JE AT ERL A IR B A ) 5

FER S v I B SO IR TE 28

77 WA R BRI 7 7 R R

PR A )V A BIER T « InEEDHENLIZBI S 2 i 5E

VRG2S EE AR TR R
miFEMAEE iR =22

k26 (2014) 4% 4 H



4

I. RE RS ‘
7 BT A N & T BRI TR U A L ARG TR -
TRIEIE DORENLIZBI T D AFSE

AR EEZ 1
II. MR OTFITICET 52— &% 11

I1T. WFZERROTIATY) - Bkl 21



BT B E M E (RSB SR IEE3E)
TET e

77 DU A REEEARAT 2 RO T TR I TR AT R U A NV A BT -
1BFRIEDMESLICEE 4 D058

WEREE FiR BZ  TUNKRZERFEREZFER 2%

MREE

DRENCR T 2 FBHENEEON, CEBFRIIHM AT 2HBMEOKR L FERRB L R>T5D, Ll
N OBERIZITLANC C BFFRIIFERT 120, ZNICHTAEEIIREOBETH D, RFTIEBME DS
CHMFRIZELTIX, 7u7 7 —EREAIOERANEL TH D Z L BRHE SN TV DA, EmslFEIER T o
FAMEMHES. STV WEIRTIE, kDA v #—7 2 a U (IFN), U AE U EERME—OIEEETH S,
v h7 ) MEFTORE SR & L HICBETFEZE(SNP) A RIS L CWD Z ERHALNCRY  CRY
JFRICRTT 5 IEN B ORI LT, IL28B FUEE T OBETZANKEREEL 52 TND Z L0855
N5 L5 ot-, FEMEFIITFREIZCBWTE R —, LI Py MRGFDOEGETFEROF 2 FIRENBIE
BOIFNREICEETHAZ L2 R LD, Zhe2E MG LRME THOLMNIT B & &bz, CRATF
RKOEERCTH 5 BHEREF AR ETICE S T2 RTFE2H LT 5, 72, CRFRICHT 2%
FERGE, A V& — 7 o AREOBREE S OFHRE b ST LT B,

KR EATO Z LI XD, UTOMREPEFFTE D, T72bb, CHRFRICHT 24 FFBERA V¥ —T
O IREONRETFHTAZLICLY, ZOBSEHE T ENTES, 21X Y, ROFHEINSBE
DIIBEEAT O DEOEREZITO) ZENTE, BF QOL OM EIZ 2R 5, EXICEMRERER CHHA
VE—Txualhk BB IND EZAIBRATL I LN TE, EERFDENFTE D, EbiT, R
MEHRDOIEE (2 —T7xny) 2T, Hil2TFRERIBERES OB PFTE 5, FBHEICE T2 &K
PRI R U A N ADOFBGT - IRECH D, S| (7 25U A REIEENT 2 AW 7 EHR R AP s ir e o
A NVATFREILT I - IREEERENL T D) Z 20, Fi 2 iBEEORRE A~ DR D A RN D B,

MERERFE B L OGHEEFERER )6, C BRI T 2 FBHER OBRKR T — 2 13TUNRFIZ, £72 DNA
GRS D VIT MK ITE =4 DNA fhiHfass TEIX, DNA Z#iH L ks LERERE o F —~ & %44
L7, ZAUCTEF 514 Bild C BUFRITH T AR BED T —F N— 2L | FF—198 ffl, L E=
k231 BIDEFE 429 BilO DNA O AT O Z &N TE T, BIRT —FX— X0 H, 514 Hlo C ABUFFA%
WX B AR DO% ., 366 FiC IFN JRENE A I, 216 B2 VR IZ, 157 FiIAS SVR IZE 572 Z & A3H|EA
L7z, VR 2|, SVR 37NN 59.0%F L1 42.9% Th - 7=, £7- IFN AT 60.4%DIEFI T Peg-IFN a 2b.,
28.9% DIEF| TEHET IFN, 10.7%DJEHIT Peg-IFN o 2a 23EA S Tuiz, TREBIAAIEIE L OVRRE DR
FEVIMERRIC LV ENENTH o7z, CRFRICKT 2BMEZAETRIL, 5 FB LV 10 4% T SVRAITIxENZ
U 94.1%35 L 0V 83.0%., FE SVR B TENFI 79.7%8 L1 60.8% (p<0.001) TH Y. SVR BNEEZFLEFRIZK
L EHboTWAZ EAVHE LT, THREEICRVTIL 75.6%DMERN TT B o IL28B BixF£Ma b b, %
LA D TG 5 0% GG BUIFNFN 23.5% B LTN0.9% Th o7z, R —B IO v b IL28B Eis
FEZRIRTT OHDOTIEEEIZ SVR ZERERTH 728, TG H 50T GG Db O TIE SVR RITFFFITEMEID
L EFE o7, ARHBHEZOHEBREFRSBERICEERRBETHY | ZORTERIIN 60-70% & Vb Tn
Do TUNKRZIZI T 2 AP AE#Z B B EF R 2T, HCVRNA 23 2 8 T 7.2loglU/ml (ZHEIN$ 2 = & 28
FDRIEDY A7 777 X —ThHY  FKEATIE HCVRNA @ genetic distance 285 T/NEL o TWNVDH 2 &
DRHIEA U7z, F 72 AR IE B TR OB F AR U IT AR O IR 2 BT WV L— = T TH D Z LR
BAond ot

BEE CIELNIEREOETE KA > ME,CRFFRICS L CERFBIEEZITo 12D A VX —T=a 2 dD
BEDEFHENIZ R F—BLOL B FEED IL28B DX A TN TT THAHAZENVETHDLEWNWH Z &
Thbd, ZOZ LB HEOEIGE K T2 ECHEFICEEL 2D, T7bb, FFBEZOEFERIL, FEAEME
FFREZED L ex s FOIREED, IR BRAFIREE TR 2 4T L7 5 S D NS Em N2 E B3 hro TN D
N, ZOFERFT—DY AT EREZD L, FFBHEEZOFAFIERL VW) OB KE < FFBHEOEISHIETIC b
> TL %, IL-28B # T/T ThHhUX, L VEEBOICHFBEZITV, A ¥ —T7on IBEEITH Z &0, BF
QOL DO EBIOEFREOMENZ 2N D T ENRTFEEND, BRIZAWT, FF—BLL =y bo
IL-28B @ SNP Z#HIETHZ L2 LV, CAFRICHTAHBESRDOA V¥ —7 o VEEEE R TR 5
ZENFERETH D,
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A. WHEEER

TRAER% C BFRERICT DT - TREFIER
IEFIZEHETH D, L) OHEHIDORRIKT —#
BEMT D Z & T, CBIFFRIZKRT D EEITFRM AL
B AT 2 00 2 2 3 >, S IEIFl D5 71k,
A v EBE—Txa NEEOXAI T EERTHE
B, LA NVAIRROSIE R EEALNITH T &
NTE D, SR> LRI T-HERH»D 1L28B
DIEEF27 (rs8099917, TT, TG, GG) % fiFEHT
52 LT, HAENCBIT DB ERE O 1L28B
DEGTZHOHAEIE, B 9B Y DG DY
IR DI HERE O X X T IL28BEm 148 & |
AV HE =Tz REOHROBREERT S Z
ENRTES, Zhizk v C BFFRICHT B AW
Bl A 2 —T = a EROEE L FHT
Bl ZoELEHETLZ N TE D,
FECEMRERER THIA VI —Tza %k,
ENHER SN DBEORITHEEEIT O BERME
BWAEITH Z LN TE, BF QOL on k& ERRE
RN DI D, Fio, HBHEEZOIRE (1% —
7 xm ) BEte, il mFREIRIGEES OfESL
NEIETE 5, FFHEICE T DR KOBREIIITFA Y
ANADEBEGT - IBETHD, 7/ LUA FHE
AT 2 W B e B G R T A VAR
BYLTRS - IREIE RN T D Z ST LD | BRI
HE# DREH BT 720 E R R BRI L
THIIZRIRFRIEOBRIEA~E DR N D RN H 5,

B. BrEHIE
Fox T E TITIFBRERFNZ 3BT, Donor 38 &
" Recipient ™ SNP 23 AE% D IFN 18R ICHE
EICHBET 5 Z & &2 L CE 2 (Fukuhara T, et al.
J Hepatol 2010; Fukuhara T, et al
Gastroenterology 2010), Z DR ZERKLA LT
WL T2 Dlcid, SRR 21T\, IL28B #Ein
T BT DS IF A IFN 18O R TFRIZ B
TEHTHDZ L 2REEIGERATOILERSHY, =
BTV ADEW AR ORI EEREE D20
WS TR LR IR 21T 9,

MR FEB L OHEEFBRRE) D, C BUATX
W2 B PR AEIE G O BER T — 2 13U R FI, F



72 DNA &85 5\ WOIT ik id 5 =% DNA #i
JaE% CEUL, DNA ZH LILN KPR L EEERE
TBUH—NEEM L I REITHZE LD
Fr—B8IXOvi v h@ IL28B @ SNP 2
Major & 2\ Minor T&H 5 Z & 2VHIEREE L 72
Do BHEFR L VBN LizA V&7 —7 = a U iRES R
DT —=HZR—=2%HRTHZ LILY, IL28B @
SNP BNEEMRE ED L O ICRBET D0 ELH
SEBNC THIEST 5,

(HEIm~DRE)

ARBRICEET 5T _NTOFET HEREMES~L
VURES].BIOTERNEICEET 2 mEfEEt)
W20 9 . BRI D 5 BAfRAE 13 BRE OE N F R
IR KRBOBENEIIH ), AXE - -FREERB L
D RIEHEZIRREEEMMERT D, T2, 1E
LA E - FEE (EBREBENICTET 5
EFEBOMEFEERZESIRE L. F0ERE2E
%, REREEEMB L ORBROHEEM L. TEFISRE
B X OYERREESE 2 Ui EEEEIMI IR T
BB L, EAE R REE AL AT O T2 OITH T2 1R
FHHp o — FEf L, ERERWD, EEREEND
FN, WBREE/FETEHIER (K4 - E57- B3
B2 &) I EH L, T —F X — D ERE
B~ AOBRE OREIL, RBELEND
FUORBR SHEMNEE T A BRERR 2 — K E
7237 —H 2o X —DRNRITLEBRGEE S Z2 AT
179, FEROBEEMELITo-ET=4 ) 7Y
F. EBEEENE RS BoRYELR L. £2T
B ONT-ERENMA~IRIE L2\, EEFEEEN
REBRTHEONIEFREAEFT AL, #RERE
ETERNE ) +SICliET D, AFETIE, UA
VA (HCV) DB TFHREEREZEATND, L
M RZLZBIT A FRNRE TUNKFEB G ATR 2
ERZ2EHHEB XIOFEHMEAD X, 74V AEE
BAIEIWCRBIT 25 H & & H, FIUTHEVEL) /2B
WEITH b D ET 5, F-ERL, LN RFEEETF
A 2 ERZ2ERANL L ORMANCE DX
P2/P2A L~V DEBRIEERIC T, AR S L7 5HE R
IR, ORISR KIBOEE 2+ - THF
FTwiT 9, T2 2100 ORIRITEREFIZIT T N —
L&, EREICRE SN2 TEAFR & i
END XL TWB, o TEANERFEH#EEIZIT
L 722\, 7 DEETFRITIC OV CEBIR e B
7 DB M BEEEEESII OV TE
HEOL FEODFEFEE b TEERAANDORELE
779 2 TEMT D, o TAMZRDOZIT E, HEEEy
TR IR R4 5 = L id e,

C. WFsersR

BEIRT — # _— 2D 5, 514 B> C BIFFRIC
XD AEITFBAED%, 366 BiC IFN JRERNE A
SH. 216 A VRIZ, 157 fI23 SVR ICE 722
&2V L7, VR £, SVR R|IFIFN 59.0%F
L 42.9% ThH 7=, F7= IFN HHIT 60.4%DIE
T Peg-IFN  2b, 28.9%DIEFITHEF A IFN,
10.7% D JERF T Peg-IFN o 2a 2MEFH Tz,
TR tARE S L OVEREOR EITHRIC L v %
NENThHolz, CRIFRICHTT DRBAMEEZAEFRIT,

543 LUV 10 4F1% T SVR I TIXZELE41 94.1% 8
LT 83.0%, FE SVR I TENEI 79.7%F L
60.8% (p<0.001) T& Y., SVR BNEFEAEFRITK
ELBHboTWA Z LR L7z, i REFIZARN
TIEL 75.6%DFEHIAS TT F > 1L28B BIn 1251 %
bH, ENUSAD TG HH0E GG BlTENnEh
23.5% B LN 0.9% ThH-o7z, FFr—BIOL v
T b® IL28B BIEFEEN TT O b O TIEEE
IZ SVR ENEHERTH o720, TG HDH WL GG D
HOTIE SVR HIIFEFIKMEIC L EE o, —F
4 ILIFN A ICHER L7, IFN A 1X 2018 SRz
ENnNrEHLWA U HFE =T 2 THDY

( Prokunina-Olsson L, et al. Nat Genet.
45:164-71;2018) . 1L28B (IFN 1 4) B L O
rs8099917 O I MBICTFIET D Z EWNR ENT,
ZFLTIFNL14® 9% 55469415590 D SNP 237 7
U B RERICAWT IFN BEZHE LR LTWD Z
EDBHALMNIENTZ, TR, EFEFICB
VT 85469415590 D SNP fi#fT &k Z /e >7-, 75
L rs8099917 1 BT 5 TIT, T/G, GIG &
55469415590 (238175 TIT, T/AG, AG/AG DX
[F1I% 99.0% (303/307) ThH DI LBHLIE R
272, rs8099917 DIFE & [k 55469415590 12/
WTH T/T @ haplotype & 26 D03 & b (73.1%)
SVR EREETH T,

R OB BRI RIZER ICEE
ARETH VD . ZDIETEHRITA 60-70% & Wbt T
%o TUNRFIZBIT D B %I BRI R
VT, HCVRNA 728 2 [T 7.21oglU/ml |ZH#8H04
BLLEBFDORIEDY AT 777 Z—ThHY ., K
£ ClZ HCVRNA @ genetic distance 2358 CT/h &
K72 TND T LB LT, £7-FBRERZIEHE
T RT 25 O BR S 0O BRI L AT R oD R 2 i 1 e
WAL= T THDHZERHLNE 2o T,

B ICHTHIEHI TH S Direct acting agent
(Telaprevir) & AW=iaE%Z 11 FIZEA LT,
TR RITBZITH Y, RVR 28 27.3% ThoT2 b
DD EVR BLOSVR N 90.9% Th o7z, 7272
L—BIiEHE 9 < TH4A @ mutaion 2SHIR L
viral breakthrough ZFJE L7z, L7 UHBREZEVZ
L2 @ mutated virus (EFEHIH IR R RGE &
EBHICHEHEL TV oo, A RUEERID & BieERE

ZE ) Telaprevir & VW2 IEEORES TH -7,

D. B
BEETIIELNEREDEE /LKA > ME, CH
FRICK U CEBTFBEEIT oIt DA 5 —7
=0 VOIREHRTFRICZ N -8 L0y
Y NEED IL28B OX A THRA D v — AV —
(TT) THHIENVETHDHENI T ETHD,
IO EIIBAEOEISE IR 5 LTI EREICE
Brb, T72bb, FFBHEZOAFRIL, FRE
PEFFEZE D L B v R OAREEDS, FRERH) B AR EE



(performance status A3 7241, MELD (model for
end-stage liver disease) A =7 DRV VIREE) THT
TEHEAT & HEAT L7253 N Emy (BfER) Z &
BorinoTWDHR, ZOHE RT—DY 27kl %
Ez 5L, FFBMEEOIFRHIEZRE VD DBPRE <
AR O TS HIWTBE i > T < %, IL-28B N A Y
¥ —/ AV v —Thiud, & VBB IEZAT
D A VH =T REET O Z &N B QOL
D EB L OEREOMENZ 225 Z LTI
AN, Wiz, IL28BIc< A FT—EENEEN T
TEA R, FFBE% A ¥ — 7 = a IREPEEEC
RAHZENFREIN, T EZFHEEIZLY
JERITIREENEVRRE T H 72 & LT, N F—D
JATZBLOEDHRD T T 7 MEREZERET D L
PR 2@ & L2au &0 9 Il b 1T 2 5 Al etk
N D, Zhagkh b OEZ HWIZRFNIZI L D 2D
BEMERENILICHALNE o T, RIFFRIZE VT
HNTFERIC L0 | FRAEE)S O R & 72k &
RLEEPELNDAREENE Y, HEICESEIE
Direct acting agent (Z & 251 HCV IREIZBWTIA
PR F & LT IL28B NERTE 2D E
RABRNPLETH D,

o v
E. fbm

SR FEZE D, R h—B L= b D
IL-28B @ SNP #HIET 5 Z &1z & 0 CHFRIC
T HFBHEBEOA ¥ —7 = u AR
TS T ENERETH B,
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