-HREBRENR 12 BEIBIOREK TH 14 80 GF 26 BRI . lEEICBEN kS BE

20 Ak

BRI IRIRE ST 20 TOAR, BADRIC OV TIEIRB A OEF OERIZONT, X
ZILXBRBEIELNZEBE

3.2 BRAVEKE
*HCV genotype 7% GT1(1a, 1b)HLLIE GT2(2a, 2b) DEE (GT1+GT2 IIERAZNZ)
EREETEERE
-EEOBHEEREE (eGFR<30ml4y/1.73m2) 245 BE
-HBs fiRBEDOBE
JRRBLERIEEMEOSH S B R RBRMEEZ &L Qo EBE
R CEASNAEA LI RHERITRo QW AEAIEFE AL T WD EE
W77 V777 F v Tz AN BEY | T J2SAVEF— )L
FEYAFUEFRE A AVA VT ER R M)
< ZF O, Y ERSEY WL T B

4. FEGIEEHTIEEIRE
4.1 FERERFIE
20 4

4.2 HFFEHAR
WHEEBLSAR%~20194 3 A 31 H

4.3 JEFIREEAR
HBEELER%E~20184F 3 A 31 H

5. WG
5.1 #FFEOEE - 71
ZHERR LRI, TS, FBEY
W32 B K CITR0BE R e B 2V BRI 51 LAk RIFE ROTBEM R TH A,

5.2 REBRIBEITIE
VRATE L 400mg £ 75FAE )L 60mg 1 B 1E, 12 BEIFNR

AERERZVLELTH5EE

T —RE—EF LT RT T —EHEE T HIVIREZL TV EE
JRATE IV 400mg EX 7TFAE L 30mg 1 H 1E, 12 AFAR
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AR EV R ROEFBR YR SRR ER T HIVIREL WA EBE
VRATE L 400mg ¥ 75X AL 90mg 1 B 1[HE, 12 BREINR

5.3 MBRERAT V2—/L
BEEREFSIAERELRALERKRE BRI D,
BRI R LR SR OB A I ERERE BB IMORIEEEE T D,
-FFZERRF I ID 20 TARBRIC KL ERE R 2 TREICHKE,
-EREFHRRFIEZEREL, BE ICHALRERSE,
-RIE A% IC HCV genotype IRE#® LSI AT 4T RITHEH,
‘HCV genotype DfERVBIEIER. EIREITIEGIRGHE, BRERFEE T RAKEZIMERL, RFK
FHITBEMTD,
WFEARERE TR BE A B2 L T, BB TONITEREICEAZFHE,
BB AR TR B 4 BRILINICIR 2729,
VRRBEHR . REAT Va—/Vliho TEELZRGT 5,
BIER TR, BARELMANAERE TRHET 5,

5 ABEBARTYa—)V ‘ ,
JRRIEUTRBRIEBA4ART. BRAAT: 238, 438, 83, 128, 24 BIZFTEDBELREL EM T 5,

6. #HLZHH
6.1 HCV genotype
LSI AT 4= AZEB W T 1a, 1b, 1, 1d, 2a, 2b, 2¢, 3a, 3b, 4, ba, 6a ZX AL Ih—FT R

THIE, BEBRRICHERRE BEE 2 ARICEE, IWERBLHEI0L LSIAT (=2
TRET D,

6.2 BEAMRIK
LSI AF 4= ACHRHEN B RBREIIR R ER KZERREREZ0 B REICT, AR

DHET TOETHREHRTT 2. MRICEEL TRICHELWERP L EIIR-TBEITIE, FRFR
EEERAL CGEHMBEAT . RIS ID IZh->TEER TS, AL O BRI TER$5Z41
RN, BRI CTHER T 25610 BE XLETREZRET 2,

6.2 HERRBEER
s MR, ARDSEE, HCV genotype. HCV-RNA £, HCV IGEE, FFEEE DA &, T2
ADHEE, HBV B0 F#E (HBsAg) . 7a— R OFE, fEFOR &, eGFR, =D
A& OHEE . BEAERE, RFRC T~ & B AR R, OFAZE (U HIV LS L HIV BEHEDH . CDA4,
HIV-RNA £, Bf1REG0FE, H1 HIV &
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6.3 BIZEHE (Rx&2R)
KE, R, mE, B RER, MENFEFTR., &, £ —#%. PT INR), HCV-RNA &,
R—mE., DEXFTR. fRFRAZE, (HIV &0H%%3E CiX HIV-RNA £, CD4 %%, Ht HIV %)

i
AR o HR
(FAH)

HE

AR

IR (2 0o 5 3

RS f8 oo - 5
REIo— 7R
B 3~ AR F

-
=

FlER

MARDIEE

HCV RRE

FEEORE

HBV E0H &

S

TAa— N R OFE

RERARTF O I

ZOMDEFHE

O|0|0|0|00|0|0|0

BEEE

#E

iR

mE

RPT R s (R LR, PR,

e, R HEER)

IR 5 T FT R,

WBC

RBC

Hb

PLT

Alb

AST

ALT

mHEY

T-Bil

y GTP

FRERRZE | BUN

Cre

eGFR

O

PT (INR)

OfOo|0|O|0j0jO|C|0jO|O0|0|0|0] O JOjO |0
OlO]0|0|0|0|O[O|0|j0|O0|0 |00} O |Ol0|0
ololojolo|ojololo|o|ojolojo]o| O |ojo]o
O|O]OJO|O|0|O|O|0|O|0|0|0|0|0] O |O|0|0
OO0 |0|0]0 00|00 |0|0 000} O |O10|0

HCV-RNA B

HCV-genotype *

CD4(HIV BEH%E)

O|0|0|0

HIV-RNA & (HIV BR§E#E)

R (BB, B #hn)

LEE

L HIV ¥ O

SRR

OOOOOOQOOOOOOOOOOOOOOO O 1000

01000
010100
O10|0]0
010|100
O]0|0|0|0|0

FOMHFERE O

* HCV-genotype ¥ LSI AF 4= ATRE, IRKAKRLIZBAITHLRE TS,
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7. R G OP L EH
TROBEICHILZRET 5,

QTcF 500>msec (LERBEIZBV0)

O E/MERET vy (LERREIZBVO)

- RE2DEITEFRY 354 (Child-Pugh B or C)

*ALT>N—2F40D 5 b LIXER LRD 10 2L L BEVAE U RIER LR 2 8k

-INR 231E% EFR 2 5Ll E

i/ 2.5 5/ u LT

-Grade 4 DRERFE 270, METERL-EAOBEENETE CERWBEIXEEREZPIET S

-FEREOBRLHRSHST-5E

-RREER G 2T AZENH RSB OFRFIIE L2 DLW E NI L2354

AT E B TRERTIGER A C&R 2756 (B W T REE, #xfeind)

8. FHil
8.1 FRWMEDFH : Frfjep072r A NV AR
-HCV-RNA Dia#E#% 12 BOR R T, HCV-RNA S HERERGZ A LB ET 3,
T =2 BADLIIZ OFE THRVRTANVAERE LB A Z ANV AER R e
T,
* 7L —I 20— IRRPICRERERERRME 2T b OB AIEEE 2D, LR KIEME
76 llogio D LA EZEDTHE

*ERR: BT 12 8% ~24 B OMIZ, HCV-RNA 3SR E RO FTREL Ao 7n

BA.
8.2 WAMDFH: Grade3 LI LOFEER, BT MICE--AEELOHER

9. KAEHR
9.1VFATEN (Fidhd /7 VT )
BRI NS5B FYAT—PHEAToHB, £<0 HOV GT ICHLTHYANAEEE AL THY. in
vitro DFHETIZ, GT 1a, 1b, 2a, 2b, 3a. 4a, 5a, 6a IZXITBHRERDTCND, 2015 £ 3 AT
GT2 & C UMK - REEFEEICK T2V HRATE NI HFRREDN AR SN, 7.
2015 4F 9 A2 GT1 A C BUBMERTZ - BT ZIZX§ DY RAT LT 4 /S ALV EFIDS K
Wi, BEOEHAEREEEGFR <30mL/4/1.73m) £ B NEL T 5B R0 BE Tk
LTS EETHS,

BHRABRE. V77 v AN EEL Tk A/ FREY Y
HREEREK V7T T T ) A E— )L

BIVER : BARENE 3 MEERMERIZEWN T 7T3%DIEFI THRELT-, F0D 84% 3R (grade 1) Th-
Too EcbmBEEORIERIZREEER O 29% THY, MIZITAMA 12%., BEEN 10%., 5B ERN
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T%. FRIERREED 6% TH -7, Grade 4 DEIER T2, 1GEELEEEL - Grade 3 DEWER X 2 4
HY. 1 FIRE M., 1 FRECYILLE VIE THoTz, BWERICIAH ILFlId7en-oT,

9.2 FUTHZACN (FEms X I NAY)
275822 Vi NS5A [RERITHh 5,

BERABRE V77 By VTP T F o, Tom b AN B T2 SVEE—)L T8
AE e HEBE | ATV NIV
PFREEIR. 7Y —VERREEH, HIV 7u7 7 —¥YREHR, 2t v RE2ybERE] 7TV Aa~v (Y
V.TITLE N, TPV VIR BRANARETF LV TRVRREF L TN
RBF o IS ARBTF L EBNRETF T IGNAETF

BIVER - 5 25 H AT ZFFLE NG RREIC L AENS 3 HMRBRCHE. REEEOB -
EESITBIFEESR . BB Thol-, MEZFEMEEL TX AST/ALT FERR 5., Grade 3/4 @ ALT
FH . AST EERENFN 7.2% (16 F). 5.4% (12 PNZHIR LU=, 5 FIEFIT 10 $1(4.5%) TH

277,

9.3 YRATEN+ZITHAL )V
VIRATEN AT I FEAC I BEENOFE 3 FHRER (203 ) THL, b E<ROTAEFLIILY
BEE(34 #:17%)., IBK (26 11:13%) . T8J& (23 #1:11%) Tholz, AEFRITIVIEEEZPRTL
BN T, Beb <37~ Grade 3/4 DREREEIIT XTI ELHNIRBE OREY AL
LD LB ] 4%) e . —BHEDYR—B D T (T #1:3%) Thotr,

10. B EELRBIRFOXIG
HEZSNRFHRLLBAIOL. LVERDE BE . LB RRZE CEIICIT), hIEEEITEY
TAEE . EIPIEANE Y LTSN A BEA I, RBREOR EEFIET S,

11. FEEEHE
Grade 3 M EOHEEEE (VL —FRIERE2E U1 5) ST R TN Es A 555

RERLEAICT, BbICHEREE~BETS, 3. BESLRETRERL. IR/ N —
CREWMEHE TS, UTFCRTHEELRRALBAITE. 15 AUNCEERAEES T3
FEAICETAMEE  RERL, FEARZICHETS, ¥, PHLRVEBREEESNRA
LB A, BESS~ ORISR RELAEL, EASBAESICRETS,
BENEEES
SSEIZEARLD
HEMEBENTHO
SRIRDTD NG E I AR QIR S L EL 2 BHD
S LOESelay EAaN e T N AN
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FRICERBEERTOD
RS ORECEBLHBTENELO

12. BRI HIEREIRREF OB FH S B ORI
B, BARENTI GT1 & GT2 YA C BRFRICKT B Z—T7 =n 7 ) —OHER R EIR IR
W, BCK T, B TFARUCEERZRUIC C BFRICH L CTRATE N +F I TZFRE LB IERO AR
R EIN TS 9,

13. RS> TFRENDRIRR LR (RFIZE)
13.1 FHEXNIFE

KRR TRWAY 7F7ZREEIT AT LENVLOHHT GT1 © C BRIk ATEREEL
T VHRRATEILF A SZE A EDH AT GTI BI YAV DT GT2 12645 CHY
FFRACE R 2IREIRE L CRIRE 2> TOVBERITH D, Fiz, ZNLISOBEFERID C R
PRI LT, FILVEA A DR THDYRATE N +F I5ZAE N OIEEN, BN TEDOHL)
L ZRMRHALNIZR> TS, ARBROKRIT, BEICAVF—T =0 PNRMLIZEE . E
T3 A v Z—T 2u OIRERREE -T2 BB ThD, GT1 HLLUT G2 YA DBETFRIZES C
BIF A BT T, ARBREL R 5T 2201230, CEFFRSIEEL . HﬂET@@ . FFED
A AL e N CED TR BB,

13.2 FHEINAMER (RFIEE)
ARBRIZBMTDILILY RBRICBIML TOARWGEA LU TITEORERB L OR 2
HBOTHOZZ, i, LDERREDOREENRE X D,
Fio, YRATENEF TFZAE VO RICEY ENENORIERAU EOTFHEREEFRO
HETHARMENDHD, INOOFEFERNFEHLLB G, IVERRZELREZITV. E
TEALZBH< T2 OE PR ERETTD,

14. EHEE
14.1 BEDORE ;
KRBT, ~NUUFEE (2018 4 10 A WMA 743V ZLFHRE TEE) (RSN GERRE
BIOIAERNSRETHEZRIRICETHmEES CORRFE - BAFBE . Tk 26 4 12
A 22 BHIE) 2 EFLTCEETIbDOThHS, RBERFRIIRRERNRKRZEFHELZESOE
BEZT, AFEROFAZHBTEBETIEDLT D,

14.2 4274 —bK -k |
BEFITIESL - T, AR Y EMIL, BREEICEBTBEITHL . MEZEE S TERRANED
NICHRBAR B EE AWV TARROBELHH T2, ARBRICBML 2T, 2F EMSRF]
WEZITIRNTE, ?ﬁ%ﬁf“%ﬂﬂf’ﬁb")’(“%ﬁ”‘@ﬁﬁ@?ﬁ‘iTﬁ‘éiﬁ:k%‘f@ﬁ%?‘é BEEANDRRS
MOBRERUIZGEICEL, XEICLDIEELRHD, AL EEEITIIHSRE ., DAY ERM
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(BF5EE %) ORI B FAERNXITEAL DI A ETRAL, &4 BT OERE T3,

14.3 REB DAV T4 — LR 2B NeZITBGEADOFHE

ARBONREIL, ZOFECERFROIBELZHBITICNDE, BEERICHEENETL, $72, fF
AR A RIETAVAZRIEFICE, TOTD, A T4 —bFR - arvr b E 238N RE
EFEThHoTh, ARBREBMOBESNMORSEE LRBRIZE 25N RETHD,

FRETH- T, A 74— LR abv e 5228705 RSEFBHNHIBI SN A A REM B D
BEITOWTIT, FRITEDLRN 2 £ ML EICED ., BRAER R ZEEHER L, REBEHE N7+
— AR BT D, AMFRICEITAREF I ENREORICRE TS, REHITHL
Tk, FRFRAEELRDERLLLIC, HARBEXELZAW TR OMELHIA TS, %
HADRBABLUAL 74— AN 2B MR BRICOV T, SERICEREY BT, &
EARANCHL TR, BENEMR CEXEEELAVW TR ICHRIAZ ER T 5,

14.4 BEAFHROBOFN
ARRIZED DT X TOMEER L, IERE OBEANFRE BT IZT5, AR DETTo
BEANERIT, BELEBEINRL TUIMBICZ DFREIROL TR0, 2o RERIIR
45T —FERUVREBEESLROTOBRIL. HREOMENE®R. MEREICHHEE TS, 5
DFEREARRT DT, HRERZRFETEHFERESERVIIICT L, RBREBNE L. R
G RIDMT B33, LIEREE S L IDIC L2 ERE FIREEALIC XV T —F D& H %
179, '

15. FFFITRDBEB R MERORERBIEED G
ipd b R TINELZBAER - BAT —Z3, RO TIZOWTHEEELICHELZH
Mo 5 EXFBLE B I EORROBRKDOARICOVWTHBEEESITHREL-AND 3 %
B@EL7Z B OWTNEW BETRE T 5, BETLIHEIT. HIRER, EFEAET —&7L T
NOERD . HEAICAROFTERY 3 F AR NI L 8 TR 5, ESMX FREREFHLE
WZOWTIX, FI—F7 — ¥ EBHE LEXL GLOT7 — 2 R2ICETTA FRERRBIZ L%, &Y
BT 5,

16. HEBBOE~DOBRENER VFHE
UTREDAFENBELZBEICL. FARKRELEL (HEZESBIUMHEREEARICHRE T
B
CEHEDHEEERPRELLEGS
AR T 2RI RS
HFFEE R TR I EBE T A A

17. FROEEIREFFEE O FRIRDFIRIERK
ARRBRIL, AR OZOERRED HCV BB L<: HIVVHCV BEERRRLE T 58550
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18.

19.

20.

21.

—RTHY, VFRRATENEZ ITHAENOIEGE L LSI A7 4= A T1TH HCV genotype DR
ERICBEALTREA R BE A XTERENIE (PR BREE) OMER (BEA SRR E=MER)
Lo TEMT B, 16> TRRRIZIRDF R DOEZEIT 720,

BRI E B R HAR
AR D EMNZ LD | BAEGEE A R IBFEF DR — L=l E D,

WRsmEOERAHE, B4

KRB TR ESNDYBFATENBIOE V' 5FRAE AT E A 588 = A XTEREN R DI
%, HCV-genotype 1% LSI A7 4 =V A THREL . REE AIXEALEFBHE = XIGRER RN AR
T5, ZOMOBERMEBIVBEZEIINRERADORRZRLL TR, FRSINEF I3
BELDOZ AT,

AR Lo TAURBEEF I ToHEOFE

AR CAEUTREHE I T M E IV, BEICOVWTIE, BEBEEERICIMALTOAER
EHEBAEMEL, YRRRIZE > TR T 5, LR TRESNAIDENCELLT, BE ORKR
PROFEHA CH LB LTI,

FoFY T LB

RRANEZ RN O R EBIEEIE > TEBIILTWIIEHRTHEMT, RAILLT, BER

805 1A OB T ERIZ SIC el T =2V Ve EZT 5, £z, RBRERERK TRIC2FT=

VT ET D, T=FV IR EROEEREIC I TEET 5, FERKRE IR IED

HRRLE=F—BH4A TR, T=F—iF, T=FIS %ﬁﬁf&iﬁ%w TE=FVTREELERL., B

BREFITRETD, ENER, BUAHSTZFEIE, IERKREFIIHEZES~HE T2,
RRBEILE JEL“C#E%%‘%?EZ-IJT%E%{TDO

21.1 ==XV 7 DIEHR
1) XEZLDRERELHARECEORE
2) BEBIREEOTEME
N HEESRADOFELRERN
4) FFRE s E E RO F E
5) DAt REBROEH LM TAMBEDF &
6) FEFIFHREEFLAT —FLFEEREDRE
7) R ERE LERBIOBRE T 7/ VORE R
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22. WFFCRRR
22.1 EhEEFEEE

RRERKRFERE BRRREEESE EEER

JEAE B ARG RIS BER
T160-0023 FFHNHE X EHTE 6-7-1
TEL 03-3342-6111 P#& 5086

FAX 03-3340-5448

22.2 WFEEREE L EMEE

2 | BiRREE | BR BE | BEREERSH T
| (IR EEE) R R B s TP Se B I
2N | HEFEE | XH BH | BRREEEST 1%
B R B S TP B I
L5 Kz | BERREEESE B R
SR B | BRERREESSH Wi
Bl FRERATEE S5 5 ST
WA ERT | BRREES S BT
M 2 B PRI IE 55 B B
e =B | ERREEESE By
R R | BRREEES S B
—k BA | BRRREESEST FRBRATEE
AR RT | BRERREE SN BHIFFEE
KA EET | REEREESSH BHIFFEE
240 | pEFRE | W % BUR KR E SRR PR BHE MR
B A | KBRS HEMEIS

* AR AL R FED T2 | FARMTIEMERL LT FEE 13R T TIBINSID, EOHEITITERL)NTETE

EOEEZRITHDS,

22.3 WG EED
KRERRKFHRRIREEFSE
R
T 160-0023
FRERHTE X R 6-7-1
TEL:03-3342-6111 P 5086
FAX:3340-5448
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F1R FRB: EH27F11 8 308)
B2 (FRB 1 EH28F 28238)

XTRBERN

BRARIAARICSN LU TVEELICHE > TORAXE

DIRTZDIBAEMD S AERRIARKIC DN TRBA DD X IO DOSRNT EXDNEET
ENBDEUESRBRIBETFATS,

HRARSE

RRENAZHRARREEZ DT
FERR. BR BE
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H5RaReE
MRBBRVZDREBIERBICEH U HCV BREE U HIV/HCV ERBESEICXITD
UIRZATEN+EFDSIREIVOBMMY « KEMEIRIT T DR

1. BROBEEEH
MRBRRVZOEREREESANSL BT L ATEILLEBIESN TLED > ERHD
IREEIT C BIFRESHLE LR, CRIFKE. FEBOMENSPRISHTIC EICLD,
HBEASERL, SOCHBERETIRSEHVET., CHIFNBBEEICNETI YYD
TOVEDNE LEBOTUED,. BHERDAICSETER\ESOBEN TETEAERN
BORRETHSERED. WFEEBBETETVENEEIANSB NS> Lo\FY, FE. C
BT SDBEZDESICE > T, 1 V9 —D T OYVESHLUZBEERR HCV 2 (DAA)
DRSS, BUVEMMEREMNREINTNET, LHL. BATO DAA ORIEGEMIZ. 18
£ CEF#I1ILZ (HCV) DEETFED 1 BH 2 BIZIFTT, HOV OBGEFEIG 1 15 6
FTHD., MRBBEEOS<IF 1 B0 2 BT TR MOEGTRORSEORED. RI&EH
PREVRRICHDET, BAOBSICLDE, 153 AD HIV/HCV BEBREEXILIC, HCV
OBEFEREREL FIC CBHFXICTLT, YRZATEI (SOF) &8585 2E)L (DCV)
D 12 BREIHANRIC L BEBEWRIMTONEUE, ZTORRE OT% TEER 12 B LIS
i (SVR12) MESNFELE. YRZTEILESTISHZLIVIZZRC B S DBESE
LTBAEATRIINTNIETIN, 2 BIEMFESHERSEL. ERBhEE>TVER
huo MIRBREVZDERBEED HCV BLE(G C B ROBEN SEHERBL. 2<DH
HFBEASERLTRD. DUTEREIC HCV EARRD SHIRT IMBAB DT, A
Tl BED DAA BEOBMICSH LR EETED C BIFRD L RITHEL TSR
BEEIAENZICUYRITLILET 59 AL IVORHENEICIDBBEETL), ZOEME
CREMERRBIZCEEBNELTEBLELET, &, ARRIERERAZREZSS0D
EEBICK > TEBSNBHRTTY.

2. AARODARE
HCV @26 U< I3 HIV/HCV ERRAESH LIZMRBBRES AT, HCV BRFRAM Bt
L<E 2 EOBRMUADBESAZNRELET, HV EHRHOBESEIY FO-IVOREFRE
BSAEXTREL. BB EFRESHUTVDA. FEENNETURZIRREDS. BRED7
FCOMBRICSNT D ENBERIEA. FEARIST 20 ATT.

3. HiE

HRREE RIEEESRERDE~2019F 323318
EBFERPEE I MEESERE~2018F 38318
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4. AFFETEET S C BTHOBE
URZTEIL 400me (VI YULT 1 ®1 88 +5 0589 2L L 60me 71U+ Y H®1 §2)
1810 12EEAMR
*PIRLTOBHHV BICKDS IS5 RENOBBNEEICE BN BOET,

5. BEHEOLHOBRERE :
RAIE UCHBRER0A. RIBER 28, 4B, 8B, 128, 24 BICEZLUTREET., &%
ZHICEEZEER. MRRE. RRE. WEMREZETNET. BBESADRREICKIDZ?
QA KD BEOICEDTREEDDDET.

6. COMATEATIBERORNBPICECDINE NENEEER (FELIBNSER)
BADHSICRKDE. VIRRATENWN+ITSHRAEIDEAENDET C ERFREEERLIZES
SAICREZ<ROITESERIL. 2B (17%). BR (13%). 8% (11%) TULE.
BESRCIDEREZDHIUCEESARBNEIEBATLUL. TREZETIREEBERE. 7Y
PIEIRBREBICHERLZHEIILEYDOER (4%) & —8HOU/NN-EDER (3%)
TUIE,

URRTEWES DS IRAEILOHBICKD, FBOBILERCEZD., BREETDIRIBF
HEOBEEERNRIRIDTEED DD XTI, EFBRNEIRULCESICE. KDEDREZ
mERBZEFV. BECEDEODBUIBEREZTNET.

7. AARSHICH > TT>TVERELZE

CORBRTRRIT DI TSHREIL (FDIL+ VT [d, BMREBTHREANDEENRSESN
TWET, ZOEH. BERENRPO 12 BECARETHE 14 B/, 5t 26 BEE. #=C
BIZ LU CESCEERBNLUTNET., BEENRETRERRPICERHDEDNDEZSIND
D5TY,

ERICEHITDIIEE LTREHLTNBDIE. MREBICIY R—AEHABL, ZEDEY D
ZNN= b —ICERBENZNRLUTNELESIETY, ZOMDITEEUTRERZT ST
ETY. IV RF—LDOHDFERAE, BREBEDEESNSNED, BEDHLIEA.

8. RICSNURNBEDEERE
RE. BLFRE1BEELE 2 RZRFE. CEFRICHEESNTNDIROEDHICKDERE
FRBEMICE>TROEEA. CNETED. FROREOFRZEOETEIREB08
2L, FEOREZRHRERTESILOBHET.

O. ARSMICH >TELDEB, FRSNDIRD ERE

RARCSNT D EICKD, INFTTELRUT C EFRESEDEOHDZZOMERENTE
AZFT, L. BREEERICETUTRIYBENDDITINDT, BERENIRELEN 6 7B

92
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o
£

LFOE, RFSAEEDCEFHKIEA. BOBWEANHIRLIZD. FEIBREEERLE
RIDUREMEHDET,

—PAEELUT. AR TERITDIRREANRITDCEICK>T. C BFFHBRL. FEE
DET. FEROREIRDERINCTEDTEMD DD,

10. BRBESHEULES
REFESO/EELUCESICE. MBESEREZRIZZE CRUIICRELET.
EIEU. ARBROSNICK > TEUERRBESICAITDIBBLEDHDEEA. EEIDBRD
SNEESICIIBEREERERIDBEVZLET,

11. SNEDEREE
AR, MRBHBRIOZOHEBERBICHITD HCV BREE UL HV/HCV EERREIC
XTTBDED—IRTHD, C EFRDBERE LU TRSSNDYRATENESTDISHZEI
DREARE CEFMNERERENDERRBELESBEI 7 VEREMARMIORIONET, 2
DIIEBREDIRIZZES U T > TNWZEEET,

12, TSNV —DREICDNT
AHARTE BESADBEO, FABRECEAZHBETCESIBRZNEIDICCLDHDEE A,
FZ. RIRORARBRE, FMHEOZEITARLIIN. HELEORBBHCEAZRFET
EDBREFERAIDCERBHDFE B A, EEL. CORRDLREN DHARMEHEEICH > T
KESNTNDTEZEERISENT. MARKRBD SBETSNCERRSEVRRENAF
DREBESSNHRIZOZEFROBRET -5, AR TRESNLCEREREIDSCCHHDF
9., AR THDBLERERENBICKSICELB—DHDEEA.

13. MATRELEHRNRUT Y DREEEEDTIE
MRT/ONET —FIE MARKREOEERDELBUNICRELET., REITDIHSICE. B
RIBR. BFEET—IRE. WTFNOEBNEMENICHEHID DR IRERIAREIC UICETEE
ZLET, ARICEELUTROUCERBREZRRERNAZEBRZEEZDBNREICTHRR
MET T RETRIERTFVEUE T, HRICEELTERICHEH LWMBROMRICIE STZBSICIE.
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NDA 21-814

ATTENTION PHARMACIST: Detach "Patient’s Instructions for Use” from package
insert and dispense with product. Dispense the capsules in the unit of use container.

Aptivus® o~ Boehringer
(tipranavir) lml Ingelheim
Capsules, 250 mg

Prescribing Information

WARNING

APTIVUS CO-ADMINISTERED WITH 200 MG RITONAVIR HAS BEEN ASSOCIATED
WITH REPORTS OF CLINICAL HEPATITIS AND HEPATIC DECOMPENSATION
INCLUDING SOME FATALITIES. EXTRA VIGILANCE IS WARRANTED IN PATIENTS
WITH CHRONIC HEPATITIS B OR HEPATITIS C CO-INFECTION, AS THESE
PATIENTS HAVE AN INCREASED RISK OF HEPATOTOXICITY. (SEE WARNINGS)

DESCRIPTION

APTIVUS® (tipranavir) is the brand name for tipranavir (TPV), a non-peptidic protease inhibitor (PI)
of HIV belonging to the class of 4-hydroxy-5,6-dihydro-2-pyrone sulfonamides.

APTIVUS soft gelatin capsules are for oral administration. Each capsule contains 250 mg tipranavir.
The major inactive ingredients in the capsule are dehydrated alcohol (7% w/w or 0.1 g per capsule),
polyoxyl 35 castor oil, propylene glycol, mono/diglycerides of caprylic/capric acid and gelatin.

The chemical name of tipranavir is 2-Pyridinesulfonamide, N-[3-[(1R)-1-[(6R)-5,6-dihydro-4-
hydroxy-2-0x0-6-(2-phenylethyl)-6-propyl-2H-pyran-3-yl]propyljphenyl]-5-(trifluoromethyl). It has a
molecular formula of C3;H33F3N,0sS and a molecular weight of 602.7. Tipranavir has the following
structural formula and is a single stereoisomer with the 1R, 6R configuration.

Tipranavir is a white to off-white to slightly yellow solid. It is freely soluble in dehydrated alcohol and
propylene glycol, and insoluble in aqueous buffer at pH 7.5.
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CLINICAL PHARMACOLOGY
Microbiology
Mechanism of Action

Tipranavir (TPV) is a non-peptidic HIV-1 protease inhibitor that inhibits the virus-specific processing
of the viral Gag and Gag-Pol polyproteins in HIV-1 infected cells, thus preventing formation of mature
virions.

Antiviral Activity

Tipranavir inhibits the replication of laboratory strains of HIV-1 and clinical isolates in acute models
of T-cell infection, with 50% effective concentrations (ECsg) ranging from 0.03 to 0.07 pM (18-42
ng/mL). Tipranavir demonstrates antiviral activity in vitro against a broad panel of HIV-1 group M
non-clade B isolates (A, C, D, F, G, H, CRFO1 AE, CRF02 AG, CRF12 BF). Group O and HIV-2
isolates have reduced susceptibility in vitro to tipranavir with ECs values ranging from 0.164 -1 uM
and 0.233-0.522 pM, respectively. Protein binding studies have shown that the antiviral activity of
tipranavir decreases on average 3.75-fold in conditions where human serum is present. When used
with other antiretroviral agents in vitro, the combination of tipranavir was additive to antagonistic with
other protease inhibitors (amprenavir, atazanavir, indinavir, lopinavir, nelfinavir, ritonavir, and
saquinavir) and generally additive with the NNRTIs (delavirdine, efavirenz, and nevirapine) and the
NRTIs (abacavir, didanosine, emtricitabine, lamivudine, stavudine, tenofovir, and zidovudine).
Tipranavir was synergistic with the HIV fusion inhibitor enfuvirtide. There was no antagonism of the
in vitro combinations of tipranavir with either adefovir or ribavirin, used in the treatment of viral
hepatitis.

Resistance

In vitro: HIV-1 isolates with a decreased susceptibility to tipranavir have been selected in vitro and
obtained from patients treated with APTIVUS/ritonavir (TPV/ritonavir). HIV-1 isolates that were 87-
fold resistant to tipranavir were selected in vitro by 9 months and contained 10 protease mutations that
developed in the following order: L33F, 184V, K451, 113V, V321, V82L, M36I, A71V, L10F, and
I54V/T. Changes in the Gag polyprotein CA/P2 cleavage site were also observed following drug
selection. Experiments with site-directed mutants of HIV-1 showed that the presence of 6 mutations in
the protease coding sequence (I13V, V32I, L33F, K451, V82L, 184V) conferred > 10-fold reduced
susceptibility to tipranavir. Recombinant viruses showing > 3-fold reduced susceptibility to tipranavir
were growth impaired. :

Clinical Studies of Treatment-Experienced Patients: In Phase 3 studies 1182.12 and 1182.48,
multiple protease inhibitor-resistant HIV-1 isolates from 59 highly treatment-experienced patients who
received APTIVUS/ritonavir and experienced virologic rebound developed amino acid substitutions
that were associated with resistance to tipranavir. The most common amino acid substitutions that
developed on 500/200mg APTIVUS/ritonavir in greater than 20% of APTIVUS/ritonavir virologic
failure isolates were L33V/I/F, V82T, and I84V. Other substitutions that developed in 10 to 20% of
APTIVUS/ritonavir virologic failure isolates included L10V/I/S, 113V, E35D/G/N, 147V, K55R,
V82L, and L89V/M. Tipranavir resistance was detected at virologic rebound after an average of
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38 weeks of APTIVUS/ritonavir treatment with a median 14-fold decrease in tipranavir susceptibility.
The resistance profile in treatment-naive subjects has not been characterized.

Cross-resistance

Cross-resistance among protease inibitors has been observed. Tipranavir had < 4-fold decreased
susceptibility against 90% (94/105) of HIV-1 isolates resistant to amprenavir, atazanavir, indinavir,
lopinavir, nelfinavir, ritonavir, or saquinavir. Tipranavir-resistant viruses which emerged in vitro had
decreased susceptibility to the protease inhibitors amprenavir, atazanavir, indinavir, lopinavir,
nelfinavir and ritonavir but remained sensitive to saquinavir.

Baseline Genotype and Virologic Outcome Analyses

Genotypic and/or phenotypic analysis of baseline virus may aid in determining tipranavir susceptibility
before initiation of APTIVUS/ritonavir therapy. Several analyses were conducted to evaluate the
impact of specific mutations and mutational patterns on virologic outcome. Both the type and number
of baseline protease inhibitor mutations as well as use of additional active agents (e.g., enfuvirtide)
affected APTIVUS/ritonavir response rates in Phase 3 studies 1182.12 and 1182.48 through Week 24
of treatment.

Regression analyses of baseline and/or on-treatment HIV-1 genotypes from 860 highly treatment-
experienced patients in Phase 2 and 3 studies demonstrated that mutations at 16 amino acid codons in
the HIV protease coding sequence were associated with reduced virologic responses at 24 weeks
and/or reduced tipranavir susceptibility: L10V, 13V, K20M/R/V, L33F, E35G, M36I, K43T, M46L,
147V, I54A/M/V, Q58E, H69K, T74P, V82L/T, N83D or I84V.

Analyses were also conducted to assess virologic outcome by the number of primary protease inhibitor
mutations present at baseline. Response rates were reduced if five or more protease inhibitor-
associated mutations were present at baseline and subjects did not receive concomitant enfuvirtide with
APTIVUS/ritonavir. See Table 1.

Table 1 Phase 3 Studies 1182.12 and 1182.48: Proportion of Responders (confirmed > 1 logyy
decrease at Week 24) by Number of Baseline Primary Protease Inhibitor (PI) Mutations

Number of Baseline APTIVUS/ritonavir Comparator Pl/ritonavir
Primary PI Mutations’ N=513 N =502
: No Enfuvirtide + Enfavirtide No Enfuvirtide + Enfuvirtide
Overall 40% 64% 19% 30%
(147/368) (93/145) (75/390) (34/112)
1-2 68% 75% 41% 100%
(26/38) (3/4) (17/41) (2/2)
3.4 44% 64% 23% 40%
(78/176) (39/61) (39/170) (21/52)
5t 28% 64% 11% 19%
(43/151) (51/80) _(19/178) (11/57)

? Primary PI mutations include any amino acid change at positions 30, 32, 36, 46, 47, 48, 50, 53, 54, 82, 84, 88 and 90
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The median change from baseline in HIV-1 RNA at weeks 2, 4, 8, 16 and 24 was evaluated by the
number of baseline primary protease inhibitor mutations (1-4 or > 5) in subjects who received
APTIVUS/ritonavir with or without enfuvirtide. The following observations were made:

e Approximately 1.5 logjo decrease in HIV-1 RNA at early time points (Week 2) regardless of
the number of baseline primary protease inhibitor mutations (1-4 or 5+).

e Subjects with 5 or more primary protease inhibitor mutations in their HIV-1 at baseline who
received APTIVUS/ritonavir without enfuvirtide (n=204) began to lose their antiviral response
after Week 4.

e FEarly HIV-1 RNA decreases (1.5-2 log;p) were sustained through Week 24 in subjects with 5

or more primary protease inhibitor mutations at baseline who received enfuvirtide with
APTIVUS/ritonavir (n=88).

Conclusions regarding the relevance of particular mutations or mutational patterns are subject to
change pending additional data.

Baseline Phenotype and Virologic Outcome Analyses

APTIVUS/ritonavir response rates were also assessed by baseline tipranavir phenotype. Relationships
between baseline phenotypic susceptibility to tipranavir, mutations at protease amino acid codons 33,
82, 84 and 90, tipranavir resistance-associated mutations, and response to APTIVUS/ritonavir therapy
at Week 24 are summarized in Table 2. These baseline phenotype groups are not meant to represent
clinical susceptibility breakpoints for APTIVUS/ritonavir because the data are based on the select
1182.12 and 1182.48 patient population. The data are provided to give clinicians information on the
likelihood of virologic success based on pre-treatment susceptibility to APTIVUS/ritonavir in highly
protease inhibitor-experienced patients.

Table 2 Response by Baseline Tipranavir Phenotype in the 1182.12 and 1182.48 Trials

# of Baseline

Baseline Proportion of . # of Baseline R .

. . b, Proportion of Tipranavir . .
Tipranavir Responders with R ders’ Protease Resistance- Tipranavir
Phenotype No Enfuvirtide ':;I;J)II\}Fe{JS Mutations at Associated Susceptibility

(Fold Change)® Use Wi € 33,82,84,90 .
Mutations
0-3 45% (74/163) 77% (46/60) 0-2 0-4 Susceptible
Decreased
> 3-10 21% (10/47) 43% (12/28) 3 5-7 Susceptibility
>10 0% (0/8) 57% (4/7) 4 8+ Resistant

aChange in tipranavir ICsq value from wild-type reference
b
Confirmed 21 log] ¢ decrease at Week 24

“Number of amino acid substitutions in HIV protease among L10V, 113V, K20M/R/V, L33F, E35G, M361, K43T, M46L,
147V, 154A/M/V, QS58E, H69K,, T74P, V82L/T, N83D or I84V
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