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There have been many changes in the treatment of chronic hepatitis C since the introduction of new DAA agents
in recent years. The standard treatment of chronic hepatitis C was converted to DAA agents from the combination
of Pegylated interferon-alpha and ribavirin (PR), and the SVR rate was significantly increased from 50 to 80% for PR
combination therapy to 90 to 100% for DAA regimens. However, as drugs have different effective genotypes, the
choice of drugs depends on the genotype and subtypes, therefore it is necessary to have an in-depth understand-
ing of each of DAA agents. In addition to the HCV genotype and subtype, several factors should be considered to
determine the sort of DAA regimen and duration of treatment, such as the assessment of liver function, history of
previous therapy, evaluation of renal function, and drug-drug interaction with concomitant medications. Therefore,
despite the use of the DAA regimen with low side effects and excellent therapeutic effect, still, the treatment of
chronic hepatitis C is mainly performed by a specialist in the field of hepatology. Pan-genotypic DAA regimens, which
are expected to simplify these complex measurements of pre-treatment variables and drug selection criteria, have
been approved in the US and Europe since 2016, and use is expected to be available soon. The use of these pan-ge-
notypic DAA regimens simplifies pre-treatment measurement to determine DAA regimen and duration of treatment,
and it is likely to make it easier to access the chronic hepatitis C treatment. Thus, as this allows more doctors to
contribute to the treatment of hepatitis C, it is expected that it will be closer to the goal of hepatitis C eradication by
increasing the interest in chronic hepatitis C and increasing the treatment rate.
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1M CBZEY] A g+ HE 37 MEL DAAAIAIEC] A5 B2 |37t lojstth. v CHTHA <]
M X727} Pegylated interferon-alpha®} ribavirin § &A= (PRA|&) oA DAAAIAIZ S A7, SVR
€% PRAE 50-80%°l41 DAAR| & 90-100%% @A5] wobitt. ey A& a3 Sl= FaAo] Z+
Zy gebA, fAAE ) ofgo] met A el o] It B g DAA Zt oFA|o] it Ak Q= olsfrt a3t Al
ol

PRA=7} #EA T AW Al7]oll= X =0 FFS F+= ot 821, &, A= A HCV RNA %=%], HCV #4
A, 224 A-Fet Ak, 183l 5529] [L28B 7348 v A, 119 yo|, /IE, AlE >70 kg L A=d A
T4 5ol AUk I3 DAAZE F ARAZ 2o|HA W] -5, |4, oA A7 4577 A 2aTt
o FF= F= T2 82122 AgHZY A& SH A= Tt Hol AT I3y 5% FHEpolHA B
IE Hol= bkt 2L FAlE0] SAHIL, ZF FAuttt 212 b g E4S 7HA AL Qlo], ZF 2FA19F A9
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5482 188 FAIE A¥stal X577 o= sfjof st E544do] At Al F A 277 A5
A= HCV §44Hg, 7t A% S5 = B7% o|d A& WY, 4715 871 B85t A= drug-drug
interaction 2l 5 o8] 821 I Ffofs= Hol Qlo]? H&-go] H1 27 FI7}F 3 DAA regimen
2 A&, oJ 5] THg CPZA Y] A== hepatology #0F2] specialisto]] 2JefjA] F&2 o]F0]X|1L 91,
Fa= ZoRt FHo 2% 57| A= hepatology -°F9] specialist®t g CEFAS] AT-A5-HYE T
ol A HEZ L ¢ UEF Agsta Q7% st

ozt Bt A& A B7Ie} ofAl A"Q] 7|&S ddls] € AR 7|HE+= pan-genotypic DAA A
AlEo] 201695 = Q=0 = FHolA AR AN, FUHE Z AR ¢ U AR 7| |
t}. Pangenotypic DAAE 20164 Sofosbuvir/Velpatasvir7l 5Q1% ©|% Sofosbuvir/Velpatasvir/
Voxilaprevir, Glecaprevir/Pibrentasvir7} 5Q1=|}it}. of7|Ae F&2 o2 ARMESIA E pan-genotypic
DAA=0] ol Lot == 515t

1. Sofosbuvir (NS5B nucleoside inhibitor) / Velpatasvir (NS5A inhibitor)

Sofosbuvir/Velpatasvire 2E AR A =2 ulojgA 75 HQl AHHA eFAlo|HA] H] A4
7H78H 9 o] A& A A} 22 EFAEe] dAFA L A= BIHE H =T o= Astral-1-4714]1 ]
A2 FRIT & it

AR Astral-1 =t 943 1, 2, 4, 5, 6& Sofosbuvir/Velpatasvir® 1257 A EF=t] 19%2] tf
A3 7 ExEeF 32%2] A =4E Ex7F ZEE AT Overall SVR12 ratex= 99%E genotype 1a 99%
(206/210), genotype 1b 99% (117/118), genotype 2 100%, genotype 4 100%, genotype 5 97% (34/35),
genotype 6 100% (41/41)°19th. RASFof TAIQlo] A& HEo] U= W TAES] SVRE >99%°. =,
o™ &8l 7 -5 TA Q] FHAE 1, 2, 4, 5, 6FNA] Sofosbuvir/Velpatasvir 125 A&+ 7
783t A= option©| & = & Ao = HRlt

20 2 Astral-2 AT7E’ SAAE 282 Ao g, 1181 Astral-3 I SAAE 38 SRS tiAr
9 2 Sofosbuvir/Velpatasvirl2 X =2} Sofosbuvir with ribavirin 245 X|&2E 8|St} Astral-2 A+
= 14%9] t8 7 Akt 15%2] A2 4 xS 36k, Astral-3 Aoll= 30%2] g/ 1™
A9} 26%2] A7 SA7F ZEHE AT Astral-2 A7-2] Overall SVR12 ratex= Sofosbuvir/Velpatasvir
A F@- >99% (133/134), Sofosbuvir with ribavirin A&+ 94% (124/132)°]2it}. Astral-3 2] Overall
SVR12 ratex= Sofosbuvir/Velpatasvir A& 95% (264/277), Sofosbuvir with ribavirin & 80%
(221/275)°141L, 7+7gHo] = FERE9] SVRES Sofosbuvir/Velpatasvir A= 93%, Sofosbuvir with
ribavirin X2t 73%°1At. &, A543 0] A= 7HFH A=) SVRES Sofosbuvir/Velpatasvir 2| &+t
89%, Sofosbuvir with ribavirin A&+ 58%%Att. F A+ A= & |, Sofosbuvir/Velpatasvir 125X &
= AR 293} 39 A v e A ' BE AlSe] € A o= HRIth

R0 2 Astral-4 AFE° v|gAA 7Hd¥ FAH(Child-Turcotte-Pugh class B)E diA oz
Sofosbuvir/Velpatasvir 125, Sofosbuvir/Velpatasvir with ribavirin 125, Sofosbuvir/Velpatasvir 24
FE 111E 72 wigsto] A5 APt F 267H22 78% GT1, 4% GT2, 15% GT3, 3% GT4%}
<1% GT67} &=t} Overall SVR12 ratex= Sofosbuvir/Velpatasvir 125 X & 83%, Sofosbuvir/
Velpatasvir with ribavirin 125 A& 94%, Sofosbuvir/Velpatasvir 245 A& 86%= ZF o7t -9
St ol ERIEA] ottt ofit G- ARE 382 ribavirin®] E3HE X E9] SVRE°] 85%&, ribavirin®]
Z3E]7] o2 A 29] SVRE 50% 395t 2 A& 835 Bt
A7 5 23 7282 0231, i AY, 55, 9 (ribavirin®t H-&5t= F-H)0I1AUL, g0l E5] FAl

E THgHS 2 3 Astral-4 AollA= 978(9/267, 3.3%)°0] FAHEo g2 27| F7 & ARG

E]—E H] o =
sl o] % 2o] 7 o2 Alctt
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2. Sofosbuvir (NS5B nucleoside inhibitor) / Velpatasvir (NS5A inhibitor) / Voxilaprevir (NS3/4A protease

inhibitor)

Polaris-1-4 9= TH CH7HET A 7HHSS diit o2 Sofosbuvir/Velpatasvir/Voxilaprevir
9] a5 UST AFE Polaris-12 o] X&EZ NS5A inhibitorsE AMESH SRS A} O 2 1,
Polaris-2+ % X =& AE 402 5ttt Polaris-3+ genotype 32| & A= XS A O2, Polaris-4
£ od A =&A|Z NS5A inhibitors ©]2]2] DAAE AR&3t 2FALE At 02 SVRE, adverse event, RASEAY
5 AT

HAA, naive®AF (HCVRNA >10° IU/mL, 30% compensated cirrhosis)S A2 & 3t Polaris-2 AT
8 Sofosbuvir/Velpatasvir/Voxilaprevir 85 2| &(501%8)2} Sofosbuvir/Velpatasvir 125 X&(440%8)=
B WS cirrhosis”t Y1+ genotype 3= AT} Sofosbuvir/Velpatasvir/Voxilaprevir 8 X &t
9] SVRE-Z genotype 1a 92% (155/169), genotype 1b 97% (61/63), genotype 2 97% (91/92), genotype
3 99% (91/92), genotype 4 94% (59/63), genotype 5 94% (17/18), genotype 6 100% (30/30)°]4tt. 7t
7ZHo] 9l FEAFO] SVRE2 91% (82/90)Tt. Sofosbuvir/Velpatasvir 125 X &72] SVRE&2 genotype
la 99% (170/172), genotype 1b 97% (86/89), genotype 2 100% (53/53), genotype 3 97% (86/89),
genotype 4 98% (56/57), genotype 6 100% (9/9) 1L, ZH7H0] Q= &AFS] SVRES 99% (83/84)=
Sofosbuvir/Velpatasvir/Voxilaprevir 8¢ A &Rt} S35t 4375 A}

202 7HFWo] Qe 9AAY 39S A O E St Polaris-3 A FA] Sofosbuvir/Velpatasvir/
Voxilaprevir 8FA2(110%)2} Sofosbuvir/Velpatasvir 125 A &(109%)E H|ZstHEY F o+ H5FofA
SVRE&2 96%= #to]7t l3ict.®

FDA9] #%& &21% pangenotypic DAA regimen®! Sofosbuvir/Velpatasvir A&+ A9 & {FXA}
FollA 53 FHtolHA BIFE HojF o o] DAA regimenl 2 X|=of Aufjgt 7™ SRt 74
= 90%°1/d2] SVRE&C =2oHA] E5H3It). wEbA] o] o] DAA X =Au| Fof|A] Sofosbuvir/Velpatasvir/
VoxilaprevirZ A& a3-5 3QI5}= Polaris-1, 4 A+7F A3 =i’

MA], Polaris-1 A7’ o]A A& & NS5A inhibitorsE 45 oA} AR&5FaL 2| &of Aujst A= tjAto
& 1257} Sofosbuvir/Velpatasvir/Voxilaprevir I8t} Polaris-1 92] SVRE2 genotype 1a 96%
(97/101), genotype 1b 100% (45/45), genotype 2 100% (5/5), genotype 3 95% (74/78), genotype 4
91% (20/22), genotype 5 100% (1/1), genotype 6 100% (6/6) R, 30% 2E3HH Cirrhosis 2 =2] SVR
&2 93%E TE oA 90% o]42] SVRES Htt

Polaris-4 97" NSSA AAIAE AQlgt DAAAIAIR A= Auist FAE(4SF o4 Fol)S o= 519
11, 1257} Sofosbuvir/Velpatasvir/Voxilaprevir T+ Sofosbuvir/Velpatasvirg £{5}%t}. Sofosbuvir/
Velpatasvir/Voxilaprevir £02] SVRE2 genotype 1la 98% (53/54), genotype 1b 96% (23/24),
genotype 2 100% (31/31), genotype 3 96% (52/54), genotype 4 100% (19/19)RA1L, 7H7dH &AFS] SVR
2 98% (83/84)Z YA HE oA 90% ©JAFe] SVRES XAt HEFA Sofosbuvir/Velpatasvir o]+
9] SVRE2 genotype la 89% (39/44), genotype 1b 95% (21/22), genotype 2 97% (32/33), genotype
3 85% (44/52)91L, Cirrhosis RS2l SVRES 86% (59/69)tt. & o] DAAX|FEo| Auf gake] HL-
+ Sofosbuvir/Velpatasvir/Voxilaprevir 125 X527} &2 Hlo]8iA G35 Ho] dA KASL, AASLD
guidelines 5ol A] 12} AEHEA| 2 AA|StAL QUL

A7 & SotA HASE oFE 222 headache (25-27%), fatigue (21-24%), diarrhea (18-20%),
nausea (12-14%)% 1., Polaris-13} 49)4] angioedema (Ramipril -85 )& 190] X|5E ST,
Polaris-29} 394= A =S S &A= At X592k A W2 Polaris-1 27, Polaris-2 190 &
ABBFA AL, Polaris-39} Polaris-4= X =234 W/do] EAYsHA] gt
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3. Glecaprevir (NS4/4A protease inhibitor) plus Pibrentasvir (NS5A inhibitor)

Glecaprevir/Pibrentasvir'= pangenotypic DAA regimen®.2 X<t 7HgHo] Q= F4x3 18-63 2
A= o2 AFe 317F YA AMEY] pooled analysis7F B E|QIch Y & 204190] B4 Zgte]Qu!
9652 8F A 7E 10762 125 A=E ot 11%2] F3 fibrosis, 15-18%2] NS5A polymorphisms
T 1%9] NS3 WHol7F 13l NS5ALF NS35A] Holx= (1%°]3lt}. Overall SVR12&2 85 A&7 98%
(943/965), 125 A&7 99% (1060/1076)°]1 1L, non-virologic failureZHAFE A|Q]5lal E-A43t modified
intention to treat (mITT)] SVRI2EE 8F A=t 99.1% (943/952), 125 A= 99.6% (1060/1064)
2 X 77|7o] w2 SVR12&9] Aol MME} mITTEA TS 197 H4E subgroup analysis#A<S T
sofosbuvir®| & 73°J°] A= 9 SVRI2E2 85 A&EA] 90% (9/10) 125 A=EA] 100% (10/10)2 125 A
27} =2 SVR12€&S X3, NS?)/ 4A T+= NSSAFE9] polymorphisme] @522 &A1 wjl= X7 7|7k
of IAIgle] 98%0142] SVR12E€S PO FAlof T Fd] 250 polymorphism®] £A|5H= 4= 8%
AF 67% (2/3) 125 A=t 83% (5/60)2 W2 A 5H--S Hth o] 404 X5 & U2 85 =t
0.7% (7/965), 125 A&+ 0.3% (3/1057)9 1L, A= F virologic failurex 85 A&+t 0.2% (2/965), 125

A=t €0.1%% (1/1076)°14ct. o139 ﬂﬂ‘é ot 7HHol gl FAXY 1-63¥AHE Glecaprevir/
Pibrentasvir® A|&sh= 39 85 A= Holthal & 4= k. 18y o] Ao sofosbuvir based regimen
o F AR7PH FE= 125F X=7}t %30}_1_ NS3/4A2F NS5A SAl°) polymorphism®| &= 3-9+= of oF
AE 1T 287} A

NS3/4A protease inhibitor (PI) T+ NS5A inhibitor7} 3 regimen©] A& Aufist vh4 CE7HF 3
=L Ao &2 5= 7 J37F 1= Qlck. MAGELLAN-1 Part 2 A=Y Glecaprevir/Pibrentasvir
9] A77|17HS 5 WY A7 B7] Y3l Glecaprevir/Pibrentasvir 125 A =(44%8)9} 165 X =& (47
)] SVR12E-S H| 5T} oA DAA regimen< NS3/4A PI only, NS5A inhibitor only, NS3/4A PI +
NS5A inhibitor®2 125 A& 242 32%, 36%, 32%, 165F A =ma-2 Z2F 28%, 38%, 34%A(tt. o)A &
9] | #HHS-2 on-treatment failure”} 125 X=E4t 32%, 165 A& 28% AL X7 & Afdto] 1253 A &2+
08%, 165 A&t 72%%t. Overall SVR12&-2 125 A8 89% (39/44), 165 A=< 91% (43/37)°1
11 A DAA regimen©] W= SVR12E-2 NS3/4A PI only- 1253 X|&ma- 100%, 1657 A= 100%, NS5A
inhibitor only- 125 & 88%, 1657 A&+ 94%, NS3/4A PI + NS5A inhibitor- 125 A&+ 79%, 16
F A5 81%HT

= NS3/4A PIZ A =3t

7}
oF &

o,

7o) = FAEL 125 A FE FE5H, NS5A inhibitorol|tt Aol U=
u—,gga It} NS3/4A PI®F NS5A inhibitor & R0 Fgo] Q& A= G
A AG3E Sofosbuvir/Velpatasvir/Voxilaprevir £& 1L&5}|oF s3It}

Aol A= 165 Xl
SVR12&< Ho o] A

4. Sofosbuvir-Containing Pan-Genotypic DAA Regimen vs. Sofosbuvir-Free Pan-Genotypic DAA Regimen

kA FAY7HA] EA1E pan-genotypic DAA regimen®] antiviral efficacy©l thell A3 E It o] <A
o] £l w2t F groupl ® YE 4= A=, T8 At B0l Ao = v o] 7 Aol ghatollA &=F £
A g9 glo] Foj7} 7153t sofosbuvirg E§SH= regimendt F8 tiAF EE0] biliary system 2.2 Hj
AE= AERE 2= T35 *]7]16 Ao A BFRE glo] FHT 4= l= sofosbuvir-free regimen
(Glecaprevir/Pibrentasvir) 0.2 &7 & <= °17“E]' sofosbuvirg Z&sl+= regimene 417]°5°0] AotH
2} (GFR (30) ¥ &4 Q3= %}X}Oﬂ Al AFE-S F3foF 31aL, sofosbuvir-free regimen?l Glecaprevir/
Pibrentasvire 552 140l A4 FoE iJ—O}X] U= L‘jr

BIgAMA] 7HW 3ERH(Child-Turcotte-Pugh class B, 94AE 1-63)& "HQFOE H= Astral-4 AT
olA] Sofosbuvir/Velpatasvir with ribavirin 125 X|& A] 94%2] SVR12&< E‘,’i_l_ 7159 7] 7H
A @ CTP A42t MELDAS9] 548 HAtt 184 Sofosbuvir £ pan-genotypic DAA regimen &
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Sofosbuvir/Velpatasvir/Voxilaprevire 53 7F ol &Ako] AR&-A] Voxilaprevire] @ & & }-ﬁ—ﬂﬁ}ﬂ]
S7HE &= At B 7t AW EARE e R AgE ALZTrt glofA vt 1t AW fAtoll=
=710t} Sofosbuvir/Velpatasvir/Voxilaprevir regimen?] 73382 NS3/4A2} NS5A SA| HolE 714 %]'X]'

oA ZEgt ol A ATE Hol= Z 02 1257t Sofosbuvir/Velpatasvir/Voxilaprevir £0] A] 3-ZA}
o] TWAQlo] 95%01AFS] SVRE-S Bl 7HAH $4x19] AL % 98%2] SVRE-S Kot}

SHH, 535 A7 Aot RS AT S 2 Glecaprevir/Pibrentasvir®] A& &3S &9Qlsk= A7} 23
=AY CKD (stage 49t 5 9 9 =4 327} Q= WA CBA B4 (43 1-6)917A Glecaprevir/
Pibrentasvirg 1257F £ A] 98%9] SVR12E&S E 31, 7]A o] NS5A polymorphism= ®<l 29%
(28/96)9] AL HH= SVRI2E Lot &35t FAH8-2 pruritus 20% (21/104), fatigue 14% (15/104),
nausea 12% (12/104)°1} 1L, liver decompensation®] adverse event+= 3HEER] kgko o 510 3kx}7}

AR7E 27 4= o|F 32 SVRO| =EZ3ct. webA] Glecaprevir/Pibrentasvire A17]1%5°] S5 0]
& Aot RS04 12 AHerA|7E 2 4= 9l& Ao = Helrt

4
%]+ pan-genotypic DAA regimen®] SA|EHA CFA| 579} X7 7|7HS AAs5H7] A3 A= A B7 3
o] &l d 4= U2 7HeAdo] Atk AE A B 9 A' A9 39 EH/Jo] ©edt HH, v CHTHYA
A7of 7199 = = QJAREo] WobR| AL, wekA] CEZFHO gt Al 9] J7F E X589 T7HE 7HA%t
CE7MY HEe] =30 H 7I7H4d = Q& A2 & 7[didt
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