fFahts, HEERUESTEBEFMT 55 W, BERL, FEHR, EEHR, SRR
ERTh o, BE 017 F 2 AL LbERPTHH, ARBRONE L IWHREIL, RIERX
FEBETAR (IFN # L <13 pegIlFN £ RBV)  (DAA FRIRTE) #BE & Lz, AN #REL 21
DELT GLEPIB % 8 MRHRET A8 (B4EF A) I SOF+RBV # 12 MERET 28 (&5
BB ICMERBICBI T (B273-2) .
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obbvie suaFLenkimm: ETLUEREL
2.7.3 BRERAOE SN

R&D/16/1196
2.7.3-2. M15-828 HERDEER T 1 » D=
ArmA ABT-493 300mg  ABT-530 120mg |
N =80 GT 2 Non-cirthotic, DAA Naive | PT Week 24
‘ 2:1 randomization
EE SOF + RBV |
N=40 GT 2 Non-cirrhotic, DAA Naive I | PT Week 24
| | |
Treatment Treatment Treatment
Day1 Week 8 Week 12

ABT-493/ABT-530 = GLE/PIB; DAA = direct-acting antiviral agent; GT = genotype; PT = post-treatment; RBV = ribavirin;
SOF = sofosbuvir

#0120 &2 SEEAEIGHT Lz (BE58E A 80 i, 58 B : 40 #) . MIEABIGHTEE, IFN
AN L HIERRBROAE CRIGE ULEERE) RUA 7 ) —= 7 FEO HCV RNA # (600 7
IUML KX 600 77 IUML LA E) (2 X DERHbEIT -7, EERRIT LIcBREICL T
BEEIToT7,

o JX5#E A GLE/PIB % 300 mg/120 mg AR T 1 B 1 5] 8 A% S5
o JHEBEB:SOF % 400 mg ®AHET 1 A 18 +RBV (FHEIZE LT 600-1000 mg @ H
®B% 1A 2ETHERE) & 12 BREE

FBRIT 120 FIZMAND L )T A v Lz, Dl b 1 EVEBRELIRS LT X TOK
Br& % ITT £H & ER L, Ao ETERITICHA W=, AME0 EEFME T SVRI2 & L,
ARRBOGEDOFEFTMERIILLTO LB Th b,

o ITTEMIZBWT, ELHME~—T 1 %-10%E L7 SVRI2 (Z£-3< GLE/PIB 8@
W5 (58 A) @ SOF+RBV @ 12 @H#S (FE5HB) x4 5IESHH

GLE/PIB @ 8 [ # 50 (Be5-HE A) @ SVRI2 %78 SOF + RBV @ 12 &5 (58 B)
@ SVRI2 R LTIHLEMTHA Z LTI 7%, SVRI2 ZER L -EHREOEESZ2EHTH
H L, SVRI2 ROEEMZE (BEH A-REEE B) OMH 95%F X M % _IH/SAR O EHUIE % F
WTHEHE L, BEZ0FERMO TRENELE~— 2 THDH-10%% LE - =855,
GLE/PIB @ 8 ##[H#%5-1% SOF + RBV @ 12 @& EZx L TIEELMETH D & &2 LTz,

273132 @sEER
2.7.3.1.3.2.1 M13-583 iXE¢ (FE@&EHD

M13-583 FRBRIX, RIFESUIEEIRE (IFN % L <X peglFN £+ RBV X (I SOF + RBV * peglFN
2 & AENERRALT) @ HCV GT4, GT5 Xit GT6 (R L -IEFHEEDBHEEME L LT,
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obbvie JLaTreELki - EILUAREL
27.3 ESERMENE
R&D/16/11%6

GLE/PIB OFZMER &M 550 28 111 /8, ¥, Feh, ZaxkRxkThy, B
(201742 BE) LERPTHD (K2.73-3) ,

B 2.7.3-3. M13-583 BB OB T ¥4 v OME

Treatment Period Post-Treatment Period
Day 1 Wk 12 PTWk 24

ABT-493/ABT-530
300 mg/120 mg

v

n=130

ABT-493/ABT-530 = GLE/PIB; PT = post-treatment; Wk = week

ARBUTH 130 PIREANS L5 FFA 2 Ui, MANEHEBRED Y B, i sy 1 Ef
BRIEA S Lo~ COWBRE L ITT 0 & ER L7, AP0 =B ZE LT SVRI2 & L,
YLD ETFMER I T O LB TH D,

o ITT #FA T SVRI2 &iERL L 7= BERE ORISR OF&

SVRI2 % L s OB B UEE 28 L, ThEOmM 9s%EBEREZ ZHD7 0
FHEE A BEWTHEE L (SVRI2 HA% 100%OFE R, Wilson A2 7ikE AW TEERREZH
i),

2.7.3.1.3.2.2 M14-868 Bk (BEHEH)

M14-868 3L, HCV GT2, GT3, GT4, GT5 XL GT6 IZEME U /= JERTREE A ATRE
EOIEABEEEE LT, RBV SFAILIESATICRIT S GLE & PIB O HRE DF R,
LZE R OEDEIEE T 558 L, BEAL, SR, SHREROIERRTH o,

AL 4 DDA~ (=]} 1, 2, 3KRU4) THL, &3 MR SXEEROERE
BAERE L, Pt | ERBRELZRE LT RTogREs ITT ERéER L. B9
PO FEFTMELLIL SVRI2 & LT,

M14-868 BER D/ — 1 BRU 2 (HCV GT2 B U GT3)

s 1T, ARIBFRUT peglFN BEMEHRO HCV GT2 (B U= E OHRRES 1: 1 ¢
| DTSR A D BRER C OWTHMCEESE T Lz, £/, HCV GT3 R L9
NFIEZE Do eR s ISR ERE 2 1. 1 : 1 | DL TEEED »OHREHEG T TOWT
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obbvie JLaFLeErkinm: ETLVEREL
2.7.3 EREREIE S
R&D/16/1196

NZEESEIT Lz, EESEIMITE, HCV ORBROAEE GRIGFESUTEERE) 12X
HERE OBk 2T o7 (¥ 2.7.3-4)

R— b 2 TlE, RIBFEXIT peglFN BEIAE D HCV GT2 (TR L= JEF L OfBRE 2 1 585 ]
\Z, RIBEXIBEEHEO HCV GT3 IS LA OBRE 2 R 53 L ITEANTZ, £/,
RIGHED HCV GT3 (TR Lo RIEHETEZOHRE L 1. 1 DL TRER O RGP ITHE
EAEIFIT L (K2.7.3-5) .

N—hF 1 EO20FEOFEFMERIZLLTOLEY TH 2,

o ITT4ERAT SVRI2 % iRk L /- #BRE O HIE R UEIE

X 2.7.3-4. M14-868 HERDIRERTH A VOME —K 1)
D1 W12
i
©
&0 Arm A
WE S h=25 | ABT-493 300 mg + ABT-530 120 mg
oLe
31
£EZ AMB | \p71.493200 mg + ABT-530 120 mg
o n=25
ca
=
Arm C | ABT-493 200 mg + ABT-530 120 mg
n=25 +RBV
ArmD
n=25 | ABT-493 300 mg + ABT-530 120 mg
-
53
nZ8 AME |ABT493200 mg + ABT-530 120 mg
TR
> E g
$EF  AmF | ABT-493 200 mg + ABT-530 120 mg
P n=25 +RBV
g [N
=
‘::‘2;3 ABT-493 200 mg + ABT-530 40 mg

ABT-493 = GLE; ABT-330 = PIB; D = day; GT = genotype; HCV = hepatitis C virus; PR = peglFN + RBV;
RBV =ribavirin; TN = treatment-naive; W = week
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obbvie FLairenkimm- EILryE2REL
2.7.3 BRIRMIAZNHE

R&D/16/1196
2.7.3-5. M14-868 SRERDRERTH A VOME (/S—F 2)
D1 w8 w12
.
I
-
U
g
o8
pEg
ArmJ ©E X ABT-493 300mg + ABT-530 120mg
n=50 O Y &
Sig — ]
z 3
m
=
=
-
3
{4
o g
ndi o
ArmL [5£ &  ABT-493 300mg + ABT-530 120mg
nss0 384 EENSESINE2S]
T g o
z 73
®
=
=
Arm O ABT-493 300mg + ABT-530 120mg
n=25* M §
E :
S £8 -
amp 28
2 ABT-493 300mg + ABT-530 120mg + RBVA

A Dosed QD
* Includes PR-experienced subjects enrolled under Protocol Amendment5 (treatment
extended to 16 weeks for PR-experienced subjects in Arm O)

ABT-493 =GLE; ABT-530 = PIB; D = day: exp = experienced; GT = genotype; HCV = hepatitis C virus;
PR = peglFN + RBV; QD = once daily; RBV = ribavirin; TN = treatment-naive; W = week

M14-868 & MD/\— k 3 (HCV GT3)

FIBFED HCV GT3 1Y U= L O#EBRE 2 1 58 Q 12, BEIRM® HCV GT3 [T L7
HFEEZE O HEER#E 2 58 R [T AN, BEIRED HCV GT3 ICREH LI-FEFEE DR E ~ 1
1 OETHRESH Q XITEEH R ICEEAEITIT Lz, ~S—F 3 1%, IFN 2% AV 7ZmiiaR

(IFN /& pegIFN = RBV) I3 SOF #&TeAiiaH (SOF + RBV = pegIFN it L) &% (7T
W=BEIRHES b & ATV (X 2.7.3-6) ,

N— b3 OFEDEOEBEFMEBIILLTOLEEBY TH S,

o ITT4EMT SVRI2 % /L L 7o kB D HIE R UEFIE
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obbvie YLaFLenkim:- EILUEREL
2.7.3 ERREOF T

R&D/16/1196
2.7.36. M14-868 FRER DA TH 1 VOBE (/I—F+ 3)
D1 w12 W16
B>
B
c
Arm Q = ABT-493/ABT-530 300mg/120mg
n=100 .k ®
=2
0 .2 =
3 2g
ArmR T E O e s AR
n£r1n00 O£ ABT-493/ABT-530 300mg/120mg
- £5
2 —

ABT-493/ABT-530 = GLE/PIB; D = day; GT = genotype; HCV = hepatitis C virus; TE = treatment-experienced;
TN = treatment-naive; W = week

M14-868 B8 (D/S— k 4 (HCV GT2 & U GT4-GT 6)

=k 4 TIE, RIBFESUIBERBEOIEFELEONEAEEE (HCV GT2 : £ 100 ], HCV
GT4, GT5 XII GT6 : £ 60 f5ll) #EERES IZHLAN, GLEPIB % 300 mg/120 mg ®H&ET 1 H
1[E 8RS Lz (K2.7.3-7) ,
SN—h 4 DFEOFEFMEB IILLTOLEBY TH D,
o HITOIEUEISHE (SOF +RBV @ 12 % E) oA M AALTF—FITR L, FEHME
< — U R6%E LIZBED SVRI2 IZHE-3< DAA RIBFED HCV GT2 (/s L 7= AT
THZE DWERE T 1T 5 GLE/PIB 8 @M% 5 D IEL M

2.7.3-7. M14-868 SHER DR TH 1 D OBE (/\—+ 4)

D1 w8

ArmS

n=160 ABT-493/ABT-530 300mg/120mg

HCV GT2, 4-6
Non-Cirrhotic
(TN and TE)

ABT-493/ABT-530 = GLE/PIB; D = day; GT = genotype; HCV = hepatitis C virus; TE = treatment-experienced;
TN = treatment-naive; W = week
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obbvie FuLafLenkinm- eILrvaREL
2.7.3 BRERMAE T
R&D/16/1196

2.7.3.1.3.2.3 M13-504 iREk (BEEHH)

M13-594 BERIZ, RIEFED HCV GT3 ORI L - JEFmE0BE 28 L LT, GLEPIBDF
MR OESLMS SOF+DCV i3 5% 1 #8, E{ES{l, ek, EHE, ZHizkitRE
HERTHh 0, HIE Q01742 B8E) LEREPFTHS (K2.73-8)

X 2.7.3-8. M13-594 HEXDHBTH A L OBE
Treatment Period
b1 wiz
in ,'D@ Post-Treatment Period Wad
0
o AmA ) ] ] 24
_g (N=230} ABT-493/ABT-530 300mg/120 mg QD | v & 4 -
k3] Dt wad
= ArmB | pr.
=]
B (N=115) SOF 400 mg QD + DCV 60 mg QD | v 4 B
£
=
E Treatment Period
b1 W8
e
© - Post-Treatment Period Waa
2 ArmC 1 Yy,
% (N=115) ABT-493/ABT-530 300mg/120mg QD | v 7 q .

ABT-493/ABT-530 = GLE/PIB; D = day; DCV = daclatasvir; GT = genotype; HCV = hepatitis C virus; QD = once daily;
SOF = sofosbuvir; TN = treatment-naive; W= week

T T OB IEHE AT L7 B 345 % 2 0 1 O TR EEE A L B ICIEAEIT L,
LIBEIZHLAAL BT 230 il E R 58F A1, 115 (I RE8 B ICBEABIMT L, REM AR
U'B ~DIAANSETI2IE 115 Fla %58 C o8BIz, BHREICUTO®RE %177,

o FEMEA GLE/PIB % 300 mg/120 mg DAET 1 A 1B 12 :8R%RS
o fFEIEB : SOF 400 mg+DCV 60 mg*# 1 | 1B 12 BHE#EE
o JREPEEC: GLEPIB % 300 mg/120 mg AT 1 B 1 [E 8 RS
* DOV H A& GFRZET 580 DOV O RFEGIE, SEOBRMCECE =
(M13-594 REROTRBAEEF EHF 5.64. 13 THEFBHW)

ITT &2, P s b 1 BERRERZEE LAERTFLEDE, Ttk TEFFMESIT
SVRI2 & L7, HEMEOEEFIEE OTIZLLTOLBY TH D,

o B 1 OFEEMEHAICOWT, SVRIZ RICE-SE, LTOHA, EHEEE
(SOF +DCV) {239 % 12 &L (RE5#H A) OIELEPRRENT LT,
BRZEOEHEMOTRERHELE - Thi-6%k LES, i

58 A O SVRI2Z ZDOEEKEIO TIRIED 92%% £EES
o 2 DOFEFYEBEMICOWT, SVRI2 FBILHE-SE, LUTOHAID, 12 8HKEIC
w35 MRS (REHC) OIFLENTEINTLBRT,
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abbvie FLadLELki - ETLYaRENL
27.3 BEREERIEIME
R&D/16/1196

HEEEOEERBEO FRERELENE— o ThH-6%% LED, Xt
& C O SVRI2 SEOEBEE KO TRIED 92%% LB S

27.3.1.3.2.4 M14-172 B (BEHH)

Mi4-172 B E, REKRBENFIEBK (IFN X3 peglFN £ RBV #H L < i
SOF + RBV = peglFN) @ HCV GT1, GT2, GT4, GT5 XiX GT6 2R L IMTEEDS
FrRREE LT, GLEPIB OFMMERCERM LT« 558 U 1, B8, JFEm SRk
FEachy, BE Q01742 AL LEEPTHS (K2.739) .

B 2.7.3-9, M14-172 B OHBR T4 D OHE
Treatment Period Post-Treatment Period
Day 1 Wk 12 PTWkK 24
ABT-493/ABT-530 S

300 mgf120 mg

ABT-493/ABT-530 = GLE/PIB; PT = post-ireatment; Wk = week

HCOV Y = ) A7 2D BIEHBHFEIBLUTOLEBY Thote,
e HCVGTI : kK654
e HCVGT2: figk 45 {5
e HCVGT4: fixk 3514
MANEERED S B, Ll btd 1 ENRRIERRS LT ToMBE ITT £H L EH
Uiz, BMEOFEEFMEZLSVRI2 & Uiz, FOMEOFEFMIEE U TO LB THD,
o ITT T SVRI2 Z 2 L 7 tkBE OFE K URE

27.3.1.3.25 M15-410 8 (BEHFH)

M15-410 BERIE, NSSA BEA], Pl XIEMF & & Riai Ao HCV GT1 (=K 1 BT®
78— 2) XITHCV GT4-GT6 (/31— b 2) IR L7-EF a8 e LT, RBV SFAIIIEHNH
TT@ GLE & PIB OftfREEDOHERME, TEERVEDEERZFHMT25 118, EERL, 2
=k, FEEMH, ZHEREROIERRETH o (K2.73-10) .
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obbvie susFLenkim- EIFLYEREL
2.7.3 BRERAEZME

R&D/16/1196
X 2.7.3-10. M15-410 SREEDHEBE TV 1 VOME
D1 Treatment Period w12
i -
Part 1
. w AMA ABT-493 200 mg QD + ABT-53080 mg QD J
< 5@ (N=20)
< o _g
-
B Arm B | ABT-493 300 mg QD + ABT-530 120 mg QD + RBV 800 mg QD I
5 (N=20)
> g0
g<g
P AME ABT-493 300 mg QD + ABT-530 120 mg QD I
(N=20)
Pre-specified efficacy and safety}
criteria are met
D1 Treatment Period w12 W16
[ { B
w
w'r 'g Part 2
o Arm D
E .E (N=40) | ABT-493[ABT-530 300/120 mg QD
- g and/or
o AmeE
g < (N=40) r ABT-493/ABT-530300/120 mg QD
% [a]

ABT-493 = GLE; ABT-530 = PIB; D = day; DAA = direct-acting antiviral agent; GT = genotype; HCV = hepatitis C virus;
QD = once daily; RBV = ribavirin; W = week

M15-410 sRE& D/ — k1 (HCV GT1)

R—=F 1 TIE, #50 FIEHEAN, 1:1:1 DOLTLETO 3 SOFREFHEOWTAN 1 DITEE
ZEIT T LT,
o HEFEA:GLE200mg 1 H 1[E+PIB 80mg 1 A 1[E% 12 %L (M15-410 #Bk
DIRBREF EEET 3 I L 0 BEE L)
o ¥EBEB:GLE300mg 1 H 1[E+PIB 120mg 1 H 1[E+RBV 800mg 1 H 1 A% 12
M e 5 5

o BHEHEC:GLE300mgl B 1[E+PIB120mg1 H 1 [\]% 12 HE&S

M15-410 SRE&D/S— k 2 (HCV GT1, GT4, GT5 R U GT6)

23—k 2 TiE, DAA BEJAE® HCV GT1, GT4, GT5 XIE GT6 (TR U MRrmEZE ik
FERFRELE DHBRER 80 HlE 1 : 1 O THRER D ik EH E OV ThICEBEASIT L,
o FE5FD:GLEPIB % 300 mg/120 mg DHET 1 A 1[0 12 @RS
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2.7.3 BRERME M
R&D/16/1196

e IR5FEE: GLEPIB % 300 mg/120 mg ®FHET 1 A 1 [E 16 WL
pip bh | BERBRERRE L3~ ToOEHE T 1TT £ & ER Lz, FED EEFFHE
FEULSVRIZ & L7z, 25— 1 BUVS— 2 OF O EEFMEE L TO LB THH,
o ITT [T SVRI2 %K L 1o S D FEER OB &

2.7.3.1.3.26 M13-590 %8R (BEEH)

M13-590 FRERIT, DAA HEIBRE XL SOF # 5 1e8illaiR (SOF + RBV =% peglFN fiFFfH:) BEMG
B HCV GT1 TR L 7 FEAFIE R OB E 254 & LT, GLE/PIB 1 H 1 [8] 8 it 12 EMFED
AR OESERIET D8 0 48, EEA{L, FEEMH, ZMiREFEREBRTHY, |IE (2017
F2 AR LEEPTHDL (27311 ,

2.7.3-11. M13-590 HEADEERTF 1 o OME

Treatment Period Post-Treaiment Period

Day 1 Wk 12 PTWk 24

Arm A ABT-493/ABT-530 {300 mg/120
{N=300) mg QD)

Treatment Period Post-Treatmen! Patiod

Day 1 Wk 8 PTWK 24

Arm B ABT-493/ABT-530
{N=300) | (300 mg/120 mg QD)

ABT-493/ABT-530 = GLE/PiB; PT = post-treatment: QD = once daily; Wk = week

HCV GTUZES L3I A ORED 5 b T OEEMEEEER- LoEREL 1 1 0k
THREH A XEEEH B ICEEABTT L, BEARIFTRE, A7 ) —=0 O HCV »
A NS (600 75 TU/mL #2600 5 1UML LLE) BUTHCV GT1 %7 &4 7 (HCV GT1b
Xi3IE HCV GTIb) 2L ABRUE#1T o7, #9300 %2 & 58ICEELEINIT L, UTORE
T o7,

o $ZE5REA:GLEPIB % 300 mg/120 mg DRETI B 1 [H 12 @HE#%S
e 25PEB:GLEPIB # 300 mg/120 mg MHAET 1 A 1 [E 8 HEHE
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2.7.3 BBRAIFIME
R&D/16/1196

Diad b 1 ENRBREZEE LT TOEREL ITTEHE EF LI, ITT-PSERIE, 1ITT
#£HD S H, HOV ICHEMEE L DAA REREFREOHSER L Lz, Ao FERRIC
1 ITT-PS E£MZ F e, B0 XEMERIL SVRI2 & L, ARBRTHEZMED = EiTHEE
BELE3BEEDIFMHIEZUTO LB THD,

1. BE5EHME 2ERE LZBE0FEYME REHA) ITT-PSHEEINICENT, BEHA
T SVRI2 &k L 7= 35 E 0EE O™l 95%EIERE O TRMED 91%% LES T &
ARSI B I E S U T BRI BT, LY a-5% & LILIED
SVRI2 [ZH-3< 8iAMKESE (58 B) OREH A CHT HIESE
3. ITT-PSE#MICHBWT, FEEME—TJ 05 -5%E L-E0 SVRIZICE-3< 8 EESS (&

¥ B) OFER AT BIESHE

b

2.7.31.3.27 M15-464 8 (BEFH)

M135-464 BBRIE, SRIGHESUIEEERE (IFN 3 L < (% peglFN £ RBV X i SOF + RBV % peglFN)
@O HCV GT2 ICe L= E o B 2018 L LT, GLEPIB OFHER L EEE M5
% ULAR, MiER L, “HEH F7EARMR, ZEEARRRTHY, A (2017 42 AR
LER TP THD (#2.73-12) ,

& 2.7.312. M15-464 ERDEER T 1 L OME
Ammn A [F]ABT-493/ABT-530 300mg/120mg | 24 Week Follow-Up >
GT 2 I: 1
Matching Placebo/ o ap taphe 13
AmB Deferred Treatment ABT-493/ABT-530 300mg/120mg ] 24 Week Follow-Up >

[ I |
Day 1 Week 12 Week 24

ABT-493/ABT-530 = GLE/PIB; GT = genotype

FANT ORI LT RE S 2 1 O TR A LREL B ICEELABITT L
Foo BEAEZBIG TR, RIBROEE (Tihbbh, RBRUIBRAKRI E Rolomi@ LI A v
2% PR 35 L < 1% SOF + RBV £ peglFN) (Z X D #ERE % 3 DOBITER Lz, # 300 72 EE
BEIWTT L, LTOREEZITT,

o BEFE A GLEPIB % 300 mg/120 mg SR T A 17 12 @E#EE

o WEMB:FSEARE1A1EIDR2EMRSESE, EEHT GLEPB % 300 mg/120 mg
ORETI A 1E12BHES
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2.7.3 BREERIETE
R&D/16/1196

AR 291 #l b 321 FEFBAANS LS FHAL L, MAhEERED Y B, bl
b 1 FIRBREARES LT RToOESREY ITT £HEEE L, Ao FERMELT
SVRI2 & L7=, ME(LFHT L7z B eEn EEFMEE E L UHE MO E2BREMEE LT O &
BITHB,

o SOF +RBV + peglFN T L ZHMBIR O RE Th - 1o kBE 2 Fr< ITT E2EICBITS,
BT — U F6%E LB SVRIZ (oS IREEE A OB (SOF +RBV)
WRE B IR

¢ SOF +RBV £ peglFN IZ L B RIERS AR TH o - BT £ R < TT EHIZBIT S,
SVRI2 IZH-3< #e 55 A OFFEHERIE (SOF + RBV) % HEEHE

2.7.3.1.3.2.8 M15-462 Bk (ZFEM)

M15-462 BRI, RIGFSUIEEAFE (IFN Xik peglFN + RBV # L < 1L SOF + RBV #* peglFN)
OEEOFEIER S IRIER RS (BrRE 2 &) 2F73 2 HCV GTI-CTeé 1oLk
FFREZE AT REMEATEE O BE 234 & LT, GLEPIB @ 12 RS OFEDER O 24 5
o2 % A, W3, JEEH, ZHREMRIEcH Y, BE (2017 4 2 AR LEEH T
HD ([¥273-13) ,

Eg 2.7.3-13. M15-462 HEBORBR T4 L OFE
Treatment Period 12 weeks Post-Treatment Period
ABT 493/ABT-530 PTWK 24
N =100 (300 mgi120 mg QD) >

ABT-493/ABT-530 = GLE/PIB; PT = post-treatment; QD = once daily; Wk = week

Dl Y | EEBEEZEE LT ToOWEES ITT £M & EHL -, A0 EFLE
THEOITSVRIZ & L=, ARBOEMEDEEIMIE R TO LB THA,
e ITT H#£HTCSVRI2 &R L - EBE OFflf kR UElE

2.7.3.1.3.29 M14-867 REx (SEHH)

M14-867 BRErl, RIBFENIL PR IZ L AEERFFO HCV GT1, GT4, GTS5 Xi GT6 (R L
AAEPERFIEZS (HCV GTI OA&) MIIFENFEE (HCV GT1, GT4, GTS5 Xi GT6) DHBE iz
LT, GLE & PIB # B4 BETHMARS LBEOFEMMN, MR UEDERETHT S
BIE, FER, 20— b, ZHRERRBETH-Z (K2.73-14) ,
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2.7.3 BRERMEZME

R&D/16/1196
& 2.7.3-14. M14-867 SERDEERTH 1 OHE
Part 1
Trealmeant Penod
D1 w4 W3 w1z
§o--
&1 Non- g;g [ ABT-493 200 mg QD + ABT-530 120 mg QD j
cirrhotic TN

& PR-Null g;:g [ ABT-493 200 mg QD + ABT-530 40 mg QD ]

Part 2 indtiation crterda: 5 3 virslogic fallures per arm ang -
53 sublects per arm with AEs leading to treatment discontinuation )
Y and having reasonable possibifity of belng relsted to DAAs

Part 2

Troatment Periond

D1 w4 w3 Wiz
-
G¥1
AmF
Cirrhotic TN l ABT-493 200 mg QD » ABY-530 130 mz QD [
N=30)
& PR-exp
GY4, GT5,
G7T6 Non- Armlt . - l
cirrhotic TH {H=30] l ABT-251 300 g GO+ ABT-530 12002 QD
& PR-exp
GT1 Non-

cirthotic TN Arm K
& PR.exp iN=30]
{US/PR)

[ ABT-493 300 mz QD « ABT-535 120 g Q0

ABT-493 = GLE; ABT-530 = PiB; AE = adverse event; D = day; DAA = direct-acting antiviral agent;
exp = expetienced; GT = genotype; PR = peglFN + RBV; QD = once daily; RBV = ribavirin; TN = treatment-naive;
W = week

AR 2 20— =R BUS—- |k 2) TR LE, &/3— MITBEEOBR 525
ELT,

M14-867 HEED/i— + 1

M14-867 SER D/ S— b 1 Tk, REBFEEPRIC L HIHBRICERIEO HCV GTHIZER L3k
JFEEZE D BAEH 80 Fl 233 58 A TR S8 B [ZHAN, HCV GTIb IR L -EFOMRAN
REED 25%ET, ERRIEBFEOBRE (F7 54 72Mbiv) 3eEE LT 60%ETELE,
WEHARCEEREB ~OMANEES L TiTo, B TORERITo,

o 5B A:GLE200mgl B 1@ +PIB120mg1 A 1 E% 12 8H%E
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2.7.3 ERERRIE %
R&D/16/1196

o BHEFEB:GLE200mgl A 1[E+PIB40mgl A 1 [E%E 12 MRS

M14-867 FHERD /N — 1 2

M14-867 FRER D/ k 24X, 23— b | OFER P EZRMEO FRFHEICZ&E S RB LT,
= b 2T, BFOBEREZRIT T,
FIBFE T PR BEVRIE D HCV GT1 IZ RS U - RMENTIEE DR E -
o EFEF:GLE200mgl B 1 E+PIB120mg 1 B 1 [E#% 12 BEES
FIBFE XL PR BEVETED HCV GT4, GTS LU GT6 (ke Lz BT E O ukBRE -
o FFEMI:GLE300mgl B 1E+PIR120mg 1 B 1 E% 12 @M#HE
SRR X3 PR EEIRHE D HCV GT1 I B U 7= JENTREZE D5
o REHEK:GLE300mg! B1[E+PIB120mg1 B 1 [E% 8 BE&RS
HH T, PRECBIREIORKEE 10 6] (33%) £ T, HCV GTlb ikl L 7= s Ok
KegmE 15 7 (50%) £TE L, BEFC D, E, G, HEGRI ~OHEBREOHRANIT LR
1la
Blpd b 1 ERBREE RS LT CoOMBEE ITT £60 L FER Lo, Ao M
TEILSVRI2 & Lz, BA— NOFEPEOTEFMIERIZILTO LY Thd,
o ITT #£[]T SVRI2 % iRk L 7z s ok OF &

2.7.3.1.3.2.10M13-576 $#ER (BEEH, B 7+0—7 v THE)

M13-576 3B5kiZ, GLE BT/ XE PIB 2 &ie LU A C X DR EZ T SVRI2 ZEmR L7
Whh e ais L LT, PROMRELRTMT 25 110 8, RYREE, LiRERFRTHY,
MAE (2017 FE2 AMEE) HEMPCHD, £/, AR, GLE XU/ XL PIB OETRTY A
N AFERIRIER R & 72 o R IREICBO T, BEO U A A AENHEERORRR O
T ALITFTVA LTS, AEECE, DROFREEICSWT LY EaFlE R
W AR R OEN T L,

HCV #3388 E L EITRBE T DAA BB E%EETH 3 ERIzhi - THEIRE & BHER
L7, =70, EFRBPUIFDORICT AN AR L & o - #5413 GLE/PIB
LIS G HOV SRERZ S AR B Y, ZoO X 32 EBE w45 M13-576 BT
DIEERES, BIRREICSVR 2R LInhEETELETL L,

ARG OFIED TEHMERUL, BKROMITER (LLT [FAS) : Sf7RERT SVRI2 *iE
B L7 iBhE L ER) T Lz, LadoT, ARBOEEFTMERZLTOEBY THA,

¢ FAS @) A T SVR %l L - 5BE OB &R UEE
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2.7.3 BERRBIEM
R&D/16/1196

2732 B2OEBRIZE T HENERROER

]l = PENRBEIC KT DS R R UHE MR RS 2.7.3.2) HICERLE, @4 0
Bl BT 5 A MR Y 27322 HIZFTHAR Lz, @xORBRICBITA2E /RS 27323 8
a3 SR B el

2.7.3.2.1 BRFE
2.7.3.211  M15-594 BBk (GHEEH ; #8EAL. FEH, XEGEHE)
27.3.211.1 M15-594 REBO#EEEORRE VA O F5SE

M15-594 FRBRIZIAAILIZHEERE ONR & F 2.7.3-4 17”7, BF 295 Flo#Es & Ao
I, 294 BlOWBREICIEFRIEZIRE Lz, 58 A (GLEPIB) ORHFIEX T~ Tl ‘%ﬁwé&%ﬂ
’*”T Uiz, HESEC | fIRsBz Pk Uiz, 58 B (OBVPTVA) O 1 FllEi%k &-Bliaan
BEZME L7, ITT HBEICSD2hofn, 58 C (GLEPIB) @ 1 ik, B#HEMO
12 mﬁvfi'f WCHERSEO B, Biizle HOV IBROZDICEEEPIL L=, 3/ (R5# B T1
7, 58 C T2H) PEEERGOLOHICRBREORE LRI L, BEH C O 1 F#HPEREH
D7 A L AERERAR O HIEREOR G2 WL U, &5 D (GLE/PIB) OPSRE 1§
NTERRBEOREEFTT L, RERE Pl L niedho i,
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2.7.3 BRERMAEDNE

R&D/16/1196
# 2.7.34. E A M15-594 EHEROHERBDMAR (EEHE)
GT3-GT6
Noncirrhotic,
GTI-GT6 GTt & GT2
Cirrhotie, DAA-Exp, Severe Renal
Severe Renal Imp Imp,
GT1 Noncirrhotic, DAA-Naive with Cirrhosis Noncirrhotic
Arm A Arm B Arm C* Arm D"
GLE/PIB OBV/PTV/r GLE/PIB GLE/PIB
Parameter, it 8 Weeks 12 Weeks 12 Weeks 8 Weeks
Subjects enrolled 129 33 103 10
Subjects treated 129 52 103 10
Study drug disposition
Completed study drugs 129 51 100 10
Prematurely discontinued study 0 ] 3 0
drugs
Interrupted all study drugs for 0 ] | 0
toxicity management
Study disposition
Completed study 23 0 | 2
Prematurely discontinued from 1 1 | 0
study
Ongoing, 105 32 101 §

DAA = direct-acting antiviral agent; eGFR = estimated glomerular filtration rate; exp = experienced;
GLE/PIB = glecapreviv/pibrentasvir 300 mg/120 mg by mouth once daily; GT = genotype; HCV = hepatitis C virus;
imp = iimpairment; OBV/PTV/r = ombitasvir/paritaprevir/ritonavir 25 mg/150 mg/100 mg once daily

a.  Hepatitis C virus GT1- or GT2-infected subjects with compensated cirrhosis, HCV GT3-, GT4-, GT5- and
GT6-infected subjects (with compensated cirrhosis or without cirrhosis), HCV GT1- and GT2-infected subjects who
had failed prior DAA treatments (with compensated cirthosis or without cirthosis), and HCV GTI- or GT2-infected
subjects with severe renal impairment and compensated cirrhosis were assigned to Arm C.

b.  Hepatitis C virus GT1- or GT2-infected subjects with severe renal impairment and without cirrhosis were assigned to
Arm D.

Note:  Severe renal impairment was defined as eGFR <30 mL/min/1.73 m’ at the Screening visit,

Interim analysis. Data cutoff date was 18 November 2016.

Cross reference:  Study M15-594 CSR Table [}, Table 12

M15-594 FBRIZISIT D ITT £ O A NFEHERORBFEE #2735 IWRT, Y7 RAF7 4 1 T,
ANOFEHFASFEIZR S A RUMRSEHE B CTEELTEY, WIhOEBIZBNT L5 M
HEFEHICFESEERD LR 2o (M15-594 3 BR CSR Table (4.1 2.1.1 & ¥
Table 14.1 _22.1) ., EBEEHEE CEESINEZLBY, ARBOWHREITTALATH
o7z (M15-594 35 CSR Table 14.1_ 2.1.1) , #WHEOL itk FEERE CLF 'BML )
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2.7.3 BEEREIBIME
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25 kg RiEThote, FTALT 4 1 (S5 A RURER B) OBBREOHPEIT 65 5%
PLl, #7255 42 (BEHCRUEEHD) OBBEONI SO 2 BULETH--,

% 2.7.3-5. ER M15-594 HERD A DHEHRASHE (TT £6)
GT3-GT6
Noncirrhotic,
GT1 - GT 6 Cirrhetic, GT1 & GT2
DAA-Exp, Severe Severe Renal
Renal Imp with Imp,
GT1 Noncirrhotic, DAA-Naive Cirrhosis Noncirrhotic
Arm A Arm B Arm C* Arm D"
GLE/PIB OBV/PTVir GLE/PIB GLE/PIB
8 Weeks 12 Weeks 12 Weeks 8 Weeks
Characteristic N=129 N=352 N =103 N=10
Sex, n (%0)
Female 82 (63.6) 38 (73.1) 58 (56.3) 6 (60.0)
Male 47 (36.4) 14 (26.9) 45 (43.7) 4 {(40.0)
Age distribution, n (%)
< 65 years 66{51.2) 22(42.3) 333200 4 (40.0)
> 65 years - <75 years 37287 23 (44.2) 43 (41.7) 4 {40.0)
> 73 years 26 (20.2) 7(13.5) 27 (26.2) 2(20.0)
Age, years
Mean (SD) 62.73 (12.40) 63.58 (11.34) 67.17(11.16) 67.30 (8.22)
Median 64.00 66.50 68.00 67.50
Min — Max 21.00 - 86.00 31.00-81.00 23.00- 85.00 54.00 - 78.00
BMI, n (%)
<25 kg/m® 92(71.3) 37(71.2) 75 (72.8) 9 (90.0)
> 25 kg/m® 3728 15 (28.8) 28 (27.2) 1(10.0)
BMI, kg/m?
Mean (SD) 23.62 (3.81) 22.72 (3.80) 23.49 (3.99) 21.57(3.52)
Median 23.33 21.54 23.04 20.66
Min - Max 16.16 - 33.36 16.15-32.72 15.19-38.02 18.90-30.92

BMI = body mass index; DAA = direct-acting antiviral agent; eGFR = estimated glomerular filtration rate;

exp = experienced; GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily; GT = genotype;

HCV = hepatitis C virus; imp = impaired; ITT = intent-to-treat; max = maximum; min = minimum;

OBV/PTV/r = ombitasvir/paritaprevir/ritonavir 25 mg/150 mg/100 mg once daily; SD = standard deviation

a.  Arm Cincludes HCV GT1- or GT2-infected subjects with compensated cirrhosis, HCV GT3-, GT4-, GT5- and GT6-
infected subjects (with compensated cirrhosis or without cirrhosis), HCV GT1- and GT2-infected subjects who had
failed prior DAA treatments (with compensated cirrhesis or without cirrhosis), and HCV GT1- or GT2-infected
subjects with severe renal impairment and compensated cirrhosis.
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b, Amm D includes HCV GT1- or GT2-infected subjects with severe renal impairment and without cirrhosis.

Note:  There was no statistically significant difference between Arm A and Arm B for any parameter, based on one-way
analysis of variance (ANOVA) testing,

Severe renal impairment was defined as eGFR <30 mL/min/1.73 m2 at the Screening visit.
Cross reference:  Study M15-594 CSR Table 13, Table 14

M15-594 HERD ITT £ENICB T 5 R T A VREMETH 2736 ITFT, $TRFT 1 1
D5 A RUREREB T :,t TARTOEBRFEH HCV GT IZEY: UL O#ERE Th
v, TR A D23 FIOWEREIZ NSS5A @ YOIH BRIBEH LN, yTAFTF 4 20FEHC
BROMREEE D ITIE, HCV GT1, GT2 RUSGT3 I LRl i S lIC ST A hsE &
WA (HCV GT4, GT5 KU GT6 2 L%:*&-’Sﬁ%ti,%ﬂ)\ﬂfmwf:) B E5HE C iR
MEINTREZE DB E 64 ], HCV GT3 (2% Lo iaE 12 6, DAA D BRI R Ak Eh O HEERE
33 5l (NSSA FAEAIR U PI OFFRIC & 2B RS DHEERE « 30 {F, NS3B PREANC X 57
TRENRSIOWIRE 1 Fl, PIICX ZRMIEHCRREIOMERE 2 () , RUNBITEZLEL 35K
EIR e 2 HINEENR, REE D I, BEEOBEREEEESETS HCV GT1 X
GT2 (o U - SERTREZE O RE 10 BUSE iz, HBEH C RUHERSHE D ofBEIC R T -
— A5 A EBEMEDBWE, VT RFF 4 2 AR R AR EEM AR LT
Do
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2.7.3 BRpYEE

R&D/M6/1196
¥ 2.7.3-6. BRI M15-594 HEEDR—R 51 AEBRHE (TT £
GT3 - GT6
Noncirrhotie,
GT1 - GTé6 Cirrhotic, GT1 & GT2
DAA-Exp, Severe Severe Renal
Renal Imp with Imp,
GT1 Noncirrhotic, DAA-Naive Cirrhosis Noncirrhotic
Arm A Arm B Arm C° Arm D
GLE/PIB OBV/PTV/r GLE/PIB GLE/PIB
8 Weeks 12 Weeks 12 Weeks 8 Weeks
Characteristic N=129 N=52 N=163 N=10
HCV genotype and subtype, n (%)
GTla 4(3.1) 0 0 0
GTIib 125 (96.9) 32 (100) 70 (68.0) 3(30.0)
GT2 0 0 21 (20.4) 7(70.0)
GT3 i 0 12 (11.7} 0
IL.28B genotype, n (%o}
cC 79(61.2) 32(61.5) 74 (71.8) 6 (60.0)
non-CC 50 (38.8) 20385 29 (28.2) 4 (40.0)
CcT 47 (36.4) 20 (38.5) 26 (23.2) 4 (40.0)
TT 3(23) 0 3(2.9) 0
Baseline HCV RNA level
(IU/mL), n (%0)*
< 100,000 15(11.6) 1(1.9) 12117 2 (20.0)
= 100,000 114 (88.4) C51(98.1) 91 (88.3) 8(80.0)
Baseline HCV RNA level
(logio TU/mL)
Mean (SD) 6.1{0.76) 6.2 (0.56) 39(0.78) 5.7(1.25)
Median 6.2 6.2 6.1 5.8
Min — Max 27-74 4,1-12 33-7.1 29-174
Prior HCV treatment history,
n (%)
Treatment-naive 94 (72.9) 371{(71.2) 46 (44.7) 7(70.0)
Treatment-experienced 35327.1) 15(28.8) 57 (55.3) 3(30.0)
Prior IFN-based 35(27.1) 14 (26.9) 24 (23.3) 3(30.0)
treatment
Prior DAA-based 0 1 (1.9)° 33 (32.0) 0
treatment

33



obDVvie SLaFLeikim - ETLUEREL
2.7.3 BEBERBYE TG
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GT3 - GTé
Noneirrhotie,
GT1 - GTé Cirrhotic,
DAA-Exp, Severe

GT1 & GT2
Severe Renal

Renal Imp with Imp,
GT1 Nencirrhotic, DAA-Naive Cirrhosis Nonchrrhotic
Arm A Arm B Arm C° Arm D"
GLE/PIB OBV/PTVir GLE/PIB GLE/PIB
8 Weeks 12 Weeks 12 Weeks 8§ Weeks
Characteristic N=129 N=352 N=103 N=10
Cirrhosis, n (%)
Yes 0 0 64 (62.1) 0
No 129 (100} 52 (100) 39(371.9) 10 (100)
Baseline ALT (U/L)
Mean (SD) 42.6 (30.537) 39.6 (38.56) 647 (51.17) 23.2(12.93)
Median 33.0 28.5 48.0 18.0
Min — Max 11.0-211.0 13.0 -200.0 7.0 - 288.0 9.0-42.0
Baseline platelet count (1 Og/L)
n (%)
< 100 3(2.3) 1{1.9) 26 (25.2) 1 (10.0)
> 100 126 (97.7) 51(98.1) 77(74.8) 9 (90.0)
Baseline platelet count (1 09/[,)
Mean (SD) 209.4 (59.73) 199.7 (48.94) 13553 (51.33) 182.7 (74.81)
Median 210.0 205.5 125.0 165.5
Min - Max 83.0-419.0 82.0-293.0 49.0-281.0 95.0 ~328.0
Baseline eGFR (mL/min/1.73m"),
n (%)
290 10 (7.8} 4 (1.7 439 0
> 60-~<90 92(71.3) 37(71.2) 67 (65.0) 0
>30-<60 26(20.2) 11(21.2) 30(29.1) I (](ZLO)d
>15-<30 1¢0.8)° 0 0 7(70.0)
<15 0 0 2(1.%) 2(20.0)
eGFR (mL/min/1 .73:112)
Mean {SD} 69.4 (14.19) 66.8 (14.18) 64.6 (15.74) 18.1 (8.91)
Median 69.3 63.5 65.4 17.1
Min - Max 298-107.7 374-102.0 4.2 106.9 3.5-308
History of diabetes, n (%)
Yes 17(13.2) 8(15.4) 16 (15.5) 5 (50.0)
No 112 (86.8) 44 (84.6) 87 (84.5) 5(50.0)
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ALT = alanine aminotransferase; ANOVA = analysis of variance; DAA = direct-acting antiviral agent; eGFR = estimated
glomerular filtration rate; exp = experienced; GLE/PIB = glecapreviv/pibrentasvir 300 mg/120 mg by mouth once daily;
GT = genotype; HCV = hepatitis C virus; IFN = interferon; IL28B = Interteukin 28B;
imp = impaired; ITT = intent-to-treat; max = maximum; min = minimum;
OBV/PTV/r = ombitasvir/paritaprevir/ritonavir 25 mg/150 mg/1 00 mg once daily; RNA = ribonucleic acid;
SD = standard deviation

*  Statistically significant differences between Arm A and Arm B at the P = 0.05 level using the Chi-
Square test using nonmissing values.

a.  Arm C includes HCV GT1- or GT2-infected subjects with compensated cirrhosis, HCV GT3-, GT4-, GT3- and GT6-
infected subjects (with compensated cirrhosis or without cirthosis), HCV GT1- and GT2-infected subjects who had
failed prior DAA treatments (with compensated cirrhosis or without cirrhosis), and HCV GT1- or GT2-infected
subjects with severe renal impairment and compensated cirrhosis,

b.  Arm Dincludes HCV GTI1- or GT2-infected subjects with severe renal impairment and without citrhosis.

c.  Subject 11702 received simeprevir before entry into the study and was considered a protocol deviation (Study M15-593
CSR Appendix 16.2__2.2).  See Study M13-594 CSR Section 10.2 for further details.

d. Subject 15912 had a screening eGFR value of 28.4 mL/min/1.73 m’, which increased to 30.8 mL/min/1.73 m” at
baseline,

e.  Subject 10905 had a screening eGFR value of 31.7 mL/min/1.73 m?, which decreased to 29.8 mL/min/1.73 m*at
baseline.

Note:  Severe renal impairment was defined as eGFR < 30 mL/min/[.73 m” at the Screening visit.
Cross reference:  Study M15-594 CSR Table 13, Table 16

2.7.3.2.1.1.2 M15-594 HEBOEEHR

Y7 AEFT 4 1 @O ITT-PS £ (ITT H£FHD 5 b_—AF A I YO3H ERF S h ok
BhE & b < HEEE D) 1B B SVRI2 ERTUIRIAKIHOBE £ 2.7.3-7 IR, ITT-PS
HEHC BT A58 A (GLE/PIB) @ SVRIZ 58I 99.1%, #58 B (OBV/PTVA) @ SVRI2 3
I 100% Tdhotn, MEEODE (G583 AR5 B) O 9S%EHEEO TREIZ-2.8%THY, &
LM UORELHES—  ThHA-10%% LB -7, LA ->7T, GLE/PIB @ 8 #EHRE
IX OBV/PTV/A @ 12 R EGIIw LIELSHETH D Z R Ehi,

BERE A TX—ATA /B YPBH EREFT D GLEPIB &85 Liz4 23 i, SVRI2 %
R Lz, —o 23 FEEHASE, GLEMPIB @ 8 BRS¢ SVRI2 $id 99.2% (128/129 ) T
i,

A L R RGBT ENIIERD bR o A8, BEF A O 1 FlE SVRI2 ZER L ed-o
T, AWEEREIXIGERTH 4 BIEAOREEY A L ASENES) (LUT ISVR4) ) ZER LT
o, BERTH 2EIIZHERR LT,
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# 2.7.3-7. M15-594 BERD Y L RAEMRFE (SVR12) RUERFHNOER (Y TR %
F4 10 ITT-PS £M)
HCV GT1, Noncirrhotic
Arm A Arm B
GLE/PIB OBV/PTV/r
8 Weeks 12 Weeks

Virelogic Finding N =106 N =352

SVRyy, n/N (%) 105/106 (99.1) 32/52 (100)
95% CI* 97.2, 100.0 93.1, 100.0

Treatment difference® (95% CI) -0.9(-2.3,0.9)

Noninferiority margin ~1¢

Non-achievement of SVR o, /N (%) 17106 (0.9) 0/32

Reasons for non-achievement of SVR,,, n/N (%)

Virologic failure 0106 0/52
On-treatment virologic failure 0/106 0/52
Relapse 0/106 0/51°

Non-virologic failure 17106 (0.9) 0/52
Premature study drug discontinuation 0/106 0/32
HCV reinfection /106 0/52
Missing SVR;; data 1/106 (0.9) 0/52

CI = confidence interval; GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily; GT = genotype;
HCV = hepatitis C virus; I'TT = intent-to-treat; ITT-PS = intent-to-treal primary subset;
OBV/PTV/r = ombitasvir/paritaprevir/ritonavir 25 mg/t 50 mg/100 mg once daily; NS5A = nonstructural viral protein
3A; SVR; = sustained virologic response 12 weeks post dosing

a. Calculated using the normal approximation to the binomial distribution, unless the rate is 100%, in which case the
Wilson's score method was used.

b.  SVYR;;rate in Armt A minus SVR;, rate in Arm B.

¢, Relapse is defined based on subjects that completed treatment.

Notes:  The ITT-PS population is the subset of the ITT population excluding subjects with the Y93H polymorphism in
NS3A at baseline.
Interim analysis. Data cutoff date was 18 November 2016.

Cross reference:  Study M15-594 CSR Table |9

BER A (TT H£H, NS5A IZ YO3H BREGHOWHRF L) DHEN—AT A EBFEI
ESL T _RTOEHSERTO SVRIZ RBA2H# 2.7.3-8 1257, 58 A X2F L LT SVRIZ A8
BN EnD, B LT TOESER T SVRI2 FiXEi o7,
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% 2.7.3-8. M15-594 FERO R HELFRI D 1 I A 2RRE (SVR12)

EHEUITT-PS £H)

(HIT2E2F4 10T

HCV GT1, Noneirrhotic
SVR:
ITT Population ITT-PS Population ITT-PS Population
Arm A Arm A Arm B
GLE/PIB GLERIB OBV/PTV/r
8 Weeks 8 Wecks 12 Weeks
N=129 N =106 N=352
Subgroup /N (%) 95% CI* n/N (%) 95% CI° n/N (%) 95% CI*
HCV genotype and subtype
GTI 128/129 957, 105/106 94.8, 52/52 (100  93.1,100.0
(99.2) 99.9 (99.1) 99.8
GTla 4/4 (100) NA 3/3 (100} NA - -
GTIb 124/125 95.6, 102/103 94.7, 52/52(100)  93.1,100.0
(99.2) 99.9 (99.0) 99.8
Baseline Y93H polymorphism
in NSSA (by central
lal;\oratcn'y)h
Present 23/23(100)  85.7,100.0 - -- -- -
Absent 105/106 04 8, - - - -
(99.1) 99.8
Prior IFN-based HCV
treatment history, n (%)
T-naive 94/94 (100)  96.1,100.0  7W/77 (100 95.2,100.0  37/37(100)  90.6, 100.0
T-experienced 34/35 (97.1) 85.5, 28/29 (96.6) 82.8, 15/15(100)  79.6, 100.0
99.5 99.4
IL28B genotype
cC 78/79(98.7) 932,998  58/59(98.3) 91.0, 32/32(100)  89.3,100.0
99.7
non-CC 50/53G.(100y  92.9,100.0  47M47(100) 92.4,100.0  20/20 (100)  83.9,100.0
Sex
Female 81/82 (98.8) 934, 67/68 (98.3) 92.1, 38/38 (100)  90.8,100.0
99.8 99.7
Male 47/47 (100  92.4,100.0  38/38(100) 90.8,100.0  14/14(100)  78.5,100.0
Age, years
<865 63/66 (98.5) 91.9, 58/59 (98.3) 91.0, 22/22(100y  85.1, 100.0
99.7 99.7
>65-<75 37/37(Q100)  90.6,100.0  30/30(100) 88.6,100.0  23/23(100)  835.7,100.0
275 26/26 (100 87.1,1000  17/17(100)  81.6,100.0 17 NA
(100)
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R&D/M6/1196
HCYV GT1, Noncirrhotic
SVR;,
ITT Population ITT-PS Population ITT-PS Population
Arm A Arm A ArmB
GLE/PIB GLE/PIB OBV/PTV/r
8 Weeks 8 Weeks 12 Weeks
N=129 N =106 N=52
Subgroup /N {%) 95% CI* /N (%) 95% CI* n/N {%) 95% CI'
BMI, kg/m?
<25 91/92 (98.9) 94.1, 76/77 (98.7) 93.0, 3737(100y  90.6, 100.0
99.8 99.8
2325 AM3T00)  90.6, 1000 29729100 883, 100.0  15/15(LI00)  79.6, 100.0
Baseline HCV RNA level,
IU/mL
< 100,000 15/15(100)  79.6, 100.0 14/14 (100y  78.5, 100.0 1/ NA
(100)
> 100,000 113/114 95.2, 91/92 (98.9) 94.1, 51/51 (100y  93.0,100.0
(99.5) 99.8 099.8

BMI = body mass index; CI = confidence interval; DAA = direct-acting antiviral agent;
GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily; GT = genotype; HCV = hepatitis C virus;
{FN = interferon; 1L.28B = Interleukin 28B; ITT = intent-to-treat; ITT-PS = intent-to-treat Primary Subset; NA = not
applicable; NS5A = nonstructaral viral protein 5A; RNA = ribonucleic acid; SVR,» = sustained virologic response 12

weeks post dosing; T-experienced = treatment-experienced;

T-naive = treatment- naive

a. Calculated using Wilson score method, if there are at least [0 subjects in the subgroup.

b. Central laboratory is located in Japan.
Note:
Cross reference:

Interim analysis.

Data cutofT date was 18 November 2016.
Study M15-594 CSR Table 24

BT AT 4 2O ITTEMIZE D SVRI2 #EFK 2.7.3-9 IKRT, &5 C O HCV GT1 Xk
GT2 1T L - U AFREE o e ((REMENTEE R OEEOBHEREE L FE LR 2 flo
W & Ede) 139 3T SVRI2 2K L7z, DAA 2 ELea0inR AR OuEEE 33 iR 31 )

(93.9%) 2% SVRI2 # &K L7z, HCV GT3 ([ U/ AFEE ITIEFEEOEERE 12 FF 10
7 (83.3%) #% SVRI2 ZEMK L=, 5 D OEEOFHEERESEY D HCV GT1 Xit GT2
VR L = SRR O BEERE 13 97T SVRI2 ZaERk L7,
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R&D/16/1196
% 2.7.3-9. M15-594 SAERDWERE LR L APMRE (SVR12) (W TR4F 12
ITT &)
Arm C" Arm Db ArmC+ArmD
GLE/PIB 12 Weeks GLE/PIB 8 Wecks GLE/PIB
SVR;2 SVRz SVR;,
Subpopulation /N (%) 95% CI° n/N (%) 95% CI° /N (%) 95%, CI¢
All subjects 99/103 90.4, 10/10 (100} 72.2, 109/113 91.3,
{96.1) 98.5 100 (96.5) (98.6)
Subjects with compensated
cirrhosisd
HCV GTI 38/38 (100) 90.8, - -- -- --
100.0
HCV GT2 18/18 (100) 82.4, -- - - -
1¢40.0

DAA T-experienced {with 31/33(93.9) 804,983 -- -- -- --
or without cirrhosis)

With cirrhosis 3/4 (75.0) NA - - - -
Without cirrhosis 28/29 (96.6) 82.8, - - - -
99.4
NS5A-exp/Pl-exp 28/30(93.3) 78.7, -- -- -- -
98.2
NS5A-natve/Pl-exp 2/2(100) NA - - - -
Other” 1/1 (100) NA - - - -
HCV GT3-6' 10/12 (83.3) 55.2, -~ - . -
95.3
With cirrthosis 2/2 (100} NA - - - -
Without cirrhosis 8/10 (80.0) 49.0,94.3 - - - -
Severe renal impaim‘lentg 272 NA 10/10 {100) NA - --
(100)
HCV GTI - - 3/3 (100) NA 3/3(100) NA
HCV GT2 2/2 (100} NA 747 (100) NA 9/9 (100) NA

Cl = confidence interval; DAA = direct acting antiviral agent; GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth
once daily; GT = genotype; HCV = hepatitis C virus; ITT = intent-to-treat; NA = not applicable; NS5A = nonstructural
protein 3A inhibitor; NS5B = nonstructural viral protein 5B; Pl-exp = protease inhibitor experienced;

SVR 2 = sustained virologic response 12 weeks post dosing

a.  Arm Cincludes HCV GT1- or GT2-infected subjects with compensated cirthosis, HCV GT3-, GT4-, GT5- and
GTé-infected subjects (with compensated ciivhosis or without circhosis), HCV GT1- and GT2-infected subjects who
had failed prior DAA treatments {with compensated cirrhosis or without cirrhosis), and HCV GT1- or GT2-infected
subjects with severe renal impairment and compensated cirrhosis.

b. Arm D includes HCV GT1- or GT2-infected subjects with severe renal impairment and without cirrhosis.

¢. Calculated using Wilson score methad, if there are at least 10 subjects in the subgroup.
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All subjects in this category achieved SVR,; regardless of baseline Child-Pugh score (Study M15-594 CSR
Table 14.2_ 4.3.1).

e. There was 1 HCV GT2-infected subject enrolled who was NS35B-experienced without cirrhosis (Subject 10207) (Study
M15-594 CSR Table 14.2_ 4.3.3.2, Appendix 16 2_ 2.4, and Appendix 162 7.3.2).
f.  All subjects had HCV GT3 infection.
g.  Allachieved SVR,, (Study M15-594 CSR Table 14.2 4.3.2.1-Table 14.2 4.3.2.3).
Note: Interim analysis.

Data cutoff date was 18 November 2016.

Cross reference:  Study M15-594 CSR Table 21

YT 2T 4 1 DITTEFICBT VANV ABORFENELEZK 2.73-1512, YT RAEFT 1 2
D ITT £EFICBIT BT ANV ABORBAE(LEZK 2.73-16 ITRT, B 7255 11 (FE5#H A
GLE/PIB, #% 5% B : OBV/PTVA) @ ITT £ Tk, MREGE D 97%LL LOWERE TS 4 8 F

TIZHCV RNA 7 A /L ZBD LLOQ Rl L 720, 2F»3¥5& TR (LLF TEOTR) ) %3
A L7= (M15-594 38 CSR Table 14.2__3.1.1) ,

YhTAET 4 2D ITTR/HTIE, 96%LL EDOHERE TR G 4 £ TIZ HCV RNA 7 A )L A&7
LLOQ R & 721, 99%7% EOTR %Ak L7 (M15-594 5% CSR Table 142 3.1.3) .

[ 2.7.3-15.

M15-594 SREEDH TR EZ T 1 1 DHEBEEDRSHAMIZH(TD HCVRNA DA LA

BEOR—R T4 oML DFHELRE (Logi UML) DOEFRIER (GLEPIBRS
BARUOBVIPTVIriZ5E B, ITT £M)
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BL = baseline; GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily; HCV = hepatitis C virus

ITT = intent-to-treat; OBV/PTV/r = ombitasvir/paritaprevir/ritonavir 25 mg/150 mg/100 mg once daily;
RNA = ribonucleic acid; W = week
Notes:

Arm A treatment:  glecaprevir/pibrentasvir 300 mg/120 mg once daily for 8 weeks.

Arm B treatment: ombitasvir/paritaprevir/ritonavir for 12 weeks.
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Interim analysis. Data cutoff date was 18 November 2016.
Cross reference:  Study M15-594 CSR Figure 14.2_ 1

& 2.7.3-16. M15-594 SHERDH TR T 1 2 DHBREOHRSHMICE TS HCVRNA A LR
BOA—Z514 U bDOFHELRE (Logp UML) DRFFIIHEE REHECR
Vg 58D, ITT M)

2 o %
g \
1 &
: !
g .24 \\I \
<] \4
g \
8§ -1 A
o A
: e
E o4 o=
g ﬁ;‘-“‘"——z{_ _ ; 11 T
E
T -5
L%}
3
* -6 I T T T T T
BL Wi W2 W4 w8 W12
VISIT
—&— ARMC
~—-=- ARM D

BL = baseline; HCV = hepatitis C virus; ITT = intent-to-treat; RNA = ribonucleic acid; W = week

Notes:  Arm C treatment:  glecaprevir/pibrentasvir 300 mg/120 mg once daily for 12 weeks.
Arm D treatment:  glecaprevir/pibrentasvir 300 mg/120 mg once daily for 8 weeks.
Interim analysis. Data cutoff date was 18 November 2016.

Cross reference:  Study M15-594 CSR Figure 4.2 2

273212 M15-828 HER (FTE&EH ; BiEAIL, FEER EEMRHER)
2.7.3.21.2.1 M15-828 RERDMWERE D MNER B U A DR E4FE

M15-828 BRI Z S AN - $BRE DWNER A3 2.7.3-10 ITRT, 3 136 FlOWERE 2 AR BRIZHEA
, i ib | ERBRELZRE L, 134 FlOHEBRENIRBRECKRETET Lz,

58 A (GLE/PIB) T 1 fIRUHRER B (SOF+RBV) T 1 FIOF 2 flO#EBEE BIRBRIED
WhHEZPIE L7z, HER A T2HARVERER B TI1 Hl0 3 FlomsanFH s hitL, &5
BEA DO FOWBRENRELET Lz, 124 0lOWBREIHRELRRLERTTH S,
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R&D/M6/1196
# 2.7.3-10. M15-828 SHERDHEREONR (LHERE)
HCYV GT2, Nencirrhotic, DAA-Naive
Arm A Arm B
GLE/PIB SOF + RBV

Parameter, n 8 Weeks 12 Weeks
Subjects randomized 90 46
Subjects treated 90 46
Study drug disposition

Completed study drugs 89 45

Prematurely discontinued study drugs I 1

Interrupted study deug for toxicity management ! 2
Study disposition

Completed study 9 0

Prematurely discontinued from study 2 1

Ongoing 9 45

BID = twice daily; DAA = direct-acting antiviral agent; GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once
daily; GT = genotype; HCV = hepatitis C virus; QD = once daily; SOF + RBV = sofosbuvir 400 mg QD + ribavirin
600 ~ 1000 mg based on weight divided BID

Note:  Interim analysis. Data cutoff date was }1 January 2017.

Cross reference:  Study M15-828 CSR Table 10

MI15-828 PBRICEIT A ITT £ O A DFFSFEI08EEE % 2.7.3-11 17T, ADBEHEa0EE
ISR A RUERE B THEHELTEY, WTIROERIZSWT LIS EMNICHE
REIRD R o T (M15-828 3k CSR Table 14.1 2.1, Table 14.1  2.2) . iASREH 1
HETHEsLEEBY, ARBOEREI T XTHRATH -7 (M15-828 3B CSR
Table 14.1_2.1) , WEREOZ I LMETHY, BMI A 25 ke/m” K Th o7z, F3 50D 1 O
EhEIk oS L L ETHh o7,
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R&D/16/1196
#®27.311. M15-828 SHEROD A OHRET 2RI (TT ZRED
HCV GT2, Noncirrhotic, DAA-Naive
Arm A Arm B
GLE/PIB 8 Weeks SOF + RBV 12 Weeks

Characteristic N=90 N =46
Sex, n (%)

Female 48 (33.3) 25 (54.3)

Male 42 (46.7) 21 (45.7)
Age distribution, n (%)

< 65 years 61 (67.8) 29 (63.0)

> 65 years - <73 years 19 (21.1) 9(19.6)

= 75 years 10 (1.1} 8(17.4)
Age, years

Mean (8D) 57.46 (13.07) 58.89 (13.64)

Median 37 58

Min — Max 26-83 21 -84
BMI, n (%)

<25 kg/m® 71 (78.9) 34 (75.6)

> 25 kg/m” 19 (21.1} 11(24.4)

Missing 0 1
BMI, ke/m®

Mean (SD) 22.86(3.31) 23.05 (4.20)

Median 22.79 22.67

Min — Max 14.19-33.61 16.77 - 35.01

ANOVA = analysis of variance; BID = twice daily; BMI = body mass index; DAA = direct-acting antiviral agent;
GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily; GT = genotype; HCV = hepatitis C virus;
max = maximim; min = minimum; [TT = intent-to-treat; QD = once daily; SOF + RBV = sofosbuvir 400 mg QD +
ribavirin 600-1000 mg based on weight divided BID; SD = standard deviation

Notes:  The difference between Arm A and Arm B was not statistically significantly different for any parameter, based on
the Chi-Square test using non-missing values for categorical data and 1-way ANOVA for continueus data.

Percentages were calculated on the basis of non-missing values.
Cross reference:  Study M15-828 CSR Table 11

M15-828 B ITT EFAICBITAR—RA T A VESBEMEL%273-12 R, X—AT A
PRSI AR A RURSER B CEL LTV, TS TOMBREIZBVT HCV GT2 ORI
MREH LR,
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¥ 2.7.3-12. M15-828 SERDA—X S 4 LRBFHME (TT £H)

HCV GT2, Noncirrhotic, DAA-Naive

Arm A Arm B
GLE/PIB 8 Weeks SOF + RBV 12 Weeks
Characteristic N=90 N=46
HCV genotype and subtype (by phylogenetic
analysis), n (%)
GT2a 65(72.2) 30(65.2)
GT2b 25 (27.8) 16 (34.8)
IL28B genotype, n (%)
cC 67 (74.4) 37 (80.4)
non-CC 23 (25.6) 9(19.6)
CT 21 (233 3(17.4)
TT 2(2.2) 1(2.2)
Baseline HCV RNA level (ITU/mL), n (%)
< 100,000 15 (16.7) 5(10.9)
= 100,000 75(83.3) 41 (89.1)
Baseline HCV RNA level (log g [U/mL)
Mean (SD) 6.0 (0.81) 6.1 (0.79
Median 6.3 6.2
Min — Max 3.7-12 3.9-172
Prior HCV treatment history, n (%)
Treatment-naive 75 (83.3) 38(82.6)
Treatment-experienced 15 (16.7) 8(17.4)
Baseline fibrosis stage
FO-F1,n (%) 29 (74.4) 16 (76.2)
F2,n (%) 6{15.4) 4(19.0)
F3, n (%) 4(10.3) I (4.8)
Missing data, n 51 25
Baseline ALT (U/1.)
Mean (SD) 49.0 (42.84) 63.3 (71.24)
Median 30.5 37.0
Min —Max 11-224 10-368
Baseline platelet count (10°/L), n (%)
< 100 1(1.1) 2(4.3)
= 100 89 {98.9) 44 (95.7)
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EJLEREN

HCYVY GT2, Noncirrhotic, DAA-Naive

ArmA ArmB
GLE/PIB 8 Weeks SOF + RBV 12 Weeks

Characteristic N =90 N=46
Baseline platelet count (109&)

Mean (SD} 196.5 (51.61) 187.7 {63.66)

Median 192 184

Min — Max 87 -368 38 —443
Baseline eGFR (mL/min/1.73m%), n (%)

>90 20(22.2) 9 (19.6)

> 60~<50 61 (67.8) 35(76.1)

>30-<60 9(10.0) 2(4.3)

<30 0 0
eGFR {mL/min/1 .731112)

Mean (SD} 77.3 (16.06) 78.1 (14.88)

Median 74.3 75.0

Min — Max 51.0-131.9 50.4-1184
History of diabetes, n (%)

Yes 7(7.8) 3(6.5)

No 83 (92.2) 43 (93.5)

ALT = alanine aminowransferase; ANOVA = analysis of variance; BID = twice daily; DAA = direct-acting antiviral agent;
eGGFR = estimated glomerular filtration rate; GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily;
GT = genotype: HCV = hepatitis C virus; IL28B = nterfeukin 288; ITT = intent-to-treat; max = maximum; min =
minimum; QD = once daily; SOF + RBV = sofosbuvir 400 mg QI -+ ribavirin 600-1000 mg based on weight divided

BID; RNA = ribonucleic acid; 8D = standard deviation

Notes: The difference between Arm A and Arm B was not statistically significantly different for any parameter, based on
the Chi-Square test using non-missing values for categorical data and 1-way ANOVA for continuous data.
Percentages were calculated on the basis of non-missing values.

Cross reference:  Study M135-828 CSR Table 12

27.3.2.1.2.2 M15-828 SRERDEHMMEHER

ITT #£FICB1T 5 SVRI2 FRUEREAKDOEHM %K 2.7.3-13 12777, &E5H A (GLEPIB)
0 SVRI2 BT 97.8% TH Y, EFEB (SOF+RBV) ¢ SVRI2 & 93.5% Tdh -7, SVRI2 F
OBEfEZE (BEH A—EM B) 1F43% (O3%ERER : -3.5% - 12.1%) ThHoiz, HEED
5% SRR O TIREASEANICER SN LIELE~Y— T THDH-10%% LR -7, LizhioT,
GLE/PIB ¢ 8 # ) # 5.1 SOF + RBVI12 #5108 LIESHETH B Z EMRENT,

BEE A ICBWT T ANV AZEERFEARIE (BE5FO U A 2 R ENTRER TS IIER)
ERD ONAehoT, BEFHEAD2HITISVRIZEZER LE»om Q1101 7 —# Kifll, 25402
IEERES E R)  (M15-828 #ABR CSR Table 142 12.2) , B5EE B © 2 ] (22602 B
22503) ITES O SVRI2 RIER Lo (M15-828 3B CSR Table 142 12.2) .
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SOF+RBV H® 3 B (24202) &, BBEERSP IO SVRI2Z 2EE L2
(M15-828 Bk CSR Table 142 1.2.2) ,

# 2.7.313. M15-828 BEED 7 M LAFHRIE (SVR12, ITT M)

HCYVY GT2, Noncirrhotic, DAA-Naive

Arm A Arm B
GLE/PIB SOF + RBV
8 Weeks 12 Weeks
Virglogic Finding N=90 N~ 46
SVR;a, /N (%) 88/90 (97.8) 43/46 (93.5)
95% CI* (94.7, 100.0) {86.3, 100.0)
Treatment difference® (95% CI) 43(~3.5,12.1)
Noninferiority margin (%) -i0
Non-achievement of SVR,2, n/N (%) 2/90(2.2) 3/46 (6.5}
Reasons for non-achievement of SVR», n/N (%)
Virologic failure
On-treatment virologic failure 0/90 0/46
Relapse® 0/89 2/45 (4.4}
Non-virologic failure
Premature study drug discontinuation 1/90 (1.1) 1/46 (2.2}
HCYV reinfection 0/90 0/46
Missing SVR;; data 1790 (1.1} 0/46

BID = twice daily; Cl = confidence interval; DAA = direct acting antiviral agent; GLE/PIB = glecaprevir/pibrentasvir
300 mg/120 mg by mouth once daily; GT = genotype; HCV = hepatitis C virus; ITT = intent-to-treat; QD = once daily;
RNA = ribonucleic acid; SOF + RBV = sofosbuvir 400 mg QD + ribavirin 600 — 1000 mg based on weight divided
BID; SVR,; = sustained virologic response 12 weeks post dosing

a. Calculated using the normal approximation to the binomial distribution.
b.  8SVRy; rate in Arm A minus SVYR,, rate in Arm B.

¢.  Relapse is defined based on subjects that completed treatment.

Cross reference:  Study M15-828 CSR Table 14

ITT S£EZ BT B— R T o AEBEMEIC S B ER @ SVRI2 2% 2.7.3-14 IT7RT, 5
ooz GREFHEAT26), FEBEB T34 TSVRI2 ZE Loz, 3TN ER
TEVY SVRI2 SAEH (MI15-828 35 CSR Table 142 12.1) , WFNOEHSEEIZEBNT
LIS L B ERBE TO SVRI2 BOA v AL OFRE— 3L 62T,
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& 2.7.314. M15-828 SERD AR T E A 7 A L AFRIRIG (SVR12)

(7T &£

HCV GT2, Noncirrhotic, DAA-Naive

Arm A Arm B
GLE/PIB SOF + RBY
8 Weeks 12 Weeks

Subgroup n/N (%) 95% C1 /N (%) 95% CI
HCV genotype and subtype

GT2

GT2a 03/65 (96.9) (89.5,99.2) 28/30(93.3) (78.7,98.2)
GT2b 25/25 (100.0) (86.7, 100.0) 15/16 (93.8) (71.7,98.9)

Prior HCV treatment history

Treatment-natve 73/75 (97.3) (90.8, 99.3) 36/38 (94.7) (82.7, 98.5)

Treatment-experienced 15/15 (100} (79.6, 100.0) 7/8 (87.5) N/A
IL28B genotype

CcC 66/67 (98.5) (92.0,99.7) 34/37 (91.9) (78.7,97.2)

non-CC 22/23 (95.7) (79.0,99.2) 9/9 (100} N/A
Sex

Female 47/48 (97.9) (89.1, 99.0) 24125 (96.0) (80.5,99.3)

Male 41/42 (97.6) (87.7, 99.6) 19/21 (90.5) (71.1,97.3)
Age, years

<63 39/61 (96.7) (88.8,99.1) 28/29 (96.6) (82.8,99.4)

>65-<75 19/19 (100} (83.2, 100.0} 9/9 (100) N/A

=275 10710 (100) (72.2, 100.0} 6/8 (75.0) N/A
BMI, kg/a112

<25 69/71 (97.2) (90.3,99.2) 31/34 (91.2) {71.0,97.0)

=25 19/19 (100} (83.2, 100.0) 11T (100} (74.1, 100.0)

Missing 1/1 (100} N/A
Baseline HCV RNA level, iU/mL

< 100,000 14/15(93.3) (70.2, 98.8) 5/5 (100) N/A

> 100,000 74/75 (98.7) (92.8, 99.8) 38/41(92.7) (80.6,97.5)
Baseline fibrosis stage

FO-F1 29/29 (100) (88.3, 100.0) 14/16 (87.5) (64.0, 96.5)

F2 5/6(83.3) N/A 4/4 (100} N/A

F3 4/4 (100) N/A 1/1 (100} N/A

Missing 50/51 {98.0) (89.7,99.7) 24725 (96.0} (80.5, 99.3)

BID = twice daily; BMI = body mass index; CI = confidence interval; DAA = direct-acting antiviral agent;

GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily; GT = genotype; HCV = hepatitis C virus;
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IL28B = Interleukin 28B; ITT = intent-to-treat; NA = not applicable; QD = once daily; RNA = ribonucleic acid;
SOF + RBV = Sofosbuvir 400 mg QD + Ribavirin 600 — 1000 mg based on weight divided BID; SVR,, = sustained
virologic response 12 weeks after last dose

a. Calculated using the Wilson's Score method and only produced if each subgroup has = 10 subjects for each arm.

Note: Zelen's test did not detect heterogeneity of difference in odds ratios of SVR; rates by freatment arm across
subgroups for any of the subgroups in the table.

Cross reference:  Study M15-828 CSR Table 18

ITT £[JIZHBT 5 U A L ABROREFIECE K 2.7.3-17 IZ7RT,

X 2.7.3-17. M15-828 BB DHEEDRSHBEIZH TS HCVRNA DA LREDA—ZA 54 >
NoDFHELRR (Logyp UML) DFERIMESE RE5HARUVESHB, ITTH
M)

MEAN CHANGE (STANDARD ERROR) FROM BASELINE
w
1

T
BL W1 W2 a4 WS W12

VBT
—e— ARMA
-—+— ARMB

BL = baseline; HCV = hepatitis C virus; ITT = intent-to-treat; RNA = ribonucleic acid; W = week

Notes:  Arm A treatment: glecaprevir/pibrentasvir 300 mg/120 mg once daily for 8 weeks.
Arm B treatment: sofosbuvir 400 mg once daily + ribavirin 600 — 1000 mg based on weight divided twice daily for 12
weeks.

Cross reference:  Study M15-828 CSR Figure 14.2 1

27322 B R
273221 M13-583 B (FR(@H&EH)
2.7.3.2.2.1.1 M13-583 SHEEDHERE DN KB U A OMKETFERF M

M13-583 BRI AN T-HEBREZE DR A2 3 2.7.3-15 1275, 71 121 HlowERE 2 ARBRICHEA
N, IBBRELEE L, BEEL0ED, 2 flOgBRENERBRECHRELFIE L=, EBREOR
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HORESFD =, 1| FOEERENFE PR Lin (M13-583 35k CSR Table7) . 118 D5
ENRBRIEORERFET L,

# 2.7.3-15. M13-583 BN HBEFDOAR (LHEHRE)
Parameter, n GLE/PIB 12 Weeks
Subjects randomized 121
Subjects treated 121
Study drug disposition
Completed study drugs 118
Prematurely discontinued study drugs 3
Study disposition
Completed study 28
Prematurely discontinued from study i
Ongoing in the Post-Treatment Period at SVR» 92

primary analysis time

GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily; SVR,; = sustained virologic response 12 weeks
post dosing
Cross reference:  Study M13-583 CSR Table 6

MI3-383 BRERIZEIT A ITT MO A DREFAREMER# 27316 (TR T, ARBOESREO
L BAATHY, BMThotz, T, WREDIZE A ED 65 HERM, BMI 30 kg/m® KT
Hot,
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R&D/M6/1196
g 2.7.3-16. M13-583 BAERD A DT RS (TT £H)
GLE/PIB 12 Weeks

Characteristic N=121
Sex, n (%)

Female 44 (36.4)

Male 77 (63.6)
Race, n (%)

White 84(71.2)

Black or African American 8(6.8)

Asian 24 (20.3)

American Indian or Alaska Native 0

Native Hawaiian or other Pacific 0

Islander

Multi race 2(1.7)

Missing 3
Ethnicity, n (%)

Hispanic or Latino 2(L.7)

None of the above 119 (98.3)
Age distribution, n (%)

< 65 years 108 (89.3)

2 65 years 13 (10.7)

< 75 years 118 (97.5)

> 75 years 3(2.5)
BMI, 1 (%)

<30 kg/m” 100 (82.6)

> 30 kg/m® 21 (17.4)

BMI = body mass index; GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily; ITT = intent-to-treat
Cross reference:  Study M13-583 CSR Table 9

MI3-583 BB ITT EFBITBITAR—R T A VEBREEH T 27317 1577, #BEIT HCV
GT4, GT5 XX GT6 ~DELBBD L, 83450 1 BELRFEERE Ch-o1-,
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#*® 2.7.3-17. M13-583 HERDA—R 54 RERHE (TT £
GLE/PIB 12 Weeks

Characteristic N=121
HCV genotype, n (%)

GT4 76 (62.8)

GT5 26 (21.5)

GTé 19(15.7)
IL28B genotype, n (%)

CcC 30(24.8)

non-CC 91(75.2)

CT 68 (56.2)
TT 23 (19.0)

Baseline HCV RNA level (IU/mL), n (%)

< 6 million 99 (81.8)

> 6 million 22 (18.2)

< 10 million 116 (95.9)

> 10 million 54D
Prior HCV treatment history, n (%)

Treatment-naive 82 (67.8)

Treatment-experienced” 39(32.2)

Baseline fibrosis stage

FO-F1,n (%) 104 (86.0)

F2,n (%) 8 (6.6)

F3, n (%) 0(7.4)

F4, n (%) 0
Baseline platelet count (10%L), n (%)

< 100 0

=100 121 (100)
Baseline eGFR (mL/min/1 .73:112), n (%)

<60 1(0.8)

>60-<90 49 (41.2)

Z90 69 (58.0)

Missing 2
History of diabetes, nn (%)

Yes 11(5.1)

No 110 (90.9)
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eGFR = estimated glomerular filtration rate; GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily;
GT = genotype; HCV = hepatitis C virus; IFN = interferon; IL28B = Interleukin 28B; ITT = intent-to-treat;
max = maximum; min = minimum; peglFN = pegylated interferon; RBV = ribavirin; RNA = ribonucleic acid;
SD = standard deviation; SOF = sofosbuvir

a. Previous treatment: [FN or peglFN £ RBV, or SOF + RBV = peglFN therapy.

Cross reference:  Study M13-583 CSR Table 10

27.3.2212 M13-583 REROHMEER

M13-583 FRERIZIIT D HCV GT4-GT6 2 H LT X TOERE DOLED SVRI2 EE K 2.73-18
IZ5Rd, Yo /A TR SVRI2 3L, HCV GT4 Rk L~ 5 ¢l 98.7% (75/76 ) ,
HCV GT5 (R L= #E5E Tk 100% (2626 #1) , HCV GT6 Rk L 723538 Tik 100%

(19/19 7)) T -7 (M13-583 8Bk CSR Table 14.2__4.1.1) . &GWIRITIT 7 A L R ENGTRTR
TR BN EHRE T2 <, BEEMNO 12 Ak E CTRERPRD b ikmE i
Mofz, HCV GT4 2R Uiz | Flo#REIIHE 12 BRICEREORES LRI, SVRIZ &
BERE Lo T,

£ 2.7.3-18. i M13-583 BRBRMD HCV GT4-GT6 1T T 571 ILAFHRE (SVR12)
(TT &)
GLE/PIB 12 Weeks, Noncirrhotic
(N=121)
Assessment n/N (%)
SVRa, 0/N (%) 120/121 (99.2)
95% Cl 97.6, 100.0
Non-achievement of SVR;», /N (%) 17121 (0.8)
Reason for non-achievement of SVR,,, n/N (%)
Virologic failure 0/121
On-treatment virologic failure 0/121
Relapse 0/118
Non-virologic failure, n/N (%) 1/121 (0.8)
Premature study drug discontinuation 1/121 (0.8)
HCV reinfection 0/121
Missing SVR, data 0/121
Other 0/121

Cl1 = confidence interval; GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily; GT = genotype;
HCV = hepatitis C virus; ITT = intent-to-treat; RNA = ribonucleic acid; SVR = sustained virologic response;

SVR;» = sustained virologic response 12 weeks post dosing
Note:

Backward imputation, where applicable, was used to impute missing data.  After applying backward imputation,

if there was still no value in the window but there was an HCV RNA value from a local laboratory present, then it was
to be imputed into the SVR window. Otherwise, subjects with missing data were counted as failures.
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Cross reference:  Study ivi13-583 CSR Table 12

273222 M14-868 SE (BEEFE)

M14-868 BEROD/S— N 1 U= b 2 OFEO ERFERITEUTO LB Y Thote,

e s%— K1 TGLE300mg &(OPIB 120mg % 1 A 1 @ 12 @B 5T A0EEIZIL, &
{aFE R U PR BETAFRD HOV GT2 okl L /- IEfFIE 038R 25 B, RIGERU PR
BETRIED HCV GT3 1ZRkHe U 7= JERTIE A O 5 30 8 2B ALz,

o ,%— b2 CGLE 300mg ZUPIB 120mg % 1 A 1 [@ 8 @M%5I 28 eE i, &
TEPR BTN PR BEFRIR O HCV GT2 (T U - JEAFE ol 54 a2 AN, &
12, SRIBFEO HCV GT3 I U= JEAFEZE o w5 /AL, 29 Flicik 8 3R,
24 B 12 BERE Ui, 72, EIBEEU PR BEIATED HCV GT3 (EH: LT
TRIE DS AN, 24 B2 12 818, 4 FiCiE 16 EEEE Lz,

o GT2 IThEH: U FRIFIE kB E O SVRI2 2L, 23—k 1 TIX 96.0%, /— k2 T
2 981% Ch ol TANVAFEREFARIIFIEERD bhigd ol

o =1 (12 EEEE) T HCV GT3 TR L7 IERFIEOWERE © SVRI2 3T
93.3%TdHh v, +S—k 2 T 96.6% CRIRFEHIC 8 MH#EE) RU91.7% EBEMEFRMAIC
12 BfEEEE) THotz, TANVAFENBETREII 2 #HThHo T, EPOT AL
RFBTERARRTIAS 1 ], B 1 FITHY, WPht 12 RS OBRBEATH
27,

e HCV GT3 (ZiRYE L= TR OWIRHE O SVRI2 813 96.4% Th o 7o, MG OHEERE
4 24 L 12 MRS T SVRIZ BEERR L, BERFROMERE 4 HH 3 Flkk 16 i8R
BHC SVRIZ 3 L7z, SVRI2 #3ERL Lieh o7 1 Flid 16 BE#HEETHICER
L.

e GLE 300mg ZUPIB 120mg #&de LA D1 B 1 [EHREIZLY, RBY AT
TERRKOFUMENFTEN, BCV GT2 @ L7 EOWHRE R USRIBED
HCV GT3 (B L7~ BT oub B <k, 8 @il Eick D, vA L ASME
FEARRSHAILERD HNE, &V SVRI2 EANE LN, HCV GT3 (R L= FEE
DWEERE XIEEBFE D HCV GT3 (R L7 iBE ¢k 12 @RS L v En
SVRI12 G LT,

o HCV GT2 IZREY L7 HEBRE B RRVAIR 0 HCV GT3 IR L 7= #E5RE Tik, HCV H
TV FAT, R=RT A D HCV RNA i, R o 27—, i3 NS3
BUOV/ i3 NSSA OBEEOFELREDO~R—AT A VIFOBERFXIE 74 LV AREF
b b9, GLE300mg RUSPIB 120mg 1 B 1 E#EICL Y, BmEoHEIRE
AW

M14-868 HERD 4~ [ 3 OFDEDELRBRIILLTOLEBY Thotz,
o ETAFER ONEBFED HCV GT3 (ZEHe U7 B2 UL FEATEZE O BRE 131 M2 A
v, GLE/PIB % 300mg/120mg ®HEET 1 B 1 B 12 BE&RS (62 ) Xid 16 @8
e (69 F) Li-,
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o BEIEERO HCV GT3 TN U 7= JERFEZE kB E > SVRI12 SR 12 8RS T 90.9%
(20/22 )} , 16 BREEET 95.5% (2122 ) Th-ot-, 12 WHEERSEET 2 Hi8,
16 AEFEHET WJﬁ‘aﬁﬂ?k L7z,
e SRIEFED HCV GT3 TRk Ltﬂﬁﬁ%@%&%ﬁ%@ SVRI2 2% 12 BEIHEEE T 97.5%
(39/40 f) T oo, VA NAENBERAEIEIIRD Shiihoaiz,
o BEIBRO HCV GT3 W2 U= A O #ERE @ SVRIZ 2T 16 BEHREET 95.7%
(45/47 ) THot, BEFO VAN AENERFRDEUCBERIEIE 1 fiTthoTo,

o HiESk M14-868 FER T SOF BEISHR D HCV GT3 (T | /- 1kla3E 8 (A~ GLE/PIB @
12 @SS L A SVRI2 211 100% THh -7,

o  [EEID, RIBFREUELBIO HCV GT3 12 L TR O HERE T, ~_—X 74
/H%EOD HCV RNA B, Bi&EOEE (IFN 8514 B W= giiBi X3 SOF # & Lrailis
$E) , HCV W7 & A7, LD AT, Wik NS3 KU/ T NS5A OFER
DEERLEDR—-AF A4 EDBFERFIIEZVANVARFIZONb 5T, @A
M3 i,

M14-868 FRERD /X— M 4 OFPEO ERFERIZUTO LB Thotz,

o RIEFERUBLHRFED HCV GT2 BT GT4-GT6 IZMH: L= #k5hE 203 filz/3— b 4 {2
#BAM, GLE/PIB % 300 mg/120 mg OFAET 1 B 1B 8 #E#EE L=,

o BEELLT, /%~ h4DSVRI2 HIT066% Th o7, HCV GT2 [l L 7-#lE o
SVRI2 #i 98% (142/145 f5l) TH b, 2 FHFEM LI, SVRIZ 3L HCV GT4 ¢
93.5% {(43/46 ) , HCV GTS T 100% (272 #) BT HCV GT6 T 90.0% (9/10 )
THofz, HCV GT4, GTS ik GT6 1Y Lo g8 T, 74 L REAEFERR
BT bReh o,

e SOF #ELeFiiafeRpIhe> HCV GT2 (i L=k o> SVRI2 2% 83.3% (5/6
5) Tdhoi-, SVRIZ ZERE L7 - 7 1 BT GLE ORBEEMES, ZHHEHEY
BEic B L T d EHEEENRS,

o NRN—RT A UIFOHCV RNA &, BSEOAE, AR OME (FN 8A1%2 AV izl
TREEX T SOF %aUﬁI}FL‘Ff} , HCV B 7 &4 2°, [Tk A7 -, Xk NS3
&0\ ! XiE NSSA OEROFWR EDS—RT A EEORFERT XD A A EF

i b T, BOESENRED b,

27.3.2.2.3 M13-504 HE8 (BEFH)

MI13-594 BB ORNEOERRRIIL TR EBY THoiz,
o SRIAFRD HCV GT3 IR L ETRREE OWHRE 505 Ble T O 3 2OBEHD S B
1 DA  GLEPIB 300mg/120mg @ 1 H 1 [@ 12 MBE%SE (233 #)
SOF +DCV @ 12 8## 58 (115 %)) XX GLE/PIB 300 mg/120mg @ 1 B 1 [& § &
M EEE 574D

e SVRI2 23, GLE/PIB 300mg/120mg @ 1 B 1 [@ 12 #WEEFERE T 95.3%, GLE/PIB
300 mg/120mg @ 1 A 1 @ 8§ BEHREEET 94.9% Th -7z, SVRI2 L SOF+DCV
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12 A SR SVRI2 2]izxf L, GLE/PIB 300 mg/120 mg > 1 H 1 [&] 12 i 3% 58
DIELIENT i,

e GLE/PIB 300 mg/120mg @ 1 B 1 [B] 12 MERERE TIE VA /L A ERGEFRARED 4
FIFED b, EORFRIIHFES P OTEFAFRKE 1, %E’A fFlTé# -7z, GLEPIB
300 mg/120mg @ 1 B 1 [E 8§ BEFE G TR A A AFEIVRRRARIIN 6 FERH LR,
FONFRITREDPOBFEARED 1 6, BB HTHoT,

273224 M4-172 58 (BEFH)

MI14-172 BB OFEIMED ERFERITLUTO LB Y Tho7z,

e HCV GTI1, GT2, GT4, GTS Xi GT6 {ZHEH: L /= EMEATIEE OERE 146 Fl &R
AM, GLE/PIB # 300 mg/120 mg MHFRT 1 B 1 [E 12 @EHRE L=,

o  B{ED SVRI2 X 99.3% CTh o7z, HCV GTla iZ@E: Lo #E5rE 1 Flic 4 v RE
ROTERER AT (B R bhr,

o Uz /HATBDSVRIZ HIZ, HCV GT1 T 98.9% (89/90 ) , HCV GT2 T 100%

(3131 #) , HCV GT4 T 100% (16/16 7l) , HCV GT5 T 100% (272 ffl) , HCV

GT6 T 100% (7/7 ) Thoiz,

o NG A UNIRITBTANAENTRIRARIIE Tl AR, A RDSEHEENE
1, ~L— 74’ RO HCV RNA ], HCV P2 ) 347, _—RAF A4 AMEONSI K&
U8/ Xid NSSA OEROFE, JLmofifFEs, IgaRoaTEZ a0, @b
iR hoi=,

2.7.3.225 M15-410 8 (BEFH)
MIS-410RBOFIMOFRERMUTOEBY Thotz,

A= 1

NSSA HEAIR T / 3Tk PLEEISHRE] 22 T, GLE 300 mg RU'PIB 120mg @ 1 A 1 FH 12

R H-0> SVRI2 ZBlX 86.4% Thh o7, LivL, A L AFEERAMIIE HCV GTla IR
L=t 1 floAHr BEEPEOT LA 2 A0—) THY, 2 FidF—FOKETLD SVRIZ A3
B E N . HCV GT1b e U7 B 4 X3 =T SVRI2 28Rk L7z,

Ik 2

NS3A FHEHE T / Xid Pl 2EH7 DAA 2 5 TaliaEE RSO FFIEE I SEATFHE O HER
& 91 FlxsE A, GLE/PIB % 300 mg/120mg OFA®ET 1 B 1 [E 12 B (44 F) T 16 ERE
(47 ) &E5 L7, HCV GTla IR L=BRE T 67 fl, HCV GTIb {2 Lz #EAE T 19
5, HCV GTlc \@He L7t id 1 4], HCV GT4 I LB I 4 fITH -, AF Y
— = JBEIZ HOV GT1b BRIRERRE & Xiuf 19 Fldh 1 i, BICRESHAETIC LY HCV GTle
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ICEREE L TV A D EARES D, HCV GTIb I L - l5hE O IIgbiiro
7=. GLE/PIB 300 mg/120 mg # ¥ 5 L7-fE 8, SVRI2 Zid 12 MR 58 T 88.6%, 16 AMxE
BT IS5%THo,
NS5A BAZEAIR U/ X Pl 257z DAA 2SBS0 HCV GTIb 1Tk L7 T
EITIENFEEOTERE BT, GLE/PIB 300 mg/120 mg 2324 U558, SVRI2 ST 94.4%
(1718 ) Th -7z,
BRI MFERAANATICZ - DAA ATRIROFEIC LY, DTOED, SVRI2Z KEENR
BT,
o Pl BEVRRE T, NSSA EASRBREOWSE TR, GLEPIB @ 12 @EXIT 16 AHE
L@ SVRI2 #X 100%Th o7z, Pl 1L DRHAROLOEGE, XE~—RJF A
D NS3 EROZL (NSSA EREZMHDZRV) B s Baicidgshiticggsr s
2o te, T EDFMEOMEER T GLE OWET 17 7 4 hvh, Pl BERHE
(NS5A [BEAIREGT) OBFETE, SOF RU/ UL RBV #FH @ IFN BEERR O SB35
EERD LY A AL RSB TH S Z LR S i,
o NS5A BEREEEROMWERE TiX, GLE/PIB 300 mg/120 mg #4500 SVR12 81X, ~—
AT A D NSSA BROFWIZHb 6, 12 #E%S5 T 83.3%, 16 ML T
88.2% T o T,
e NS5A BREFRIBLIAFEO HCV GT4 1T U/~ #5E 4 1D SVRI2 T 100 Th o7z,
e Pl U NSSA BRI O AREEICEERBOWRE T, Btk vi&rot, v
A N AEOOTRFRARREE, 1 FlERRE, Wb HCV GTia CEEH L oA Ch
Sfr, T OWERE LR CHOEN L VK oA, N—RF 4 VO NS3 ETU
NSSA OFEER7 I JBEEMT (NS3 @ 155, 156, 168 if BT NS5A @ 24, 28, 30,
31, 58, 92, 93 {i) OERBHFETIILILLDEZBALNRD, INLDBETIE,
TEREERFORZ225 3 O DAA ZBINTAZ LICL R T7 1 v FRELNA WREME
BEZHND,
e HCV GTIb (TR LR ED 2B | T4 A A EREFRRAEIER0 bivi,
_ﬂ6®m%%f , N— AT A IR BB NS3 BT/ LIENSSA OEER
72/ BRI oZﬁm BRI EEERIFE R o1,
. N%Aﬁ%ﬁﬂ%ﬁwﬁﬁﬁfi,A—X74yﬁ®N%A%E%ﬁ@ﬁ%K$mb
59", GLE/PIB @ 12 %500 SVR12 $BIL 82.8% Th o /=,

273226 M13-590 B (BEEH)

MI3-5390 BB OF D ZRFERIUTOEEY ThHhoTz,
e HCV GT) ChEHe Uiz e oWl iHE 703 # %2 &ESBEI L, GLE/PIB %
300 mg/120 mg DT 1 A 1 [E 12 3 (352 F) Xix 8 18R (351 #1) ®&E L,
o SVRI2 3E{X GLE/PIB @ 12 HE[E# 5T 99.7%, 8§ AMEEET9.1%Th-o7-, 12 B
BEFETIIVA L AE m%ﬁ?ﬁ%ﬁ@ W BT, AR BETRRS RO YA
Mo A EEHRFEAR S 1 g b,
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obbvie YuLaFLeikig: ETLVEREL

2.7.3 BREREYE R
R&D/16/1196

273227

GLE/PIB @ 12 @M 51, OBV/PTVh + dasabuvir £ RBV X% SOF/LDV @ 12 i8[#E

BEOSVRI2Z EOE A MY AT —FIiw L THESAHTHY, GLEPIB @ 8§ BEER

503 GLE/PIB @ 12 RS L THESHETH -1,

HIV-1 O, LD AT—Y, =R T VB HCV VA VAR, RilEHE

DOFEFE (FN # L < 1E peglFN + RBV X% SOF + RBV =+ peglFN) , HCV GT1 7%

AT RIEAR—AF A O NS3 RO/ LI NSS5A DERDEERZEDN—AF A

BEOFERTF UL T A AARETFIZHh BT, RSB WESERAED bR,

8 AL TiE, HCV GTl ¥ 7 V=) #4 FZhdhbbd, SVRIZ BidEM-7
(GTla : 98.0% [150/153 811 , GTib: 100% [197/197 &1 ., F @4 : 100% [1/1

).

HCV GT1 {ZEHe U - JEFFEZE O %E (peelFN, RBV # L < & SOF #IGFEUTEE
B9 Tik, GLE/PIB ORBE2ESHEE 8 BRTHD, BEiIZEES 4 BAMEEL
T, FiMkomiizBobhixhot,

M15-464 54588 (BEEFH)

M15-464 BEROEFED LRI T O LB O ThHhoT:,

-

273228

HCV GT2 CREE: L7- 3P o G E 302 #l& {EAHIfiF L, GLEPB %
300 mg/120 mg OFAET 1 A 1 [E 128 (202 1) XiX SOF+RBV % 12 385 (100
) #E L,

GLE/PIB @ 12 1% 5.4 SVRI2 SRIL 99.5% Th o 7o, BRI, B ULE
D g A L AFEEATRIERRSINIRD bl ofz, | FlldRERTHE 12 fFO
Fe ZORMANZ XD SVRI2 ANER Sz ioT,

GLE/PIB @ 12 iBRE#%4 (SOF + RBV = peglFN IZ X B TR AR 2 6<) |

Bk L7z SOF+RBV @ 12 E#EEO A M) AATF—F] ﬁurar«w&u\ﬁ:hx
PER L,

SOF Z S EeRiRIEREND HCV GT2 (TR L A 353 O SVRI2 2 100% (6/6 )
THhoi,

A2 Z A G HCV RNA £, PR # L <X SOF/RBV * peglFN iZ L A RITARDOF
e R — AT A BFOD NS RO NI NSSA ZEOFREZED, 74 /LAER
B 2 T3 S E 52 ho iz,

GLE/PIB @ 12 #BR#% 45 @ SVRI2 i, HCV GT2 ¥ 7 F A Ao b @Ehois,
NS3/4A U / XL NSSA ELFIDBFEMAEITIC L T, HCV G2 37 %147 & LT
HCV GT2a (721{#]) , HCV GT2b (53 #fl) , HCV GT2c (45 ff) RUE D 5 fiFED
Y7 E A7 (20 ) O 8 TERIEAARFEERG GLE/PIB OiF 5B S (MI15-464
#: CSR Table 14.2_ 6.2} ,

M15-462 5% (BEEM)

M15-462 B OE SO ERHERIILITO B Y THhoTz,
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2.7.3 BRERMIAZNE
R&D/16/1196

273229

B EEFST CKD 27— 4 RUCKD AF— 5 O HCV (TR U153 104
il & # A, GLE/PIB % 300 mg/120 mg HAET 1 8 1 [E 12 BERSE L,

SVRIZ 21k 98.1% (102/104 f5]) Th -7, ARBTIE, BRARUEERDOTA VA
FEIRBEARREDEITED bR o T, 1 FITRERTER 12 BiFo7— 20Kl
2V SVRI2 AER ST, 4o | BIETEREDERGFIEIZL Y SVRI2 AEM S
mhes T,

AR R, —2XF A4 VO HCV RNA &, HCV Y=/ ¥4 7, CKD A7
- FFHEEOHE, EETAINFRE, AEEORE, XEX—R2J7 4 AKED
NS3 BV / Xid NSSA BEOFELRPOSR—RA T A VOB ERTXIT7A4 L AHE
Flohdbh B, BmOERIMENR EN T,

M14-867 (58 (BEEM)

M14-867 BB OE MO FER2ERIIUTOLEBY Chol,

WeERE 174 AR AN, GLE R PIB 2 —E0HARBEATHE L, GLE
300 mg+PIB 120mg 1 A 1 @% 66 Fliciks Lz (HCV GT1 IZREge LA o
ERE 34 7] : GLE 300mg+PIB 120mg 1 B 1 [E#% 8 BfE#E, HCV GT4, GT5 X
W GT6 (CREHe L 7= JERTIEZE O Ba 32 7 : GLE 300 mg+PIB 120mg 1 A 1 [E#%
12 WA&RE) .

SVRI2 S&i%, HCV GT1 B ESEIC T 5 8 BRH®E5 T 97.1%, HCV GT4, GT5 X
ML GT6 RGERE T 5 12 BREEE T 100% THot-, WTROBERTH VA
N ZEER TR FER R SRR B AR o T,

HCV Y= /7 747, b 27— (VL2 &) , HCV I+ 5081
BRROAFIE, IR —A T A O NS3 BT/ it NSSA BROFWAR LD—2R
A CBEORSE (BEETF XLV AARET) Zhhin g, HCV GT1, GT4,
GT5 Xit GT6 IR L= HhE 0+ ST oHEH T, GLE R PIB @ 8 E#HE Xk
12 AR 5O SVRIZ 81T 95%% kA - Tiis,

HCV GT1 (2 U2 RIS oWSE Tk, 12 BEESIC X HFRETE) -
Fjuy

GLE RO PIB O KAE (FhFh 300mg BT 120 mg) THMERRRThH -1,
BARod bz 2 AT 5 GLEPIB OAMEIE, (R4 (200 mg/40 mg X
200 mg/120 mg) TH o7z,

SVRI2 ERZ O BBENTED bilanoic,

2.7.3.2210 M13-576 Hi& (SEEFH)
M13-576 BB OE MO EIT 2.7.3.5.1 T SRR WEHT S,
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obbvie ZLaFLElkim . ETLL2REL
2.7.3 EEEREETIE
R&D/16/1196

27323 &< OREOEK

FERLE LR (BT —T7 v 7REBO MI13-576 BEBEAER) 1I2oWT, fHx 0
ROER (GLE/PIB BLE A 300 mg/120 mg HEDEH) %K 2.73-19 1277, 3RO ITT £
WZBIT A PI B TR NSSA FAERIRABROMEEREIZ 2T, SVRIZ 3T 90.9%-99.7%TH Y, ITT
EFNIZBNT T A NV AZRIEFRARERIVA OB AL 0%-9.1% Th o7z, PI KU/ XIE NSSA [HEF
HIBETABEOWESRE 1281 B SVRIZ B 88.6%-91.5% Th o7, A /LA EHITEFEAR K OB
B1E 85%-114%TH Y, VA NAFNREAKDIE, 1| flEREWIhd HCV GTla &S
TmEERETh o7,

BEEE L LSRR oA oSO EOMEX 273222 HM G 2.7.3.2.2.10 EIZFEiRE 5,

# 2.7.3-19. BEARE LERROBREOEH (GLE/PIB BEaH 300 mg/120 mg BE5HOH)

HCVY Treatment Daration SVR;: Virologic
Study Cirrhosis Genotype History {(Wecks) N (T Failure
No 3 TE 12 22 90.9% 2(9.1%)
16 22 95.5% 1 (4.5%)
M14-368 No 2,46 TN+ TE 8 203 96.6% 2(1.0%)
Yes 3 ™ 12 40 97.5% 0
TE 16 47 95.7% 2 (4.3%)
No 3 TN 12 233 95.3% 4 (1.7%)
M13-594
157 94.9% 6(3.8%)
M14-172 Yes 1,2,4-06 TN+TE 12 146 99.3% 1 (0.7%)
M15-410 Yes and No 1,4 TE-NS5A 12 44 §8.6% 3(11.4%)
(DAA-exp) and/or P1 16 47 91.5% 4 (8.5%)
No 1 TN+ TE 12 352 99.7% 0
M13-590
S 351 99.1% 1(0.3%)
M135-464 No 2 TN+ TE 12 202 99.5% O
M15-462 Yes and No 1-6 TN+ TE 12 104 98.1% 0

(CKD Stage 4 —5)

CKD = chronic kidney disease; DAA-exp = direct-acting antiviral agent-experienced,
GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily; HCV = hepatitis C virus;
ITT = intent-to-treat; NS3A = nonstructural viral protein; PI = protease inhibitor; TE = treatment-experienced to
peginterferon or interferon; TE NS5A = treatment-experienced to previous NS5 A inhibitor; TN = treatment-natve;
SVRI12 = sustained virologic response 12 weeks post dosing

Cross reference:  Study M14-868 CSR Table 142 1.2.3, Table 14.2_ 1.3.2, Table 47: Study M13-594 CSR
Table (4.2 1.3.1, Table 12; Study M14-172 CSR Table 142 12.1, Table 12; Study M15-410 CSR
Table 142 1.2.2, Table 27; Study M13-390 CSR Table 142 2.2, Table 14.2 3.4, Table |3; Study M14-464 CSR
Table 142 1.2.1. Table 142 2.3.1, Table 12; Study M15-462 CSR Table 14.2__1.2.1, Table 16
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2.7.3 BEEERIEME
R&D/6/1196

2733 HBEBL CORBRREOLIR & FF
2.7.3.3.1 B REM
2.7.3.3.1.1  M15-594 SHER B U M15-828 SHERDIERE D HR
M15-594 3BRK Y M15-828 FBRIZIVNT GLEPIB #5- BT - 1BE DPER 2 % 2.7.3-20

2R, B 332 FloRELZEAN, L Eb 1 H GLEPIB ##%5 Ui, 4 BIOHRENE
BRSEDEEE i L, 4 FIOWEGRENRRB AP L,

% 2.7.3-20. M15-594 FER B U M15-828 SHERDHEREDMER (ITT £H, GLE/PIB EZ&#I
300 mg/120 mg R5HEOH)
Parameter, n (%) M15-594 M15-828 Total
Subjects enrolled 242 90 332
Subjects treated 242 90 332
Study drug disposition
Completed study drugs 239 89 328
Prematurely discontinued study drugs 3. 1(1.1) 4(1.2)
Study disposition
Prematurely discontinued from study 2(0.8) 2(2.2) 4(1.7)
Ongping 214 79 293
Primary reason for premature discontinuation from study
Adverse event 1 {0.4) 0 1(0.3)
Withdrawn consent I (0.4} 1 (1.1} 2 (0.6)
Lost to follow-up 0 0 0
Other 0 1 (1.1 1(0.3)

GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily; ITT = intent-to-treat

Note:  Interim analysis. Data cutoff date was 18 November 2016 for Study M15-594 and 11 January 2017 for
Study M15-828.

Cross reference:  rdi70027 csejpn Table 1.3 1, Table |} 2.1, Table 1.1 2.2

2.7.3.3.1.2  M15-504 SHER B U M15-828 EHER D A O ZM R UR—R S5 A AEBEN
A DR S A045 ¢
M15-594 &L M15-828 BBk GLE/PIB #&5IZEIF i /= 8E5EF 0 A DRt St %

¥ 27321 IOFT, BREISTSTHAATH -7, HHEOL I3 LT, BMI 25 25 kgnr’
K Thot, HEBREOHFEEIT S B LTHT-,
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obbvie YLaFLELkim - EILLaRERL
2.7.3 BERREIHE IS

R&D/16/1196
* 2.7.3-21. M15-594 SREE R U M15-828 SRER D #ERE D A Q#EATRIEEE (TT EH,
GLE/PIB 300 mg/120 mg B & HIR 53D H)
M15-594 M15-828 Total
N =242 N =190 N=332

Sex, n (%)

Female 146 (60.3) 48 (53.3) 194 (58.4)

Male 96 (39.7) 42 (46.7) 138 (41.6)
Age distribution, n (%)

< 65 years 103 (42.6) 61 (67.8) 164 (49.4)

> 65 years — < 75 years 84 (34.7) 19 (21.1) 103 (31.0)

> 75 years 55(22.7) 10(11.1) 65 (19.6)
Age, years

Mean (SD) 64.8 (11.91) 57.5(13.07) 62.8 (12.64)

Median 66.0 57.0 65.0

Min — Max 21.0 —86.0 26.0 — 83.0 21.0-86.0
BMI, n (%)

<25 kg/m* 176 (72.7) 71 (78.9) 247 (74.4)

> 25 kg/m’ 66 (27.3) 19 (21.1) 85 (25.6)
BMI, kg/m’

Mean (SD) 23.5 (3.88) 22.9(3.31) 23.3 (3.74)

Median 23.1 22.8 23.0

Min — Max 15.2-38.0 142-336 14.2 -38.0

BM]! = body mass index; GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily;
ITT = intent-to-treat; max = maximuny; min = minimum; SD = standard deviation

Cross reference:  rd170027 cse jpn Table 1.1 3.1, Table 1.1 3.2

R—2 T4 VRBEREE

MI15~594 FR5R 1L M15~828 # D GLE/PIB &5 (BT 1o fiBRE D _— 2T A A EBSES
# 27322 12R9, HCV GT1 2R U 7= #0R5E 202 ), HCV GT2 IZREE U= 118 ROt
HCV GT3 TR L5 12 flafAai, 2 sd 1 EipREL#RE Lz (HCV GT4-GT6
W U SR A2 o )
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2.7.3 BRER8YE SIS

R&D/16/1196

+ 2.7.3-22, M15-594 5HER B U M15-828 HERDIEIRE D ~A—R 54 VERBHE (TT £E.
GLE/PIB 300 mg/120 mg BB & Flie 5B D #~)
M15-594 M15-828 Total
N=242 N=90 N =332
HCV genotype, n (%)
GT1 202 (83.5) 0 202 (60.8)
GT2 28 (11.6) 90 (100) 118 (35.5)
GT3 - GT6" 12 (5.0) 0 12 (3.6)
IL28B genotype, n (%)
cC 159 (65.7) 67 (74.4) 226 (68.1)
non-CC 83 (34.3) 23 (25.6) 106 (31.9)
CT 77 (31.8) 21(23.3) 98 (29.5)
TT 6(2.5) 2(2.2) 8 (2.4
Baseline HCV RNA level (IU/mL), n (%)
< 100,000 29 (12.0$) 15(16.7) 44 (13.3)
> 100,000 213 (88.0) 75(83.3) 288 (86.7)
Baseline HCV RNA level (log)e [U/mL)
Mean (SD) 6.0 (0.80) 6.0 (0.81) 6.0 (0.80)
Median 6.2 6.3 6.2
Min - Max 2.67 - 7.40 3.70-7.23 2.67-7.40
Prior HCV treatment history, n {%)
Treatment-naive 147 (60.7) 75(83.3) 222 (66.9)
Treatment-experienced
Prior IFN-based treatment 62 (25.6) 15¢16.7) 77(23.2)
Prior DAA-based treatment 33(13.6) 0 33099
Cirrhosis, n (%)
No 178 (73.6) 90 (100) 268 (80.7)
Yes 64 (26.4) 0 64 (19.3)
Baseline ALT (U/L)
Mean (SD) 51.2 (41.96) 49.0 (42.84) 50.6 (42.15)
Median 375 30.5 35.0
Min — Max 7.00 — 288.00 11.00 —-224.00 7.00 —288.00
Baseline platelet count (10%/L), n (%)
< 100 30(12.4) 1(L.1) 31(9.3)
=100 212 (87.6) 89 (98.9) 301 (90.7)
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2.7.3 ERERAIAEZE
R&D/16/1196

EJL22ZENR

M15-594 M15-828 Total
N=242 N=90 N=332
Baseline platelet count (1 ngL)
Mean (SD) 176.9 (67.22) 196.5 (51.61) 182.2 (63.89)
Median 174.0 192.0 181.5
Min — Max 49.00 —419.00 87.00 — 368.00 49.00 — 419.00
eGFR (mL/min/1.73m%), n (%)
=90 14 {5.8) 20(22.2) 34 (10.2)
=60-<90 159 (65.7) 61 (67.8) 220 (66.3)
z30-<60 57 (23.6) 9(10.0) 66 (19.9)
>15-<30 8(3.3) 0 8(2.4)
<15 4(1.7) 0 4(1.2)
eGFR (mL/min/1.73m%)
Mean (SD) 65.2 (17.79) 77.3 (16.006) 68.5(18.13)
Median 66.5 743 68.6
Min — Max 347-107.74 51.02-131.86 347 -131.86
History of diabetes, n (%)
Yes 38(15.7) 7(7.8) 45 (13.6)
No 204 (84.3) 83(92.2) 287 (86.4)

ALT = alanine aminotransferase; DAA = direct-acting antiviral agent; eGFR = estimated glomerular filtration rate;
GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily; GT = genotype; FICV = hepatitis C virus;
1L28B = Interleukin 28B; IFN = interferon; max = maximum; min = minimuam; RNA = ribonucleic acid;

SD = standard deviation
a.  Only subjects that had HCV GT3 enrolled.

Cross reference:  rd170027 cse jpn Table £.1

4.1, Table 1.1 4.2

27332 EHBREZEL TOADEEROBE
2.7.3.32.1 HCV GT1-GT6 (M15~594 FER R Uf M15-828 i ER)

M15-594 5RO M15-828 SRERICBITAE DR RS 2.7.3-23 1T5RT, HAERAZWERSE
2B D SVRIZ HiT 97.9% TH Y, MOEBIZB N THLEN SVRIZ BARD HNT,
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2.7.3 BRERIEZIE

R&D/16/1196

#* 2.7.3-23. HCV GT1-GT6 BRL#ERE : BN M15-504 HER R U M15-828 REED A MR
(SVR12) (ITT £, GLE/PIBBRAHIHRSHOH)
Study M15-594 Study M15-828 Overall
/N (%) N=242 N=90 N =332
All subjects 237/242 (97.9) 88/20 (97.8) 325/332 (97.9)
All noneirrhotic subjects 174/178 (97.8) 88/90 (97.8) 262/268 (97.8)
All cirrhotic subjects 63/64 (98.4) NA 63/64 (98.4)
All with severe renal impairment 12/12 (100) NA 12/12 (100)
DAA-naive 206/209 (98.6) 88/90 (97.8) 294/299 (98.3)
All noncirrhotic subjects 146/149 (98.0) 88/90 (97.8) 234/239 (97.9)
All cirrhotic subjects 60/60 (100) NA 60/60 (100}
All with severe renal impairment 12/12 (100) NA 12/12 (100)
GT1 169/170 (99.4) NA 169/170 (99.4)
Noncirrhotic” 131/132 (99.2) NA 1317132 {99.2)
Cirrhotic 38/38 (100) NA 38/38 (100)
Severe renal impairment 3/3 (100) NA 3/3 (100)
GT2 27/27 (100) 88/90 (97.8) 115/117 (98.3)
Noncirrrhotic® 7/7 (100) 88/90 (97.8) 95/97 (97.9)
Cirrhotic® 20/20 (100) NA 20/20 (100)
Severe renal impairment 9/9 (100) NA 9/9 (100)
GT3 - GT6" 10/12 (83.3) NA 10/12 (83.3)
Noncirrrhotic 8/10 (80.0) NA 8/10 (80.0)
Cirrhotic 272 (100) NA 212 {100}
Nongcirrhotic, 8-week treatment 138/139 (99.3) 88/90 (97.8) 226/229 (98.7)
DAA-experienced” 31/33 (93.9) NA 31/33 {93.9)
GTI 30/32 (93.8) NA 30/32(93.8)
GT2 171 (100) NA 1/1 (100)

DAA = direct-acting antiviral agent; GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily;
GT = genotype; HCV = hepatitis C virus; [TT = intent-to-treat; NA = not applicable; SVR > = sustained virologic
response 12 weeks post dosing

a.  Including subjects with severe renal impairment.

b.  Only subjects that had HCV GT3 with/without cirrhosis enrolled.

c.  Four subjects had cirrhosis.

Notes:  Severe renal impairment was defined as eGFR < 30 mL/min/[.73 m’” at the Screening visit.

Cross reference:  rd170027 cse jpn Table 1.2 |

MI15-5394 B 7 A& F 4 1 OS5 A (M15-594 35 CSR Table 142 23.1 B¢
Table 142 2.4.1) X1 MI5-828 BEROBEEE A (M15-828 3#ER CSR Table 14 B O rd170027 cse
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2.7.3 BRERMIEZE
R&D/16/1196

jpn Table 1.2 2) T, DAA RifEE® HCV GT1 XL GT2 1T U/ ERFME OBRE T3,
GLE/PIB & HIZL 0, BEFTO T A N ZAEMIBBE AR R CHRBENFICHER L2 gHRE LR
O HILIEN DT,

BEDDTANVZAEWBEARDIZHBAEHPICHER L 4 7l (GLEPIB) OfE%
#2.73-24 [ZR"9, Zhod 4 fFlid, T5TH MIS-5394 B2 FT 4 2 ORETH o7z,
ZOWNERIL, 2 BIIEHCV GT3 KU 2 FliX HCV GT 1b IR LB Th 0, HCV GTIb 2%
e | 7= BRBRE T PR ROV ASY + DOV DEEIEHEFITdh -7 (rd170027 cse jpn Table 1.2 2
fTable 1.2 3) ,

#+ 2.7.3-24, BEROT A I AREERT RN LR B R PIBRNER T SVR12 Z#RL
TEEM>-HBE (2HBED TTH£H)
HCV RNA
HCV GT and Subject Prior HCV (IU/mL}) On-Treatment VF

Study Subtyp(:a Characteristics Treatment Baseline or PT Relapse
MI135-394 GT3k Noncirrhotic, Freatment-naive 21,200,000 Relapse

no renal impairment
MI15-594 GT3b Noncirrhotic, PR-exp; 29,400 Relapse

no renal impairment DAA-naive
M13-594 GT1b Noncirrhotic, PR-exp; 21,200,000 Relapse

no renal impairment ASV + DCV-exp
MI15-594 GTlb Cirrhotic, PR-exp; 4,380,000 On-treatment

no renal impairment

ASV + DCV-exp

virologic failure

ASV + DCV-exp = asunaprevir + daclatasvir experienced; DAA = direct-acting antiviral agent; DCV = daclatasvir;
GT = genotype; HCV = hepatitis C virus; ITT = intent-to-treat; peglFN = pegylated interferon; PR-exp = peglFN/RBV
experienced; PT = post-treatment; RBV = ribavirin; RNA = ribonucleic acid; SVR,; = sustained virologic response at
12 weeks after completion of study treatment; VF = virologic failure

a. Performed by phylogenetic analysis.

Note: Interim analysis. Data cutoff date was 18 November 2016 for Stady M15-394 and 11 January 2017 for
Study M15-828,

Cross reference:  Study M 15-594 CSR Table 23; Study M15-594 CSR Table 17

273322

WES M13-583 3R IZIE DAA SRIGHED HCV GT4, GTS5 Xid GT6 2Rk U 7= JENTREZE O 5hE
AN, GLEPIB % 12 @ME&E L7, £FD SVRI2 Hid 99.2% THh -7z, SVRI2 T,
HCV GT4 (2R U7 8553 C 98.7% (75/76 4]) , HCV GTS5 IZRGE L7 1R5RE T 100% (26/26
) , BRO'HCV GT6 WZRE LB T 100% Q919 #D) &, WPFhO HCV Y= /) # A4 T
LE Mo,

HCV GT4-GT6 (&4t M13-583 FER)
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2.7.3 BERMIE S
R&D/16/1196

2.7.3.3.3 HAEME SR GHBREEFICH T SEROLLE

EPN M15-594 SRBET MIS-828 BRBREPBELTO HCV Y= / F4 7T EU DAA BIBREOAE
B> SVRI2 REF 2.7.3-25 |IRT, #4772 AOFEHEANSFEE PSR- T 1 o HEEESERRIZ
oo, BV SVRI2 AR E N,

#* 2.7.3-25. E A M15-594 FRER R U M15-828 BRERIZH (15 SVRI12 OB S LA (TT %
=)
DAA-Naive DAA-Exp”
Subgroup, n/N (%) GT1 GT2 GT3-GTs" All BAA-Naive
Sex
Female 103/104 (99.0) 63/64 (98.4) 5/6 (83.3) 1717174 (98.3) 18/20 (90.0)
Male 66/66 {100) 32/53 (98.1) 5/6 (81.3) 123/125 (98.4) 13/13 (100)
Age
< 63 years 74175 (98.7) 66/68 (97.1) 8/9 (88.9) 148/152(97.4) F1/12(91.7)
> 63 - <75 years 53/53 (100) 31731 (100) 2/3 (66.7) 86/87 (98.9) 15/16 (93.8)
> 75 years 42/42 (100) 18/18 (100) - 60/60 (100) 5/5 (100}
BMI, ke/m*
<23 1217122 (99.2) 93/95{97.9) 6/8 (75.0) 220/225 (97.8) 20/22 (90.9)
=25 48/48 (100) 22/22 (100) 4/4 (100} 74174 (100) 1181 (100)
Baseline HCV RNA level, 1U/mL
< 100,000 20/20 (100) 23/24 (95.8) - 43/44 (97.7) -
> 100,000 149/150(99.3) 92/93 (98.9) 10/12 (83.3) 2517235 (98.4) 31/33(93.9)
< 800,000 47/47 (100) 43/435 (95.6) 4/4 (100) 94/96 (97.9) 12712 (100)
> 800,000 122/123 (99.2) 72172 (100) 6/8 {75.0) 200/203 (98.5) 19/21 (90.5)
< 6 million 156/157 (99.4) 106/108 (98.1} 910 (90.0) 271/275 (98.5) 30/32 (93.8)
= 6 million 13/13(100) 9/9 (100} 172 {50.0) 23/24 (93.8) 171 (100)
< 10 million 165/166 (99.4) 110/112 (98.2) 10/1F (90.9) 285/289 (98.6) 31/33(93.9)
> 10 million 4/4 (100) 5/5 (100} 0/1 9/10 (90.0) -
Cirrhosis
Yes 38/38 (100) 20/20 (100} 2/2 (100) 60/60 (100} 3/4 (73.0)
No 131/132 (99.2) 95/97 (97.9) 8/10 (80.0) 234/239 (97.9) 28/29(96.6)
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R&D/16/1196
DAA-Naive DAA—Epr

Subgroup, n/N (%) GT1 GT2 GT3 - GT6" AHDAA-Naive
eGFR (mL/min/E.73 mz)

=90 12/12 (100} 20/20 (100) 171 (100) 33/33 (100) 11 (100)

>60-<90 /112 (99.1} 72/74 (97.3) 8/9 (88.9) 191/195 (97.9) 23/25(92.0)

z30-<60 42742 (100) 15/15 (100) 1/2 (50.0) 58/59 (98.3) 7/7 (100)

=15-<30 3/3 (100) 5/5 (100 - 8/8 (100}

<15 1/1 (100) 33 (100) - 4/4 (100) -
Subject on hemodialysis

Yes /1 {100) 3/3 100y - 4/4 (100}

No 168/169 (99.4} 112/114 (98.2) 10/12 (83.3) 290/295 (98.3) 31/33(93.9)

BMI = body mass index; DAA = direct-acting antiviral agent; eGFR = estimated glomerular filtration rate;
exp = experienced; GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily; GT = genotype;
HCV = hepatitis C virus; I'TT = intent-to-treat; RNA = ribonucleic acid; SVR = sustained viral response;
SVR,» = sustained virologic response 12 weeks post dosing
a. Only subjécls that had HCV GT3 enrolled.
b.  All subjects were infected with HCV GT1b except | subject with HCV GT2.
Cross reference:  rdi70027 csejpn Table 1.3 1, Table 1.3_ 2, Table 1.3__ 3, Table 1.3 4, Table {3 5, Table 1.3__ 6,
Table 1.3 7

27.3.4 R - AEICET SERRIEHRORIR
2.7.3.4.1 JEBER T — 4

S A - AR SRETSEIZEVE in vive LI a7 w4 BUVEOIME 3B HGEER
OFEE % 2,622 THIZEH Lz,

27342 Bk - R, REHROSRE

EIFE I HRRERICIST S GLE R U PIB M - HERORSHIRMIL, in viro DDA L AREE
A DR OTHE DT — &, RECERE L -5 1 1835 T 0 A NERERE RO B A BREERE
IR AEYBEIRBE CH--2 L, RUMHE 1 BRRTOZLMEROFEHEICESE5
E L, BEAE - AREUESHEE, BRNEUHAOE I MRBEroE TR
BT — 7120 T3,

GLE R U' PIB O EO MRk - AR IR EHMoOREICET23ME, 272310 THR
T2 72311 TEICE0HE L, BRERMOBENS 273420 WM b 273423 TR LT,

273421 ERFNERBRTORE - BEORE

HCV [ Uiz AR NBFICHT 5 GLE B U PIB OFERES O Ak - BRI, EREHRHE,
SEAEHERE R U AABEESREE MR L LS | BRBROEYEER VE2EDT —#
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WRCE NIBRB TH B M14-867 385k, MI4-868 28 (3— M1 BRUVS— 1k 2}, MI5-410 8
B (= 1F1) ERBITAUTOTF—FIZESERELE,
oz ) FATIEHT D invitro TL7 A L ATEE (2.6.2.2 18)
e GLE BT PIB i HCV DATEIRIZBITS 2 DDA AR ZEE LTRY, 8
RO EXABZERY T2 in vitro TRV A AV ATEMETRT Z &5, HOV BORBRICI RS
THI EEFEETH,
e GLE EUPIB i HCV GT1-GT6 (2% LU TRIREIZIR A7 in viro TEMEZRL, L7 U
YT T ABRBRIEB O TEAMMEE R ICMT AMEREE LIS WD L3R
i, TORERE, DAA RIEEE U DAA BEEESED HOV BB E BT, Il
PR DFFRARE L LT GLEPIB OEFENREEHRET A Z L2/ T 5,

2 o 1iaEmEERs MJJoss Err v M-432 ®%) T, GLE R U PIB oM Rt
B A A REEE RS & O A@BERRE THEE L T, EaERCRAMIC AEEIED L
i RE Y

HESMEE TR (B EERERE)

o SRIGFERTR PR EEFBIRD HCV GT1, GT2, GT4-GT6 1Ty L 7-JERFRiZ ki
%47 GLE/PIB @ 8 @5 (HCV GT1 i GT2) Xt 12 8M#ES (HCV GT4,
GT5 XX GT6) , BEUBFHZEOHRE (HCV GT1 OZ) (%45 12 BEHREIZ L
D, BV SVRIZ2 SEANER e (JETEEOEERE T 97%-100%, HCV GT1
Yo U 7= ORI O BEBRE Tk 98%)

o I AHARIESRRIAT, GLE 300 mg+ PIB 120 mg ##4. L7 HCV GT3 loR: L
WEHEFEOT AL AEPBRAKREE, GLE RU / Xk PIB OERE

(200 mg+ 120 mg XL 200mg+40mg) % &E LWBRF LB L TEI -
(M14-868 $XER) , RIGHEO HCV GT3 I Ui 12 @REE L& 2 5,
BV SVRI2 |AEER L7 (100%) .

e GLE KU PIB OfFREEITIEIFEZE R OMIHEITHEE O #EF TR W T RIF %S
T 7y A vERLE,

o HEH M14-868 B E U M15-410 BErOFE R4 5, GLE/PIB iZ RBV #BRL-ES
> SVR % GLE/PIB Bl & Fhilz L TeE SN 2 &M E R,

PLEX Y, in vitro L7 A L ATEHE, BARNMEREHERE RO E AMEEYIRE T3 GLE R PIB
OUAREIC L SRERBBEBRE THo Z LW CIZABEABREZ ISR E LEE T HAROR
Bioik-S%, EASE I ERKECBT2EDRETOIEEFE (HCV GTI-GT6) @ GLE BT
PIB DAk « AREBRE L.

273422 FINHEIARTORSHEOZSHE
EPE I ARBE TOREHML, WIS LBRER (M14-867 B, MI14-868 BERD— b 1,
3 k2 BN MIS-410 BEROD/S— b 1) 1B 5 SVRI2Z OF —FITE-IERE LT,
ZENERBATO/RSGHFIL, BEDEBRRICBT AU TORRICESERE L,
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2.7.3 BEERMF IS
R&D/16/1196

o RIBFER U PR BEAFED HCV GT1 TR GT2 TR U= JEATREE ORI 12545 8
BMZEICI T 5 SVRI2 BIE <, VA NVAERERARNRD bR ot,

o SRIGFEF PR BERHRD HCV GT3, GT4, GT5 BTN GT6 (2 U= JERFIEZE OB
Fizwt s 12 @HOGFARECRITS SVRI2 RITE <, VA A EANRFARKD
FITEA o,

o CRIBFERT PR BEIBRED HCV GT1 (R L= EolBREICH+ 5 12 AEES
kA SVRIZ |IZE -,

o PIRTY/ XiZ NSSA FEEAIBLATRO HCV GT1 (g U - BRI o kg (2 w4
A28 EIZIsIT S SVRIZ2 R\ o7,

PALICAR L7 iBAh 88 T ARERER DFE S LV, DAA HRIBFED HCV GT1 KUY GT2 (CREHE U7 JRIT
BEOBRE (BEEOFHBEREOCHFMEZ ) 69) T8 E L, HCV GT1 BT GT2 (TR
P L7 FEZE O BE (EEOBBEBREOFEEIZ D LT) , DAA EREOBRER G HCV
GT3-GT6 12 L7- BB TR 128/ & 425 2 E BRI CRBERBREEEER T A D0 s
HETHD Z EARBENE,

273423 HCVERBETOREMRE - Al

HFEAE - AROSSHME, ERSE o #3855 (M15-594 HERE U M15-828 305 RUNE
SLE5 IR (M13-583 3B TE LN SVRI2 F—#IZE-SWTHRE L, % M HEERT
D E R ORERMOBEME 2.7.2 HIZEIKT 5,

TR BEICHT AEERRE LT, F la BOBEARERBRE U HCV GTI-GT6 i/#H:
LM EA SRS &R e L2 b BERR T, EEFEONCERIE Uiz, B 332 flo BARAETRFIC
#® LT GLEPIB EXE%] 300 mg/120 mg % # & Ui, EPMNEROHESNE M ERERIZB T 5 AR
UEEMEDRESIHRFERICIE-SE, HCV GTI-GT6 IO BRIcN T 2 BiEHE - Ai%,
GLE/PIB BZA A 300 mg/120 mg (100 mg/40 mg Bl-&8E% 3 &) @ 1 B 1 [H 8§ M XL 12 @R
HE L,

Ve ) HAT, FHEOFER, ROEEOBEMBERELE T 5 HPE LG HCV BLR 0%
BRI B HAE R S I 2 R 2.7.3-26 ICEHT B,

#* 2.7.3-26. & EEMN RO BIER SR

B ZE 1
BIEERER YA L REERIGHEO e P A—7 1 G2 (= /2471 Xid2) & C R § 8P
HEATds DB

iSRS . 12 5E

e  HCVGT3-GT6 o L7-8F
o RfSMEFFEIZ AL
o EIBIERIEMAY A A AEEEARO B

GT= Y=/ #A T HCV=CEBIFH YA LR
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R&D/16/1196

EEMEOFE CHERS 2 LEL L2,
* BEPEEERRBICIWVLT, NSIMA o7 7 —ERER, NSSA BEERI L NSSB HEHOMERELFETS
BT HAFOBRSHML 128 THS,

DAA REED HCV GTI RU GT2 [CERLA-FIFREQCEE (BHAEBEFZFILIBEEZSL)

x4 % 8 AR5 AR O FIRH

2 >OEPE T ERBROREIL, DAAKRBHEO HCV GT1 RO GT2 (e U e E D&
F O(AEOEHERELFTTHBFE 5T K95 GLEPIB ¢ 8 @M% FHM % XHT 5,
oD FE TR L Lz ITT-PS £H T, DAA RGO HCV GT1 I U= JEFEE D
Welh R E L GLEPIB @ 8 BRSO (SVRI2 X 99.1%, 105/106 ) %, SEIEXS
BE (OBV/PTVA) @ 12 RS (SVRI2 X 100%, 52/52 ) 12t L TELMETH o7, FI,
GLE/PIB # 8 WEHE L~ ITTEHO 5 5 YI3H BEEEFFOWERE M SVR 2k L, ¥
A N AERTRFER S FIIRS bieh o7z, DAA RIBIRO HCV GT2 ik L7 3EfFE o
WEREIC BV T, GLE/PIB @ 8 &5 SVRI2 ik 97.8% (8890 ) T, FEIHExME

(SOF +RBV) @ 12 & 5.0 SVRI2 5 93.5% (43/46 ) (2%t L TIEHMERR L, GLE/PIB
{BRETO T A N AZENEFERENTIRD G hvigd o7, BEEOHFHERELZHT TS5 HCV GT1 &
O GT2 (R U - JENTRE S 0B 10 228 GLEPIB @ 8 IR 512 £ ¥ SVRI2 &R L
72

HCV GT3-GT6 [CRE L f-8F, KEEFEEORFTRU DAABSEROEBE(CHT S 12 HiE
BE MO TERY

ENE 0 ERTH D MI15-594 B E A I BB TH D MI13-583 HEROFE I,
HCV GT3-GT6 (TR Ui B, NMEMEFFELE O BE R U DAA BRGROBHE N4 5 GLEPIB
o 12 B OR S & T 5,

DAA SRIBFED HCV GT1 KT GT2 (23 Uiz (A ERF I E ok B 12645 GLERIB @ 12
%500 SVRI2 I 100% (HCV GT1 IZEEHE L 7z kBR3E : 38 {fl, HCV GT2 IZRRHE: L 7= 45k
FH 20 ) THY, TR RCEEOBREEES T AHBE 2 fINEEh TV,
¥£7, EEOWTFRORBETH HCV GT3 1B L7 TR o g5 13362 GLE/PIB @ 12 8%
Bz v SVRI2 &Rk L,

DAA BE/EFEHESREIZ B VT, GLE/PIB O 12 @& 512 L 5 SVRI2 i1 93.9% (3133 #) T
HoT,

M15-594 FRBRT, GLE/PIB # 12 HFE&SE L/z HCV GT3 TR L/-#BRE @ SVRI2 (T
83.3% (1012 #) Th-ov-, EFEEOWHE 10 Fid 8 FIRCREEIFEEORERE 2 g 2
fFAS SVRI2 #ERE L 7=, HAABF TIX HCV GT4-GT6 MRBEYLEENE -8, HCV GT4-GT6
R L A BREIRENE U ERBRICEANRLIE 2T, LML, ZheDV=/ #4702
B Um BE RIS, GLE/PIB % 12 #EE U2 MI3-S83 R TR ohEfESREE £,
HARABETCHLRBROBSEM &35, MI13-583 REBIZHSITS SVRI2 Y, HCV GT4 (TG
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L 7= T 98.7% (75/76 ) , HCV GTS iZRE: U~ tEEE T 100% (26/26 fFl) ROF HCV
GT6 (T REYL L 7= 15 T 100% (19/19%)) CThHoi-,

27343 Y- EER

GLE B UF PIB I, FHE7 =4 ViR ) <7 F (0ATP) , P #E-ARY (LT P-gpl )
J Uf breast cancer resistance protein (BCRP) EWNW D DE M b 7 AR —F—DEHATH 5,
P-gp OFFEIEIZ LV GLE R PIB OMEFEREI D HREEMENH VD, FAHEIETI 5 ek
¢ B, GLE B PIB (Z2W T HEM & A7z BM-3E08 B/ERAR B O MR O BEIC T 28
BRI NTIE, 27.2 HIZRTEET 5,

27344 N -REBEEER

S TR B A MR O oW T 7.2 BUC R L s,

%1 R (MI13-604 BBR) TlE, HCV IR L TWRWIRE (Child Pugh A) , HEE

(Child Pugh B) EUVEME (Child Pugh C) OFTHERERE £ 4 5 SME A 1RE 3 2 M5 GLE/PIB
REOIEGEEE M L2, ARBOBRLY, REMTELE 7 REOITH#IERETE (Child Pugh
A) OBRFTIE, AROMELIT>SLEERVWES L (272 H) . GLEPIB O 51%, $F%
FEDONFHEBEREE (Child Pugh B) ORF TR X7, BEEOHEERE (ChildPughC) &
HCIIHETH D LMW LT,

HCV (i U 7= i AFEEZE (Child Pugh A) @ BAA#REFIZI1T 5 GLE 300 mg U PIB
120 mg PP EIC LD GLE & U PIB MR 4, MI15-594 BB B W TIREHM % 12 8/
TEME L /-, HCV 2R L 72 Child Pugh B & U Child Pugh C OFFHEREREE % 4 5 #5128 10
FIRER D B RS L, HCV 1Dkl U7z B AR AEERE i, RIEMITEE L4 5 Ba, FHEE
R ARVES L H, GLE OIBERIL 160%E 027203, PIB ORFERIXFARE Th-o7z,
41 M14-868 BBk, MI1S-410 A%, M14-172 FEAIZBOT, HOV ICRER Ui RETMEFIEZE 5t
EA#BIFIZEIT D GLE KU PIB ORI T L MR b, GLE OWRFERL, AHE
PERTEEZE D WEShAE CIAIERTIIE O WFERE & S 120%E A - 7= 25, PIB ORI, FAEERU
FEFEE OBSRE CRRE Th o7z,

HCOV 1T LW R WA BANRRE 258 e L% 1HEEEE (MI13-600 3ER) T, 'BHksE
IEEEBRE LT, BE, PEERCEEOBREREETICENET > TWHHEREEZS
ToRMIE B O/ E AWERE SIS GLE B PIB OBEHEMMELFHME L7z, HBREE LD,
HOV 2R L TR EBRE T B W TS, BINEIT> T D LEIT 2T > Thanishsib
59, BHEEREIC LS GLE XL PIB OBRERIBKSIEEROSHHEEIL NN &0
FENE (2725 ., GLE 300 mg BT PIB 120 mg SRS ORERIT, BHEToCWVAX
BT R 1T o TRy, HERLR IR RS 30 mL/min/1.73 m’ 3RIEO HOV IZBE L7 B AR AR
ERiE (M15-594 38R RUMEAEHE (M15-462 3ER) THL -, BEF, hSEIER

71



abbvie SLaAFLeEnking- ETLUvEREL
2.7.3 BERRBGEIM
R&D/16/1196

DB HEHERE W51 T DAA BMERICEEALILRRY bharok, LEKoT, §
BEREIZSS U7 GLE/PIB 00 R LD TREE % 1T 5 MBI\ & Il L i,
BEMNE 272 THIZRRAR T B,

2735 SEBEOERE, mEY
2.7.3.5.1 R DOIFRE

WAORM T +v—7 v 7B ThH % MI13-576 BT, PRARIFRC 101 FEEAN,
2B OWEEBREIIEITRER T SVRI2 #Em (1017101 #) [100%] ) L Tuwiz, BErERE AR
(FATHRERD DAA RHERE 1L OHM) Ol 548 B Thotz, BRBREMHRT O 86 1
B, FMIIEERE TR L, BREVANVRENEDEHRFL TV, E71r2—7
v R TR E Pk L BRRE 1S AT, BRMEREE B IRV TR U A L AERE 0
FL T,

27352 R A IR

HCV BEDIROF, R —47 2 (BUF INGS) ) OFHEFERTT A — & FUHR
HEHET 2 AW HOV VY 7 ¥ o ZORIEFFEIC 2V, R&D/16/1026 (2 &l L 7=,

273521 ERA M15-594 HERIZH 1T A HEEER

NS3/4A R UYIIT NSSA BeH| % AR Lo R, SRERICB A Y744 TEUTD L
BORELS (MI15-594 38k CSR 11.4.2.1 78) ,

o 5B A:GTla: 3.1% (4129 #) , GTlb:95.3% {123/129 41) , ZDigh, 2 #
D=4 ADBLREhS - EEBREIC- T, LIPA T v 12X Y HCV GTIb &
GupbBhE TR B T L BEEER LT,

o JRERE C:GTib: 68.0% (70/103 #51) , GT2a: 10.7% (11/103 #I) , GT2b: 9.7%

(10/103 f5) , GT3a: 6.8% (7/103 ) , GT3b:3.9% (4103 #l) , GT3k : 1.0%
(11103 )  (DAA BEMRRR D GT1b REYstB®E (32 7] RO GT2a #5RE [1 1) %
Eir)

o BEIED:GTIb: 30.0% G/10 ) , GT2a:30.0% (3/10 #F)) , GT2b: 20.0% (2/10
F) . ZDIED, 2 PO —F L ADE LR EEREICONT, LIPA T vk
A2 XD HCV GT2 BB ThHH Z & R SN,

EN M15-594 HERICHFHN—RA T VERDHIE

NS3 DEERT I BB (155, 156, 168 {iL) BRUNNS5A OEEALT I /EEA (28, 30,
31, 32, 93 i) B BER-RFTA VEEOFERRIZONT, 15%EHHBEEE UTHEFLE
(27327 .
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DAA BEIEERD HCV GT1b R#EIRF 28T, NS3 RUNSSA OERME X, DAA BLA
RO HCV GT1b FERABHE T D EWIBIREZ RTNS3 @ 168 ififf THNZ NSSA & 31 fr e Y/ i
3 (L MIRZRE, DAA RO HCV GTIb BiRESHE LRR Thol, 15%%FHiEL Lz L
&, BEHBRUTOLBY Thoiz,

o DAARIBFED HCV GT1b REULHBRF 12 I\ T, NS3 @ DIGSE, NSSA @ L31, Y93H
OIFMEIL, FhEh, 12% (2/162F) |, 3.7% (6/161 #1) , 18.0% (29/161 ) T
Bofe, O35 1T, L3IIM+YHPED LN,

e DAA BEIEHE® HCV GTIb RUHESRF 2BV T, NS3 @ DIESE/T/V, NS5A @
L3IF/UM/V B TR YO3H ORISR, ThEh, 48.4% (15/31 ) , 81.3% (26/32 1)
RO 594% (19/32 ) Tdolz, 13 ¢ NS3 @ DIGBE/T/V MEHERL LT
NS5A L3IF/A/M/V i YI3H HSER& S, 19 ¢ LITF/M/V + Y93H 23588 bz,

e OBV/PTV/ %25 L7 HCV GTIb MEiE (5B B) lLoWT, ~—A 51
TROBLF 2 54 L7555, NS5A @ Y93H 2T 5HRENBANL SN TN &
MR EN T, ZOIFNO NS3 EUINSSA N—RA T4 VERORBREZET, &5 A
RO 53 C O DAA HRIBEFO HCV GTIb EIRHERE BT D BHE L IFIFFEE T
ol
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& 2.7.3-27. EM M15-504 BABRD HCV GT1 BRWEREFICH TS 15%EREL L=t DX
RT3/ BEMEOR— 54 VERORRE (TTRE)
Arm C ArmC
GLE/PIB GLE/PIB
12 Weeks 12 Weeks
Arm A Excluding DAA- Arm D
GLE/PIB DAA- Experienced GLE/PIB
HCV Baseline 8 Weeks Experienced Only 8 Weeks
Subtype® Target Polymm';)hismsb % (/N)*
NS3 Any® (0/4) - - -
Any® 50.0 (2/4) - - .
Multiple® 25,0 (1/4) - - -
25 - - -
GTla NS5A M28V 25.0(1/4)
Q30H 25.0(1/4) - - -
Y93F 25.0 (1/4) - - -
NS3+ | AnyNS3+NSSAT (0/4) . . .
NS3A
NS3 Anyd 0.8 (1/121) 2.6 (1/38) 48.4 (15/31) (0/3)
DIGSE/T/V 0.8 (1/121) 2.6 (1/38) 48.4 (15/31) -
Anyd 30.0 (36/120) 34.2(13/38) 93.8 (30/32) 66,7 (2/3)
Multiple® 8.3 (10/120) 13.2 (5/38) 84.4 (27/32) 33.3(1/3)
L28I/M/TIV 6.7 (8/120) 13.2 {5/38) 25.0(8/32) -
5 ” - 5 - -
GT1b NSSA R3OH/A/M/Q 10.8 (13/120) 13.2 (5/38) 34.4 (11/32) 33.3(1/3)
L3TF/IA/IV 3.3 (4/120) 5.3 (2/38) 81.3 (26/32) -
P32deletion/L - - 6.3 (2/32) -
YO3F/SIT - 2.6 (1/38) 6.3 (2/32) -
Y93H 17.5 (217120} 15.8 (6/38) 59.4 (19/32) 66.7 (2/3)
NS3 + Any NS3+NSsAT (0/118) (0/38) 48.4 (15/31) 0/3)
NS3A

DAA = direct-activing antiviral agent; GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily;
GT = genotype; HCV = hepatitis C virus; I'TT = intent-to-treat; NGS = next-generation sequencing;
NS3 = nonstructural viral protein 3; NS3/4A = nonstructural viral protein 3/4A; NS3A = nonstructural viral protein 5A

Sutype determined by phylogenetic analysis of NS§3/4A and/or NS3A baseline sequences.

The following are considered key amino acid positions in GT1:
Polymorphisms relative to subtype specific prototypic reference sequences are listed.

153, 156, 168 in NS3; and 28, 30, 31, 32, 93 in NS3A.

c. n=number of subjects with baseline polymorphisms at 15% NGS detection threshold; N = total number of subjects

with baseline sequence.

d. 'Any indicates total number of subjects with any polymorphism at key amino acid positions within each target gene.
Total number of sequences may vary for each target.
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e.  'Multiple’ indicates the number of subjects with at least 2 baseline polymorphisms at key amino acid positions within
each target.

f. 'NS3 +NS5A'indicates the total number of subjects with baseline polymorphisms in NS3 as well as NS3A, and
includes only the subjects for whom both N83 and NS5A sequences were available.

Note:  Interim analysis. Data cutoff date was 18 November 2016 for Study M13-594.

Cross reference:  Study M15-594 CSR Section ]11.4.2, Study M15-394 CSR Table 14.2_6.4.3, Table 14.2 6.4.4 and

HCV GT2 &TF GT3 MULEEREFIZ BT B _— AT A L EROBEANE, M15-594 RERD CSR
11.4.2 IBIZER0E LT,

M15-594 SREEICHIFBR—R 54 VERD SVRI2Z RICRIFTHE

DAA RIEBOWHRE D S5 5, HCV GTib, GT2a Xid GT2b MEEBMAIZB T 7 A4 AN
TRFRRRIh Th o EBRE XA bR, 2 Bl HCV GT3 BUSEERE IS 7 A L AR5

FEEINT, F7 %A 712 GT3b RO GT3k BENFN 1 FITh-orz, RO HCV GT3 FEieik
BREHII AT 12 fll i, 2L OVT AL FITHMNTNWAZ E, £, GT3b EUGT3k
IZBH D NSSA BEMN PIB O U A A AERICRIETERITHTHDL Z Lo n, AHBRICE
NWTR— AT A CERMN HCV GT3 B HERE OB R RET s T+ 2 N TER
Hofs (M15-594 5R CSR 11.4.2.1.2 1)

B EH C ICEANL LI DAA BETRIROBEREIZBWT, PI+NSSA EARIBLIAN D HCV
GT1b B EERE 2 BIAS T A L A EMBFAREI CTh o Tz, 7 I/ EEERE 168 i % & Tr NS3 fEik
DA T A RO R 2 BT 31 23T 93 L% ST NSSA Rk ~— 2 ?4’ Mg
PRI SVRI2 IR RIS X h o, A NVARPIBRARD Th o7 2 BIOWREIC
LD NSSA @ P32 KEERE® BN, ASV BT DCV & TeaRERH -, P32 Jthsu
DCV #0522 3 - HBRECTRERICENCROONHIERTH- T,

M15-594 BEERI= BT B AL RFEMEBRTANTH - BBEI BT HA—XSA VERRY
BEEZICBEENEER

BEE CICHANORZERED IS 4 AN T L AFENBRFERRI Thore, X—ATFA
CEDFELREREUT AL AENEREARI E oS TREBIIBH IRAERIZON
TH 27328 ICEH LA (MI15-594 38k CSR 11,422 1)

o DI+ NSSA FRERIBEIATED 7 A W AZANEFRARA ThomHRE 2 fld 5> 5, 1 #H
TEREHICHE SN -ERIT NS3 @ A156D/V T, DIV LiIRERTEIZED bNT-,
NS5A fEEE O P32L/P32 RN LIIF/PI2 RIEN B EFBIZFIEN | FITRD LN
7=,

A A EREERRI T H o = HCV GT3 Beyeha 2 i, FE5HZICHRH
XN-ZER X LT NSSA 8l L28F RO/ 3L Y93H BB L, B sE
72 NS3 OEFIIE oo T,
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2.7.3 FRERBSEZhE
R&D/16/1196

27328 M15-504 HEBRITE 1T 501 LARMERTHNTH >T2BEBRBITE 1T 5 NCS 2% ZMEL LIBOA—R 54 VEERUVEEZICHRE
SNTBENGET =/ BENOESR
Ns3' NSs5A"
Baseline” Time of VF™° Baseline” Time of VE*
Prevalence Prevalence Prevalence Prevalence
Treatment Subject HCY Time of VF in the in the in the in the
Arm Number | Subtype Sequenced Variant Sample (%) Varfant Sample (%) Variant Sample (%) Variant Sample (%)
c Y56F! 3.6 ALS6D 31.1 P32L 88 P32L 7.1
(NS5A + Pl 10217 1b w12 s122¢¢ 3.7 AL56V 66.7 P32deletion 90.6 P32deletion 92.6
cxperienced) D168V 22.1 D168V 99.0
c Y36F 99.2 Y356F 99.4 L3IF 96.2 L31F 96.9
(NS5A + Pl- 11404 1b PTW4 Q8oL 98.5 Q80L 99.2 P32deletion 96.4 P32deletion 97.0
experienced) V1701 99.2 V1701 99.5
L28F 99.8
C (TN} 10221 3k PTWI2 NA - NA - G92E 99.4 G92E 99.8
YO3H 99.6
C (TE) 12501 3b PTW2 None® - NA - V3iM 99.7 VIV 297
YO3H 99.7

GT = HCV subtype by phylogenetic analysis; HCV = hepatitis C virus; NA = not available due to technical reasons; NGS = next-generation sequencing; NS3 = nonstructural viral protein 3;
NS3A = nonstructural viral protein SA; PE = protease inhibitor; PT = post-treatment; TN = treatment-naive; TE = treatment-experienced to IFN-based regimen; VF = virologic failure;

W = week
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27.3 BEMAMS
R&D/16/1196

a. Variants at the following amino acid positions are listed GT1b: 36, 54, 55, 56, 80, 107, 122, 155, 156, 158, 168, 170, 175 in NS3, and 24, 28, 29, 30, 31, 32, 54, 58, 62, 92, 93 in NS5A;
GT3: 36,43, 54, 55, 56, 80, 155, 156, 166, 168 in NS3, and 24, 28, 29, 30, 31, 32, 58, 92, 93 in NS5A.  Polymorphisms relative to subtype specific prototypic reference sequences are
listed.

b.  The prevalence of variants within a subject's viral population is listed.
c. Attime of VF, treatment-emergent substitutions and baseline polymorphisms at the above-listed amino acid positions are included.
d.  Y36F and $122G were not detected at the 2% detection threshold at the time of VF in this subject.
e.  'None' indicates that polymorphisms were not detected at signature amino acid positions,
Notes:  Arm C:  GLE/PIB = glecaprevir/pibrentasvir 300 mg/120 mg by mouth once daily for 12 weeks.
Interim analysis. Data cutoff date was 18 November 2016 for Study M15-394.
Cross reference:  Study M15-594 CSR Table 32.
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2.7.3 FRERB9THIE
R&D/16/1196

BEER A L HCV GTI-GT6 v 7V 2023495 GLE Xk PIB O A4 L ATEMDE &
& 2.6.2 WIZEH Lz,

2.7.3.5.2.2 EMHN M15-828 HERIZ & 1T DFTTEARIT

NS3/4A B0/ Xid NS5A FRdl & RicBHRin L= R, SBCBIA 3754720 TFOER
W REIE L7 (M15-828 385% CSR Table 14.1__3.1) ,

o BEREA:GT2:722% (65/90 7)) , GT2b: 27.8% (25/90 {7)

o PREPEB: GT2a: 65.2% (30746 {5) , GT2b: 34.8% (16/46 {§1)

M15-828 ERICH T HR—ASA VERBRUBRERAICEST LN -—ATA HED SVRI2Z H
IZR(ET R

FPERE A D HCV GT2a BRHL RS 3E B U HCV GT2b R E 1B\ T, NS3 D7 3/ BEEHL
155 7, 156 {3013 168 fLlcBIT B2 F A VEROFERERL, ThTh, 1.5% (1/65 #l) &
0% (0725 f5l) To iz, NSSA DT I /EEERNL 24 L, 28 iz, 30 {ir, 314, 58, 92{UX
93 fLiCiSiTAR—AT A LR ORBERITIE L (GT2a BERE : 96.9% [63/65 #11 ,
GT2b RGeS © 32.0% [8/25 ] ) , LIM3] ORBBEEN/R LT -7 (M15-828 3k CSR
11.4.2.1 ) ,

BEHE A TBWT, UA L ARNHRBETRSDRRD LR 27 &b, NS3 RO/ X
NS5A (28511 B <—R 7 A ERIE GLEPIB HEIC L AHBFIHRICEEY RIEX QW I L35
Ehlz (M15-828 BBk CSR 11.4.2.1 1)

273523 BHRRIZE T DMHIERNR
ittt ZE R DI SRR

WSR3 1T AT B O L, NGS (2L 01557 NS3/4A BTN NSSA EFI0HE &
Iz X 0 #st L (R&D/16/0492) . AL, LUTF OIS 1 BRBREUE I AR T
RBV JEHFH T T GLE 300 mg RO PIB 120 mg 3% 5 L 7= 3B XX peglFN, RBV R / XX
SOF EEiffE (LLF [TE-PRS| ) O#BRE 257, HAMITFOWNE L 2 58T M14-867 5k

(IEER T RURSHEK , MI4-863 ik (58 A, KEHD, REE] BREHL &R5E
O, BEHQ, MEHREUCEERS) , MI3-390 38k, MI5-464 RER (58 A) , MI3-594
(R EH A RUYWERC) , MI3-583 3Bk, MI4-172 HEBREIMIS-462 WER Th o7z,

HEALERBRIC R 1 A RAEBHENTIE, MIS—410 FERZR< 2173 FlE BT ~—R T A LIFDOHRE
2TV, ZORER, GT1 G727, 861 ) , GT2 @ 7 ¥4, 439 fil) , GT3

BHTEALT, 6356 , GTa (15 ¥ 7 &A47, 170 ) , GT5 (1 ¥ 7 &4, 31 ) RO
GT6 @Y7 #47, 374 #FEELE (R&D/16/0492, 4.17H) ,
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27.3 BREERIEMT
R&D/16/1196

NS3 DEERT I /ﬁ%ﬂm (155, 156, 168 fif) RURNSSA OEE/TF I /AL (24, 28,
30, 31, 58, 92, 93 {il) B AN—RF A EROBHERBIZOWT, 5% ERHEEE LT
BT L (82.7329) o P/ 34 TNRBR—RT A LEROBBEIRT, REYFE, HBE
TED AR OFFELE OF I CEIEW A b o T,

DAA SRIBTED GTI1b FSEMRE T 5 NS3 @ DI6SE ZBHEIT 02% (14461 ) TRH LN,
NS5A @ L31/M BTN YO3EMH/S X, Fh-E 4.6% (21/461 ) B 8.2% (38/461 i) TR B
h= (R&D/16/0492, 5.1.27H) .

= 2.7.3-20. 15%FBEL LI-& D NS3IRU / IENSSADEFELT S/ BEHISEBT2
R—RAS54 L EREHT S NSSAEEFEY PI RAROEBREOANRREUVI S
CEAS NHEEL NERE mITT-VF £0 (M15-41058B%E<] )

Baseline

Polymorphisms in

Target,* % (/N)" GT1 GT2 GT3 GT4 GTS GT6

Any NS§3° 1.1 (9/845) 0.8 (3/398) 1.6 (10/613) 1.2 (2/164) 41,9 (13/31) 2.9(1/34)

Any NS5A® 26.8 79.8 22.1 49.7 (80/161) 12.9 4.1
(225/841) (331/415) (136/615) (4/31) (20/37)

NS3 + NS5A° 0.2 (2/832) 0.5 (2/388) 0.8 (5/613) 0.6 (1/160) 6.5 (2/31) 2.9 (1/34)

GT = genotype; mITT-VF = intent-to-lreat population excluding subjects who did not achieve SVR12 due to non-virologic
reasons; NS3 = nonstructural viral protein 3; NS3 = nonstructural viral protein 3; NSSA = nonstructural viral protein
5A; PI = protease inhibitor; SVR12 = sustained virologic response {2 weeks post dosing

a. Baseline polymorphisms relative to subtype-specific reference sequences at the following key subset of amino acid
positions: 155, 156, 168 in NS3; and 24, 28, 30, 31, 58, 92, 93 in NS3A,

b. n=number of subjects with baseline polymorphisms; N = total number of subjects with both NS3/4A and/or NS5A
sequences available.

c. 'Any' indicates total number of subjects with any polymorphism within each target.  The number of sequences
available for each target may vary.

d. 'NS3 + NS3A' indicates the total number of subjects with baseline polymorphisms in NS3 as well as NS3A, and only
inciudes the subjects for whom both NS3 and NS5A sequences are available,

Cross reference: R&D/16/0492 Section 5.1.1

WEsh R ER D HCV GT1, GT2, GT4, GT5 RU* GT6 F‘ii&%ﬂf%%{-’iﬁw’, NS3 RO/ ik
NSSA D_R—2AF A ERE, Wit SVRI2 B ERIEZ ool MHERTOT — &
o MIZIXGT3a (627 4) , GT3b (6 ) , GT3i (2 {ﬁJ) PEEN, HARERO HCV GT3 B
PWERFIT BT, NS3 AN ~N— AT A4 VEERU NSSA BROZ D25 A VERIT
SVRI2 S % RIE S e o =3, RIBFRO HCV GT3a (TR L EFEHREIc LT
8 WIS L= & & R U TE-PRS @ HCV GT3a 12 U JEFFRERE IR LT 12 BEES L
7o & &, NSSA B A0K (TRHE3 5 SVRI2 EDOETHFEH 6N (R&D/16/0492, 5.1.2 18
EU 313 .
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2.7.3 FEERBOFTHIE
R&D/16/1196

HEALES 11ROV I F88BRICHE VT, GLE/PIB % 8 R, 12 BMIXIT 16 EE#E L -85
FEDHL 22 F (GT1:2 #l, GT2:2 #, GT3: 18 ffl) BUANAEHEBEIRDI TH-H
(R&D/16/0492, 522 TH)
o A LAEIBEBEARI TH ol HCV GTla BUuiEERE 2 floo 55 1 HITH, NS3
@ A156V R TUF NS5A @ Q30R/AL3IIM/MHSSD AFEHZIZEDHLN, O 1 FTIE,
NS5A @ Q30R/H58D 2351412588 B, YO93IN G aTRICED b/,
o AL AREHIBERK TH o7 HCV GT2a BRYESRE 2 T, NS3 Xk NS5A
DERBZEHRICED LN o783, NSSA O M31 AREFZIZRD R,
o UANLAFRIBRARI TH o7 HCV GT3 MEUH5RE 18 # (GT3a: 17 {4,
GT3b: 1 ff) @35, WERZIZHRE I NS3 OFEERL LT, YS6H/N, QRUK/R,
A156G 31T QI6SL/R A% 11 FI TR b, BEFIRIZ A166S XiE Q168R 5 5 #lTFR
B, BEBICHRHIN NSSA OEE L LT, M28G, A30G/K, L3IF, P58T
IE YO3H A 16 F TS BN, F£72, A30K (9 ) 3k v93H (5 ) AREaE
W13 BITE S BT,

#E7 M13-583 BER DI AR 4T

110 BIZDW T, NS3/4A XL NSSA BLFI DO RBEHRIT 27T o o5 5%, 8 DD GT4, 1 D GTS,
500 GT6 DY T HATERFE L=, V7 ¥A713, GT4a (26 ) , GTad (36 7)) , GT4f (1
F) , GTdg (1 ffl) , GT4k (4 ) , GT4m (1 ) , GTdo (144} , GT4r (3 A} , GT5a (26
i) , GT6a (5 #1) , GTee (3 #) , GT6p (1 H) , GTeq (1 F) , GTer (1 ) ThH-oiz

(M13-583 35k CSR 11.1.2 1) |

M15-583 BEROWTFIOY T H A FITBNTH, N—RA 7 A FYERTBFOHRCEEL RIFT
Y, A NAFERREAEINIER Lo T,

By M15-410 FER D i M 24T

High M15-410 BERITHEWVT, DAA BEHRE (NSSA BHEAEC / XX PI) DBFEIERIC
GLE300mg X U'PIB 120mg % 1 B 1 [E 128 (&8 C LU%RERED) XX 1638 (REH
E) &5 L, WitEMETE 12 8RR 16 @E THEHINIZITo7/= (R&D/16/0492, 6.0 3) .

/L M15-410 BERICRBWT, ITTHERE O 111 122y T NS3/4A T NSSA B3 O REHET
EIfofeiE R, HCV 74 4 271%, £nFi GTla 5 85 ] (76.6%) , GTlb 4 22 f

(19.8%) , GTle #> 1 il (0.9%) , GT4r B3 (2.7%) Thoiz,

R AT A IEOEFNZOVLT NGS AV 15%%HE S LTRET L7, HCV GT1 ek
FD 162% (17/105 1) 12, NS3 @ RISK/T (8 4) L <X DISAENTN (10 ) D~<—=A
SALCERN 1 SXITEEED b, £, HCV GT1 BIERE O 60% (637105 #) i<,
NSSA @ K24Q/R (4 #) , L/M2SAM/T/V (11 #1) , QRIOE/G/H/K/L/QR (29 ) , L31/M/V

(14 5]y , H/PS8CD/P/QISIT/Y (17 #1) , A9EM (2 ) HL <IF YIIHN/S (23 ) d~<—
ATGAERN DIEEEED b,
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2.7.3 EEFRRBUE M
R&D/16/1196

HCV GT1b BIpEiRag 22 FliBV T, NS3 @ DIGSE/NV A% 13.6% (3/22 ) I b,
NS5A @ L3IIM/V BT YO3H/S MEN-FH 27.3% (6/22 ) KU 40.9% (922 ) 1230 BN,
INEDR—RAT A CERPRD OGN IEFRE 4 <TH SVRI2 %3k L7z, PI+NS5A HEA
BERIEOMEERE | MBS v A N AFRRFEREINT, ~—ATF A B NS5A @ P32 KM
iz,

12 3580 6 ] (GTla [SH] RTGTIb (18] : Pl BRUINSSA EFSEREE 4 71, PIk
TRTE T NSSA JERBEIRE 2 ) RO 16 @50 4 ] (P BT NSSA [AEHIBEAR 3 #, PI
FABHET NSSA FMERIBEARTE | ) B oA NVAENBRAHRIITCH -, NS3 o EE/in~
— AT A IR (155, 156, 168 i) KU NSSA EEOFERR—2 5 L ERE (24, 28, 30,
31, 58, 92, 93 {if) OEIMIIEHEREIEAN SVRIZ RICEISTREEICOWT, #2.7.3-30 |27,

& 2.7.3-30. NSSA [HEHI R U PIBGAROHEEBEIZENT, 15%FBEE LI-EEDONS3IE
U IE NS5A DRI 7 = / B EIZBITAR—2 54 VERD SVR12 FE(Z
RIFTEE (M15-410 388, miTT-VF £8)

Arms C+D ArmE
Baseline Polymorphism, 12 Weeks 16 Weeks

HCYV Subtype Target % SVR;, (n/N)

NS3 only" 10O (3/3) 100 (2/2)

NS5A only® 88.0 (22/25) 93.3 (14/13)
Total GTla b

NS3 + NS5A 60.0 (3/5) 25.0(1/4)

No BP 100 (18/18) 100 (11/11)

NS3 only” - 100 (2/2)

NSS5A only® 85.7(6/7 100 (6/6)
Total GTib b

NS3 + NS5A 100 (1/1) -

No BP 100 (4/4) 100 (2/2)

BP = baseline polymorphism; DAA = direct acting antiviral; GT = genotype; HCV = hepatitis C virus; mITT-VF = intent ta
treat population excluding subjects who did not achieve SVR,, due 1o non-virologic reasons; NS3 = nonstructural viral
protein 3;

NS3/4A = nenstructural viral protein 3/4A; NS5A = nonstructural viral protein 3A; PI = protease inhibitor;
SVR; = sustained virologic response 12 weeks post dosing

a.  'Only' indicates total number of subjects with baseline polymorphisms within the indicated target, and none in the other
target. Analysis only includes subjects for whom both NS3/4A and NS5A sequences were available.

b. 'NS3 + NSSA'indicates the total number of subjects with baseline polymorphisms in NS3 as well as in NS5A.
Analysis only includes subjects for whom both NS3/4A and NSSA sequences were available,

¢.  One subject with L28M and P32deletion in NS5A experienced virologic failure,
Cross reference:  R&D/16/0492 Table 16

07 A b A SEITRIE R AR S Tdh - 7= HCV GTla BRIik#ERF o Gl TLU TOEREMSED L,

81



obbvie FuaFreElkintgg- ETLUEREL
2.7.3 BEIRBTE S
R&D/16/1196

o FEBICERH AN NS3 OERE LT, VI6AM, Y56H, RISSK/T, AISGG/T/V X
i DI6SA/T 8 7 FlIZER®H &Mz, 5/9 T NS3 @ V36M, Y56H, RISSK/T Xid
D168A/E MiEEOZEENF H-/11% TR bz,
o  UANLREFEIBERBNTH o7 HCV GTla BREeghBaE 2T, NS5A 0 M28T/V,
Q30E/G/H/K/L/R, L31M H58C/D X3 Y93H OEMXITEEE RPN —R T A 5
RO LN, BEBICRHENZERL LT, M28A/G, P29Q/R, Q30K, H38D X
I Y93H A3 0 o L R ERTRIE R B S C 7T ISR b,
07 A b AEERIERE T T o 7= HCV GT1b REEEEE 1 5] Ti%, NS3 BRUINS5A O 5%
IR ENAEREITAR L, L28M RU P32 RIBAR SRR TEH LN,

273524 Ti4EBEITOEED

M15-594 FRERIZISVNT 238 0D NS3/M4A F U8 / XIE NSSA BOF % RATHHIRAT L /-G, &9
THEA TORBEREENLFN, GTla (4 #) , GTib (196 ) , GT2a (14 ) , GT2b (12
) , GT3a (741 , GT3b () KRUGT3k (1) Thoi,

[E]P M15-594 FRERO DAA RIGHEO HCV GT1 R GT2 B F Iz R8T, 74 LAY
AR SIRD bR hot, £, ik M13-583 3ERD HCV GT4-GT6 BH IR Iz W
T, 7A N AERETERRETHIER® iAo, BN M15-594 3Bi> DAA RIEFED HCV
GT3 BB LB T, 2 FAS o A L AR TR TH -7z, BN M15-594 3BRICIS T
%”) HCV GT3 Y BERIISET R fllDns ehn, R—AF 1 JERMBFRDRICK

TSI T & A d o e, T A N AERITETERREI TH o 7= HCV GT3 RS 2
fﬁJ& BWT, #EF%BICHHESN-ERE LT, NSSA @ L28F RO/ XIiE Y93H AikH b,
NS3 OEINIT v in-oTo,

EP M15-594 ERIZ 30T, HCV GT1b fRURHIRE T S 172 NS3 LT NSSA D825
BOBREOE LI, DAA BEBFETI VEWRBEELAR L7 NS3 @ 168 (irif NI NS5A @ 31
RERTR 93 ik [RE, DAA RIBREUEBFEICA1b S, 1IZIERETh o2, DAA RIGREE
Tf DAA EEIRFROHERF 12T, NS3 @ DIGSE/T/V, NSSA @ L3F//M/V TR NSSA @ Y93H
DORBEE, FNEN 1.2%ETN48.4%, 3.7%KTU 81.3%, 18.0%K 1} 594% Th -7z, DAABLA
FEOWERE 2T, 13 17T NS3 @ DIGSE/T/V DEBEL & LT NSS5A LIIF/I/M/V it YI3H
MERS B, 19 51T L3IF/I/M/V + YOIH 2588 bAivi,

EP9 M15-394 B DAA BEIRHEOBRFICE T, 7 I /EEML 168 L2 &L NS3 RO
NR—RTA YRR ET 2 BEBAL 31 ALE 93 fiEETr NSSA O_— AT ERIT
SVRI2 HC B RIFERhoT, PI+NSSA [BERSERIED HCV GT1b BEHERE 2 Mt
A N R FHERTERRRI T, WY NSSA @ P32 REBBSRH B, ASV RUIDCV & &b
D dr o7, WEFE M15-410 BRERITISUNT, HCV GT1b FELikiRg 22 Fildh 1 5125 7 o L A 2R
FRRINT, _—R T A I NSSA O P32 REBROH LN, ZOWHERFEIXZ ASV+DCV 25T
HREENS o7z, P32 KIBIZ PIB I LEWIHEER RTERTH - (262 1) . ZOERIT
DCV # G REL T T-BE THREZIIFNICEDOLNAEETH o7 (McPhee 2013) .
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2.7.3 BSRREUE I
R&D/16/1196

M15-594 BRIV T PI+NSSA FAEABERRD U A A X ERIRFREI Th 7 2 flo 5
B, 1 FTERSBICBEENEERIZ NS3 @ AIGD/V T, DI6SV LIBERIZIZED B,
NSSA ¢ P32L/P32 KR KT L31F/P32 KIEMBIRERIEICENER | FITHRD LRI,

M15-828 BBRICK T 136 FIOESIE RGBT Lo R, &3 754 7oBERIEN
Fh, 58 A Tl GT2a (6590 1 [72.2%] ) , GT2b (25/90 1l [27.8%] ) , ®EHEB Tik
GT2a (30/46 5l [65.2%] ) . GT2b (16/46 5| [34.8%] ) Th iz, UA N AFERTEFARMINT
BHBILT, N—RT A EEN SVR RICEKIETREEIIRD NN,

HESE M13-583 SERIZIUNT, 110 FI0D NS3/4A BTF / i NSSA BLF| % RECHHART U 7R 3L,
8 DD GT4, 1 2D GTS5, 520 GT6 BV 7T ¥4 7L LTREZN, EN-Fh, GTda (26 ff) |
GT4d (36 7)) , GT4f (1 {#) , GT4g (1 ) , GT4k {4 #) , GT4m (1 f8]) , GT4o (1 ) ,
GT4r (3 {81} , GT5a (26 f8l) , GT6a (561) , GTee (3 ) , GTep (1 #l) , GTeq (1 ) XK
W GT6r (1 fl) Tholz, —2AF4 L ERE, MI3-583 BBEONTIOYTF 4 72BN T
HIERDRICEREE RIS T, 74N AENBRARDIEL bR EhoT,
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274214 F OO B R TR .o 87
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BREE

BEEE ErELapnaRR G HigLanWRER (HEE

ADME Absorption distribution metabolism excretion Wellw, Ay, AREE Uk

ALT Alanine aminotransferase TG T I AT =T

APRI Aminotransferase/platelet ratio index TI/rFrRT=F—F [ MR

aPTT Activated partial thromboplastin time U 2 T O N I i d s e 4 1

AST Aspartate aminotransferase FTARGIXUEET I ) FF AT T—F

BCRP Breast cancer resistance protein -

BM1 Body mass index HERHEE

CMQ Company MedDRA Query -

CTCAE Common Terminology Criteria for Adverse FETHNRER
Events

DAA Direct acting antiviral agent EEEREIE 7 4 o RIE

Dy Daclatasvir FIFHEALN

DILI Drug-induced liver injury IREIERTRE

DRESS Drug reaction with eosinophilia and systemic GPEERm & s By R 8 5 B EUG
symptoms

eCRF Electronic case report form HL T 51

eDISH Evaluation of drug-induced serious A BT B O RRAT
hepatotoxicity

eGFR Estimated glomerular filtration rate HERE AR i@

FIB-4 Fibrosis-4 AFttE (a1

GGT Gamma glutamyltransferase y FAEIN IS AT 2T

GLE/PIB Glecaprevir/pibrentasvir FLhF LA/ LA

GT Genotype xS EALT

HBsAg Hepatitis B surface antigen B HFFR U A v AKEHR

HCV Hepatitis C virus CRIFFH U A LA

HIV-1 Human immunedeficiency virus-1 v RRERETAAR]

ICH International Conference on Harmonisation B 3% EU E SRR IR EpR]

IFN Interferon AvF—TFxzs

INR International normalization ratio EpE b

IS8 Integrated summary of safety -

LbvV Ledipasvir LA BN

MDRD Maodification of diet in renal disease -

MedDRA Medical dictionary for regulatory activities = 35 Sl FE4E

NCI National Cancer Institute HEE LA ANFFEET

NS3/4A Nonstructural protein 3/NS4A FERFIET= A B 3/4A
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BEEE BWELARV0RE (3EER) HEE L2 (HAEE)

NS5A Nonstructural protein 5A ST A B 5A

OATP Organic anion transporting polypeptide FHET = A R U A7 R

OBV Ombitasvir FLEHZAE N

OBV/PTV/r Ombitasvir/paritaprevir/ritonavir ALEFAENL ] AV ETF LN ) e

PCS Potentially clinically significant BRERHOCE M 5D &4 5

peglFN Pegylated interferon AR =T s

P-gp P-glycoprotein P - ABH

PI Protease inhibitor TuT 7 —EEEA

PMDA Pharmaceutical and Medical Devices Agency [ B [ R SR T S R

PMQ Product MedDRA Query -

QTcF Prolong QT interval corrected for heart rate using | Fridericia TR L = 0308l IE QT MIFR
Fridericia's correction formula

RBV Ribavirin PR I NG

SOF Sofosbuvir VIRAT N

SVR Sustained virologic response PR 7 A L AR

SVRI2 12-week sustained virologic response BT % 12 MRe S O Fefet: 7 A v R ERED)

UGT Uridine diphosphate glucose- GUP T EES S v o ERETEEE
glucuronosyltransferase

ULN Upper limit of normal FEHER (R
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2.7.4.1 EEI~DERE
27411 BIENRSETHTER VT 2RO R
274111 BEERRARIOST T A

FyhT ek (BUF IGLE; ) / 7L AR (BUF IPIB) ) %, 2 fEOE
AR YA LA (LUF DAAL ) R2EEAETEASLE C BFLo /12 (LT

THCV) ) RIEEE S L TR SN TWA, GLE I3 HCV RS- A B 3/4A (NS3/M4A) TuF
7—EES (LT (Pl ) , PIB (FFEfHE-ABE 5A (LLF INS5AL ) HEAITHY, WT
b in viro BT HCV Y=/ 47 (LLF TGT) ) 1-GT6 23 L THRA I T A /L AR
FL (TR, EAMEEZESE LI WI EERLTWS, 0B, GLE HE—HRo
DAA @ Pl BREHRICHEE T IZEOFEELERICH L TEHEZHF L, PIB I3E L NS5A AE
# (Asegaen BT TOBV] 1, #2772 0 [T TDCV) ] RRL YRR

[LAF TLDV] 1 %) ICita R4 E8e 7T I JBER 31 ATk 93 %) (&L TH HCv
iEEEET S (2622 5 . GLEPB OESTIININGTE ;2 GLE 100mg % U* PIB
OmgEEAL, 3% 1 B 1[E&RSE Lgs0®S5d GLE 300 mg/PIB 120 mg TéHh 5,

2 HOE 1 FHIEMINERE (M . 066 RER K Ml432 AER) A5, GLE EUFPIB DEREfEE
B ANEEEHRER A ABRERE CHRBETHI ZERBELNERY, BEERUE
HHEC b RIEE IR bmnois, 8 1 HMET thorough QTe ik (M543 &0 23,
GLE 400 mg + PIB 120 mg &% (® GLE 600 mg + PIB 240 mg O 58 THEig X, QTeF DL iHHE
BEITERERRED LN, 2, UTIRRTESERZNSICmAMMTTER SN
fo58 1 ABEER (M14-867 355, M14-868 BUIRE U M15-410 M) 2B\, GLE 300 mg KU
PIB120mg @ 1 A 1 G Tl EM & BFELREEESRI i,

1.  HCV GT1-GT6 {ZREH: LT sRigH, oA v F—7xar (LUF lpeglFN] ) + U/3EY

» (BAF TRBVI ) BLIAIRODIERTREZ (]

2. HCVGTI BT GT3 omdle Ui AT aE 25 41

3. HCVGT! iZf&# L7z HCV PI, NSSA AL PL+ NSSA [HERITEIR AL B

GLE/PIB OEEHHERTHE L2 BEICE VT, RBY OHfFFAEEIC L 0O 0N ETRD S
P AR LY il

o ORBREREUVELNEREISAEIN (LT IPMDA) ) LOMBICEDE, 2 20
EP S I ABRER (M15-504 BABR R TN M15-828 IR 2 EE L, BIEVEARABBERICBITS
GLE/PIB OHEETETOAENEEZFM L2, Fio, A8 11 MEB (M13-583 &) T
HCV GT4-GT6 % %I GLE/PIB DEEhME: & oA M L 7=,

ARBCRL-REHET—H

FEMEICIRBIT AFEMERT, EEOBBREEZLATIAEEEY, DAA REHEEU DAA
BEVETRD HCV GT1-GT6 (D LizBE SRS L35 2 >OEMNE I HERE (MI15-594 35k
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TR MI15-828 38BR) & L=, X512 MI5-594 R TIT HCV GT4-GT6 B L-AEABEFEOR
FEBLRLBANBTERpofeiod, HREEL TR L Lo s I HE (M13-583

BE) LERMRERE L, SHMEEEE LASBROMEL R 2741 I, BBFYA % 27410111
WCE Lz,

HRMWIZBITAEBEERNL, 3 SOWESE 1 AR (M14-867 3B, MI14-868 HERE
M15-410 #8) RO 5 >OHF/E I FEEE (M13-590 30k, MI15-464 3Bk, MI13-594 35#,
M14-172 B R U M15-462 ) & L7z, 2EEHOMEARBRIE, HCV GTI-GT6 1L L
RIEETFEEOBERVETEEORBEE2NHL L TR, £z, BEEOREEEEL2FTS
B, DAAICX AR AROBEFER VL MaERev A2 1 (BIV-1) R EE L

IEENT, BEEEE LARBOMELE 274210, RBFYA % 2741011 HICEHRHL
b rult

B, EWERoWAE 1SR LU BB T GLE R/ I PIB #EHr LU A D
HE#TH 12 BEEESOEEE YA L2808 (LUF TSVRI2) ) ZERL-EBRELZSSLL
TR 7+ m—T v 7B (MI13-576 W) ICHT DR EME 27453 TRIZFRT D,
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% 2.7.4-1. BRERHIREMFEBROBE GHbEH)
Study Study I/ Study
Phase No. of Subjects Enrolled Study Design Subject Population Status”
3 M15-594 (CERTAIN-1)/ Substudy |: Substudy 1: HCV GTl-infected Ongoing
N =295 Randomized, open- Japanese subjects; TN or TE-
label, active- PR; without cirrhosis
controlled Substudy 2:  HCV-infected
Substudy 2: Open-  Japanese subjects with
label a) GT1 or GT2; TN or TE-PR;
with eirrhosis
b) GT1 or GT2; DAA-exp; with
or without cirrhosis;
€Y GT3 - GT6; TN or TE-PR;
with or without cirrhosis;
d) GTt or GT2; TN or TE-PR;
with CKD Stage 4 or 5 (eGFR
<30 mL/min/1.73 m?); with or
without cirrhosis
3 M135-828 (CERTAIN-2)/ Randomized, open- HCV GT2-infected Japanese Ongoing
N=136 label, active- subjects; TN or TE-PR; without
controlled cirrhosis
3 M13-583 (ENDURANCE-4)/  Open-label HCV GT4 - GT6; TN or TE-PRS; Ongoing

N= 121

without cirrhosis

CKD = chronic kidney disease; DAA = direct-acting antiviral agent; eGFR = estimated glomerular filtration rate;
GT = genotype; HCV = hepatitis C virus; IFN = interferon; peglFN = pegylated interferon; RBY = ribavirin;
SOF = sofosbuvir; TE-PRS = treatment experienced with peglFN or [FN £ RBV or SOF + RBV =+ peglFN;

TE-PR = treatment experienced with pegiFN or IFN & RBV; TN = treatment naive

a.  Status as of the database lock for results referenced in this summary.

12
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& 2742 PBRRMEEHRBROBE (B5&E)
Study 1B/ Study
Study Phase No. of Subjects Enrolled Study Design Subject Population Status”
2 M14-868 (SURVEYOR-2)/ Open-label, Part [: HCV GT2or GT3; TN  Ongoing
N=692 randomized or TE-PR; without cirrhosis;
Part 2: HCVGT2or GT3; TN
or TE-PR; with or without
cirrhosis;
Part 3: HCV GT3; TN or TE-
PRS; with or without cirrhosis;
Part 4. HCV GT2, GT4, GT5,
or GT6; TN or TE-PRS;
without cirrhosis
3 MI13-594 (ENDURANCE-3)  Open-label, HCV GT3; TN; without Ongoing
N = 506 randomized, cirrhosis
active-controlled
3 M14-172 (EXPEDITION-1)/  Open-label HCV GTI, GT2, GT4 - GT6; Ongoing
N =146 TN or TE-PRS; with
compensated cirrhosis
2 M15-410 (MAGELLAN-1)/ Open-label, Part I: HCV GTl; DAA-exp Ongoing
N =141 randomized (NS5A, Pl or both), without
cirrhosis;
Part 2: HCV GTI, GT4, GT6;
DAA-exp (NS5a, Pl, or both);
with or without cirrhosis
3 M13-590 (ENDURANCE-1)Y  Randomized, HCV GT1; TN or TE-PRS; Ongoing
N =704 open-label, without cirrhosis; included
paraliel-group subjects with HIV-1
co-infection
3 M15-464 (ENDURANCE-2)/  Double-blind, HCV GT2; TN or TE-PRS; Ongoing
N =304 randomized, without cirrhosis
placebo-
controlled,
followed by open-
label
3 M15-462 (EXPEDITION-4Y  Open-label HCV GT1 -~ GT6; TN or TE- Ongoing,

N=104

PRS; CKD stage 4 or 5 (eGFR
< 30 mL/min/1.73 m2) with or
without cirrhosis
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obbvie suvaFrenkingm- EILV4REL
274 BSERMERE

R&D/16/1197
Study ID/ Study
Study Phase No. of Subjects Enrolled Study Design Subject Population Status”
2 M14-867 (SURVEYOR-1)/ Open-label Part 1: HCV GTI; TNor TE- Complete
N=174 PR; non-cirrhotic;

Part 2: HCV GTI, TN or TE-
PR, with or without cirrhosis;
HCV GT4 - GT6, TN or TE-
PRS, without cirrhosis

CKD = chronic kidney disease; DAA = direct-acting antiviral agent; eGFR = estimated glomerular filtration rate;
GT = genotype; HCV = hepatitis C virus; HIV = human immunodeficiency virus; IFN = interferon;
OBV = ombitasvir; NS5A = nenstructural viral protein 5A; peglFN = pegylated interferon; PI = protease inhibitor;
RBYV = ribavirin; SOF = sofosbuvir; TE-PRS = treatment-experienced with peglFN or IFN = RBV or SOF+RBV £
peglFN; TE-PR = treatment-experienced with peglFN or IFN £ RBV; TN = treatment-naive

a.  Status as of the database lock for results referenced in this summary.

LEEEFRHT LT TORBE GHEER ROSEEE) X, B# EU EELBEHFREERE
i (ICH) , EERGOBERBOEROEETA N7 A L RU~L Y X EEOMBRBNICTE-
THEME L7, PMDA IZHEE R ORI E A ME, ARRORE T 0 s F M LEY 27—
FoRy =V RREER LT,

LR 5B FERABRUSEEER) 33~T, &5 L #REM ML,
B, wERE B O R SR CHEOBMIC b 0 IR A R LT, REEIM
ik, BESWIMZET UAESE dds 2k Lo iieE 2 24 BT hiz-» GERREE L,
ZERERU HCV U AR (BAT IRNAJ ) BROBE, AN, Yo A L ATEERD
SEER R UMSRE DR 2 7T - 7=,

e EFRET AT ATORE GHIRREOEZER) &, #AFENENERET L LT
4373 DB B RAN, VHEL EOWREEFEIANIZEARVE S, HEMNRERICE
DWTF WA LT,

EREEMEHT S GLEPIB OREE GHMERAIECSESER) TR LHEANRSEE, X M
B CHIHIENED bRV LB E Lz, £, A7 V=0T B BSR4
N AREFR (HBsAg) 2B TISTE o B BIAT A RESDRIZ X 1 B BEBRE TR ot L=,

2741111 HBTHA Y

E A

M15-594 88 (GR{EHE)

M15-594 BtBREEL, # 1148, —EEERll, FFEH, EEGH, ZaRxdRRRThy, WE
(201742 BEE) HERDCH S, ARBOTERANE, HCV GT I LI o A
AAFEAEELEL LT, GLEPIB # 1 H 1 B 8§ HERELEZLEOEEMHREUEDMES
OBV/ 22U HZF LA/ U e (BT TOBV/PTVA] ) @ 12 AR S & i i+ s - &
Thb, ARBTIL, BEEOBBERBELE TS HCV GT1 Xid GT2 TR L - EFEE DR
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obbvie FLaFLELkiim- ETLLYEREL
2.7.4 BRERMEZEHE
R&D/16/1197

ANBEEZXHR L LT, GLEPIB # 1 H 1 B 8 HMEE L& XOREMEROHEMELFML T
W5, £, ARERTIL, HCV GT1 X GT2 (2R U RIEMETEE O A BE, mNGB

GT4, GT5 Xi% GT6 TR L7 RIEMEATFEE SUIEFELEOMRARE, EEOBREREELF
95 HCV GT1 XIE GT2 (2 L= REMEFEE O ABE L IC D h&éwﬁ%fﬁﬁﬁ
AL RFIEES (LLF ISVR) ) 2ol ABEER IR L LT, GLEPIBD 1 H
1 (8] 12 AR SR OZ 2R CESEGIME LTV D (K2.7.4-1)

& 2.7.4-1. M15-594 FHERDHEE TH 1 V DHLE
Arm A TR A Ly TS
ABT-493 300mg ABT-530 120mg 1
- N= 120 PT Week 24
g ¢ Y93H=approx. 20 _G‘I':I.Non-cﬁ'rlndl: DAA Naive 1
g @ 2:1 randomization (for subjects without Y93 H)
ArmB | ombitasvir/paritaprevir/ritonavir | 1 PT Week24
N=50 - GT1 Non-cirrhotic, DAA Naive | !
ArmC:N=70
Cirrhotic= 50
* GT1cirrhotic=35 "iﬁfj'gssmm' ABT-530 120 g 7
n DAmeariesiS | GT1and GT2CiThotic, DAA-experienced, GT3,4,5,6, | PT Week 24
4 GT3,4,53nd6=5 | and Renallmpaired Cirrhotic |
Renal Impaired, cirhatic =
g upto s T e
I’-493 300mg AB‘i’ 530 120mg 1
onia - ] PT week24
N= st minimemS { lmp*!ﬂ.mm | 1
Renal impaired, =
without cirrhosis [ | |
Treatment Treatment Treatment
Day1 Week 8 Week 12

ABT-493/ABT-530 = GLE/PIB; DAA = direct-acting antiviral agent; exp = experienced: GT = genotype;
PT = post-treatment

M15-594 RERZ 2 DOV T AXT 4 THRL, SV T AEZT 4122 >0FEHEZFHR T, @Y
TAET 4 ~OMANIIIEIT LU TER L=,

HIAET 41

T7AET 4 1 3EEAL, HEWHR, EIEIBRBRTHY, RIGFEUIBEREE (14 —7
=r Y [LAIF MFNJ ] F L <X peglFN+RBV) (DAA RiEH) @ HCV GT1 (RS L 72 JERTF
A DOWERE # ANz, BEABIMTENG, B2 T8 L NSSA S8BT 5 YO3H ZE
ROFEARIE L=, YI3H L, HCV GTIb IZEHE L7z HARANERE DK 10%025 20%ICF8D b
6%%(%6WMWWUHEVGﬂbijﬂ/;kwf,N%AﬁﬁLY%Hmﬁﬁfﬁfé
L, B NSSA BEANCR L THEEN L EEOME (DCV : 24 %, OBV : 77 %, LDV :
1000 {%i#8) ZMWiGT 5, RO HCV REHFA FT7 4 Tk, HCV GT1b ERBHEIZH LT
OBV/PTV/r |Z X Bi8EZ AT AENIZ NSSA @ YO3H BRIZOWTHRERZITI Z L 2HREL T
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obbvie suhFLenkim- ETLUERENL

2.7.4 BEERMZ 2
R&D/16/1197

BY, TOEEMMBHENEEFCH L TIE OBVPTVA 25 LAWVE IR L THA7,
Y93H RO PIB (2% 3 HMFEIEEIT in vio TIEED LILTHRWY, LAk~ T, A7 V—=
VB HCV BRET YO3H ZERBH ST TOWRBRE 2R A (ZETT= (3 20
) o YOIH ZEMBIHEN Lo 2 1 O TEEH A IR 5H B (ZIE/ESSIRT
P L7, E{EREIATITEE, IFN BANC L2 BEORERBOFE CGRIBFUTEEER) RURY
U —= 78D HCV RNA 74 /A4 (600 77 TU/ML 34 31d 600 77 1UMmL LE) (X 25
bE1To7, 9120 5Z 58 A, S0FEREHBICHEHAN, DTOREEToT,

o EPEA: GLEPIB % 300 mg/120 mg DHELTC 1 H 1 [\ 8 MRS

o EFEBR:OBV/PTVA® 1 A 14 12 AKKS

BORAT 12

YT RET g 2 IFIRIEESL, FERERTH D, BEE CITIE, 1) HCV GTI XL GT2 i
AR U7 T e o kB, 2) HCV GT3, GT4, GT5 BTN GT6 \ZRe U7 EIFRIZ Iy,
HPERFTEE O, 3) DAA L AHIHANRATZHO HCV GT1 X GT2 12kl L 72 JEFFIZE X
VIACHERTRI S OB, RU4) EEOFEREBELF T HCV GT1 Xk GT2 (2@ Lo
MR O ERE 2 S/, BEE D 1T, EEOBHERELET 5 HCV GT1 XX GT2
R LR E OWRE S &S, LREBREICUTOREEZ T o7,

o IFEFEC:GLEPIB % 300 mg/120 mg AT A 1 [E 12 AERE
o EFEFD: GLEPIB % 300 mg/120 mg AR T 1 B 1 [F 8 @RS

ASBIR IS 245 (I OWERE FBAND L5 FVA L,

M15-828 5HBR (EFMME#t)

M15-828 SABRIE, HCV GT2 Il L JEFIRZED B ARARABE ER% & LT, GLEPIB &
181 E 8 RS Lk & OPERTE ML Y FAT LN (LT SOF] ) +RBV 0 12
MEOR S & LBRHTT 5588 11 48, MERL, SR, BRAR, ZRREREBRTHY, R
TE (2017 422 AR LERTTH D, FRBOMS L RHEHRI L, RIS UIESR FN
# L < peglFN=RBV) (DAA RIEFE) WEAE L Uiz, MALLHEBREZ 2:1 OKT
GLE/PIB # 8 M558 (5 A) UL SOF+RBV % 12 MRS58 (5B I
MEPEAITET G ([2.7.4-2)
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obbvie YLaFLELkim - ETFLUEREL
2.7.4 BEERMRLSMN

R&D/16/1197
[ 2.7 .4-2. M15-828 SRERDEAEETH 1 » OME
; | ABT-493 300mg  ABT-530 120mg |
i ! GT2 Non-cirrhotic, DAA Naive g | PT Week 24
ArmB I SOF + RBV ;
N =40 T ot DA N , | PT Week 24
I | |
Treatment Treatment Treatment
Day1 Week 8 Week 12

ABT-493/ABT-530 = GLE/PIB; DAA = direct-acting antiviral agent; GT = genotype; PT = Post-Treatment;
RBV = ribavirin; SOF = sofosbuvir

120 Bl EEAICEIS T 72 (RE5H A 80 #l, 58 B: 40 ) . EEBEIGITRE, IFN
BHFNZ LD IBEOERRBOFE RIS UIBEER) KA T U —=17KO HCV RNA &
(600 7 TU/ML 4 31% 600 77 IUML Lh k) (2 X ABRb#1T o7z, MEAEIf 14, HERE
WZLLTFO®BEZIT o7,
o P¥5EEA: GLE/PIB % 300 mg/120 mg PHET 1 H 1 [A 8 #H# 5
o HHEEB:SOF # 400mg ®HET 1 A 1B +RBV (KEIZIE LT 600-1000 mg @ H
B% 1 A 2EIChERE) & 12 BEES

ARBRIT 120 I ZHAND L 57 WA LT,

HmyaER
M13-583 EAE& (T & #)

M13-583 #kB&IL, RIGESUIBEER (FN # L < i peglFN £ RBV X% SOF + RBV = peglFN
Of AT L ARTEEART) @ HCV GT4, GT5 XX GT6 |2 L~ EfTHLEnBE # g L
LT, GLE/PIB # 1 A 1 [8 12 BE#EG L L 20RO EEMEE2FHET 55 11 /8, H—
B, S, ZHREFRBRTHY, RE Q017FE2 AR bEMPTHS (K2.74-3)
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abbvie 4Laireiking - EJrraabl
2.7.4 BERKMZRESHE

R&D/16/1197
B 2.7.4-3. M13-583 FREEDAERTH 1 VDR
Treatment Period Post-Treatment Period
Day 1 Wk 12 PTWk 24
n =130 ABT-493/ABT-530 N
300 mg/120 mg

ABT-493/ART-330 = GLE/PIB; PT = Post-Treatment; Wk = week

AT 130 FlEfBAND LD TYA Lk,

L | FBERER . M14-868 BER (BEEH)

M14-868 3hiE, HCV GT2, GT3, GT4, GTS XIE GT6 1T U 7o JERTREZS St T i
BONEANBEENEE LT, RBY SFAXIIIEHAT CGLE RUPIB 2R/ 5T 1 B 1 [E
8 MEM, 12 WRSE 16 MR E Lz 2 0FHM, Btk USRGEEL NS5 118, &
B4k, S, SHRERRBOLERR TChoto, ARERT/I— b 1 (F2.744) , 23—k
2 (2745 , 23—+ 3 (182746) ROt 4 (02.74-7) D 4-2D3— M THEL LT,
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obbvie SLhFLenkinm- ETLUEREL
2.7.4 BERMRSM

R&D/16/1197
2.7.4-4. M14-868 REEDRERTH A DS (/Si— k1)
D1 W12
i
2
@ Arm A
JES 'nws |ABT493300mg+ABT-530120mg
- o E
O==T
>22
2EF AMB | \pr493200 mg + ABT-530 120 mg
Q o n=25
ca
2
Arm C | ABT-493 200 mg + ABT-530 120 mg
n=25 +RBV
ArmD
n=25 | ABT-493 300 mg + ABT-530 120 mg
°
8 e Am E
nEE  ns ABT-493 200 mg + ABT-530 120 mg
Qe
O=<
> g 2
2E%  AmF | ABT-493 200 mg + ABT-530 120 mg
P n=25 +RBV
ca
(=]
=
"‘1’;“2? ABT-493 200 mg + ABT-530 40 mg

ABT-493 = GLE; ABT-530 = PIB; D = day; GT = genotype; HCV = hepatitis C virus; PR = peglFN + RBV;
RBYV = ribavirin; TN = treatment-naive; W = week
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aobbvie sLuhadureElking - EFLVEREL
2.7.4 BEERpIZ 21

R&D/16/1197
X 2.7.4-5. M14-868 SREEDREE T4 D OME (/X\—+ 2)
D1 w§g w12

.
>

°
]
y £
~3 3
- a
Arml) O ¢ x ABT-493 300mg + ABT-530 120mg
n=s0 o 9a
Ige
z3
aQ
=
-
-]
&
<
R
amt B :: E ABT-493 300mg + ABT-530 120mg
NS0 3V a {TH; ne2s)
Igo
z3
a
4
=
Ar "z"s? ABT-493 300mg + ABT-530 120mg
n=

HCV GT3
Cirrhotic
™

Arm P

na25° ABT-493 300mg + ABT-530 120mg + RBVA

-

A Dosed Q0
* Includes PR experienced subjects enroled under Protocol Amendment § [treotment
extended 1o 16 wweks for PR-expetienced subjects in Arm Q)

ABT-493 = GLE; ABT-530 = PIB; D = day; exp = experienced; GT = genotype; HCV = hepatitis C virus;
PR = peglFN + RBV; QD = once daily; RBV = ribavirin; TN = treatment-naive; W = week

Note:  Only arms that enrolled subjects are shown.
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obbvie suLairelkinm- ETLraREL
274 BRRMZ2ME

R&D/16/1197
X 2.7.4-6. M14-868 SHEEDHABTH 1 VOME (13— 3)
D1 w12 W16
P
e
E [
AmQ 278 ABT-493/ABT-530 300mg/120mg
n=100 mb& &
e
CEE
32
ArmR T E g
n=100 25 ABT-493/ABT-530 300mg/120mg
2 o3 —

ABT-493/ABT-530 = GLE/PIB; D = day; GT = genotype; HCV = hepatitis C virus; TE = treatment-experienced;
TN = treatment-naive; W = week

5 2.7.4-7. M14-868 HERDFAEBRTH A o DE (/—F+ 4)

D1 wa

ArmS

n=160 ABT-493/ABT-530 300mg/120mg

HCV GT2, 4-6
Non-Cirrhotic
(TN and TE)

ABT-493/ABT-530 = GLE/PIB; D = day; GT = genotype; HCV = hepatitis C virus; TE = treatment-experienced;
TN = treatment-naive; W = week

M13-594 HER (BEFEH)

M13-594 3BhIZ, FIEHEO HCV GT3 (ZRAL L7-FETZEOBE L2 %4 L LT, GLE/PIB % 1
B 1E 8 EEIE 12 ME#TS Lz & E0F0MERUE LSS SOF+DCV @ 12 #EfE#E G & g
TAE N, EEAL, HEH, EEME, ZHERILRRBR THo7- (X2.74-8)
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aobbvie SuvhaFLEking . EILYEREL
2.7.4 EBSERMIT 2%

R&D/M16/1197
2.7.4-8. M13-594 RERDHABRFH 1 OME
Treatment Pericd
D1 w12
‘n - p .
R D1 ost-Treatment Pericd W4
7
& ArmA J yr.
£ (N=230) ABT-493/ABT-530 300mg/120 mg QD ) r o d B
S
G D1 w24
= ArmB i 77
E (N=115) SOFA400 mg QD + DCV 60 mg QD ! v 4 4 o
E
5_ Treatment Period
- a3] wsa
'—
(& >D1 Post-Treatment Period W24
> ArmC 1 pr4
% (N=115) ABT-493/ABT-530 300mg/120mg QD } % -

ABT-493/ABT-530 = GLE/PIB; D = day; DCV = daclatasvir; GT = genotype; HCV = hepatitis C virus; QD = once daily;
SOF = sofosbuvir; TN = treatment-naive; W = week
¥ Arms A and B are randomized; Arm C is sequentially enrolled after Arms A and B complete enrollment.

M14-172 REE (BFEFHD

M14-172 3B L, SRIBFESUZERIANE (IFN 32U pegIFN £ RBV # L < Id SOF + RBV # pegIFN)
@ HCV GTi, GT2, GT4, GT5 Xit GT6 T L - REEITFEEoBRELHHEL LT,
GLE/PIB # 1 H 1 [H 12 @RS L7z & & OFMER OE2M 2 3 A8 1 #8, B8, gk
Bk, ZHEeERBRCho- (R2.74-9)

2.7.4-9, M14-172 BB OREEBTH 1 L OMRE
Treatment Period Post-Treatment Period
Day 1 Wk 12 PTWk 24
ABT-493/ABT-530 >

300 mg/120 mg

ABT-493/ABT-330 = GLE/PIB; PT = Post-Treatment; Wk = week
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aobbvie FLaFLELkim - ETJLUE2REL
2.7.4 BEERMIR LM
R&D/16/1197

M15-410 HE& (BEEH)

MI15-410 BEiT, DAA |2 X ARNMEHEAARKIIO HCV GT1 (S— b 1 RUVS— b 2) XZ
HCV GT4-GT6 (/3— b 2) IR L-BEFEZRHRE LT, RBV fHXILIEFAHT T GLEPIB %
1 B 1E12EMXT 16 BERS L E0FDME, TeERUCEREIRLEMT L5 IE, &
E#&fE, 23—, EEM, ZiER‘EROIERBE TH -7 (¥ 2.7.4-10) ,

[ 2.7.4-10. M15-410 HEBDOFHER T 4 O E
D1 Treatment Period w12
- -
Part 1
N T b ABT-493 200 mg QD + ABT-530 80 mg QD I
é - @ (N=20)
H4 =]
cg€
= 26 QB [ ABT-493 300 mg QD + ABT-530 120 mg QD + RBV 800 mg QD I
5% (N=20)
>89
‘i‘, e £
T AmcC
(Ne20) ABT-493 300 mg QD + ABT-530 120 mg QD l
Pre-specified efficacy and safety
criteria are met-
D1 Treatment Period w12 w16
I }- o
L7~
I3 Part 2
Q Arm D
25 (Nedo) [ ABT-493/ABT-530 300/120 mg QD
-2 and/or
- $ Arm E
S (Nedo) [ ABT-493/ABT-530 300/120 mg QD
So

ABT-493 = GLE; ABT-530 = PIB; D = day; DAA = direct-acting antiviral agent; GT = genotype; HCV = hepatitis C virus;
QD = once daily; RBV = ribavirin; W = week

M13-590 :HE& (SE&EH)

M13-590 #BRIT, DAA FRIGHE I DAA BEIEHE (SOF + RBV = peglFN A L) @ HCV GT1
IR U7 3EFE0BRE RS L LT, GLEPIB # 1 B 1[E 8 XiT 12 BEZREOEHER
WA AE I, ®|IEAL, e, EHZHEARBRETH-oZ (K2.74-11) ,
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274 BEERRBUEREMH

R&D/16/1197
X 2.7.4-11. M13-500 BHEEDEE T A D OHE
Treatment Period Post-Treatment Period
Day 1 Wk 12 PTWk 24

Arm A | ABT-493/ABT-530 (300 mg/120
(N=310) mg Qb)

4

Treatment Period Post-Treatment Period

Day 1 Wk 8 PTWk 24

Arm B ABT-493/ABT-530
(N=310) | {300 mg/120 mg QD)

ABT-493/ABT-530 = GLE/PIB; PT = Post-Treatment; QD = once daily; Wk = week

M15-464 3ER (SEEH)

M15-464 FRERIE, RIGEEXIIEAEE (PN 2 U < i peglFN = RBV X (X SOF + RBV + pegIFN)
? HCV GT2 W&y U IERFmiE o RFE W% & LT, GLEPIB % | A | B 12 8EEE L&
EOFMERCLESMEEITGT 58 I 4, EEHb, TEEHR 77 2R%E, ZiERARR
BChots (K2.7412)

E 2.7.4-12. M15-464 HERDOHER T 1 L OHME
Double-Blind Treatment Period Post-Treatment Period
Amm A [[ABT-193/ABT-530 300mg/120me 24 Week Follow-Up >
| GT2 [
Matching Placebof . I T -
Am B Deferred Treatment ABT-493/ABT-530 300mg/120mg I 24 Week Follow-Up >
[ ] 1
Day 1 Week 12 Week 24
Double-Blind Treatment Period  Open-Label Treatment Period Post-Treatment Period

ABT-493/ABT-530 = GLE/PIB; GT = genotype
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obbvie suvaTrenkim: ETLU2RER
2.7.4 BERMB S
R&D/16/1197

M15-462 HEE (BFEH)

M15-462 3BRIE, FRIGHEIELIAFE (IFN X3 pegIFN £ RBV # L < iX SOF + RBV :* peglFN)
DEE OB E IR ESRELE T A HCV GTI-GT6 2B L 7 FERFIE L SUT AN
WEOEFZIEL LT, GLEPIB 4 1 A 1| B 12 BERSE Uit & & 0FDMER R &M% 52
THEINE, B, FER SHEREFFRGTH- (K27413)

Bj 2.7.4-13. M15-462 SREEOHER TH 4 L OBPE
Treatment Period 12 weeks Post-Treatment Period
ABT 493/ABT-530 PTWk 24
N =100 (300 mg/120 mg QD) >

ABT-493/ABT-530 = GLE/PIB; PT = Post-Treatment; QD = once daily; Wk = week

M14-867 HER (SEEHD

M14-867 FR8REE, RIGHEUL peglPN + RBV BEVGHR D HCV GT1, GT4, GT5 XiE GT6 ki
L 72 RS (HCV GT1 &) XITIEFFEZE (HCV GT1, GT4, GT5 XL GT6) DEFE
¥&HE LT, GLERLOPIB # B 5HAETC1 A 1A 12H8MESLZLE0FDE fE2EET
HinThie R LT A5 148, FEEHR, 2.3, ZHEREFHRTH- (M2.74-14)
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274 BREMERSH
R&D/16/1187

2.7.4-14.

G11 Non-
cirrhotic TN
& PR-MNul!

GTY
Cirehiotic TN
& PReexp

GT4, GTS,
GT6 Non-
cirtholic TH
& PR-oxp

G111 Non-
cirrhotiec TH
& PR-exp

M14-867 SHERDEHE T4 Vv OEE

Part 4

Traatman! Penod

01 w4 w3 w12

P

{?4224% i ABT-493 200 mg QD + ABT-530 120 mg QD l
Arm B

Ned0) | ABT-493 200 mg QD + ABT-530 40 mg QD ]

Part 2 initiation criteria S 3 virclogic fadures por arrm and
53 sublects per arm with AEs leading to trostment discontinuation
and having reasonable possibility of balng related to DAAs

Part 3

Treatmant Patitd

D1 w4 ¥E wiz
-

ArmF
sy i ABT-E93 200 mg 0D+ ABT-530 120 mg QD ]
Anmn [ ABT-493 300 g Qb + ABY-530 120 me OO
(Nm3 g 530 120 g
Arm ¥
ety f ABY-493 300 mg QD + ABT-533 120 mg QD

ABT-493 = GLE; ABT-530 = PIB; AE = adverse cvent; D = day; DAA = direct-acting antiviral agent; GT = genotype;
PR-exp = peglFN + RBV experienced; QD = once daily; RBV = ribavirin; TN = treatment-naive; W = week

*  See Study M14-867 protocol Section 5.4.1.3 for details including definition of virologic failure for the purpose of Part 2

initiation.

*% TN and PR-exp subpopulations in Part 2 are enabled by TN and PR-null subpopulations, respectively, from Part 1 as
per arm initiation criteria in Study M14-867 protocol Section 5.4.1.3; if in Part 2 TN subpopulation is not enabled, then
Tx-exp subpopulation alone will not be enrolled.

®#% Cap of 10 PR-exp subjects per arm, if PR-exp subpopulation is not enabled, then 30 TN subjects per arm.

EH O+ 0—7 v TRE
M13-576 B8 (BEERD

M13-576 3BRI1%, GLE BRUF / XX PIB #&ic L U AL AEFEAZT SVRIZ &/ L
WBRELNSE L LT, DEOESELZEMTSE W 48, EHEEE, SERLERARRTHY,
BAE (20172 AEE) LEHEPTHD, AR, GLE RW / XL PIB ORE T A L RE
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abbvie YLadreikig- EJLLaRENL
2.7.4 BEERMR &M
R&D/M6/1197

FIERTRRT E o - HBREIZRB VT, BEO U A L AFINMEE RO RBBRE UG 2 M
DEITHFA LTS, FEFTHRD oM BRIEGIITIFAME 4, Child-Pugh SEHOE
{b, B, AFfm R UBETHREEND,

HCV #xid & L7 SB1THRR SR T DAA B 5B R R TN 3 ERlichio o TR 4885
WMET D, Z0 3 FITiE, RITHRBROZBEN, RUBEORBRT »OARBIEANLETD
MBS END, WBHRER, MI3-576 BEBE~OMRANTICHTRBROBBENZET Ladhd
LY AN

274112 R2HFHE
EEER
MR R OB ER & L-RBICl VW T, FEHE LT, BREZRE LEBICELD,
HHWHIFEL A, BWEER LanEdE FEREEOREZET) , IR, UIER
D ETHY, BHRELORRBROAEIMbDRVEER L,
TRERIE DO IER 554 bR IRG#% 30 AUNICER LT TOFEFLTHRIGHE T TR
RUEERES UT, FFCHETDLERRWIRY FFEEES) LD LERLL

EHRLGEERR
EEMHEERI, AEFEPUTOERECEE LLBEEERLL,

BT HIRE O LIIE DU,

EdEENT LD BESEASET 5 LAt AU E BIZEOERI & 5 T & R EE
ERAHEIErT 2048, LVEELLOTHoESIREIZIE Tz k
b\ﬂﬁ@éiﬁ&h&u\

ABEX 13 AR D ER R 2 BT ARICE IR IHEREOARBROERICESWE,
f&%"ﬂﬂ*m%B’LR—’?H’"KE&LAODA%#; EZ 1 RId N
FEREDRE AR S L A IR DT B A L IEIRIRDIETICE S,

KA S IEREE A M / R 2 RS O B i AETEOTEINI IR L o TRIBCES TS, HiFIDE, B
W, B, WEME, THL, A L7 AFRUBREAAME (W REoh
AE) T EOEFEBEBEES LGSRV ERIEE EA,
BEDERAECROICNERIE E5iE&aeErT, RICES, UEARPTELZEETY, BFAH
FAEEVAE Z LB LT AEFNCE  HALEBRESERICELENLY, EROX D 2ER (EHRE DL
B C, EaEe T, ARSARHMROER, EREORE, KHasX
ISR / R A) WESAL D IDRNER A RHOLE £ p
ETHEFMICEE R, B, ALEETHE, BRREIIEED
EFAIIRERYERE Lin, ZOX532WEOHE LT, SRR
BETHEFHFELELTAT LAF—EREFTRY, ARCELZH
I PEER B S IEE, L < ESIRETEDELRA ORENEET D,
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BEBROEERE

HEFSOEEEL, REESSANEE (NCD) &=L EHERNE (LLF ICTCAE] )
(Version 4.0) (% 2.74-3) (LLF INCIL CTCAE] ) OREERAS R FM L HEDF IRV TR TE(E
ERTASEEAL L 7=,

#* 2.7.4-3. FMEEHRUSEEN L LAERCTOATEROEEEDER

7Lr—F TERE"

Tl MRAE ; Ay, SUTBEOCERSH D  BEEMAITHRENROAX  BREELZY

Fe— 2 @ﬁﬁgﬁ¢ﬁ/%ﬁ%/#@%%%ﬁ%@f%;%mﬁnuﬂmﬁﬁmmwaﬁﬁﬁmw
D

Fr—F3 HEEEEACERNTH LY, Ehicda i BT LoTidy  ARXEARHFOLEE
FETH  EIREE / BETEE  FOE Y 0 BEAETEI{EORIE °

Fr—K4 EfEdid  BANELETD

Fi—K35 FHEFGICLBEL

. HEFSEOEEEOER (TIaor [] BE—Yr— FROBETO (L) OEELTT, )

b, EFOEY LAOEEAERIMES I, /RIOHER, HEAMPRBOE WY, EFoEH, £oFmle X
—3«0

c. HOBEYOEFEFBMELZ, AK, TR RK EWOER, bA LOER, BORRSWRET, Bl
O TRV RIES &,

BEEEORAZHER
TR EEMITIUT OESE AV THAEER E RBEEOR G L ORRBRLFM L,

B d 9 IR L HEFLRORRERSRE S DA TFET DT EHR
B2 L BB L A EFSOERBFRARRE SIS IHESFE LAV EEFES

R L ORPEFEOHEILL T, BEHY ) LHMEISIZAFESRSE, BBRELOR
HEEGEIHHLOLE LTRYHEY, TRH#R L) LHESRZEEFLRE, BRELORES
B nbod LTV o, $£in, BRELEMILHSHENRESIN 2P BHEFR
XTI AR S MW AN FEERY, BRELOEEBEALLI DL LT HELY ) &
LTHEROHE-T,

RRETEMBSEE2AESSR L ERELORLMGEE BERL] LT LZEE, BR
THEEMICEFZFRO (20 OFEEZRETHSIIEHELE.
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iR PR AR A iR 7 FR AR A D TR

PREL U7 iR S0 B A R UL A L A R o il R G I RARE R O RBRER, P
SARERRE CRIE L 7,

274113 §fiEtAReT

Rty — & 1T, BN M15-594 RIBE U M15-828 38, W NTHESS M13-583 BEBRIZHSWNT

BB L ICEBICEN Lz, £RBTER LK ORER, SRBRORBRBITHREE
(BAF TCSR] ) PIDEIERNTEEFICTER L, WFEhoRBRTYL, BBREE 1 FEULEREL
P T OWEERE B e ERRAT Ox g L L,

F7-, EHPN (MI15-594 R U M15-828 3 5%) T GLE/PIB # &5 L-REE2HAL T, &
EMF—F BT L (£2744) , AETEEMTOMRE, EEOEMERELFL2Y
W, BEEOBRERSLETIERTRUOERESME TR UL, EEOEHBEMELFL
ROEEERE S, BIFEEOFERICR L, EEOBFBEREL L, A2 Y —=r VERREE
@ eGFR (A A A M T IZE#4% |7~ Modification of Diet in Renal Disecase [MDRD] iz kL n#EH) M
30 mL/mind1.73 m” &% & EFE L=, EPY M15-394 REBEROEWERE OFFEE O ET, AHRET
FEEROFEHZ GV, A7) — = FERBICEFREGRES (eCRF) TINE LZEHEIZESW
THRE L/, BN MI5-828 B CIIITIIZEDHERE IR Licicwd, ZoOFROT < TORER
FOSJERTIRZEE OfRE L S E T,

% 2.7.4-4. EPERER (M15-594 REER U M15-828 i1E&) DORSEHEEHRT

With Severe Renal

Without Severe Renal Impairment” Impairment”

Noncirrhotic Cirrhotic Total Overall
GLE/PIB GLE/PIB GLE/PiB GLE/PIB GLE/PIB
8 and 12 Weeks 12 Weeks 8 and 12 Weeks 8 and 12 Weeks 8 and 12 Weeks
N =258 N=62 N =320 N=12" N =332

a. Severe renal impairment is defined as eGFR <30 mL/min/[.73 m” at the Screening visit.

b. Includes 2 subjects with cirrhosis.

BARBRIZONWT, BT — ¥ OREHIT 1T o7, AR CER L 2SR ORE
b, M2 Integrated summary of safety (ISS) MDFGEHEFEEEIZFHIR L, B2FEB O
Phase 2 and 3 Analysis Set (2%, RBV %6 L/-#lksa &%, GLE 300mg 1 B 1 FE XU PIB
120mg 1 B 1 [EEE LT CO@BRENEEN5H, F/o, M Phase 2 and 3 Analysis Set T,
B S R O AR B TS M15-464 REATT 7 2 R BRCEINT) - 1 5R S R O%ESE M13-594 3R
ST R I RE N O LT — 2 2R LT,
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M13-576 #BRIL, SVRI2 Z3FERL L7 GLE R UM PIB #4585 L T W ERF £ 582, DR
BN T AR 7+ —7 v TRBTH S, ZD7®, WFH Phase 2 and 3 Analysis Set 2
AR E FR TR,

EPERRE M/ R CIE, BERSRGEESE (LLF MedDRAJ ) Version 19.0 ZAWTH
EHSERREAELT, Ei%@ﬁx%ﬁb:;?&%%@ﬁﬁ&uiu % MedDRA OFFEHIKSHEAE
UEAZERCERH Ui-, #REIC MedDRA @ 1 DOEARFEIH L THEOEEESMNRO HN
Z5G, EREEREEEOHERCEEESRLEVESR, B L OFRRBFEITR D BEENE
OFVESEZERL, YHEABCH L THERES | BOLEE L, #HREN 1 SOBER]
KAFACHEORIEOFSLHE L-IEAIE, YSHEENRSECH L TEREL 1| @Hox
AL,

FFER Iz RS AR OB R 2 FTMT 2 2dls, BEODHBIFRE/ ST A —F I DWTHET & 1T
o7z (27433 ) , Eio, ﬁTﬁﬁéTﬁlﬁi&ig&f%‘i{CEﬁTé Product MedDRA Query (LLTF

[PMQJ ) 2BV, MU EEESs (AR, FFERME, SRS Hm s Rt
WS 2 S de) KN T AAEEOH2FEREGUELHEL, A LDEFOHFTRLE~DHE
FTFOF I DT EE L 7=,

FFamass, BFerddy, WEEROERERZ ) IFROERFLZHVT, REMETEBREY
PRI LTS 0 ERREHE L Q742.15H) .

SLREMCBE A T EESRIE, LM Company MedDRA Query (LLF TCMQ) ) #
WTRRE LD (2745778

TI=2wT2/) T rA7=2F—E (BUT TALT] ) RUSRE U L ELAZDNT, RGHICE
175 CTCAE HES L — FOR—AF A v ORRE~DY 7 b TN LD Fli 2T -7

(2.7.433.1 ) , 7 F—T I TH, N_x?4yﬁ®fv—P(01,z3Ri4):ﬁ
LT_—2AF A % RRRER) OREI7L—F (0, 1, 2, 3 XL 4) 2FRLTHEBRFOS
BEEH L, ALT RUBE VAL OBEREESEEEOHEENOEEE, FL—F0 &
L7,

JFl iz B+ AFN OR 2 5803 5 7, 5T REREEORKES LT DU
MU LEWBRAEHERUOEHEEFEHNL, UTEARLE 5§ 2OEEBIZLIFFMEIT-7,
(2.7.4.3.3.1 ) , F£7=, ROITT 4 >0, EELEMITEEOHMME (LT leDISH) )
7w b (Watkins 2011) @ [X4y (quadrant) (Z3E¥ 45,

o ALTASHEIEE EIR (LAT TULNG ) O3 EUERUEE U L2 ULN @ 2 #L k

(Hy's quadrant)
e ALT # ULN @ 3 fflERURE U2 ULN @ 2 {F#55 (Temple's corollary
quadrant)

o ALT S ULN @ 5{&# (/'L — F3 L BICiEY) RUE VL5 ULN @ 2 3k
fii {Temple's corollary quadrant D 7 v b)

o ALT 7% ULN O 3 {EsiE R UNar U a8 ULN @ 2 20 (Gilbert's cholestasis
quadrant)

o ALTHULN O S5ELLERUSN—RAZ 1 D20 E
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ULN (28T AR RERIZESHT, HRENLEEREORTO 4 o0FiE (eDISH) KiZ3E LT
WAMEHET L7, EREEHEICHES LHIET A8, ALT RUMRE U L B X MRS EIE L7 fE
ThHLEETRL, AR5 VEOBEREMEN LROEELHLZ L THRIE, ~—2A54
CEEOEFEREMIC DL TEREF AL,

WA GAYA L DFERITAS—AZA b DB L DMLz (2744 TB) . 7z,
FREERGICE R H D LY E NS (PCS) A FIY A AEOHEELUER - Lo gha ok
UBIEZER L,

27412 2ARp T IRTEIRNR

ERfliErsr & L= 3B (M15-594 30k, MI15-328 AWK O M13-583 3B RUSBEER L L
BEA (MI13-590 75k, MI15-464 35, MI13-594 35, MI14-172 BB, MI15-462 35, MI14-867
SR, MI14-868 FRERKE U M15-410 B OWHREOHNERLET GLE LT PIB WRiEROER % LA
Tzad,

274121 M15-594 EAB&

YITAET 4 1 RO TRAET 4 2 CIRAEEBIT Lo HEBRE ONRE# 2745 1277,

538 A EVRAEIRT L7=A8 129 HIiC GLE/PIB % 1 BILLEf S L, BEA DOTT
DOWFRE PREBRIEOR S 25T L=, #E5H B (OBV/PTV) 2 53 FiEE{EAEITL, o
56 1 FIARSERAITCREEE PRI Ui, £, BEBEB O 1 i3 OBV/PTV DL 2L,
FERRICLVBHREORSEFIL Lz (M15-594 38k CSR Table 141 1.2.1.1) , #E5H#H C O
103 Fil R UNZ5-5¢ D @ 10 flic GLE/PIB % 1 [HLL R85 U, 58 CITHANW RSO S b
100 Fl R ¥ S8 D (AN SW5E S GLEPIB 0545 T Uiz, 58 C o 3 FNER
HoOREAPEL, 595 2 FIRXHERSR, | 04V AZNBRARES BT, HCV
RNA &7 A )L AEPNEARE & 2T 1logyo IlUML # ERIZEM L -T2 8A) LA PIETH-o
f= (MI15-594 35 CSR Table 14.1 _1.2.1.3) ,
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R&D/16/1197
+ 2.7.4-5. HEEDOAR (M15-594 FHER)
Substudy 1 Substudy 2
HCV GT3-GT6 HCV
Noncirrhotic, GT1 - GT6 GT1-GT2,
Cirrhotic, DAA-Exp, Severe Renal
HCV GT1, Noncirrhotic, Severe Renal Impairment® Impairment,”
DAA-Naive with Cirrhosis Noncirrhotic
Arm A Arm B ArmC Arm D
GLE/PIB OBV/PTV/r GLE/MPIB GLE/PIB
Parameter, n 8 Weeks 12 Weeks 12 Weeks 8 Weeks
Subjects randomized (Substudy 1) or 129 53 103 10
entolied (Substudy 2)
Subjects treated 129 52 103 [0
Study drug disposition
Completed study drugs 129 51 100 10
Prematurely discontinued 0 1 3 0
study drugs
Interrupted all study drugs 0 1 1 0
Study disposition
Completed study 23 0 ] )
Prematurely discontinued I 1 1 0
from study
Ongoing 105 52 101 8

DAA = direct-acting antiviral agent; Exp = experienced; GLE/PIB = GLE 300 mg/PIB 120 mg once daily;
GT = genotype; OBV/PTV/r = ombitasvir/paritaprevir/ritonavir

a.  Severe renal impairment is defined as eGFR <30 mL/min/1.73 m2 at the Screening visit.

Note:  Interim analysis. Data cutoff date was 18 Nov 2016 for Study M15-594.

Cross reference;  Study M15-594 CSR Table 11, Table 12

BEWEB O 1 flERE, $T7AST 4 | OSEHEICERERFEEICRE LR SHRIC
Dleo THRBPEEA#E Lz (82746) . F7o, T7AET 1 2 @ 3 flekR £8RE IR
SHEEHEEICHRE Lo S MBI bl - TIeirgE e 5 L s,

32



obbvie FLaFrenking: EILUaREL
2.7.4 BEERMREMN
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& 2.7.4-6. S MPOESHE (M15-504 3HER)

Substudy 1 Substudy 2

HCV GT3 - GT6 Noncirrhotic, HCV GT1-GT2,
GT1 - GT6 Cirrhotic, DAA- Severe Renal
HCV GT1, Noncirrhotie, Exp, Severe Renal Impairment"  Impairment,”

DAA-Naive with Cirrhosis Noncirrhotic
Arm A Arm B Arm C Arm D
GLE/PIB OBV/PTV/r GLE/PIB GLE/PIB
8 Weeks 12 Weeks 12 Weeks 8 Weeks
Parameter N=129 N=352 N=103 N=10
Duration of treatment received,
days®
Mean (SD) 56.0 (0.32) 83.3 (3.52) 82.7 (8.74) 55.9(0.32)
Median 36 84 84 36
Min — Max 54 ~ 57 59 - 86 14 - 86 55~ 56
Duration interval {days), n (%)
115 o 0 1(1.0) G
16 -- 30 0 0 1 (1.0) 0
31 -45 0 0 0 0
46 — 60 129 {100} 1{1.9) 0 10 (100)
6E-75 0 0 0 ¢
76— 90 0 51(98.1) 101 (98.1) ¢
> 90 0 0 0 0

DAA = direct-acting antiviral agent; Exp = experienced; GLE/PIB = GLE 300 mg/PIB 120 mg once daily; GT = genotype;
OBV/PTV/r = ombitasvir/paritaprevir/ritonavir 25 mg/150 mg/100 mg once daily
Severe renal impairment is defined as eGFR < 30 mL/min/1.73 m2 at the Screening visit.
Duration of exposure was defined for each subject as the last study drug dose date (for the period being summarized)
minus the first study drug dose date (for the period being sumimarized) plus | day.

Note:  Interim analysis. Data cutoff date was 18 Nov 2016 for Study M15-594.

Cross reference:  Study M15-594 CSR Table 38, Table 39

274122 M15-828 HE&

M15-828 SR CIEEBBIM T L7 tBRE ONERE E 2,747 10T,

&5 90 FlOWBRE 2 ST A CIEESEIAT L, &% GLE/PIB & 1 @I iS5 L7,
BERE A Ol AXFEERICLVEREORE 2P IL L (M15-828 B CSR
Table 14.1__1.2.1) , 46 FOWHERE 2% 58 B 2B, SWTREIC SOF+RBV # 1 [BLL E#
B Lz, #5858 B © 1 FIAEEREIC LV IEREOR S E 1k L7z (M15-828 3B CSR
Table 14.1 1.2.2) ,
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R&D/16/1197
#2747 HEREDMNER (M15-828 BER)
HCV GT2, Noncirrhotic, DAA-Naive
Arm A Arm B
GLE/PIB SOF + RBV

Parameter, n 8 Weeks 12 Weeks
Subjects randomized 90 46
Subjects treated 90 46
Study drug disposition

Completed study drugs 89 45

Prematureky discontinued study drugs | ]

Interrupted all study drags 1 2
Study disposition

Completed study 9 ¢

Prematurely discontinued from study 2 |

Ongoing 79 45

DAA = direct-acting antiviral agent; GLE/PIB = GLE 300 mg/PIB 120 mg once daily; GT = genotype; SOF + RBV = SOF
400 mg once daily + RBV 600 mg — 1000 mg (based en weight) divided twice daily

Note: Interim analysis. Data cutoff date was 11 January 2017.
Cross reference:  Study M15-828 CSR Table 10

WEFEA LIRS R OF | FlER 2REIC, RBREEFHERICEE SNz
T, BhgEa s L (22748 .
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R&D/16/1187
# 2.7.4-8. e OREHE (M15-828 FER)
HCV GT2, Noncirrhotie, DAA-Naive
Arm A ArmB
GLE/PIB SOF + RBY
8 Weeks 12 Weeks
Parameter N=90 N=40
Duration of treatment received, days®
Mean (SD) 55.5 (4.03) 82.4(10.62)
Median 36 84
Min — Max 18 - 57 12 -84
Duration interval {days), n (%)
1-15 0 1(2.2)
16 - 30 1 (1.1} 0
31-45 0 0
46 - 60 89 (98.9) 0
61175 0 0
76 - 90 0 45(97.8)
> 90 0 0

DAA = direct-acting antiviral agent; GLE/PIB = GLE 300 mg/P1B 120 mg once daily; GT = genotype; SOF + RBV =50F
400 mg once daily + RBV 600 mg — 1000 mg (based on weight) divided twice daily

a.  Duration of exposure was defined for each subject as the last study drug dose date (for the period being summarized)
minus the first study drug dose date (for the period being summarized) plus 1 day.

Note:  Interim anabysis. Data cutoff date was 11 January 2017,
Cross reference:  Study M15-828 CSR Table 24

274123 M15-594 SREE R U M15-828 SHERDH S AEAT

M15~594 3R R O M15-828 MERCIE, &ff & LT 332 Il GLE/PIB D5 % 1 [BILL LT -7

(% 2.7.4-9) , 33260 3 PUTEEEL RO HIEL 7 A L R EEFERETRENC S D BB R L
Zk L7z (rd170028-css-jpn Table 2.1 2.1) , MI15-594 3B OF M15-828 3R TIE, 4 &
IR EFICIERERAEEICRE L -WMEIC bl o T, BBRERXEE L, 2/, &54d
D 5-HiE % Cross reference:  rd170028-css-jpn Table 2.1 |

# 2.7.4-10 {Z7RY,
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R&D/16/1187
# 2.7.4-9. HEREDOMER (M15-594 SHEER U M15-828 FHER)
With Severe Renal
Without Severc Renak Impairment” Impairment®
Noncirrhotic Cirrhetic Total Overall
GLE/PIB GLE/PIB GLE/PIB GLE/PIB GLE/PIB

Parameter, n 8 and 12 Weceks 12 Weeks 8 and 12 Weeks 8 and 12 Weeks" 8 and 12 Weeks
Subjects randomized 258 62 320 12 332
Subjects treated 258 62 320 12 332
Study drug disposition

Completed study drugs 257 59 316 12 328

Prematurely discontinued study drugs 1 3 4 0 4
Study disposition

Completed study 32 1 33 2 35

Prematurely discontinued from study 4 0 4 4

Ongoing 222 61 283 10 293

GLE/PIB = GLE 300 mg/PIB 120 mg once daily

a. Severe renal impairment is defined as eGFR < 30 mL/min/1.73 m’ at the Screening visit,

b. Includes 2 subjects with cirrhosis.

Note: Interim analysis. Data cutoff date was 18 November 2016 for Study M15-594 and 11 January 2017 for Study M15-828.
Cross reference:  rd#70028-css-jpn Table 2.1 I
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R&DM6/M1197
 2.7.4-10. BERROBRS 4N (M15-594 HER R U M15-828 F1ER)
With Severe Renal
Without Severe Renal Impairment® Impairment®
Noncirrhotic Cirrhotic Total Overall
GLE/PIB GLE/PIB GLE/PIB GLE/PIB GLE/®P1IB
8 and 12 Wecks 12 Weeks 8 and 12 Weeks 8 and 12 Weeks 8 and 12 Weeks
Parameter N =258 N=62 N =320 N=12" N=332
Duration of trealment received, days®
Mean (SD) 60.0(10.38) 81.9(11.22) 64.3 (£3.63) 60.6 (10.94) 64.1 (13.55)
Median 56 84 56 56 56
Min - Max 18-85 14 - 86 14 - 86 55— 84 14 — 86
Duration interval (days), n (%)
1-15 0 1(1.6) 1(0.3) 0 1(0.3)
16 -30 1 (0.4) 1 (1.6) 2(0.6) 0 2(0.6)
31-45 0 0 0 0 0
46 - 60 218 (84.5) 0 218 (68.1} 10 (83.3) 228 (68.7)
61 -75 0 0 0 0 0
76 —-90 39(15.1) 60 (96.8) 99 (30.9) 2(16.7} 101 (30.4)
> 90 0 0 0 0 0

GLE/PIB = GLE 300 mg/PIB 120 mg once daily
a.  Scvere renal impairment is defined as ¢GFR <30 mL/min/1.73 m* at the Screening visit.

b. Includes 2 subjects with cirrhosis.
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Note: Interim analysis. Data cutoff date was 18 November 2016 for Study M15-594 and 1| January 2017 for Study M15-828.
Cross reference:  rd170028-css-jpn Table 2.1 5
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27.41.2.4 M13-583 &g

M13-383 FREBRICIA AN EERE 121 Fioxt L, BREO®RSE 1 B LT, (F274-
1) o 3 FIDREREEDFEE P LR, 2055 2 fIEEES, | AIRIERESICLD Y
ETHot,

+ 2.7.4-11. HEREOMER (M13-583 BER)
HCYV GT4 - 6, Noncirrhotic
GLE/PIB

Parameter, n 12 Weeks
Enrolled 121
Treated 121
Study drug disposition

Completed study drug 118

Discontinued study drug 3
Study disposition

Completed study 28

Discontinued study 1

Ongoing in the Post-Treatment Period at 92

SVR,; primary analysis time

GLE/PIB = GLE 300 mg/PIB 120 mg once daily; SYR12 = sustained virologic response 12 weeks postdosing
Cross reference:  Study M13-383 CSR Table 6

3 FAERE, RUWEBREICHRBERHEFZICHE LEBEWEICh- » THRBEES &S LT
(% 274-12) ,

39



obbvie ZLaTLenkim - ETLVEREL
2.7.4 BEERIRSH

R&D/16/1197
% 2.7.4-12. BEHPOS A (M13-583 HE)
HCYV GT4 - 6, Noncirrhotic
GLE/PIB
12 Weeks
Parameter N=121
Duration of treatment received, days”
Mean (SD) 83.3 (8.88)
Median 84
Min — Max 12 - 87
Duration interval (days), n (%)
1-15 1(0.8)
16 -30 1 (0.8)
3t -45 0
46 - 60 0
6l =75 1 (0.8)
76-90 118 (97.5)
>90 0
277 118 (97.5)

GLE/PIB = GL.E 300 mg/PIB 120 mg once daily; GT = genotype

a.  Duration of treatment = the last study drug dose date - the {irst study drug dose date + 1 day.
Percentages calculated on nenmissing values,

b. Completion of treatment used in efficacy analyses, defined as study drug duration = 77 days.

Cross reference:  Study M13-583 CSR Table 11

274125 BAHBOHSHERN

#E#+ Phase 2 and 3 Analysis Set Tid, ME#AE I H3UIH 1 BRROEF 2369 @l #5RE
(M15-462 B OEE OFBREMEOWIRE L&) &, M, 128X 16 @RIChiz -
T, RBVIEFFHATTOGLE300mg1 B 1 EIEUPIB 120 mg | H 1 IO BAIXIZESANC L 50F
BEEE | ELLEIT-7 (d160155-iss Table 2.1 1) . 2332 fFloOwERE SRR ERFEEICNE
W, IBBREOBEETET Lz, 37 ] (1.6%) OWEBRENIERIEDKELEPIELK (1d160155-iss
Table 2.1 272) , RBEpHEP DT, 11 FNFEES, 8 FIH 74 L RERER
FAREN, 7 FIASIREEASGEST, £hEh 3 FIPREME R UERRTEE, 5 FlAEOMTH-T, #
#b Phase 2 and 3 Analysis Set 23313 S{pErEEORESHIM%E, rd160155-iss Table2.1 5.1.1 KTF
Table 2.1 7.3.1 {279,
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