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@ Simeprevir (TMC435) with peginterferon/ribavirin for chronic HCV genotype-1 infection in
treatment-naive patients: results from QUEST-1, a phase III trial.
Jacobson I, et al. J Hepatol 2013;58:S574
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[J51E]  LAF 28ECE D £+iF, A. Simeprevir/PR £f ; Simeprevir(150mg) + PEG-IFN o -2a -+
Ribavirin % 12 J&&“’—?\ % D% PEG-IFN o -2a+Ribavirin % 12 ## 59 %1%, RGT EAEICHE
W, TR TR 2l L 7=, B. Placebo/PR % ; placebo+PEG-IFNa2a+RibaVirin Z 12
ke, € D% PEG-IFN « 2a+ Ribavirin % 36 8#¢ 59 5 #f, RGT AEL#EILE T, 48 I TIHH
¥reL,

[#R]  A#ED SVR12 X A # 80%. B #f 50% T, Simeprevir G CHEIZE N -T2

(p<0.001), A HEIZIVT 85%DIERIZY RGT HHEIZHE - T 24 WIF R TIRI A T Lz, 24
THET LTZSEBID 91%, PRIERF G- & 72 5> 72 JEBID 21% T SVR12 24572, RVR (4 HH TD
HCV-RNA [&PE{b) 12 A BED 80%., B BED 12% CTH LN, 1RIERGMEIZZ L (study o
Stopping roles (25 <) JBFEFIEE 257D A B9 %, B B 34% Th o 7=, TRFEM T
HCV-RNA 2B OFRLRIZTAREI %, BEE21% ThH o7,

[#&7@] Genotype 1 ®© CHAUEBVEIF R OWIENERIZIBVNT, ' A7 L EAGEHBEIE 80% &V 5 &
VW SVRI2 MG H I, & BIZ 85%DIEFI TIafR i 2 24 I HHME T 25 Z L A A[HE Th o 7z,

@ Simeprevir (TMC435) with peginterferon/ribavirin for treatment of chronic HCV genotype-1
infection in treatment-naive patients: results from QUEST-2, a phase III trial.
Manns M, et al. J Hepatolo 2013;58:S568

[(BEZE]  #IENEHE D Genotype 1 O C HUEMENTIREH 391 N A HEIERE 0 AT Lo B IIFA L
AR, ERROQo Xk & FRRICBEH 2L,

[J71E]  LAF o 2 BEICEID £71F, A. Simeprevir/PR #f ; Simeprevir(150mg) + PEG-IFN « -2a or
2b+Ribavirin % 12 ##5-, & D% PEG-IFN « -2a or 2b+Ribavirin % 12 ## 53 51, RGT
FEYEZHE - IR # ZE R L 7=, B. Placebo/PR #f ; placebo+PEG-IFN « 2a or 2b+ Ribavirin
% 12 ks, % D1 PEG-IFN « 2a or 2b-+Ribavirin % 36 ## 53 5 %, RGT JEAELE)L L 72
Nl

[#558]  SVRI12 (% A #f 81%. B #% 50% T, Simeprevir 58 THEIZFE 2> 7= (p<0.001),
A BEIZHNT 91.4% DIEFIH RGT FEHEIHE - T 24 R CIER AR T L7z, 24 T T L7JE
BlD 86%, 48 WIZHERE & 72 - - fiEfF D 31.8% C SVR12 #1372, RVR (4 H T HCV-RNA &
PEAE) 12 ABED 79%, B BED 13% T SV 72, 165 T If HCV-RNA 2B O FHRR 13 A BE 13%,
B# 24% CTh -7z,

[ Genotype 1 @ C BUEBMIFR OHEHEEIZIBV T, Simeprevir (212 PEG-IFN « 2a
F721F 2b 3 L O Ribavirin Z0fH3 52 & T, 81% &9 &V SVRIZ ERGHI, S HIZ91%
DIEF] IR 2 24 BICHEHET 5 Z LN A[BETH o 72,

©) TMC435 in HCV genotype 1 patients who have failed previous pegylated
interferon/ribavirin treatment: Final SVR24 results of the ASPIRE TRIAL.
Zeuzem S, et al. J Hepatol 2012;56:S1-2, and oral presentation at EASL 2012
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RNA BV #7% 2 LoglU/ml £if) (243%8 L CTIT - 7255 O b AH#ER,

[FE]  Fro 4 5SS T TRE,

A B ; Simeprevir(100mg or 150mg)+PEG-IFN+RBV % 12 ## 54 . PRG-IFN+RBV % 36
W 5., B # ; Simeprevir(100mg or 150mg) +PEG-IFN+RBV % 24 % 5.#% . PEG-IFN+RBV
% 24 %45, C #f; Simeprevir(100mg or 150mg) +PEG-IFN+RBV % 48 #l# 5., D #; placebo
+PEG-IFN+RBV % 48 ## 5.,

[#5%] SVR24 % Simeprevir ##%5 L7- A-C T 61-80% T V. £EEL b placebo %
5 U7- D BERIRD 23% & Ll L CHEICE -T2, ARG Tl 85% vs 37%. BITAHRITSY
HIREBITIE 75% vs 9%, BITAIREESNG]ClX 51% vs 19% TH Y . £ 4D REOX IR L il LA
BlZmno To, £ B OMELT L 72 Ria R 5] T % 31-46% D SVR24 #1572 (D FETIX 0 %),
ANV ADFIEEALREER S LA IEIZA-CHETI-17%, DEET 3% THY , IGFEEKEDO U A L
ZFHRIZIA 6 -18% 125t L 44% T - 7=,

[ 556 AEE 2 PEG-IFN +Ribavirin @ 2 Al CTHRAEH TH o 72EFNIT KT L, Simeprevir
ANz 7= 3AIPHHIC X2 BB ATV BiVEHR ME2h Ot L T 72 CIARIR #5256, placebo
BRI CEIICE VL SVR24 RAVR Sz,

@ Once-daily Simeprevir (TMC435) with Peginterferon and Ribavirin in Treatment-Naive
Genotype 1 Hepatitis C: the Randomized PILLAR Study.
Michael W. Fried, et al. Hepatology 2013; doi: 10.1002/hep.26641.
(2] #IENE#ED Genotype 1 D C BB T BFE O BEAEZ T O 1175305k, 55 O b AR,
[57£]  Simeprevir (75mg/day or150mg/day) % 12 #H & 5\ & 24 i, PEG-IFN+RBV & ff
FH L7z, Simeprevir #%5-8¢1L, RGT FEUEIZHE - T 24 B TIHEK T L7z, RGT AEHEITHZY L
%e ¥ L O placebo £ 5-8%1X PEG-IFN+RBV % & 48 M # 5 L7,
[#EH£] Simeprevir #:1L, 58 75mg/day 35 L O RGT HAEIZHEY L7 W EEA RV T placebo
FEICH AR THEIC SVR24 K E o 72 (74.7-86.1% vs 64.9%, p<0.005), RVR (% Simeprevir
B ERECHBEIZE Do 72 (68-75.6% vs 5.2) , RGT FEHEIZHE - C ., Simeprevir 580D 79.2-86.1%
DIEFNZIBNT 24 M TIRBZHE T L, ZhbD o b 85.2-95.6% T SVR24 &R LT,
[f57@]  #ENE% < PEG-IFN & Ribavirin (212 C Simeprevir Z# 5.9 % Z & ©, SVR i3
EICEEE L, < OEF TR 2 i 2 2 LS TE T,

® Simeprevir (Tmc435) With Peginterferon/Ribavirin for Treatment of Chronic HCV Genotype
1 Infection in Patients WHO Relapsed After Previous Interferon-Based Therapy: Results
From Promise, a Phase III Trial
Lawitz E, et al. Digestive Disease Week. Orlando, May 2013
[#E%2] Genotype 1 @ C BUEMATIR IS X ORUEMEATFAEZ T IFN % AR & U772 RiVE % FHA61 393
N & SRRSO AT U725,
[ 5#:] A B ; Simeprevir 150mg/day & PEG-IFN « -2a-+Ribavirin(PR)® 3 A% 12 £ 5-,



DIt PR #% 5% 12 #Hfkki, RGT EUEIZIESW T HIZ PR #5 % 12 %R L7=, B #f ; placebo
& PR ® 3 A% 12 8 H-. L% PR IZ 36 % 5,

[#55%] SVR12 #/%, Simeprevir Z0fH L72 ABECTHEIZED -7 (80% vs 37%, p<0.001),
ARED 93% T RGT JEHEIZ IS T 24 B TR & #4 T Liz, —J7 . RGT #5440 PR IER
G- UZJERI T SVR12 13 32% Tho72. RVRFIFARETT%, B 3% TH-72, T2 ARET
(TIEFE P IR D72 < (2N 3% vs 27%. 19% vs 48%) . TL28B 28 BT #AEA L A 7151
TH BAFRIFEDIR 2R LT,

[#534] Simeprevir & PEG-IFN o -2a+Ribavirin (PR) OffHIZ. PR OADEIHEE THER L
BB D% < (80%) T SVR12 2345 57z, Simeprevir fFHRETIEZ < DIEF(93%) T RGT i
A LI 2 24 ICEMET 5 2 LN TE, Z0OHAD SVRI2 L 83% THh -7z,

® Once-daily simeprevir (TMC435) with peginterferon/ribavirin for treatment-naive hepatitis
C genotype 1-infected patients in Japan: the DRAGON study.
Hayashi N, et al. J Gastroentel 2013

(2]  HARANIZHIT D Genotype 1 D C HRUENEFRWIENEHRE 92 51D HEAEZE] 0 1T 30k,

[ 5] PATFo 28828 £H1F, ARE; Simeprevir (50mg or 100mg) % 12 # F£7-1% 24
#5- L. PEG-IFN «-2a+Ribavirin @ 24 & 5\ % 48 5 L FHT 5, #%& DOIEREIX RGT
FLHEIZHE - THIBT L7-, B #£ ; PEG-IFN « -2a+Ribavirin % 48 @& 54 5,

[#8] B REE#R LT, A B HCV RNA OB BRRELFEETH o7 (A 4 BT,
Simeprevir 50mg Tl%-5.2 LogIU/ml, 100mg Ti%-5.2 LoglU/ml, B # Ci%-2.9 LogIU/ml), RVR
BH ABTE»-7 (Simeprevir 50mg Tld 83%. 100mg TiE 90%. B FETIL 8%), SVR24
HAETED»-7Z (ABETIX 77-92%., BEETIE 46%), A FETIX 1 BIZFRVT 24 1 CTIRIE A4
T U, BRRIXIAKTS-1T%, BET36% Th-o7=, — T, Simperevir BTV A /L AF
IR TIEB O —EBIZBWVWT, JANWVAD NS3 7uT7 7 —F RALVOERENRBD LT

(Q80R, R155Q, D168A/C/E/H B LNV, ZNENHMDH 5 W Tk AE D),

[ 5 HAAN® Genotype 1 & C BUEM:ATHRBEE OWIENEEIZFB VT, Simeprevir &
PEG-TFN/RBV % {}f /] L 71TV A )V AJEPEICHEN . SVR 2 EHICdGE S, BRI 2
24 WIZHIME T E 5 Z L IR STz, HAR®D genotype 1b SEFNZ I 1T A it 28 FEIZ DWW CUIHE 22
DIREAVPMETH D,

@ In Vitro Resistance Profile of Hepatitis C Virus NS3/4A Protease Inhibitor TMC435.

Lenz O, et al. Antimicrob Agents Chemother 2010;54:1878-1887

[#E2E] s MiE 2 V72 Vitro (BN To 7 a7 7 —BHIERISS RO EER Y A VA
FNTHE D 7 A b ADTMEZE B ORET,

[#5£] Simeprevir fiPitEZ "I AR L LTENSI ) 777 —ED 168 FEHDOT I/
EERNRHZ 0 -7 (D168A & D168V : fi#r i genotype la, & IL 1b 12V, ZiubHid
Slmeprevu' R ARG ZFRIIC N &7z, icd, 43 &, 80 &, 155 F. 156 FOL R

TR BTN, F DFREBIIR/IME & T o 72, Teraprevir ([ZHGIPE 2~ £ 22 R OLGATIL 30,



54, 155, 156 2K Th olo, TOEBIEAEMER END, T OH T Simeprevir & 5 L K
DO~V ATV v 7 FEANEEL 2 HERITRI55K B2 bz, —5 T, Invitro ik
BRCld., DAL genotype 1a VA L ATZIFITIRD BT,

[#53] Simeprevir I Tereprevir Z & 77 b7 X FR7 v 7 —PHEAOMEZ v 7 7 A v
LIFERS>TEY  WBEDEPHERE SN TV L AEENENH S, F7z, vitro (EES) TEHREIN
7z '7/( NWADER L vivo (ZEIKN) TO Simeprevir OHLY AV ATEVE & OFRKM 722 BIFRIZ OV

L BEESH H 5 VIR RORBRICB WG isn s THA D,

EINFEIMFERER A Concerto-1,2,3,4 Hayashi N, Izumi N, Suzuki F, et al. The 49th
Annual meeting of Japan Society of Hepatology, 2013 3 X OVEA MRS E L 0 Pk
[HE5E] B AN CAUBMETFZ (genotype 1) FAE Z %5212 L 7= 25 AHFRER, Concerto-1 ™ placebo
SR CEHER., MITIEE R,

[5ik]

- Concerto-1 : RIGHEHZ %512, Simeprevir 100mg/day @ 12 #5121 %2 . RGT HEHEIZHE-
T PEG-IFN a2a BL O N Y (PR)DOEL- %5 24 i F721% 48 #1T->7-, placebo f Tl
placebo NfIk% 121, PR#& G- LOFH L. £D% PR O A4 36 &5 LT,

- Concerto-3 : BB FAG 2 %5212, Simeprevir 100mg/day @ 12 #5112z T, PGT kit

296> T PR OFH-%5F 24 7213 48 1T -7,

« Concerto-2 : BTG N 2 %1512, Simeprevirl00mg/day @ 12 ## & 2 % 24 #5122
T, RGT AHEC)E~> T PR 08525t 24 M E 7213 48 WIT - 72,

- Concerto-4 : RIRE . BT FAB] TIX Simeprevir #5121 2 T, RGT &#EIZ9E > T PEG-IFN
a 2b+Ribavirin O 5251 24 @ £ 7213 48 1T - 72, BIAERHEZNH]Tix RGT AL H 37,
Simeprevir £ 5212 T PEG-IFN « 2b+Ribavirin % & 48 ## 5 L 7=,

[R5 2]

» Concerto-1 : Simeprevir 58D SVR24 =X 88.6%. placebo #£Tlx 56.7% C. E#M:2 1
AESN7z, RGT RIS X, 91.9%DIERI CPR & H % 24 TR T LT,

- Concerto-2 : SVR24 |3 Simeprevirl12 ## 57 T 50.9%. Simeprevir24 H#5-H#ET 35.8%
Tholz, 1B THO HCV-RNA BRI ZN 24 83.0%, 84.9% Th Y . FIAEITZN
Zh 38.6%, 51.1% Th o7z, RGT FEHEIZ LY PR & h 4 48 WIZIER L7ZfEFNIT 2 F1(2%) T
HoT,

- Concerto-3 : SVR24 |3 89.8% Coh >7-, RGT &EHEIZ LV PR & 5% 48 BITIER L 72 AEFIX
RO LR T,

- Concerto-4 : RIAFHNZI 1T 5 SVR24 FiL 91.7%. RITAMFRGITIL 96.6%. ﬁu{l‘fﬁﬁfjﬂﬂ‘(
1% 38.5% CTd o 7o, RIAHEHIE L OFHAI T RGT EHEIZ LY PR G AR LIEFNTERD &
Mooz, EHEEEZFNCE L T, B 7o HCV-RNA M ERIE 57.7%., FREIT
26.7% ChH o1z,
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O Simeprevir (TMC435) with peginterferon/ribavirin for chronic HCV genotype-1 infection in

treatment-naive patients: results from QUEST-1, a phase III trial.

Jacobson I, et al. J Hepatol 2013;58:S574

Genotype 1 DA TREI STV 5 CHRUBMEITFR O] ENEER] 394 N &= xt5 & U E/EA bt
i EAER, Simeprevir - EEEIZB W TRISISD 72O I L 72 S T2IEBNT 3% TH o 7=, T72H
FOSE TR, S0, BEKTH - 7m, BRI D% /41X Simeprevir #f & placebo BT
Do l, BIRIEDZ 1L Grade 1 722 THY, HED S DL D -7, Simeprevir % 5-#f

IZBWTAST ALT R ALP @ ER 2 b2 @D i E U /L B AFRE EH 23580 bl
ZiE OATP1B1/MRP2 k7 v AR —X —DHEICER T 5,

@ Simeprevir (TMC435) with peginterferon/ribavirin for treatment of chronic HCV genotype-1

infection in treatment-naive patients: results from QUEST-2, a phase III trial.

Manns M, et al. J Hepatolo 2013;58:S568

#ENEHE D Genotype 1 D C RUBMEAFA B 391 N &2 BAELE O 1T L= tbigslR, 8IS0
F4E1X Simeprevir DA IR LTHEL L2 DO Th o7, ERBIINIEFEERE, 1> 71
T UWEREIR, BRI E B Ch o 72, Simeprevir # 58 TN R ONARIBE O R AEEIE A
ol (27 vs 20%, BER4 vs 1%), KEDEL (97%) (X Gradel £721L2 Th o7,
Bl OFRAEBEIIE DLl ho Tz,

® TMC435 in HCV genotype 1 patients who have failed previous pegylated
interferon/ribavirin treatment: Final SVR24 results of the ASPIRE TRIAL.
Zeuzem S, et al. J Hepatol 2012;56:S1-2, and oral presentation at EASL 2012

Genotype 1 O C BUBMEATREE T, 1 27— AL =D PEG-IFN/RBV {84 %17 T\ 5 b D Z it

LI LI Mb MBS, RERARE N 8 & 72 D BSOS & 2 WITE KR 2RI RS O3 R
Simeprevir $¢5-% %\ 3 placebo DERETRR TH -7z, £/, IFIHLEREE ., BEK RB0
gm@g@ggﬁéﬁﬁm@ﬁ&hemﬂwe11&@2@%&$¢K£5%@fﬁ@#oko
Simeprevir ¥ 58 THREXR OAEEOE Y LV EE EFAR SN0, 5 E (100mg & 5\
150mg) (T K W E72R < DA E AR A E R PR R« /S ZVv A DZEAR %bg




nihoiz, ALT HONVENTIETOIEREBETET L7,

@ Once-daily Simeprevir (TMC435) with Peginterferon and Ribavirin in Treatment-Naive
Genotype 1 Hepatitis C: the Randomized PILLAR Study.
Michael W. Fried, et al. Hepatology 2013; doi: 10.1002/hep.26641. [Epub ahead of print]
HIENRFE D Genotype 1 D C RUBMEITI L 4 HEAFE 2 F 0 11T L7225 b AH o bLige ek, ek,
A TNV WERRER, R, B, B b HEORVEIRIS (L T PEGIFN &
Ribavirin Of A IEICESE) |X Simeprevir $¢ 58 & placebo & THEI L= D TH 7=, BIX
Il & B IR IEE]IE placebo # 57 T 13%. Simeprevir %58 Tlx4 205 10.4% CTH -7, &E
JE DRI i DI AESEE 1T Simeprevir #% 5-8F & placebo & 5 CTRIEETH - 72 (3.8-11.5 vs 13%),

® Simeprevir (Tmc435) With Peginterferon/Ribavirin for Treatment of Chronic HCV Genotype

1 Infection in Patients WHO Relapsed After Previous Interferon-Based Therapy: Results
From Promise, a Phase III Trial

Lawitz E, et al. Digestive Disease Week. Orlando, May 2013

Genotype 1 D CHRUEMETR I LOREMNTIZE T A v ¥ —7 = v U2 AR L UTRNa R
393 NZMAEAE Y 1T L7 B MRS, Simeprevir FHRE, placebo ffHRE L CTENENF 72
RIS B R (32% vs 42%) . 58 (32% vs 36%) . A 7 /L= WHIER (30% vs 20%) T
HY | FERIIFRFETH T, KB (19% vs 14%) | FFEEK (24% vs 17%) . &AL (11% vs 6 %) |
EUAEER (6% vs 2%) . JEHBBUE (4% vs none) (3 Simeprevir 58 THENIZEL )
DN FEANEPRENOTEETH Y | ANGRERENICRS W T bR 2 TARMECENT
Wiz,

® Once-daily simeprevir (TMC435) with peginterferon/ribavirin for treatment-naive hepatitis

C genotype 1-infected patients in Japan: the DRAGON study.

Hayashi N, et al. J Gastroentel 2013

HANIZEIT D Genotype 1 D C BUEMETF R WG 92 il D FEAE 2| 0 f41F 3R, Simeprevir
OFFEE L i@ % o PEG-IFN/RBV 0 FIfE L Lot LT BIRUGIZ X DB HIERIIFAE CThH o7z, &
FEARRISONMIBE L TlE, MBI AERSEIEE DELRD RN -T2, BB L Simeprevir
BHRETOREMN o, EHIZ Gradel £7213 2 Thott, AMMOFAERS Hb K N ORREE X
[[% Td o7z, Simeprevir #5-FEICISVNT, il oo JTHERE H H B O R 2 {4 D 70 W — i D
FEEULEME EF 2RO, 20O FF1E Simeprevir & 5& THIIE T LD ., IBEK TEA T
LT DEIZ R > 72,

D EWNE N FERABR R Concerto-1,2,3,4 Hayashi N, Izumi N, Suzuki F, et al. The 49th
Annual meeting of Japan Society of Hepatology, 2013 3 X ONEWNG I AHRER 2 & ¢, FaEWE
E L0 P

Simeprevir $¢5-#% T placebo FEIZEEANREEIG 23 mo - 72 F5IL, HBE (67.0% vs 52.1%) |



MY LE N (19.7% vs 5.5%) Thol-, BERAGEFROFEBEIGIL5.2% vs 8.2%ThH
o772, EFEHIR T ORZ EEER O FEHRIL 50.9% vs 65.8%. Simeprevir F5-FEIZB VW COERRIE
R AN 0.2% (placebo #EIZZ2 L) 388 iz, B MEAEIT 77.6% vs 76.7%. 4FH B 58.5%
vs 64.4%. ML/MRIBA T 45.2% vs 43.8%. BHEAREFEE 1L 4.8% vs 5.5% TH o 7=,

3. ®IETE (R)

C BB PEIF RIS 5 2 A T L V& ETe 3 FIFRFRIE & EREBR O & T 2,

XG BRI, HCV-RNA Bttt CHUBMEIFR T, IFBADEH O WE L5,

T 77V e EE T 3HINFRBIEOIRFRED & HIEFIZH L TH, S EIZL Y FIREEZITY 2
ENEECTH D LU SN DAL, VAT L ELE AW FEIEEES RO CHROMSE LT 5,
BhE e S & 7 ZIRRINNIE 24 WA RAI E 08, A v X —T zu UBE (X)) f v H—T =
o URIFIER E XU N e ) e OfFRFRIE] ORTEEESBICIRY | K 48 £ TOIRKEIC
%92 BICHIRAE & 2 "TRE & %,
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