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g8

PCR A 5= &3l &XH, tha F o= s ol sidste <
(ABF 284 o)dolal AlF 3 kg ©) IZEunfole] 27 HS-19 SkAte] A
- HH

- AY)F7](room air)ol| A AHAESE(Sp02) 94% ©]s)] 3kx;

C RzAA 287 Ded 3

- Z1AI7 Y iﬂﬂ‘l}*‘**ﬁm(ECMO)O] a3 &t

2. PCR A 5& lEfﬂ FHE, T2 APF o] w2 AT 2 559 48U
AoKAF 40 kg ©]%F iﬂrH}OI HardS-19 $xke] A8
O 8HE&HF

1L 549 A € B4Vt F 7&17\}

D o] oF& FoJsly] Mo BRE A4 eGFRE =H3laL o] & Fof W= F9k ¢
BFHo R A RUEHITHEEEF 5. Ao &, AR FoAE 0.
27l Fatol o] Bt Hz),

2) o] of& B3] A3 Bo we Fo BE SAA JdHoE HHSA )%
ANE FHFHAREAL FoARY "1 Aol 2) opvriRlelEa FUke] AF TV,
9. ZHel BApo A o] Fof HF).

3 o] & FA3y] Aol BE Al ZZEEW ARMS S o] g Fo Wb
= 5% IR FHIA RUHHIHANE Y] Tk 4. o] kg H2).

2. B9 &%

D A = AF 40 kg o] 4e] Zo}

-~ o] ofe] AR FHLE A F ©3 HIEHFoR 200 mg A AW Fo ¥
A GRE 1Y 13 FAL&FoZ 100 mg ¥2 AW Foo|t}

2) AF 28Y o) dola AF 3 kg ol 40 kg HIREI Ao}

o] ¢ko] A FHLE AA & T3 HIEHFOE 5 mgkg HH AW Fo & =
A GHE 1Y 13 FALFSE 2.5 mg/kg A2 AW Fojo|t)
3. ¥4 713k

D gsados BAE S
- o] F2 A2 A4 Wd
- HqE Fo 72 5otk

m[o O'lN
o

gol MRHA e A% Ft=

(@]
e
I
2



2) =

4. Fo Y

1) o] oFe 30%olA 1208 AA 1Y 15 A2 F9 E(V infusion)dc}. o] oFe
OE 422 Fo43t4 F=n.

2) o] e REAE FHetA Yotk @3 & Hlo|do] mALg BB 3 2o
= A F H7sto ok d(AHEAEe] FolAE (13 By g HFAY FoAL
RS

5. A Al A=}

o] ¢k eGFR 30 mL/min"]¥k¢l Sa}o|Al= BEof7 A4 =2 ettt

6. 4&E =4 2 F4

D A4 AA

- HPsoA AR o &3 &% Hlold S ZAdY. Z; whoj<do] thaf:

- mlold B AHAE 7|9 FAY vES AFEE 19 mLe] HFF FALSE A

§olofo} Fk.
- whole] W gRel g A e 2
T2~ 3% Bok YERO] sleh S FolErh wholde] WEEe] ¢
A8 WA Bew A9 o AHE WERI
- ATA F, 7 vholgelE 100 mg/20 mL (5 mgiml) A A2 goko] Sof Yk
- §93 §71oM s duich, Fol A 9 W mPA B P w4 oRE
%ok AALE Fal AT,
- ATHE vtolge 84 g9 FuE As) FA AgAh

ol rlo

2
oo 3

2) 34 A
- BFOE Q% MAE 29 WA Hst
©)

oA



= 250 mL 94 wo] F7t=2 34| of 3o
- 3 15 AREske 9 #ellA wid 0.9% FAHE A ErY §4E AR

e

=

# 1. ¥l 40 kg 01&2] 21}t £0F ZAM0|M HEE = g SH7Az=pAo| 3|4 XA *
A=Er F= bSO Al od o +

B AIHIZ S5 $Ar%+="aw%# Z=ql ol A HAHT _

B9 €2 X
ol ¥ B, Al 2o

200 mg+ 250 mLe 40 mLe 40 mL(2 =x 20 mb)« [7
(Hro|g 27H)« 100 mlLs 40 mlLe 40 mL2 = 20 mL« |7
100 mg« 250 mlLe 20 mLe 20 mLe -
(HHol 2 17H)e 100 mLe 20 mLe 20 mLe *

- ﬂ@a )9 ZA)S whsg Abgstel Elo] wheh wolA Bad g3 e
9% FAE A AR W, W 0.9% FARE z«ganwb— #7510}

- % 1o meh HAR 2v)e] FAE ALl wloldelA WRF £Ho] AT
T A

Cmew 80 ATAD FA BS 3 Me] §A ok

- wg 203 sb A H3lo] W gke] gole ERWT. wWe ESX opETh

- 2AF 54 Soe He0 ~ 25C)olA Hr) UM EE
A 48417 Bk ket

3) Fo A

d

AT NN T PHFAL kB FAO FelstA et of okt 0.9% A
& ARHYF ololel e Auwel goste) AP B9 Yot

t mUE P00} FTHALE R FoAG L

) ¢ #BE WS 9 olbmeA s Mee BT HUE F2)

C oo BAGNA o] e Fof Wi fxpE Tl o= Bl el mUE P olo}
Sk ohjBEA s WSS XA T3 BWF] N8I} A BANN AL
sok gt

CE4 gog 2o 71&E 7Y SER Fodn

o
10
mlo
1
£ 4
nE
fr
offt
o
rigt
_>,i

H 2. 415 40 kg O1-42] 4210} 2-0f SAHOA HEE|E= FALS SEHE B 3| 8o
FUSE

= 2N, Z=ol AlZhe = =E. N

308« 8.33 mL/E- +

250 mLe 60=+ 417 mlL/Ee <

1208« 2.08 mL/Ee -

308 3.33 mL/2e +

100 mLe [ 1.67 mL/E« +

1208 0.83 mL/Ee -
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7. A3 28 olAo)al AF 3 kg o] 40 kg "W AoloAe] FE A L F
D AT AA

cBpaolA Baw o ©i) §F vo|%e AWtk 2t ol el Tha)

- wholel g AR Arle] FATIG uisg Agd 19 mLe] B FAEFE A
etel FARE B T HelA AP

- BE FASFE 2 W AFHH FAHA XS A5 nolLe Av|Ank

- mpolgte] W gBo] B FAHA B A%, 0F U ohA vlo|%e EE
T2~ 38 F R s} SRS olEnh vo|%e] Vgl #ud &

[}
- AT E Hold 2 34 & FHIE Hs) S A

2) 314 A

- A% 289 ol geli AF 3 kg o4 40 kg HIREe] o} FApelAlE 100 mg/20 mL
(5 mg/mL)2] AWAHZ AFA &do] 0.9 % FAE AEAFE &3t HF
% 1.25 mg/mLE o 34 % oo} 3},

mg/kg Fal&e 2 2.5 mg/kg A& =
- 22 0.9% FARE AEAdg o w25, 50, 100 mL) == HAEE =279
A7) Ao &5l AFEE 5 Ut

of
o
N
N
o
ut
r

ML N

otk B4 £ 125 mg/mLe] ¥H FES
7] 9% &l WE F &HoE IV U T FoAdG
FA7] B FA] BEE 50 mL pRke] &%S FUAY w A ATt

* IV He BF 39

- gajo] WA ANE R s)utste] AHAIEIE 34 £9]1.25 mgmLE HE
IMFHES F 7Y &4 240
34 gAs FHsly] ste] HHEI =)o FU W0.9% FAE AP Es =
Ze W £ v e WE AHdn
0.9% FAE AyElddSd Zgjde WS AL3= A, 31 &9 Qs AT
A £l 83 ddsleE 84 SRy FGAIEZE 54 gHo] 1.25 mg/mLE
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- 123 359 ATAT AUANEESE 0.9% FAHE AYIAAF F ol A
=T

WS 203 A FF o] W Qb gols Edgith. £EA @olof It

-HY e FY NS AEEE AS, ddAEE 34 g9 1.25 mg/mLE HF
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= 1
d, A4 4 13 Be AR 3 419 1 d8AE 2 IFA
SAA AR ZEIOHANA o] o5 Fof W Azmubbolgl X ZET-19 AFA
B7HE Ao

(D) A2l A AAA 8

= o =
- NAID ACTT-1 93432 2upsolls 293-19 JUBAE dyo= 3
22, ol Fwstd, Az YPAPOR AHHN=532) T 91°Hn=516)

O|4HI2 0] E2 p (%) B i
e (N=532) . (N=516)..
LSO HES3 E2 0|4, 41 (8%)., 46 (9%).,
Z0i5E S0 HES 2 (0.4%), 3 (0.6%) .-
54 s O FE0 S 11 (23%)b. 15 (3%).,
a. BEn=1), Y A HrZ{n=1).
b. & (n=1), Y & YrZ(n=1), CIO|=/[F0| =4 E7Hn=3), ALT 2t AST =7Hn=1),
GFR EH:n=2), 34 H&dn=3.

- G5-US-540-5773 AT 55 ZE2URto|E 2~ 519 dd SAE e
2 3 7, 3 dB3AReE, Ades 5€M=200) == 10€Mm=197) &
oAt of=olduteS 5 ;E[_oq% 339 (17%), 109 Tl 409 (20%)N 4 =
TEHAL, F TAA 5% o] B o] gukgE :rLO-C‘,(SE‘ FoAT 5%, 10¥ F

T 3%), AST =769 FoT 3%, 10?-__1 EoT 6%), ALT 27169 BT 2%,
0¥ BT 7% ATt
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H 2.5773 YEAEHAM E0F o|guts 2%

oS0l FF, n G- >8 IAZ o8 Iz T
(N=200)~ (N=197)+

US0|HEIS(2E S3)° 33 (17%) 40 (20%)+ i~
SO eF2 0| Metse 3 (2%)° 4 (2%)Pe -
50 StHE of7|5t A ZE0| MBS 5 (3%)0e 9 (5%)°e v

a. OFO| =7 |HO| =2 S7Hn=5), ZtEL F7Hn=1), 100 =F0| =22 EF(n=1) i

b. 01D | MOl 4 BoHn=d), ZHEA B7Hn=2), 2047 BIHneD), DOIDLHO| B4
Z2(n=1), ALT S7Hn=1), ALT 2} AST S7Hn=2), FHES 2F(nh=1), E&n=1)

- G5-US-540-5774 AJANEL F5%5 ZEYUblolg] = ZFEE-19 o 45 gy
o2 3 FAMA, 3 YFAPLE, APFS 5%‘( 1) 10¥(n=193) &<
StAY EEAEHE 3 0=200)3tH . FEoldRbES 5 FoT 36%H(19%),

109 Foi 25 U3%)NA HIFHJA, F TolA

5% oA R

QR

Aol Aldeke 13 o)
doke 13 o] Fof Wk

o1 Fol Wit

TY6Y FAT 7%, 10€ FAT 4%)°] AT}

H 3. 5774 YAA A 20 E o|Mduls 2 gok, e

0|4urS ol EE, n (%)- = o o# 2

Mool om (N=191)~ (N=193)~

AS0|HEE(2E S 36 (19%)« 25 (13%)e i~

S AE0|8Ss 1 (<1%)°e 0w ~

SO STHE OF7IEt HE0|ES. 4 (2% 4 (2%)ce i

a. U200 23t O| At BEEXE20AM FIMEA] ST "

b. dgts A

c. ALT S7Hn=2), ALT 2 AST F7Hn=1), 200 =F0|=4 HE(h=1), S ALP

F7Hn=1), EF(n=2), JYT+ B2(n=1)e

- GS-US-540-9012 LA ZZ2Ynlo|g 2~ A9 3-19 S ddo] 7¢ o]yl
a1, SARS-CoV-2 Zrdo] FxEHAeH ddo g ojojd ARJAE A ol
7HR B ddAE g e E 3 AR, olFwrhE, i A3
o=, ANFeF n=279, A< 2769, AF 40 kg ©|F< 124 o] Aof oAk 3
) = 9oKn=283, A<l 2789, 124 o]tola A= 40 kg o]l Ao} thAdA}
SW)= 39t TSt A@ekE TS 279H e A F 22TH L o &

04 wol 7 449 o] tAAE 71 B FAA A
Ho] At AT 8% AlHA AFgS 13
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L obEol S (RE BB AWT MB12%)T SlokE 25WOWN A nH AT,
ARENA 5% ol RiE oFolauee AN F T BRI A=
ZOe op/|% FU fRolAurgolt fEol gk e HuHA gt M4
om ZHAA o] Al FoTo FHAE GS-US-540-9012 AGAIE e A
AT Feol A BLE A GAUA, o)) d HolEe] A A@dA ol

* QAAY F AN naE EahA Ge olaukg

CABAAE T ol oF FATOA 2% vz HuFEoy JdHer ouge o

rr

*AJAFA o)

- AT AHAE e E dte FAuA, o %%7}%1, o ok
GS-US-399-550501 4 Al @ttt o] )
AT HAF(05T, n=BolA T35 TSL, 91g
RIEFPT 5o 29 3 fA2HAT 59 FAZN=9NAE ALT Z717} RaEA]

R
- ACTT-1, 5773, 5774 A|@A o] ¢S Fo ¥o F2ynlolgix 7Y 3-19 3=
oAl 3% ol Bad AAAFTH o)l FB~455)S ZH7t F4~600 A A = AT
H 4. ACTT-1 AlE0IA 3% 0|4o2 ¥ g HEUSK 0|43 52 014w ‘
e uaH 0142 00 AR Az 1
(N=532) (N=516)+
ALT E7te 3% 6%+ “
AST F7te 6% 8%« -
2o 28 St 2%+ 5%+ “
JHOLE|El S| 3 A Zhbe 18%+ 20% “
S OLE[El St 15%+ 16% -
eGFR Ze 18%. 24% “
EEIL= FIte 12% 13% -
FAE22d Tae 15%. 22% .
BT " 11%+ 18%+ +
Z2EEH AZE 7 9%+ 4% .
a. £0 = 2ot 225K 0|d22, S22 DAIDS Ver 2.1 2 [GE.~ -
b. Cockeroft-Gault 410l 2AHE.»
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B 5. 5773 ME0M 3% 0|lde= EaF HddxX] 0|43 S3 0ld)-

ALK 018>, (%) Bt |
et (N=200) (N=197)¢

ALT B7}e 6% 8% "~
AST B7te 7% 6%+ i
2 otE|H SE|ojEA Fabe 10%¢ 19% ©
A OLE[ L STt 5% 15%« i~
2EALR =Tt 11%¢ 8%« u
SRa2y 2o 6%« 8%« "~
a 0] = QrMisl AlEAlaK| 0|42 S22 DAIDS Ver 2.1 2 [+ i
b. Cockeroft-Gault 210l 2H&.» o

H 6. 5774 A|EH0|M 3% 0|do2 85 Alslasg] D|g{3 =3 0|4he -
LBUAK] 042, (%) SB iz | wEIAZe ) EEARS. N
PR S et wteions (N=191)¢ (N=193) (N=200)~
ALT E7te 2% 3%+ 8%+ i
A otE|H S2lofHA Zabe 2%e 5%« 8%« i
EEIALE FThe A% 3% 2% i
2224 Zie 3%+ 1%+ 6%+ i
a. 0 T 2ot d€45K 0422, 532 DAIDS Ver 2.1 & &« “
b. Cockeroft-Gault 40| 2H&.»

H 7. 9012 AE2| HYH XA 2% Olgdez EaF

- GS-US-540-9012 OMOMI oA o] oFS Fo wro mguulolel2 HEZ-19 x4
o 3£ 7o AABFA

s2daxA] 01334 52)¢

a4 = ok 47
s 0|42 3 22 gloke

(N=279)+ (N=283)¢
A OtE|L S| & A T b 6% 0o o
Y| OtE|H 7k 3%+ 1% o
=EEILE=Fte 6%+ 7% e
ST L 2%+ 1%+
ZZ EEH AZFSFe 1% 0 a
a S0 T LSt HE MR O|M 22, 532 DAIDS Ver 2.1 2017 9 7 2)2 E .~
b. Cockcroft-Gault 0l 2 HE .~
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Q) 2ol AAE tdow B AN
- GS-US-540-5823 A3 IS AE 289 ol AF 3 kg oY HF, T5%5 %
Fzo zurloles 7291999 BAAE gAoR @ 234 BT,

AINFoE, AT we} o] oF&

- 12A4] o]/dolar AT 40 kg ©]/&<]
A tdAHn=5): 1=}l 200 mg
Fol gttt

- AF 289 olelal AF 20 kg o1 40 kg PR didAF (n=12); A F 28Y o
olal Als 12 kg o 20 kg mIRFQ] th/dAHn=12), A% 28Y o]iola AF 3
kg ©o’F 12 kg mwd thdAHn=12): 1Y zlell= 5 mglkg 4, o]Fdd= 1¢€ 13
2.5 mglkgs Fo WYTH

o

Hof 10¥7F T3 tHn=53).
YA 2HN=12), 124 w]¥ko]a A F 40 kg °]A+
Fof @ty oy ol 100 mge 1Y 13]

mlo

(3-4% )° dlr==x 7F4(18%, 9/51), eGFR 5\_(18%, 7/40), = # o}
(10%, 5/52), 2d LFR F7HI%, 2/23), Z2EFT A3t F7HT7%, 3/46), APTT
=7F (1%, 3/45), AZT ZH4(6% 2/33), W= (6%, 2/36), W FHA(4%, 2/5D),
ALT F7Fd%, 2/5)D), &FIL= F7H4%, 2/52), Tx=A%, 2/46), ZF 74(4%,
2/52)05“3}

(L,
olN

CohjmEtA s, GREE, FY B S, Hug

CopHlws) el Ea A%

R

LY=ok Ul B o §7 MNYPABAN FF WHFAHo] BHAU S
B 2gr1de W WHAA Yok, AFMY AFH 54 WAL
S glo,



- o] ¢k Wgd ~d xR o B 2 EFSBECD)S FHirsta th o] R A=
oz wAdEr A7) Aol ExjolA o] HEo] HHF 548 YeElE 4 ot
- o] ¢f ?Oﬂ A 2D Eo 717+ & eGFR AAME A A)sa, eGFR < 3}
Aol Al = 32 et
2) EIE%/\IELEE%(_L‘: F22H)7] HEEY
AFBU Al FZzH0] o] ok A U thal & Fulolg s XS A3}
= JH BAF AT o] ¢y FDEAZFZZA(EE FRIZA)FY HEEAE
=

(smus bradycardla)
Mol BHuEglow, thEE A B & 4 oy 3 &HEIUT

F2Udlolgl 2 Z4EE-19 A2 Aoz 3 ACTT-1 AlgolA Z2EZH A7
T+ INREY Aol 9ok Hlo}@ o RIWe] dAs AT 28 A EAEl A
= =X Aot BEEA FUTh dFH R Had A, o] ofs Fo we B¢
ZEEEH NS EUEY GJE}

D o] ool tht oF= g2 E2 Aol s A okt
2) o] % JEEANFERZA(EE FEEZMDH] BEFAE AZHA &=tk (5 ¢

3 AdB Y AY A, o] ¢k CYP2C8, CYP2D6, CYP3A4¢] 7)&o|th =3l
OATP1B13#} P-gp¢] 7]&o]m CYP3A4, OATP1B1, OATP1B3¢] A 34 o]t}

D 45
o] ko] dAl F =Eol WT I A== floh A FTole A& o] ¢
5l Bote] faide A3lsts AFolnt o] of2 Fo3in.

- HE B BE71E o]&7 MEASAAADAA o oF Hol FoI&FA 20 me/kg(tHAF
Aol AUC 7Ite 2 B{7hA 48 d48Fe] 48 i3 FAAMA FA4e] 2
LR 4

- HEE o] 8T FHT B 27| LA FAA o] of 10 mg/kg(thAHAle] AUC 74t
o2 HIHA A AREF 13W R T, A, wjobe] 2E 3l A&
Hjope] ZHavh #EEH AT

2) T

- AbOlA o] ofo] ERE T WiEE A R SAAHA s

sEAME °] e Fo B2 RAZREH FHE T2 A7 o] oF B tiAA
7F AEHEANLH, o= o] ofo] R oYy WEd JhsAdol =



CZZUY wholelzs 248 FololA BAT 5 i wpolHs e o o E
2 Q% fRol4ureS TEHW, Yopt Y FHEHE AL & b @ o
A7ge ool abmolsl o] ok WA WaA of o w: Wumel J1A A
b bAoA HA Qe S @A AEH ojof k.

8. 20f ¥ THANAL T

D 2o}

- o] oF& AJF 28Y ool AFE 3 kg o] Ao} 3t 53yoA A L &
a0l HrtE A

x> 28% o] Aol A F 3 kg o] RE Ao} 3

3

oF

2 743}A eGFR& xg 30

)
[t
flo
o

(o]

o
flo
m
£
Ol
ol
N
™
=2

2) 1A

: ACTT Lol A Fab9) wiAe 1,062 YA tidAa F 36%7F 654 o] ol At
GS-US-540-5773 L g~ el A T2 miAE 39799 Jdd tidat F 42%7} 65
A o] Aol Tl GS-US-540-5774 AN oA T2+ wlAE 58479 Yt A
2} F 2T%7F 654 o] el At GS-US-540-9012 AGAI oA F=2h9 v E 562
Hol Mg oA F 17%7F 654 oldeldtk Buw o AdA Ao}
e A ol ol FHRAEA agkth 654 o] @AlelAlE &F =Ho

9. 2] BANAN Y

- ZHA ) SRt A o] ofFet AHE Quk HAC) SRl A & 2dH FQ oARE=

1w gkt
Rkl BRI AE frelddo] sl ABlshs Aot Fol@ith o] o Fofal]
A3h Fof W= Fo BE B4 YFHoR A s AAE FU @

10. A7l Ez}olA o] Fof

A7l gt o] oF5d AR ok FAA Feldol fEdS AIeA FEe
3. eGFR7} 30 mL/min ©]9el $Alo= By} AAE R @t} o] s Eod}y)
A3 Fo] Hi= Eok RE oA YA o7 HA-3A eGFRS ZA 3o 3},
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11 HFFAAY A
o] ofo] FFEA APL Utk FFFANolE BHAYF BUHY, YT B
5 gutAel AA 2w AN, of ofe] FFFAY I ASAL 3l

oro. Al 29l Ao 3|As|of 3T},
o] ok TE& = T FoFAAE tHET. FAE A o9 HvE

ZET  ATAE F orkold 2 34 & FHIE fs SA AHERT
0

A FHE FU &AL 20-25TollA 24413, 2-8T ol A 48413 QHAsiTt

D eFg2kg

(D #8714

- FAhARE2E FEY A E g B3 Hribonucleic acid; RNA) &4 <A A o]t}

AP ARE2E oltlxAdl FEEEHE AFLFEZ, AXE YA tiAtE o] kg5
o2 A FEFHUANE A4t gAAIE A%

- FAYAIRIZ AQIARS old| 4l AFQlAHadenosine triphosphate, ATP)e] A =
283ty Z 2419 nlo] 2 2~(SARS-CoV-2) RNA o]&2 RNA TFEA(RARP;
RNA dependent RNA Polymerase)ell ¢Jsi A4 RNA Atsol H<Ystr] fs) AA
ATP 7183 A5k, ol violzl2 RNA BAl & A€ 34 S5 AAAZH
- F7HER] ZAEU|d o R AGAHIE RIS FEEHSEHE FEVF =8 o #A
St Hlolgl 2~ TEE 49 read-through A3} =2 nHlo]z] 2~ RNAS] Fdo] &<
o] RNA 43S 9AE 4 At vlo]gi2 RNAS] Fgo dGAd 2 L
7 EAY W, AR FEFHEEY AY AUt HaEo] HiolH X~
RNA A& A&l g

(2) A o Fnpolzx &

- HEAIHE2E A RIZE 7|5 I HAE) AlZ oA SARS-CoV-29] 97 &5
sl A wje dutely 2 FHE BHYow, B9 F 4847t 50% & F
(EC50)= 9.9 nMo| it

- A H I A EZ]l Calu-3 AlE 2 AS49-hACE2 AMZolA &= Fof & 72470 9
48417kl EC50+= 280 nM 2 115 nMeo] it}

3

-/
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- Vero Ao A SARS-CoV-2ol thdk AR =22 EC50 a2 T 3 24437 A
Aol 137 nM, 48A17F Al- ol 750 nMe] At}

- RSVl 749 ¥ HEp-2A13Z ol 9 =& 5o HdAHZ2e 2249
SAX YA, AGAB 2] FutolHx G FEZAAALA 3] &F =S
2 A FHAT. SEEAJNLNEY] =71 F7Hg el wet JFuA B2 9] EC507 &
7Vt AL, Ab49-hACE2, HEp-2 ¥ RIZF 7% A3MEoA S22 AJALE Y] &
S7F 7 shel whel FAuABE ARIAke] A o] AT

- 3 89 AAIE AFT W AFoA, BUAHEE ¢y (B.1.1.7), #E (B.1.35D),
7ol (P.D, A E (B.1.429), 713+ (B.1.617.1D), & (C.37), o] 2E} (B.1.526) 2 A
B} (P.2) HES X3 vlold]lx~ 849 P323L X 3to] ¢+ SARS-CoV-2 W
olo] A E&Fo] tha] o]H AE SARS-CoV-2 (A& A) EgFolAet FAL3H
Fgufolel 2~ S FAATH2O5H mvke] w3, HuAREs PAE (B.1.617.2)
2 on =3 E (B.1.1.529 sub-lineages BA.1 and BA.248) Wolo] A Hg|Fol of 3l
A% Al A SARS-CoV-2 &5 tigt 73k anfoldi =~ &4 (0.68) w]wke]
shE FAST

REER

H 8. SARS-CoV- 2 0] 2l4t 2a|5of Cf3t JWHAlH| 20| Suto[a]2 .

SARE;I;V_ZH HE%PjEﬂ WHO W Z=2 X|She :j;:i 2 viato|
B.1.1.7¢ H=e 2hinke P323L« 1.58¢ Hisl glg e |7
B.1.351+ ZOt=Z 2|7t | Hi|Efe P323Le 1.19+ Haot glg e |7
P.1e BapsE, Z+0fs P323Le 0.82+ Hisl glg e |7
B.1.617.2¢ olza HEt. P323L, 0.59+ Mot glgae |©
GE715e
B.1.429¢ o|=- A= P323Le 1.94¢ Bl glg e |7
P.2e BapEe HIEfe P323Le 117+ Hisl glg e |7
B.1.526+« O] =« Ol 2 Efe P323Le 2.33¢ gigt glg = |7
B.1.617.1¢ glza Ftite P323Le 0.63¢ Hat glgee |©
C.37a o =e 2HChe P323Le 137+ gig) glZ e |7
B.1.1.529 Hot=a|Fl. | eo|3=. o R B K
BA.1+ P323L+ 0.45+ Bzl gls e
BA.2¢ P323Le 0.23+
B3} g5: 258 DI2re| Ty T
Q) WA
. o] fe] IZUHY nho] 2] 2(SARS-CoV-2)el that U4 AT BA® Iy Ame

gtk

- A el e FATAIHI 2] tigE ZreAdo] ZHARE SARS-CoV-2 &8]F71F A9



HAth HAUAH 2o 2A FIEH LA ES] GS-4415245 o] &3}, Hlolg]x Z2
RNA ¢]=2 RNA T&&4AMmspl2)e] VI66A, NI198S, S759A, V7921, C799F <
C799RN A ofr] 4t X3S W= Ao =Z eyt 54 H9-XA Aol
= o3l o]yt X|gko] kY A XF violgi e MEHOZE =UHIAS o,
A A v 2] tig Zgde] 1.7~ 35 #Aiste HoE FAFHAG. HAMAHE
o] M= wjeF WA ME A3olA nspl2e] ofm|:=4kol] ES02D X gho] ERGAL
O Ay "HuAviZe] tig eAdo] 25H) FAFEJATE vHiol#E . FHEL
P323L X]&-& E3$}F5}= SARS-CoV-2 EEF5 0|83 dAfAnZe &= g A
o A4l VI66LAlA © ofm:=4t X]Zo] YElyith P323L ©= & P323L+V166L
o] =gd X3to] = AEF SARS-CoV-2&= HEAHIZo| th3t Ao zHzt
1.35) 2 1.58) AT}

- AXF CoV 7 Y vlolH 2 AR HAUAIHIZY AE vy WA ZEe

2 #AdA B2 g8 5.68] A" TS Fosts CoV Adted Ax R
Zk71ol A mlolzl 2~ RNA 2]&2 RNA 849 271K X|3HF476L 2 V5

218 gt}

Hol nvlolg e AEZ HjFol A vlolelx APJAR HAE BRI SARS-CoVal

= XIBHF480L 2 V557L)S =4 Ax, M v oA A AH 2

o] 6H] TrAagPi w2 B A SARS-CoV W r]xe] <kt it

SARS-CoV-2 A Z% uvlolg] 2o F480L3} V5H57Le) thsk x|3to] /jEA o7 Tl

HAS o FAuAB 2 tig Aol 22 28] A

de

53L)

o (i m[o il ol

Ol

A
©
o
PN
T

)
o,

(4) = RdiAe A5 a3

- o] ofo Foy Qo] FEU9 7Y muoA FFulolzls FAHE B HE
U9 vlolal 2~ AE 1247F 3ol 10 mg/kgE, ©]F 19 13) 5 mg/kgS IV bolus®
Fostds W, AFH(FFA Tl vt 57 Ao A A, #H H
gl 2 Sokx ¥ W, # nlo]d 2~ RNA FX7F Z4aHA

2) oF5etH R

(D 253 57}

CAuA 2k Ao e okEs FPviEE o ® 93 Rt m2ubbbole
Z9%-19 BAolA o] kg WEEASYS we WelAuEst tiAEel o)
3k ks gtnEE & 100 A AFATH

[ o
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E 9, WH A H| 29} CHALHI(GS-441524, G5-704277)2] UES E4.

+ HOAHE 35-4415244 GS-T04277+
S5
Tmax(hry=e 0.67-0.68¢ 1.51-2.00+ 0.75-0.75¢
HEo
2UTH STTHE H 3% 88-93 .64 2e 14

U Hle 0.68-1.0+ 119+ 0.56¢

4o
t1/2{hnee 1< 27+ 13

CH Ao

CES1(20%)
ChALEZ o Cathepsin A(10%)+ = HINT12
CYP3A[10%)¢

e
H = S (%) 10+ 49+ 2.9+
HHf == (%) MDD+ 0.5+ MDe

a HOAHEES 3087 IV inf.(55-U5-399-3505)+

b & #Ho] 8L A€M 55 O[FES HZETO] 24 =
L EIHGE-US-300-4231)

d B F(55-US-309-4231)«

Jak
2
a
hig
il
+

® 10. 0 % 100 mgS ZELIHI0|HA ZFEE-19 XA = HUEHA| HGAHE S
D ALH|(GS-441524, GS-704277)2 258 THEH0|Efan

T}bEH0|E B 34(95% Cl) BIG| A | Eo GS-441524¢ GS-704277+
Cmax(ng/mL)e 2700 (2400, 2990} | 143 (135, 152)¢ 198 (180, 218)¢
AUC(ng-hr/mL)e 1710 (1480, 1980} | 2410 (2250, 2580)¢ | 392 (348, 442)¢
Ctrough(ng/mL)e ND+ 61.5 (56.5, 66.8)¢ ND¢

Cl: ME|77E ND: SBE(RH F 244 Zhe

a) 32 SO YO AHE 3027 v F=Y0 e ZECS| HE2E FEA (G5-US-540-9012,
n=147).+

b) 7ot Bz FEAe
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@ 55 AL
D 2o} 87}

el Al 2ok AulAE S8 WA (GS-704277, GS-441524)0) T Hek ok
AZE odAe 4 R of meuwloles FdE-19 B4
dow @ AT Y HolHE olgd ABHEUL ol AF 28Y ol
Mlgtol 3 A% 3 kg o4l 2ok BAe] FEEAL wEFE FHsE
NTHOG823 YA D). FoAd &FolA o5 &AM e x=E(AUCtau, Cmax, and
Ctaw) 718} @ F4AE Zvpulol2 2re5-19 4 @xolA el ol Hlg)
A A H 2(33% ~ 129%), GS-441524(0% ~ 60%) 2 GS- 704277(37% 37%)N A
ol o Eghth 2o, olfd Ik dFHoR fAF FFEOE AFHA o
STHAFEA o] FoJALe, 8. 2o} @ mH AN Fof' ),

5 o
s Zdld

I~

FRUnole s -9 ol B
ob3 whebulEls E 116]A A Fah

71015] =-

QU ANE B A AR T Fol

H 11. IELHIO|2|2 ZtHI= g9 40F XA RGIAIHIE 100 mg MM S0 (2SE
~8) 2 2.5 mgskg B SH(ESEE 2-4) A2 RCAIH =2 CHALY (GS-441524, GS5-
F04277)21 CIS] S0 SF= S matd] B <

BASE 1o FASE go HSE 2o AmE 3o HSE 40
A= pg o A= gt A= g oot
12 ~ 13 Ml 12 M| 18 Ml
18 Al 12 Ml o] 2ro] i, o|2ro] 2, o] 2ro] 2,
a0l E, o] grof T, o]-&t0] 2 HZ= 20 kg HZ= 12 kg HE 3 k
=2 B05% H= a0 HE= 40 0] 4 a0 kg o]l4F 20 kg o4 12 kg
kg O] L kg Q1%+ o] 2r . o] 2r o] 2r
Chy+ (N=12)+ (MN=5)+ (M=12)« (M=11) (M =100+
HMOAMHI=. e e e e e
3910 3920
Crnaxs 5580 4660, 5530 (4240, AS00 (2720,
DN (2140, (2270,
(ngsmL)+ SO0 T2100+ 340707
ABTFOp &7 D0
2470 2280
ANC .+ 2500 (2570, 2910 (2140, 2930 (1900,
b L (1940, 1200, AT R0 T1E0)+ 452070+
mg-nrSm g r .
tng:-hr 31500 A0
GS-441524+< e e - - -
Crnaxs 197 (123, 162 (57.4, 181 (132, 158 (115, 202 (171,
(ngsmL)+ 316+ 458)+ 2483 215} 238}
3460
AINC e+ 2010 2640 (772, 2870 (2020, 2400 (1740, 2770 (2230,
ng-hr/miL} ’ =V al= o) A080)+ 23200+ EXETa) e
tna:hr SOGE0
Crant 28.3 (59.0, TEZ2 (24.0, T32.8 (499, 694 (451, 724 (585,
(ng L)+ 1G4 2420+ 109} 100} 105}
GS-TO42TF T+ + + o - -
Tt 207 (212, 278 (145, 423 (309, 444 (336, 300 (205,
(g ArmL)+ 443747 532] « STaM SE5) SO0}
AAIC s+ 815 (474, 537 (203, TS54 (547, 734 (513, G071 (454,
(ng-hr/mL} 1400} 1420} 10800 10500+ Q66
Cl=tl =] - Fhe
a. =|CH 10 27 AELAIEHIS 30 270 v =20 CiS T EF2ES S =8 x| (G5-IUS-540-9523 ).«

b. “1sr 88 =3 X+
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@ 27
A Al 2] ebEse Ao BAbolA Hr1E A 9
3 717

= PN EB RS

f
?’-SZ
o

[-4\1

ol gzt A 3 715 A

50
?’-SZ
o

() =&

- o] kS o] &3 FEAASAE HIHE AT dHAEL FHHA LU

- AER U APOA FHANIEE FE dIAF EAQICYP3A4S] 7oy, /7] &
ol 4 Zg|¥Eelo]l= 1Bl (OATPIBD P-gebuid (P-gp) 5419 7] & o|th
AdH U Ao A #AdAb 2= CYP3A4, OATPIB1, OATP1B3 ¥ MATE1l & A
Alolt}, GS-704277= OATP1B1e} OATP1B3¢] 7|&o|t}. o]z s AldH W A&
A AEA S SHHA Fsdoh

- AYAH 2= CYP1AL, 1A2, 2B6, 2C9, 2C19 =+ OATPIB3¢] 7|&& ojym,
GS-7042773} (GS441524+= CYP1A1, 1A2, 2B6, 2C8, 2C9, 2D6 T+ 3A59] 7]Z o]
obuth GS-441524= =3+ CYP2C19 Z=& 3A4¢ 7]&o] ofUtl GS-7042773%
GS-441524+= OAT1, OAT3, OCT1, OCT2, MATE1 =+ MATE2ke] 7]Z& o] oYt}
(GS-441524 H A OATPIB1 X+ OATPI1B3¢] 7]|&o] oYt}

3) A AR

(1) NIAID ACTT-1 44A1¥

- ZEUdtol g2 FEF-199] FxE A JLd3A FALHA, olFEIE,
ofthz - A Pol = JATHL062%). AN B dA= 1
A 13], 10¥3F Fo vy, A1Ye)] 200 mgS, #|2~10¥<] 100 mgS IV inf. ©
2 FAstATh AFEATE 109 Al E]%BH:— a5 FoA7t Tr’]'ﬂoi‘:]'

- o] A golA= SpO2 94% o8k, T&& 243]/% o, 4hAa=
7] 283 ATt SFo0E HYHIATH

e 5 ;}Uroﬂ et A7 o Theskdth WA SHA X<, SpO2 94%

8, 71487 48,

- Hlol =gkl A o) AR SA4S thed 2ok W A" S9AI65A4] o] 4
36%); B 64%; ¥Rl 53%, 521 21%, o}A|o}Ql 13%, 3] 2~¥ eI A 24%;

XHL.CA 90%),

Zéﬁ‘ro

=
dElses A 1067, A &A T TF FATE BTHEA
2859 (27%)°] 71A%7] == ECMO7} H83h 2 XP%{E} 7H R
TEGG1%), HITH45%), 28 F=(Ble)R i, 8 H3e Fx &=
SHAT

13 WASE Rol ¥ 299 of
(o)

[
2
S
>
o
e
N
N
IS
>
N
o
frl
o
I

=
o’ oA AHA7F EHAT dfoer Ao



Gt HEAAY A AFTE 10Y, AFTF 159EFES B 1.29; 95% Cl
1.12, 1.49, p <0.00De]AT}. 3 E7A 9 At TY#E BS/FTeT FAH105)
A AP 2 YA BE 59093 Eg v 1.22, 95% CI 0.82, 1.8D), =
S AHTH)ANA AET 11, HF 18U (FES H] 1.31; 95% CI 1.12, 1.52)
At

- T8 22 FriHae 15YA 8 SHFAEE IR A4 HHE, e
w2} 7= A

ol

Al

1. v, &5 AT gl

2. vl % A% g/Es AUHka B
3. ¥4, AaXE BEFQ, oty XA 238
4. J9, Aaxs BFQ, oty XA g
5. ¥, HxAks e

6. U, ¥IREH ] BE AFF AL e
7. 949, 53 7IA®7] == ECMO

8. }\]_UO]-

Aoz AdTolA 1bdA =Ad=7F O A= ATHe=H 1.54; 95% CI
1.25, 1.9D).
- 29971 A) o] AFLES A DT 11%, AT 15%ATHHR 0.73; 95% CI 0.52, 1.03).

l‘l

(2) GS-US-540-5773 &A1&

- IARubbolE s AEF-199] FE AUy 230AM ataxsE 94% o sko]aL
H Ao WAeE A7 e 124 o] 3o dd dAE itz 3 524
WA, S0 B2 QAN o] oF 5Y Fo(n=2000¢F 10¢ F{(n=197) 8
< Bt e A Z2F2X 50 3 AA F FAUAHIE 200 mgE F
of Wil 1 o]%F 100 mge 1Y 13] Fof Wokth AFthdArt Hdste 47
Fo7b SEE AT

- o]zl A o] AU A S e 2Tk A% Tk 614039 20~98
AD; 23 64%; MRl 75%, 521 12%, 0}/\10}01 12%, 3|29 == 2}RA 22%;
ZIAR7] = ECMOZF 275 = &A= 108 FoTol 5%, 54 FoTol 2%

Aazb 2 E s Sk 109 Eoﬂi%ﬂ 30%, 5Y Folwtol 25% Aot
A Fo A S AV B ALV SR T oTolA FARSEA T

Al

L1 BhASE UYAS 7H SHER AR 94E JEE, e 2R o
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2. 449, A5 7IA®Y] == ECMO 22

3. 99, RIHEA ] Ee AT s Ee
4. A9, AFE A de

5. U9, Hxqha BFa, oshd AA He
6. ¥, Hetha Bl oshH HA EE 8

7. W4

- Hjo] =gl Ao ZpolE HASIH S W, 14U Y AT HE 108 T H 5
d FATANAM FASFATHY S SEH Al i e=n 0.75 [95% CI 051,
112D, o] zgRlol Aol atol& BHAsIAS W, 3 5E By AIGECdAE =
AT 108 FATZAA TAXHSE FoT 2ol BEHA Lot 28°"9‘H SRS
ARl g3 A2 5Y FoT E 109 FoTodlA 242 12% 2 14% T

(3) GS-US-540-5774 L7~

C Rl g s ZEF-199) SHAE ARF7] 2ANA AHRELE d%ol3
Agel YA FA7 e 124 ool 49 BAF PO & Raw)
4, 37) T1% QAN o) of 58 Feln-19D, 109 Fol(m-193) £ =

EFN 202008 WAt RE s BEARL B A 2 AU
200 mgE Fol Wk, 7 o F 100 mge 19 18 Fol welth AR
HAsts A9 Foizh Fuanh

Clo) sl o] NFHEA EHE thed Ak A% Fgg STACES 1295

[¢]
AD; Ed 61%; WA 61%, 391 19%, okAlokl 19%, 3|23y Z=+= 2EA 18%;
DA BH, Heia A, A Fo A S 2RV 2 A4V FSUhE F

FoAM FASHA T,

1A BARESE LA 78 SAHEE B 94E FHE, g BF o

1. AH

2. 449, A5 7IAS7] == ECMO 22

3. 9, WAEA &7 Ee AT A B2
4. 49, AFHE 4L Ha

5. 99, Bxita B, oshA A Fe
6. del, HEita Bl o8 A 2d8

7. W4
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Aol A El= 5 FATANA BEAST Hlst] A EHATHY S SH
24| 1.65; [95% CI 1.09, 2.48], p=0.017). 109 FoToA = FFEA]

OB Fojt Aol BEEHA AT o] 2l e ol E HA
Se W, AEE vy ARENME 5d T 109 TN TAZXC=
013t 2ol BWHEH A LATHAAAE AAo] thg «=n 1.31; [95% CI 0.88,
951, p=0.18). 28 EE el 2T A EE TolA 2% olsHiT

ot &
e
}o

oh
& ooy

SARS-CoV-2 7ol &l=ar 1oz o]of AN AFAAE 1I7HA o4
7Fx1 124 o)A F 40 kg 1) ZH9E A, ol

i
ok
o 4t

w7, iz ddAIEol 3
AHOGOA ©]d), vH HAES, 113
(BMI 30 kg/m2 o]/, A A A=, 948 41Es
A ¢ 2 AGAET o] FHIT U }%% .

A WA 1R TR E o] A Ekn=279) =& 9%n=283)< 3YIHAHA

200 mg, =4 % A 2 100 mg) EEAE} A Fo w3tk A@HEA

AE s AN A5 AR/t R), A860A =9 =

(P2 e v= 9 X)) wg} 3 AT

- Hlol =gl Ao AR S-S tEH Aok A8 FdE 5041604 o] &
AlFEA 30%); E8 52%, WA 80%, 51 8%, oFAIoIR] 2%; 3dl2ujY E+
A 44%; BMI 4z 30.7 kg/m2. 74 ¥IHE 56k A3 2 (62%), HI%E
(56%), 1 EPU8RIATE. S THAA Ff7tx9 7|3t thdt T4k (Ql, Q3)
S 53, 0)Yolar, 71A A9 wHiolglx & TS 6.3 logl0 copies/mLAT. 7]
Aol Qe EA R T A F oA FARS S

- 12 B s 289 A 7EA o) ZEUnlolE 2~ HES-19E QIR Y B
Al <3 /‘}”oi ghAb Bl E(o]st 28L7bA o A/} ER 7IADE, AL
Euntolgi 2 ZAEF-198 QI3 54 AEE st WA 2443 o] HF
+ B2 AYEHIJT. 28471A 9 AL/ANEES AP 290.7%), ek 154
(5.3%) o= A PTolA Hofarol Blsted AL/ APEEC] 87% FHAE JATHHR 0.134;
95% CI 0.031, 0.586; p=0.0076). 28¥Y7}A] Al = RIE X Ut

et
4
)
it e

-

[

(5) GS-US-540-5823 A74A1&
- EdT, 3N, 21378 LA F(GS-US-540-5823) 2 ‘?——li}%&%
L AFRE Aof hAke] ofFst 9l M S HITeE

| &xid, A5 289 o]dela ']101 5‘4* 3 kg VJ
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oh 124 o]dolal AF 40 kg o] AoF (n=12); 12A4] mRFel1 A F<l 40 kgol
el o} (n=5); AF 28U olola AF 20 ~ 40 kg F|TF Ao} (n=12); AZ
28 o]iola AF 12 ~ 20 kgrl¥el ZoF (n=12); 183, AF 28Y o]ido|x
AZF 3 ~ 12 kg PITkQl Ao} (n=12). AFo] 40 kg ©]4<l A= AA & o
o 200 mge Fol Wi o ZRE 19 13 o] o 100 mge Fof itk AF
3 ~40 kg Tl Zokes A 2 o] ¢F 5 mgkgE FTol B O GRE 1Y 1

3] o] of 25 mg/kgE Fol WUUT HIt= Ued 22 4oz JAIHAY; =
s 1A o]l 2=8kRl); 2~10LA == B = F WA sigdEH= w7kAL 30
A FAAZE (£59). 10 o] XB7F F5H7] Aol HAR tdA= o oY

A8E TEAH.

- ozl e AF Fdw2 7Al QL Q3 24, 124ADAw A 57%, W<
0%, 5121 30%, 323y =& A 4% AT T2 25 kg (A9 4 ~ 192

kg). iA=L WAl vHF ZH o] A 23%)7F HAEH 71A g

715 Wetal, 189(G34%)2 HIREH 714 AFF AALE BTy oA

2k 10 (9%)e A5 AHas ]

7l & BEAT. o] oFe A

¥

=

01-}1(
<

()

dAjoll 62%] Aol A 3 E(d =

o2, T Hlo]2Eel 6-oA THORE THIFE AoRZ Hogdho] RAuFJL

kA o) AlZEe) ek (Q1, Q3)2 7(5, 16)L oIt

- ZJAIg7] == ECMO7E Z2o3k #a (3= 253DolA e I &E&L 16.7% (2/12
oA, HlojAERl = HE 365 FAM FEES 66.7%-84.6% H

At

- ARbH oz, 10dA7HA 60%S] thHdA7E B sk, 304 A 7EA 83%2] thAd ATt

Hdstadth 386%e] A= o] A DT} AT

Z 2oy AFoloA 79 < 5, 10, 20 mg/kg/¥E BAHAY Fo(=d BFEx)
39S Wl RE &% FFoA HF 24 Aa F7H HE ZdotEd E71, AA
=3 AF, s9VITEH 9FE o1dT
o] F& oA Ho 47 V(=d EF2) FAA], 3 mg/kg/day o]/l A%



ofolmz 7] Fojo mE THAANF L FHHA I
o] ¢ EFEAMel A, A X E9 HEZFE o] &3 FAA oA,
Ao AP FAFA] A=A FAUT
Q) <rHis ol
- HES R 3 24 AIF A, AE A8 =9 ofF 249
2 thAAI(GS-441524) F=olA 3 FHlsol PIA= 9 :
- wr A 4L FE T A HEo] o oF 10 mg/kgE v BHFEAA, A,
g o 2 AE Hjoke] AAE 2R Y FA4o

= = - ]
T8 HARAI(GS-441524)¢] =& AME A48T == 13v3H.

N_IZL'

A7
de87], 420 -30° 0O B2+

=g 99
ANEAEY (1 vl )

[F4AH delojsrfoldnFel ol (), MEEEA T7 SA 254 26 AH ALY A
15Z(c A3} 02-6030-3300, AEAE2]: 0079-814-800-9172(5 21 2+ F- )

[ d D] 2023. 01. 26

3]

AFe A7 Q) FEA ] 7

2 HAREAY 2 A48 U8 FHolA(www.gilead.cokr) = & F o) FFHA
£ o)k = A B(nedrug.mfds.go.kn)oll A 18+ & Y&HYTh
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B Gi=XIEH AS)IE MAQHMUIE — S48 Wil St

qonss) R 2A] 718 SRKElEA)
LIRSS = oJok® 9 E3|A}
M 7] o
MRS - (x| 2AE,
TE | e | NED | AT | 719 (Hgh o - Yy
='ed —AEY = o olF | Log | OlU<
Al —oE e
T K524
SR 2 AE /
j e &] & e
olgz|, 9
R B A/
- 031-xxx
N/ 2%/ 0 0 ap | 00 | BerR/AAA 7A71% 004] 007 /o | abcde
—XXXX
of|A] AR & Y | A7 00 /JOOAl | /a9 | ooxxx | 0002 111, 00" | OOO 10 @nave
e T |y CLELLY = 005 | ¢ com
KXXXX
ARFGEYL/
7y Ay
d 5 1A
E_H|
1) oig HARHME S2ETE, Wil 2)a HY RS, covid19@yuhan.cokr) HE
2) QA f8r3H(043-240-1357), 2 HM(043-719-9158, 9166)2 2 =9|
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0l

2 HE

| 2-1 |EEEEREENE

o AETY : FA=EHE

1

o A4 : ol ke UzrEduZ 243 HEUEZ 140 I EFE AFY
cUErEdNE . 2Ee) B9d R
CEEGEZ B0 A3E BERYRA

o A5¢E 9 1 B
-YEZnEdNZ 14 F y=2uvEAH 2 150mg
-HEUYHIE 14 F g EYHIE 100mg

o Hi &3 : PR AA 5& B3 L2} vholgx Z93-1971 S8 BAA,

1 =i
TToE IPE Ao w2 BT 2 ToT AU B &ol2A ofFola AT

co] efe @2H9e =
co] ¢fe A% 5YnTH 7]

fe) 2k
1. 8F
co] oke YEntEdu 2 Eyul2ge) ¥4 3] Aok
cYznedn2e fEun s 4 Resolo} stk wek gEUE 2 FA
BWeEHA ge A%, UnEdnze My E3E 95 B2 4F ¥

of FE3HA T2k Kt

- UZ2rtE"H 2 300mg(150mg 24)<t g EYHI 2 100mg(100mg 148)<S A &

o 1Y 232 59 &% AFFAS

- A Al o] oFe] 7} FAR(UEnEANZ W gEYn|2)9] B8 g3 HAE
597

of Itt. HpolH 2 AAE Hustal Z2u19e] AyE Ha3dletr] 96

=

ofo
off
o
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N ? i
ZA dA 1?1 Fe H&3T wheF B8 oA Ao R RE SAIS A3
o

ol SHUZAERNE 9 SEGE B DS AAs A0 HET A

o ke BAE “74 oF 3k AL BEA| potof k.
B BAE
D Age] #4 - $8 Fof Au

7452 A& o] #xHeGFR =60 - <90 mL/min)ollA §3Z-d& H Q31X 4o}
F5 59 Ao 3aHeGFR =30 ~ <60 mL/min)ol A, o] ¢fo] &S YaEned
12 150 mg¥} Sl EYH| 2+ 100 mgS 1¥ 23] b FEAZ sty AW A9
= °o] o 7 AR %%%*% 53] sfoF gt} oS EQS Fjol Al A
NIH T dis] WS sioF g} FE FES A5V dRE A F
5 217l (eGFR <30 mL/min) Satol| Al o] oF& AR EHZA Hett 5 A NSA}
oA HAHZ FoJgHFe FHEA FUT

IN

2) 3t B
74 Z(Child-Pugh 5 5A) =+ %55 (Child-Pugh 55B) 7t &l &5Fx4
° WastA gtk 2 -390l (Child-Pugh C5) SabolA UEnjEdn = mx
AEYnZo) 483 BEF obseha Ar oA ARE itk oA o] ofe
% 2ol Bl Agol AAHA U=

I‘[F

3 o] FHe F& oFE FEIE

o] efitel Fa G oFE FEAE UL AFAEEA e e FHS F
290 AFAEEL WS F ANE FEHE kg o AQuid)zA of o} 4
SAEY 5 9 BE FEE PFHW o Gk JRARUAL A B 5 e

AHg A5E T3l 2 7}t CYP3A dAIAIebe] B85 e
BEUEH dig AAZHQ AEE glsof gt o] ofF o] d F Fo F &
FEAEe] TheAS aEsta, o] oF Bo F HESES HEIT YEUHIE
T IBA2EFE(cobicista) & -3t e o ET BWEFo A f¥RH S
JastA et

PdEURE == I A AEE-S§ HIV == HCV @& vr= da= 29t o
g FAE X&)
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o AgAel Fol NG

D

1L g BAdE FdaA 2 A
H

o] ¢Fo] FAHEB(ZrlEANZ T

= bl
4 9] T AHTEN), 2EE2-EE 259 Hga ol Qe x}

olelol AAE SFEE A(guide)=A o] ofre] WEFe FI9 BE FEE
AFHW ¢ Aok JRARAS AP YR 5 O0E APF ARE 59 A=Y
SEsh e EE CYPIA SAASS] BEFol = nuEYel g AA
A AuE Heldfor B

o] oke AW Fagol CYP3AS] vj§ SJEHolx oFE FErt 2 45T 7
& ZOEAY 49 SUSE Weol Ut ShEshel Wawel 2lold

o]
drfl-ol=ddd +8A4 AFA: GFExA
Gk e

grguel ojn ortg, =2 dE, Testolus, e, AU
FEF} 272
Aok 2HAE, ¥ wil
W YA v ek Aweal
AERAt o Sueli=, olntng
W7} fmAl U8 S22 Eb, o 2 ek, WEe) 2 i

- HMG-CoA & AA: EH]—/\E]— . Alut2aglE

- PDE5 SAA: H-s9 ¥

3)

ATE AHERY, SHZABE
Mg SEE S FEA AFA: Fud=

ol fALA DA GEAT
78t Amol ALEE AuuEEE2e)

AAA5RA: ElolEd, AT 4 MEY

AREY 284 1A AEAMZED S84 24 A Z2wA

MaZY A 58A AYA: B
A% CYPIA =AlQ) OFES of ot W AS UzrjEdnz =
GElZe] ¥4 Bt @A Zaste] wloles whge] &4 2 WA
5ol QOB YT Frlolth thgel R Fof FU Folx

so A3/t AAHBE FUHE FFolE o o] FolF AXY F gl
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&7 dA: Zh=ntkAg, HentEng, s, FYE]
B3 Aas B AEE 2dA A3A: Frpgtz R/ E
<

Aok AA: AJE &2 9] E(hypericum perforatum)

2. E} A= A53] FAE A

Qe BAC SRS 2. 5o A B
2) el BACSWEF 2. EFART #2)

2}

o

2835

ot

3) 710 Bl EUHIEZ m& IH| A 2EFE(cobicista) & EHfrshe 9 ok E
( “‘§HEHF 2. S84 F=H)

I o)dRkgo] BEEHUG. ol YA H A
T of=cl Ui A ARSolA BEH= ol dut
= WA ALE A FIT

o

1o

ko] WA + Utk
of oke] chEige MY HA Ak gl AW MYY =29 4 B
s Ogom @ TR A4, 9 Uz 234 YA (NEWE 4671005

{

(EPIC-HR) ¢ A5 & <A E o} 184 O]%-‘ll Ao E 3l ol e FF5 o|%
AdJIA7E e Z2ULY F54 A F 2,22490] o] oF = fS 13 o]
g FARJATANET 1,109%, ok 1,115%). o] 33 UFAIH & oFEF9
A HA Fof F A34 77}?4 st HIuFHIH. o] HYerEdH=/dE
UHl = 300/100mg) == oldl dsdte k2 19 23], 543 FAFH AR,
Ao A HIHsHA BaE o] dwkg(=1%) T AefT vl ¢ &2 HW=(=54
o Aohm HiH o dut(AFAe BARC] BE SH EH2 "ol A
AT 6%, AT <1%), BAHANZ T 3%, e 2%), AN FT 1%, 9k
1% % THFAET 1%, f1FT 1%l At

odHtEo® Qs Fokes FUT ALY WIS AT 2%, ArolA 4%t

2 AFAEE F A
1 5 ALG Fol Thedt 2 o gurgo] AU thee of
A BEAY FRO B AWM ALHOT BIHYY] R WA W= I

o] otste] AAAS A oA}

_79_



D

2)

3

4)

°Fo) B EE AdHoIr. ol HiuEA FL odstA] X3k T o] gt
o

= T AF FUHF o dukEe A3

CYP3Aol 93] thAtE = &S Fofubs Shatol A CYP3A SAIAIQD o] oF9 A}
&& ANAL BF, e oln o] kg Fofsta U= Aol A CYP3AC ofsf o
AE = oFE O] AMES AIFE ol CYP3AC o8 tiAt=EE <& 4 &
T} 2718 $ k. o] ¢S Edsta Qe dAolA CYP3AES AASAY =
= frEste =9 AMES AT A5, o] oY EX F

2 g Stk o9k B2 FaAg2 ofe AHE

HE&FES AW =& F7IE AT FAH R AAAY, AHS AF A
wE Ay Al YiH o F Zo)dH(Significant) o)A

o] ko] AU =9 %7}i A3k YA o= FofgHSignificant) ©

o] okl X7 FFe] A4 P ulolg] 2 WA (viral resistance)e] 7}

—

ofr 2
oﬁ:

= 45 AEe] Vs AEA 571 232 £ 1& Fador do & 1 AAH
= HE5Z AAEA o] F3 ALY F e EE g IFHE o+ H
o o] oo A® A AR T FAHeE T8 e FxAEe sk,
o] °fo] A= F WE&tEe HAESL W= ddE o[RS EYER ok Tt

e =7] WA
o ekolq ohfmetAlzsl Zle Fuukgel HAHYUT. of ok HEQ 2Er}
2ol s A 2 =5

BunE S 2. dddew fofd
A5 w Fabo] WASE AS

A8 S AR

=4

JEUYRIZE Foite 3xoA 3 EdlzolujyA o A<, A3 7+ (clinical
hepatitis) 2 &=2o] RuEdet weta 7o F A I G4 o] e I
dol & SAA o] oS FATD o= FYs3fof gt

HIV-1 WA T3 99

_80_



Haredr=s fdEynizet ¥Esty Fo5H7] bz =dHA FAY
TE A @42 HIV-1 Z9el = AbgelA HIV Z2E obAl A Ao gt A4
TG Aol ATh(EH - &%, Fo =71, = F224E & FD)

2)

O

]

5. oFE Ha#&

D o] ¢fo] & & FFE vA 7t
o] (U ErELN Z/YEUR =) 3t CYP3AS] JA|A| =4 CYP3Ao| s
T2 AEE d=9 @4 s5E ST7HAE A AW AACA CYP3A
AA e]&sta, CYP3A o3| oF& &5
Adst= vhsol e e o 4% BE = 1
CYP3A9] 71d o] WE&FAE & 13 Zo] &8 =8 == F7H3<d EUEHAY
o] 8% + AT

2) THE oFEo] o] ool FgFe WA 54
o] efjErEMN 2/z]Euyn2)e CYP3AY] 7]dolth. webA CYP3AE # =8

= %Ee o] 4 dF Fxe AR adE FaAE g ATh

3 &

r
b
g
1©
i
fu
m
N
ot rlo 2 W

£ 1 298 45548 2 75 AHOE S0 o 452§

%= AE q4=4 Skojo] EF QU MX 748l (Clinical Comments)

o
gun-ofEdgE | gmadl T9EEN | AfEigel JHsHOR ois) ¥ES0l 2]
+85 28 gzl 1EARH | ¥850E I A
=[H3t Qe MHS o3isl= H}=SO
HNEY ahat repgern S WEE 9SS HEoE HSS
Jsyoe wesol 2
ofojettE
E=uYttE AlRF BXoHo| JhsAMoZ Olsf HEEo
gmgue | E2blojls rgegaey HF RN Jle8es T BeT
mafut = S
#L/

2| E7FQIH A F0) . | -Folelof Sofsio o, JtsE E9 &

EESUERIS i SRoioto| X|E S& BLIEZ0| HEE
2 0lESY| =2 . A H2o| Al O A HIS{O
ot OlZZEIIO|E LU20ERE 2/ [ HolRix Bhgol &d Sl U o
2lELIH2 | BRI JHsHoR Qld) Maso] 37|
I RINES t SRR Hes0Z o %




M2[ElE

CHALEL] O ot ABBATY i 0ol
LEELE of W82 qr 2% UMW T2 B
JEESE ojafErS ol A 2o US
ofo| 2| g O o} BIZEIAE L HIZE|AE)
H2teld HES NS WY Tr AWM %
d2ElY 82 |udt + U
TSN 2o1Mel el ofg PRl St
N g2 A0 A
AECENS
s otata oma | CHEIe] $8%00H HaE 39 RS

SUE ¥ 2

o|HRS AL

t E[HFE A

HBE0IE O A

o o

of ot alut= Aol HEe 5 Uy

3712l 71580l U=

HEFNE LlotAL CHH|I7IESE N

o=
10 O
A 7SO mEt CH|7tERe] RHE

g N E A

CH|ZtE 2t t CHe| 7 E 2t | 2fnp CH|Z7IESto| HE2 £ Y
B7t9| 7tsM0| /U
FIHHQl HEE CH|ZIEZE S{7AEE
faog A
- 235 CYP3A4 X H|O| X} P-gp
AXA QI O] 2fuf OpEAtHto| HE2
Y Y 3t 7tsd0l AUS

OF T AbRt 1 ORI At HEE0 A HEETS Ot AtEtY]

=80 IE

7MY FEE O AR

S7tArg s Hag A

>

712 HrOF A e

| .- Bf 2 H| & |LZ0ERH|2/ | HO[3A B39 &4 U Y &olo
a0l 2|ELH| =2 HMHl Thsdez ol HEF F7
2E8N oL &2l
HEFO Al SELINE 88 A0
SELAE TN e = Aol gy ZLEHFO]
Ang
|R=20z 8 N N
- o - HEFO A| RZZO|20] Cer erH bt
st 27| BozZne SHYCHALA[ QI Z;TELlE-IE_'l_E’_" 74 e
SESALREROR | ©° e
ERZES 2lEUH|Ee #gFo/E
o4 BIIE XY X Akio| ofiiSol
In|>.N3= EJIXEO| QIS LIXL HS
EEI‘}_% TEEl_ZE% |_I-EJ|__| Hl',_‘_—EI'—I—n_—l oo=2 X T L A=
H2{sHof gt
IR HEE EEEEREC| SIS
XI-_Tl_‘ééI- le
2 H| H2|ALE | HE|FLE HEFOE Ot A
HEILIE

JNCEWES TS
JEEEIES

1 O AR ALY
10| E2tALES?
RELTEY

7MY FREE Y XAl 57t
Sk 7.

_82_




Z|ELH|2

A1 S/EE 7F FoZE e SN B
52 27|14 1 27| et QUES MBS lRshs #Sol 7t
5402 weso| 37|
F7MHRl HEE Y Z2H|OH AXF2|
Si7HAfE S Fag A
o OFEFRILIH| 2 B|ELIH|2 EL THA|AEIE-SES H
ghHIV Z2H|oH| = = o of HS E0f =0 $IXf= & H?Tr =
oI H| CHELIH 2 t T2 H|OkA| YX|A| 2H¥Z F0f 2 =Xt Mo ME
K £l =2t 2 SoiZ X|&3 . 0 o we mRE}
M QFFIQ] o|gtts 7t R E 2L
Hal & A
Of| mHH| &l = 1 Of IhH| Al =
Of2te| = t Of2te| 2
EEIE T HH| 2t =
70| ML= S|ct sk ok=2o| &7

SRETEY,
ol £ 3| A|Efel/

R
A E2|A|Efl

HlxZH 2 1 HZH[ 2
x| Soi2| 220004 t 222200l | erdNe| BEXE2 Y A e 57t
(Anti-infective) off 2| A=0p0| 4 t ofl2| 2~ 2 0t0[ A Alg Bag A
Hio|q{A Hhgol &4 8 WY Zele
e — |UE0EdHE/ | EXEO JHsAOR o) a=o0] 37
(Antimycobacterial) = 2|ELIHI2 2mpREL 22 CHE STAZE2| CHAE
deg A
- - H0g 3
|IFEEIO| R2FZEES Z[MEEIO| B]7FA
2| opEEl + B|IpEE] _‘_lol'—l‘n_ LOOEOI_ | ZHs | S{7FAL
32 HIg A
—_ | L|=Z0tE~H[=Z/ _
2|mHH el ELme || E8%OIE W A
S CEINES FEHIE | AT SR e 0 WEs MES
m@xtolE (SRS | el WSoR HEsol 37
HEFO7L Q% 42, FOEOHHS] &
S ATl 2 ORfHtEE ZLEE
FOjlE[otH t SOl E|OFE g A
F7MHel 2= FO[EIOES] 7S
ot A
HEFO7L HAst 4%, S2AtES
SEXH t 22X 82 A4S 1E5t o|¢Ht3S
2UEHE & A
OFA M 21X T2 KNEolo| JfsMoz HeEJ
oo el Al Al Al Al = =d SN oT
e ===t 1EEEE 199
=o|sl0] EOfsHoL s & SF OIAF
otz g ZFol5l0f FOfSoF SHH, A Cieh Y
ZE|OMH ELEZO HEE
= = HeEQ Al Zt& MY XICHol 22t
u& W AEE | ™acw ras g xem | G570 0 FS S A B
it 20l FeE oY 2% A HEF)
- S7tAretE Eagr A

_83_




ZE0[3[0] SO{3[0F ojm, ¥ =4

+

A HEH Cl=4l t o= XEg 2HHIL A
701 FEE= AR P RIS Zhiet A
HE2A ofE ol E2f2f= t ol Eee= AZEYET 75822 WERO 57|
MO EE M XOfo| Ao R HE
o|Hp= el + O|HpEE}El ;a = ME Zofo] 7HsAo2 W8
T [m=]
Qta|AF|E
E|7pa 2 tEZIa™
iy t HEHAL HEFOE T A
SR |E22OEa
S2ncaH = =
EHITHAL
HEFO A d2AEHES X HO|
AlEAEE A2 AELE HgE
m=sSE rassss obHel e AR
Sl7tAMeE g A
0| ofe| RO AXoz=RE a4 36A2t
Hz2| AL S E}O QO =CISE 7
Z2eH| PO HEE HME| SRS
Bog A
A Ll=0he siy| = Hiol2{A Hhgol &4 R LY gwio|
FOPIEE/ | HEDERH|2/ ATEQl JEsAMoz ol HEEN 2
O|H|'9fEE ElEL—l'ng 7|:|| - So— i ooT [=]
24 4835 OlHPIEE tO[HPIEE
olalE MET AHATIZE/ t ARHATIZE) 0| o1} HREQ A| 2SS ZHakst 74
=N Zs| ZpNEd ey ZpNEd ey sool HmL sot ZBo| Szt
otz E ojHFIEE o mms -
B X &/ t HIXPIZE/ =07
OlHFIZE OlHFIZE
CIHEH HEFO0 Al AAIZHEC| EFZEO|
BE|CIx4 (DPP4) AAZEE T AAREEE HEE T e AAEEEY
|| SI7tA S Eag A
s1C 2ol = 2] siczoizaprn | AR R SFUBAS Heldhs VI B
ElOl_EO‘"_J_EI‘I_ TElOl_EO’"__I_EI'l_ °| ST 742 94 _6_|-612 Exjoz _6l‘h =1
WZh F=A o2 EtI T |20 EE N o o ol ot i
o T171 1o

HEo2aey

tH 20y

HE HE-Hev
SHIO|HAH|

AHfAH 2/
dgfxEmZyH 2

=7t H| =/

m= 2lE Ak 2

t SHRO|2{ A K

FEF0IE I A
0| o1t ¥goz ZJiEl dgpxza|

SHIEfAH| 2/

np2|EfzeH 2/

M Y= ZH|ERAH|2/0fE | Bt
HIZ/2|ELH|Z B CHARH|2O| 37k

2| ELHHIZ B o 5
ChARSH| 2 shg Hoe A
AZABHZ/ 71ROl HEE ATABH|Z/MITHEAH|

HIELAH| 2/
=dcizyH 2

B/edetzH|2e S7MfgE FnE
A

_84_




2ELHIEBlR Hov REis F0| 32 2Kt
= Mof| [ME FOIE &z A EFO0I A
O] f tE= HOVe| Olgils 7t O1R S
LY & A

HOIE =4 9JE

| L|Z0E"H|2/

AHOE x."x." h . = 9<| LH’E,’ = 1
ot (hypericum 2|ELtH|2 TWHOl 7hsHo= Ols HEBEO 27|
perforatum)
22T goI5S mERI= 28859 A
Ho| Ji=AMoz Ol HR]REN =27
e 0] ofo| £0| AMOZHE Ea 12AR
s XA A HEAELE 1t elHFAERE] o -
0| EHRAEFEL 3 AHEAEIEIOl AREZ
St A
0| oF2 FOlot= =¢F OtE=HAELEID}
ZHIAEIEIO| QA|EQl =L st A
osmuanie | gozwant | Gl e
. [=)
E4HIAE}E t 24HAE}E L Rl Eof =0l moix] oF
S EHEAEIEL £0] STO| ERSHK| g
=
0] 2 Eofdts 5% 59 X 0] o 3
22 DA | OELOAERICIS | | OlEILOAERICIS (B T ORGSOl M2 FIPIK| F7ERl b
$22 mYe D2 2
2N /s Oty AMEN JHsMOoZ QI
EE' ﬁ;‘T‘;El_I EE' ﬁ;‘T‘;EIJ H O X, — O /] o o OoO— —
== === s wesol 27|
Y =& BLEI0| o2 B2 98
FoE Ot A
HEF0 A HY AXHel 8= =F
ol A AFACl = O MY Ak
HE AH|H| I3 zaoA Fl3zaoA M #E olgEEE ZELEESHE ZAO0|
= f TS| mmE Fbsel gee g s o
N 7 tAE &asta, gikte| HY A
M 2% MEQofA MEMQl M gt
=4
CEEEEES THMZERA | o ey o
AEEIRA tAIZEIRA cer=TE”
HEFO Al ELAE|Hel 8FXHO|
EItAEH t EOMAIE| HEE. FIHHQ 2= EDAE|IEO
OfFA SI7HAF S &gt A
7| LIXIJAK) HEFO Al HEYEH2
HA| X S IICIA|E| WOl Me=of o=,
FIHNQl HEE |FUICHAIE[HQ
57t S &gt A
HEFEWE O A
&Ed O| ofat HmH|ZEL HEEZ QT 9%, A
H|E}-ot =2 gl AHEHE T AHEHE Az, S HI%sinus tachycardia)S
+8H HEH| Zolsto] AOHEDt fEE A £
8| 2EE TAE = US
ool azs
YRS WY e ceogme  USY X S oyus sisyez
CHHE (MTTP) HEFN 37|
XA
HESY A2 = et TEEYE | AEB L HEB MRS ZEse 30

_85_




oh O|EE 7HsELg, o of &
Holke 72A17 S HEFO 57

ot

SEEATHE

1 RE2ATE

B0t olyEls Jtsdoz B850

o|HATE

t2|HAZE

ojuylE
IZE|F0|E
T8H ZH

o=

T o=

DZEES, Mg
mfohe B OAEES
Y8 L0 37

2712 284
Zg

Che[m L

t Ef2 (LA

HEF0] Al Cr2[hLtdlel 1Y 822
7.5 mgS Z1pSHX| & A
MOl HEE= Ch2|mLial ol
S7tAYE Hag A

HELL
S|EEAE
SARE
] €l ol T 2] )

T HELY
=
1 SAIRE
HE| &

Hg=o] A Az U oAEISHIHel
SEON Eeho Chet SLIEZO| HEE
Hg=sot Zav 32, oo NSH
ol g2 UYL Bl AEIS W
S SLIEY B 2
S CEE-ET

S7AEE g A

E
o
o]
x
al
ofm
>
(0]

O Et=

| HiEtE

HEFES RO Q= RIOIM O] oFg
HES0] RO Z2, SIE ZLEHZS
of MEt= SCh Zufe| RS =0l
J10j| 2t oletE 8AREE nefe A

rir

FEENE

1 EENE

HEFOE I A

of2[m/ZatE,
Bl AT ZALE,
Fte| et
2zhz|=,
SO 2,
T|OpErM 2l

toralm=arE
L ESHELE

1712l =ap

1 YEHRlE

1 Z0rE|E 2

I Op A 2

HE50l Al OflmIafE,
BEAL TS, Fh2|Zabrl
URTE|E, TOEIHE, TioptA o)
SYZHO| HHE. FHHQl e
N NFHAD 20| B7HAS

oz A

-

M nEe of

A2 oY, MEY, @ Azt Ae X A
pr A

AL (R HIE| 2® Al A ESHSE AlGILEE 2 o|MHEEo
ooes oy | L) A E L ue zew 4 L2 :7l|o g2
o o— [ ocooT ]
EICt2HE (OHEMZI®) t EfCt2ta FEFNE I A
H8E0] Al 2[2AI Tl BHEHO|
H e of HAbE
2| A7t 2| @A| 7ot
(sGC A=A AT rEleATA IOl HEE 2|2A7AL
St Hag A
OFHSt SabOl OHfLEE F0] Qf
OtHjL+E 1 ofBfLE Of =H&&|X| Rt7| M=o Of <fap of
PDE5 XA HiLES YEFOI0HK| 2 A
HE7 | H X 2 o o
(717200 A8 - AlEL -Of of} MG, EfCiefE EE HiELf
= = o .
) ity it g ¥ETo ¥ [ 8YZTo| ANY
HhE|L B Z7HQl e 4 PDES AfHF|Q| O
- = THtere AEe A
OHE FAA e Ny OHERAN 2 SF¢ 7ts82ez ¥
ZEx = = 820 37|
EglotEE t EC|OEE et T8 A 2ZYAQl ts8e=
FIR A /2 HA| OICHEE(ETE) T O|CHEE ol HEEO0] 7]
FALE, T T/ HEFO Al UEH/+HH 2 8

_86_



SZZHN|H 0| E,

CIOMAIE, Zi2EQ| T QS A OlO AtHIS 2
01|AE|-ZF—E|' AD:lX‘” |:|oO| =0 T AA—D:i Olon_I'SE
ool e ZLHE & A
EFENE,

Etmle

SEOH WEE 70| Koo Cier At
QUIEIO| Jksshn HEH ot palt
Jhs3t ShojARt HE S0t Thstt
0|CHEEHHI AT ]) tOjcHEE 18] OlAtel DiCIER Soi7t Wast BS,
DjciEzo| faziae mafe A

el Ml OCEel ShEe

o A
ZEsk CYP3A XA SN EO|
H|EtH| EF QOI8lH SItt= DE2E|RAHZOIE
axpxoz e EN = SZr%I HEFN(ZE $O1+Z§E)7:Alj“i'
CYPIAZ AE\EMELLE Oslfil el ftﬁgjlil 1ol sozrcg -
CHAbE|= o EH;: 9[f + AZE|RAAHZ0|E Q;,fﬂlif }’_@:; CYE?QL;T Xﬂfﬂ;l
L:'_EE|§'_¢E‘”§0| E__I_ e ikl kil oi— ruLiyulid ;I'__I'oo—rl_ x T
- HEZYELER Aorel e IS
- DOjEfE HIE20|ERE, D=0 DY ELE
EL|ZAEE EZ Zgste CHE ZEEZAHZO|IE
2 iHE et A
NE2EH =84
1A ZEH/ a2l L Zaut el Mg, 2 L ONS 2T Thsy¥eR
NEEL =84 HE50 37|
2A ZBHA|
HEA I 4 R | Euret S NEFE U NZEEEF Jts¥e
+8X 2| =5 =5 =7

° L|IZOIERH[Z/2|ELHHIZE MESIY A& ofFsl off =& AldTEE7t

6. 47 B FRFoAe Fo
NGRS
) APY 8o

Yerledn2g QR Foid 5 o2y By Fo AW Y, F4, A

T Hole] @ o] ANLE S BAY ARE ATk BEUHIZE QRolA AER

B2 A7olH PEGuI =] ofF Fo MHA He) Y b BAAA UL
o

=AU sigst= 5= &7 FoT oA
o Td AF &FollAe A ==X thH] o 3u) o] HAl =EAUO)
].

of

Ot

L
pu
[e)

)
o

ool
N
o

.

19 bt

o

B 8% RolZoqt Uznjeduze] Soo Add Bd 4o B3



g ATET T A SHAE A3 PEG
o ol S8 A% BFAN U B ol of 3

o fo
o

e EAe A 0}9}4
ofe] A gz st AdEE Fo AHA /1Y % H4
(e}

deid A gk BE QAE HHA AY, f =
o 3| =

O i oox | o2

Q) Aol gt A5

EEUYHI D
YEUR -3 oFEol =28 SAYoNLA 7)o =2% 34009 o]/, ¥4l 2/3
71l =9 35000 o =EFhel Wi FHEEniolr 2 dAl HAZEL
(Antiretroviral Pregnancy Registry, APR)2] &k (prospective) R.alAjo] w2
= HEZZgE oEWMel AHZF AY Z 2 IWMACDP)e] m]=r]E Aok
2.1%2] w74 AHQZ AdEH vudS o, FEYHIZ] WA /}jzﬂ‘éﬂﬁé/l H|-&
© Aol7 §leh 24 279 | EUR| -3 e =2H & AT Tor
T 2.3% (95%/\\_]11]?7}[(21]' 1.9%-2.9%)% 31, 2l EYHIZ Qoo FHA L 4
HA 7] =& F 2.9% (95% AT 24%-3.6%)F . B EUH| 29 EHHP%i
2 glofl A FEYUHIZE FEE dutd oz At Agid AME3 Ao}
HAE7Hss 0] JEHIAG

Ao

=)

=

2 1l X B 2

-
=

2

4) B=ASE

J2utedn 2>

] e &} drgk %H/\]fﬂ(EFD)O 71#@ 3710l A 1,000mg/kg/daye] B+ UErIER

HlE% Fog ARk AEgt B4 FREJATHAE JAGCD) 617, &7 o
A 6-199), aac EFD A7l AEsHos fol3 waasd 93 AdHx|

O}EM H3 g1 1,000 mg/kg/dayol Al B E9] Aal UZolE"dH 2 +2(AUC24)

o QAo $® o] o &3] YAZuct o gu) ©) EUth E7] EFD AFo]

A1 1,000 mg/kg/dayoll Al Fomgk BA =4 &4 glo] Hiot AT 74409% a7t

_88_



2)

A= 1,000 mg/kg/daydll Al E719] HAAEZ(AUC24)L QIAC] s<lE o] <

|Fo YA =ZHT oF 108 o =gtk AldE H8<Ad 1,000 mg/kg/dayell A
Efost 2E=4018 4 HHFJ%Z} A AbE)S HEEA] FUTE Ao F2AH o]

oF S&foAe] A =S BErh 93] =2 AAI=E(AUC24) 4~F<1 300 mg/kg/dayE
E7NA T Al D B FEFo] dEEA skt GD6YHFH FHLLD) 20

7HA Fdl 1,000 mg/kg/daye] UErtEABZE Z+ FAg J4lg Ao gigh 4

A4 T2HPPND) Aol 28 Foln, dAle =4 FAPND) 5

}»”J 91E‘r UZnERHIZE FA3 55 2T %% ﬂ]ﬂ% HlwslH ZAY

-

A 8%)7F FZ= Stk PND 28 56°‘77}7\] wEd At X%]TOHT‘E o7 a7t gl9d
t}. 1,000 mg/kg/dayoll Al EAS] HAI=ZAUC24)S QIAoA &RlE o] oF &7k
P =ZHT oF 8 ¥ EUth 300 mg/kg/dayell A& ElAS] A|FHs7t #HEA
gon, daAo g ALEZH(AUC2H)S A SAH o] of &FoAo Y=
Hot oF oufl o =3t

<BlEYHIE)

JEURIZE 7138 5T JAY 6177 619l Yalgk 2A=(0, 15,
35 2 75 mg/kg/day-&Z)e}t E7)(0, 25, 50 H 110 mg/kg/day-&aHell ATF =t
Ao e o] oF &5F Hy ¢F 48] ¥ E2 HAZAUOA A=} E7)A
FJEL}HLE—E g 7@ A o] A= gt

AA ] %91 o] oF §F Rrk o 4u] O ¥ ANw=E A HSolAY mASA
o z7) XH%%F BEAD o Aeole] WAE 19 A ATHLE B
o QlAlel %elE of of gake] of Sulol wE AS(EA B4 FololH 2

8o WA Eo] k7t —‘7}5]' HAo= 1/]‘E]"’L‘jr 577]9] “?— xﬂ%@ﬁ, SHAF Al
= A<
= > oA AFT,

0
= r_\ﬁ
_19,
Oko
oft
f
kv
Jg
E

P
Tm
>~
o o
ol

A} 2 =1 ﬂi%‘#i =4 A
13- ‘:‘E‘E‘*/\Woﬂfﬂ AxHd 4 ATE 7EeR °l7‘<ﬂ°ﬂ sAE o] oF EFEG
oF3H] E=2 YEUHIE &l AL A6LFE =4 F 209744 0, 15, 35 H
60 mg/kg/dayE]Eb}H 25 7ok A3 dEAo] L}E‘H/P(] oSk

=]

T

MERN I AY EE FE Biol ZAFEA, FRTE fo
AE el t@ ARE gk UZriEdu2g Fo
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Aol X 3y mA oA o] <kl A oA " o] ofF = wAS] V|ANEHE
A3 ZHH T Folol vwA £ = FAFRJ o] dHgS A 1 s) ok
stoh, Z24Y 199 EE 2 FaAE Fobt ZE2Y 199 =EFH A dES
UAGA Aol mefof gkt

QD ==

24 A 2 2 F 3D ATM Yredeg F
A EAUCHO] Ao 5 o] of gakol Aol Qi
o EjAbel AFAGE Y 8%)7h BRHYD. Ao +UH
% Boh BA9) ANEBAUCY FFo] o 50 o ¥e +
57 BEEA At

3 44 LGN S
FJEUrHlE-‘-'A Age B3 522 WA § 2 LBy
B SAAE AESE SAclA AR gA SPH EE /A A
9ue A= .

7. &oto] @ Fo

o] ke m 124 HT E: AF kg HIe] LolFAdA Ago]l HAUHA Wk
o, &ol@Ael U@ o oo AT FEAL FPHA e

AFol A A0kgdl T 1241 ol do] BApelA MM FAF S Fol A 4o

%l
&

A #A#EE UzulEdE 29} ;4 L]—H]EQ] A 59 A Aoz oditEH,
o9} e &L 74 Aol A4AF EPIC-HRe| Zg n} 9tk

o] oko] QAAFo|E W 654 o4 tAAE THEAW, o5 Ant AA WA
2§84 Wbl sd@Th o okl ¥a¢l wjd®E EPIC-HR® % 714
(N=1,120) =, 13%7} TF 654 o]olRlar, 3%= Tk 754 o] o]t

9. SHgFeIA el A

o] ¢F FFEA I A= Ao FHEAZ mUE Y AAA
g UubA x|z QR oz o] Fojx ok §_h:} o] oF FEFFE]o U3t
AT

_l]m £
0
flo
b

e o

ol i
=<I)L_t‘
i
2
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UZunE#dH 2= SARS-CoV-2 9 9 R as (Mpro) 3CHAF &

H3] £4BCLpro) =& nsps DR ARF LTI E e B ‘%‘iﬂ A8 Hﬁi ‘?4
A A o]tk SARS-CoV-2 Mpro7} oAl=™ chebald % ]% A& o glo] uvt
ol BAE WXt YEvEAu =2 AFEF FEAoA A= SARS

CoV-2 Mpro9] &< dAgoH, Ki &= 3.1nM, ICs a2 19.2nMA T}

X AAstol| A, YZEulEAH] Z=SARS-CoV-2 Mpro &4

Ao Yephgt,

g elol 27 A=

g EUr =+ HIV-1 @@ is g4 oA A o] Ak SARS-CoV-2 Mpro ol thsf A
= &A4o] olyth gFlEUYH| 2+ YEwlEAH 29] CYP3A wi7/lthALS A 2
I UErtEdR 29 dRAFEE ST
2) k58 AR
zrnledn 2/g]EYn| 29 ¢kFdlo] AZS tAAE tido=zZ dFEHIITY
JEUYH 2= UZEnedd| 29 HXeEE FUHA7]a v & E8 = 953t
2 Z3AZA, YEutEAn] 29} 34 1Y 23 Fo @S ARG
YUEnEAN 2/ EYH| 29 HFFEA A AL =29 IVl 93 FAZ Hu)
750 mg 2 I EARE 1Y 23] Ho 500 mg7tA] {HR|E Hoh HE AoF
Ebgth 10€ 0 AA 1Y 23] FoA] ef2u] HH O 2 2 Ao A dEH o =23l
ot UErtEdu2/g|EYUR| 29 okEstr EA L F 2] AT}
® 2 A7% dEdAdA YErtEdN| 2 9 g BEYH| 29| 53ty 54
ngu'.ga-llulg
@IELHHZ 2t 3 =0f A)) BlELH 2
==
Toax (), X7 | 3.00° | 3.98°
CES
% ME 28 THHE Zgt 69% 98-99%
ol o i FhH| 0.60 0.14¢
V,/F (L), B 104.7° 112.4°
HA
T8 NAH E=2 AHA 7t CHAL
I' 7|t1/2) hr) réi'& 6.05° 6.15°
A7 HAE8 (CUF), B 8.99° 13.92°
EHM
=2 CYP3A4
CHAF A2 A ad T /
i3 | Z0| CYP2D6
=H|
% =1 Y d=2E =2 49.6%° 86.4%"
% A L AEHH 2E 35.3%° 11.3%"
a. &% CHYXIOAM 100 mg 2lELHHI2™I 274 300 mg LE0OEZRHZRHE x 150
mg)E thel £0ist =9 Ak
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b. 300 mg LIZOIEHH2(ZT SEUH) B 100 mg EIELHIZ(E)E 382 19 29]
o T
c Mg O &¥ HE
d L!EDP 2H| 2= CYP3A4 7| ZO[X|2t 2|ELIH| 22} HEFOSIH CHAL HMAHE0| X4}
=
e. -12A1ZF OAIZE 12A1ZF S 24A|ZH0 100 mg E|ELIHIEE ZZ% 300 mg B+ HEH
A2l 2 PF-NMR 2422 =l
f E|ELHHZ Z71EAH 600 mg N2| & “C 2402 ZFH
73 A A A ] o] ofe] @3 T ofFst A e= ofgjet ZTH(E 3)
F 3 AZE dAAe] 300 mg/100 mg U EZrlEAN Z/FEUYRZE o3 & U=
nfEIR 29 @3 T oFs
PK OH7H%H 2= (TH) L|20IE~AH|E(N=12)
Crnax (Wg/mL) 2.21 (33)
AUCin¢ (ug*hr/mL) 23.01 (23)
Trmax (hr) 3.00 (1.02-6.00)
T2 (hr) 6.05 + 1.79
* L|ZOE"H|Z 278 x 150mgl| X2 & LIEtd. &f2 T Ol CHEF St D2 T:200 T
ob M=8d + SDOI2M= 7ISHEZ(ZISHA % CV)2 2 LEHH
(1) SAEo] YErEINE AFFTol vX= 9F
HEU}E‘%H]E AegA 9t ZEURIZ FAlo] HEA 1AL 543 A Fo st
EE*PEHOH &) YarEdH 2 =Zo] okt S7HIHEHE FCrx® &F 15%%
2 &+ A<
UEnedn2/g|EUH 29 A8 3 JEAY o5& FriEA gUT
&0l 3D
184 m gk ate]l gk YErEAR 2/ EUR| 29| ofFsh2 BILE X ettt
A PK 2d8 AL S o, AlF 40kg o2 TH2A o] FAlA AFTE
24T & A FLZ &F Fof Al Ao #EE YErELDR 29 glE
UH29] 3 AH dF=E A o2 oddHn.
KLRF s 95
AEQ AN AN EES FAHOZ o SAATE A gD A tiHl o
dHow Folu gk ztol& fIUT




G B o I 2
A AFAA AR A AR AZ(eGFR =60 ~ <90 mL/min),
S(eGFR =30 ~ <60 mL/min), %3(eGFR <30 mL/min) A7l ti’d=}ol A —12
0, 12 2 24A7te] YZuntEdHlZ 100 mge 18 A7 FH3ta glEYHZ 100
gs T3 & yzrEddZ/gEYNZ ¢Fshs vt AT gle
74715L thzaol BE, AF A FAoA Yartednu 29| Cuet AUCE
30% 2 24% T Egom, 55 A A= 38% 2L 87% O =%, =
Z A% BANAE 27 48% B 204% O EHTHE 4).

4 AR YErEDR 2/ EUNE ofFdd ni= 9T

Mo MI|s 43 MEof S5k AMEOf =3 MEof
(n=8) (n=8) (n=8) (n=8)
Cona (HG/mL) 160 (31) 2.08 (29) 221 (17) 237 (38)
(“9‘#3;{1” 14.46 (20) 17.91 (30) 2711 Q7) 4404 (33)
Tome (h1) 20 (10 - 40) | 20 (1.0 = 3.0) | 250 (1.0 - 60) | 30 (1.0 - 6.1)
Tip (h1) 773 + 182 6.60 + 153 995 + 342 | 1337 + 332

* % Tmaxoﬂ I:HOI' %F (%-I‘?')J_—II' T1/201| EHE‘EI' I‘

=80 + SDO|e[of= 758 (7|5t

75‘.' % CV)2E LIE}HH,

<Y A
FEE9 13Nt Y EANA UrtEdn 2 100 mg 9 ATEFA
A -1247E, 0AIZE, 12413F 2 244 k0] FEGEIE 100 mgg Folste W A
4 A5 A RS AR =E AR deigt (E 5.

E 5 ANt UzvEdn /e gz 5 nAE 9%

4 W5 55E 250
(n 8) (n=8)
Cmax (Mg/mL) 1.89 (20) 1.92 (48)
AUCins (ug*hr/mL) 15.24 (36) 15.06 (43)
Tmax (hr) 2.0 (0.6 - 2.1) 1.5 (1.0 - 2.0)
Tiy2 (hr) 721 £ 2.10 545 = 1.57
LU T CFE BRUBNIU T Ut HEBD + sDOlSl0lE JIstEROIN

% CV)QZ LIEtH =

QUL

PO CHEAtON L Z0ER

H|Z2/2|ELH|2= *|°4EIX|

(3) Uertedn 29 dis) +38 F=F52E A
A @AW n vitro) AZ= Y2rtEdH 27k Abgk MDR1(P-gp) 9 3Adell tigk 7]
HolA W A BCRP, MATEI, MATE2K, NTCP, OAT1, OAT2, OAT3, OCTI,
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OCT2, PEPT1, OATP 1B1, 1B3, 2B1 T+ 4Clel| dig 71&o] oldS Yeit.
In vitro AlgolA, UEREHRZE+s o=z Add FE4CYPIAZ,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6Z 7tz oz oz|skx gttt
Uertedu2E 7192 Jga Az 950 % CYP3A4 ¥ MDRI(P-gp)S
A 7HsA el AT

UEnEdHEs 3202 #dd w=dA CYPE fFE31A ¥tk

1) FEUHZ di3) 38 FEFTAE A

AN EBY(In vitro) AT FEUHI 27} 2 CYP3AS 71AYLS AAST, =3
YEYUH 2= o]AxZ2HE| ol 4kst dAFEE M29] Ao 7]odst= CYP2D6<]
7148el Aoz HQlth

JEYUH 2= CYP3AS] AAAlolH, 11 HE+= CYP2D6o|A @3ttt | EYH =
= CYP3A, CYP1A2, CYP2C9, CYP2C19, CYP2B6 ¥ =FF =254 Ho|gihE X
I3 e BAE FESE ZoE HIth

o] o3} o]EgtFIYZ(CYP3A HAIA) 2 7l2nlelAACYP3A F=ADe] HEFE
o7} YErlEdH 29] AUC ¥ Cmaxol "]X= 9aFo] 60| Qo= o] JoHth

€ 9Eol YErtERR 24 PR I,

£6. FE HSFE: HE FEo] UE A UEuEIDNZ g k58 u/HS
LQLEE k| |—|E“|‘EE'“H|E ng-é!'

He oFZ o L 24l N |(EHEAd=1 HEEO/THEER)
°e 7= g8A= '%"éﬁﬁég/ (90% Cl) 2 F=1.00 T
Crnax AUC
" = 56.82 4450
rEstaE” | g oy | T sel o o | o | gsT
" " 118.57 138.82

= | 200mg 1€12| | 300/100mg 1¥€12|
O|EC}ALIE n )V

[E2tELE | T gd =5i (53] 20 11 (11250 (12925

@ ZIE2HIORA|EC| % AUC=AUC

O|EEtZLIES| B9 AUC=AUC,

inf!

b Ft2HiOM2 8 157X 1Y 23| ACf 300 mgeZ MY HIQUCH (O 1LEH
3E7HX| 100 mg= 1€ 22|, 42FH 77X 200 mg= 18 2%])

o] 3 mtEH(CYP3A4 714d) = wrl7tE-HP-gp 712)e] HE&F7 vt
=% 2 oZ7EET ] AUC 9 Cmaxell vA= @& E79 8950 3UH.

7. UETEDR 2/ EUHIE27 B & &Y 4Fd M= I9F
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> Algd#/H n#o| 7|5l H7 WEE9|
g3E A2 /20| 71819
% CI); =1

B o R — N | (90% CI); +F 0

ggorg | HEIEELY Coen AuC’

- 2m 300/100m 13| 368.33 1430.02
OCEE | 19 2oy % o) 10 | (31891, 42541) | (1204.54, 1697.71)

2o | 75m 300/100mg 1223 233.06 19447
CHIZEERE | 5 =0y 33 £ " B 24 | 17214, 315.54) | (15529, 243.55)

@ AUCE O|CHEZF CHH|ZFE2F SCHY| g AUCInf.
b O|CHEES| A2, A& =L|20tEHH|Z/2|ELIH|2+0|CtEE, H|WE=CIHH|7tESH
CHH|Z7LE2H2 P-pgll X|E7t &&= 7|E Y.

3 mA=S
D Frpold = B4
HarEdrles e =E 39 oF, £3d BY AR 71EA dyAEd
dNHBE A3z 2] SARS-CoV-2(USA-WA1/2020 #2724 disl ddtolej2 &4
(Z+zF EC50 2 EC90 %k 62 nM % 181 nM)<= UEFAT
UEnEdH 2= ¢43(B.1.17), #vKP.1), =ekB.1.617.2) 2 FHC.37,
(B.1.621) ¥ <2wv3E(MB.1.1.529/BA.1, BA.2, BA.2.12.1, ¥ BA4) wWolo| &3l=
SARS-CoV-2&]Foll tiste] fAkRE Alaznjef dnfol EV\ A4S et HE
(B.1.35D) WoJAl= USAWAL/2020 &e]5=ol Hls oF 3w} Zad Hede 7H
7P Aokt Al Aol

4

(2 5% =94 SARS-CoV-20] thgt Fulolel 2 B4

np-e-2~ -8 SAR-CoV-2 ZFdo] = BALB/c & AG-129u}-9-20| A4 Y ZnlEHH]
2o gupole BHL Brisch HE 447 Fo AJAE 300 mgkg Ei
1,000 mg/kg U2 rtE@N 2 19 23] m= ¥= 1243k Fo] A 1,000 mglkg
Uereduz 19 23] 475 A 9ok i3 T2 ojul o wlelgx v}
e 0 Afe] ANARGEF 2 2 9 Felshrl e

Q) M= v A5ty EX0A FFulolz 2 WA
SARS-CoV-2 WA {ﬂE—ﬂ, Mpro x]zﬂro] %1% A %3 SARS-CoV-2¢] thdt njo]z

Ad, ofrF 4k %

?}EE]' It 8‘8_‘ ’{']]BL—HHOO]:CH]/& /H]-J—HHOk LH ]43

ARS—CoV—ZOﬂH T Mpro X8 % Mpro X8| =3& 4
=A]

EE OE Mpro &3 A FAAE=A] o Fo
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#glo], /¥ Mpro X3to] YAt} Mpro S301P % T304 X]&-2 Mpro2] C-
Zhetol 9] X3k nspS/nsp6 ATHE-912] P6 2 P3 $x|9F HXY & Mpro Ao

oMY A& Mzt U UErELDRE YA ABEA FAgTh oy
b X|3e] Y FeAL dEAH A Eoh

8: Alxujy Y=vufeEdn =2 A¥ SARS-CoV-2 Mpro ofu] =4+ 23

Tral K| =t T211 (1.1-4.6), L50F (1.4-4.2), P108S (ND), T135 (ND), F140L (ND),
(EC50 %f Hiz= H3h | S144A (2.2-2.5), C160F (ND), E166A (3.3), E166V (25-267), L167F
(ND), T1691 (ND), H172Y (ND), A173V (0.9-2.3), V186A (ND),
R188G (ND), A191V (ND), A193P (ND), P252L (5.9), S301P (ND)
2! T304] (2.1-5.5).

=

27§ O[& X[t |T211+S144A (9.4), T211+E166V (83), T211+A173V (3.1), T211+T304l
(EC50 2t HHiz= HH3}) | (3.0-7.9), L5OF+E166V (34-163), L50F+T304l (5.9), T1351+T304I
(3.8), F140L+A173V  (10.1), H172Y+P252L (ND),” A173V+T304l
(20.2), T211+L50F+A193P+S301P (28.8), T211+S144A+T3041 (27.8),
T211+C160F+A173V+V186A+T3041 (28.5), T211+A173V+T304] (15)
9l | 50F+F140L+L167F+T304 (54.7).

ND xfﬂ I:!Al:l

olm Ak X8-S st A2 SARS-CoV-2 Mpros AH&3F A3lshal 124
A, o9 SARS-CoV-2 Mpro X|&-2 U=ZwrlEAR 29| &4 3] o] A
Ki zr 715 " HIPAIFHG: G15S4.4), YH4A(24.0), T1351(3.2), F140A(39.0),
F140L(5.4), S144A(92.0), SI144E(470), S144T(160), HI164N(6.4), EI166A(33.0),
E166G(16.0), H172Y(230), A173V(26.0), V186G(13.0), Q189K(65.0), Q1921(28.0),
Q192P(33.0) ¥ D248E(3.7). ol&gt x| &ke] 43 o2 dHA A Zo.

@) DA ZANA ol WA
o] zepl @ B F WEgA AE BAo] 7Hsd Y4AE EPIC-HRE o
FAHU ErtEAN 2/ EYH 2 B n=361, ¥ n=402) T, Fo & X3
o2 59 SARS CoV 2 Mpro =+ Mpro AEH-9] ofv] =4t W37} 9 FFEo
T Hl UErERHE/ZEUYHIE FoTq A § &34 HES = ZE
A go] YEd UErEHRZ/EYHIZE Fof tjdat ).

Mpro X%k A72/T/V(n=3), L30F(n=3), M821/R(n=3), GI109E/R/V(n=3),

P132L/S(n=4), C145F/R/Y(n=3), D153H/Y(n=3), E166V(n=3), T196A/K/M/R(n=4),

W207L/S/del(n=5), A260D/T/V(n=8), D263E(n=3), A266P/V(n=3) % V297A/F/del(n=3)
- Mpro ORFlabdg+5-9] X3k Q5324H/R(N=3), A5328P/S(n=6) = T6449I/P(n=3).
Hlo] 2g}Ql Mpro L50F X|gko] &= 3 th/d=}tel A, Mpro E166V #]gH2 5Y
L50F 9} A AT o] Al4kel] 23%). Mpro E166V 2 L50F+E166V =]
MEu gl UEntELdr 2 WA #HHo] JTHE 8). ol# Mpro = A
19 Age YEnELHZ/ZHEURIZEE Fo AA Pl 2 EH“XMI/H
+ DA etk wEbA, ol#d A& QA FYAHE %}Eﬂl%’i UA BT

u:rl<>é
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4)

(6) w2} HA
YzrlEdR] 29} 3SARS-CoV-2 @FEA == dAGAHI29] 87| HAe =}
o7} QQom=z wxt YA AgAEA &

(7) who)B 2 RNA W5

EPIC-HRolI A o] ¢ & 9j¢fe] £ AZHDay DOZHE 10¥2HDay 10) =/=
14€ 2K Day 14) Al-oll zfFH 3+ HIQAIF A Zo A SARS-CoV-2 RNA HjE X
F7HZ, ¥holglzs RNA Wha)7t @ = Aok vlolej2 RNA Wh5e] W%
71ZWHEe] B ol wEt gFPg ok, HAkH oz o] of Tl gjof
FARH #ZEHAJT BE AFAE 2 As F 7HE 23

AN A 3A &3 o vHLLOQ)S] Hbol# 2 RNA Aits o] ¢of
FoToA B WA #AFHIAT. vle]# 2~ RNA ®bs3 F8
o] 5¢ A8HFRE 28YxHDay 28)7+A ZEU-19 Bd U
3 A, Mpro A9 BA oz =435 & AT AR
= Q¢ Eo] & #HzE nlo)z] 2~ RNA Z719] ©
ket

A}

o.J,

=2

i
kS
N r1r

=
Okgéigjgé_tiﬁrlr

. A1
—R'JI
HJE
£
jus

[k

o

iy,

o
e o
-0,

O 1o
2 ) rlr
re My g
R
or N
o & T

0?~ Flo [

. ©]

2] 4]

2 42 5

F ZEY]9 Ao = PP o] L tdANAY FEA
oko] @ SARS-CoV-2 7ZFdo] A= Q193tx] e 9= Aol yAx=
of PIC-

FomI A2, TR, o)FWA, iz A HR(NCT04960202)]
He Mo Bk YYD HFAE Fuy, FAFEM 525, B4 ol
FCd2 EY), WY AFAH, A FAA, BGAANY AP T W
B AEWA W, DY, AYAET A, AFES AN, BFH &, ¢

A J)e 2 AH 5o % ABoRe] WY A AFAAE @A o

Qo) A, old Fub Adke] BAYE 604 0]

o> o> oox o 2o fr & O ofy
o &
3 X

%0 oot
o

W’E}XP: -2+ uﬂxha]oqq D 5¢%¢k wjl2A|7kulth o] ek 2rlEZH 2 300mg/
FEUHIZ 100mg) == Ae AFFAYT ofd Z2 U9 Y = WAHF
o] o]go] A& AFES o] AFdA AAHAT. 1A-FEL BrHATE A28L7HA
o] IE1H9 T g == AN EE) A9 v Lotk mITT #47(w)
o|xglRlo A ZZY 19 X FE mAb X FEE WA AUAY S Ao EHE <
do] =AM S 71A RE X7 thaAp, mITT1 B4 FW o) ~ekeloA =2
19 X% mAb X 5E& A LFUAY & A0F AEHE <5¢9 FTHIHEES Ut

A

w



A RE A dAR) 2 miTT2 24 AEGEY Y <5909 =

do2 45 st

r
Ll
u)
o
=

fu)
-~

% 2,2469) A} o] o wi 9okl Fabgl wpgHch Ho] sl Bt
A uMEAGOr, 5% WA, T2%E Wel, 5% 39 B U%E obAokel,

45%= 329 9A == el

At 5 66%= Al FAAZ & 3Y ojyld FAdo] LA oM, gt
47%= Hlol2=gfRle] dAHE2 HAA S0l vIlF AEoA BHSD)
o] 22}l nlolz] 2~ RNA & <X|&= 4.63 logl0 copies/ml(2.87)¢]A 3L, 26%+=
ol ~g}elo A HlolE] A~ RNA ®lZ X7} >7 logl0 copies/mLo]gitt. thak=t
6% T2 wABA Z2U9 X858 GEE FAE B JdAY BE o=
AEFom, mITT 2 mITT1 E40 A A<= AT

ol 2=gfRle A Q178 S AWEALL o] o FoFH fkritd +3
o] FATh.

£ 98 mTTL B4 =3we] 13 Br7hds Astolth 13 Brhase] 25 sfofd
uls] of ol thE mITTI B4 =awel Avhd sl@tas 88%05% CI 75%
94%) At

¥ 9 "lo]2ggldA ZEY 19 GUFEFH X8E ukx @&
oz AR g F4 @y 55 oo o] & E
AIH(mITT1 24 N E)

o| < |2k
(N=1,039) (N=1,046)
28 XpX| RELE 19 4 Qe £E= D E Q10| Apd
n (%) 8 (0.8%) 66 (6.3%)
Q|oF CiH| ZtA 2 [95% CI], % -5.62 (-7.21, -4.03)
28 XHX| 2E Q1o At % 0 12 (1.1%)

1% 2 FYS miITT 2RCHO|A CHARXE 7800 CHell A== 7+ 242 7|8o=Z ot
|2 ZAE2 95% CI(-9.0%, -3.6%) H ¥H p-af <0.000101A -6.3%SLCt.

a. M28YNX| Y@ E= Aot IRl =3 X H|E2 Kaplan-Meier 282 AHESt
Oof Zt K=o CHo ALHen, K7|AM HM28L7tX|e] @ X At AEfZF Obl CHAXE
= AlE ST AIEO| A QL.
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miTT 2 mITT2 £4 23X oA daH
e & 137999 A E=FEHS

& ok A
5/697(0.72%), ~®1ekro]l  44/682(6.45%)R k. F AmT HAH Je 1A
SARS-CoV-2 WHolAl|= 21J, 21A R 21l AleT<= Z&3t FEH98%) AT

W3 SAATAN fAT o] BHHATHI
BAe g BaoE Fa,
29 1: 2240 1929 A4 $4 98 F 59 oufe] o] e Fof g o,
289 A7kA19] ZE2EYU]9 #AE dd B BEE doE A AGAFEAIZA
C4671005)

Catagory PF07321332300 mg + Ritonavir 100mg ~ Placebo  Differencein % (9% CI)
N N
Overall (miTT1) = I 811038 66/1048 562 (-7.21,-403)
|
Symptom onset duration: <= 3 days = | 5E37 44/82 -581(-778,-3.84)
Symptom onset duration: > 3 days —— : 3342 221364 523 (-791,-255)
Age: <= 60 years — | 7i845 371821 -3731530,-2.18)
|
Ager =60 years — | 1134 90235 -1247(-17.00,-7.85)
|
(Gender: Mzle =] | 4520 417540 653 (932, -453)
|
Gender. Female = 4513 BE06 -423(629,-217)
|
BML: < 30 kgim™2 == 48T 3773 -455(-679,-3.11)
BMI: =30 kg/m*™2 —— | 4371 28373 685 (-9.82,-387)
|
Diabates melliius = Yes — | 25 8127 -551 (1051, -0.52)
|
Digbates melitus = No = | 6913 571913 -563 (-730,-3.96)
|
Baseline SARS-CoV-2 zerology status: Negafive —— | 71487 Sa/505 -10.25(-13.28,-7.21)
|
Baseline SARS-CoV-2 serology status: Positve l—r-|| 1540 8528 -134 (245,023
Recevediexpected to receive COVID-13 mADs treatment: Yes I—-:—| 170 283 -151(-6.40,3.37)
Receivedlexpected to receive COVID-18 mAbs freatment Mo = | 81033 56/1045 582 (-7.21,-403)
1 1 1 1 1 ! 1
20 8 2 4 4 0 4
Difference in % from Placebo
N=m4 ME @39 HIA =+
ZE HFE miTT2 S 7|HCE St ZELH9 mAb XIEE Qs mITT1 ZHEE
Jlgto 2 shet,
Elecsys 2SARS CoV-2 S S+ Elecsys SARS CoV-2(N) 24 ZIpJt gl 32 €H &4y
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12 9] in vitro ¥ in vivo 22X oA EdAWHo] = JMA| o)A A

g x33 o

o s S4d¢] Uskth

THE ¥ 27] wjopdd AFoA, wwr 4LAFE #HAZ] A drkel] AA
U=EnteEdr 2 60, 200 =+ 1,000 mg/kg/day&Zo] A © A P oA A
T FAEAeH, 4L dil A6I7A, FAL F 323 FAEHIAT o] o9
<A A 8ol =2 00

< EYH ED

g EUR 2o gk vhe-2of e W Aol FREHGT. 3 nhe-29] 50,
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S ojE2H o2 ZUHTh AUC SAAE 71202, 1E&FAA Y &2 AA
AH o] F A A =FHT oF 28] O EJTHFH). dH 4

oA wrebgdo]l YEhA] Ut AEFAA Y =EFL QA

oMol Al =EHT oF 49 o FJUTHEZD. 7, 15 =& 30 mg/kg/day
Ao TAdo] gtk o] AlgelA n&Fe] =EFL AA ] 52l
o o] Al =29 oF 36%ATH
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12.

(2 58 S48 WE: o3

Yereduzd g At RE4) ¥ A%)(15)] tE HERe =
AT ZFHAG. D=l A A 1,000 mg/kg/dayi HE UY AT Folg
2 W, AT, 1 P A B ol e gtk BE B I Susty
A7(Z, PT 2 APTTS] Z7be 944 == dvi32 Jawl) gin »e
are 270 3% Jgte] B W A3 ABHUL APl w3 53 Ny
Ao delA Qe GEe JHOoE, FHEF, Ha-ARE BuRs] HAZ w
2 FE) L BPAGE PHA E A ) AL A BFHREZE AA

22 Bao FE Z719 #AE oAAS Evteh AWk W 1
Hold #3E BE 278 S35/ Uskn PPt ipuse] dua W
! o 9

A3 s EHA. Ao 1,000

mg/kglday®] §FNA olgAtelst BHEHA ekgkow, 1 Az °l7<ﬂ°ﬂ %8 ol
oF gapoldel wEHTh of 4] B ¥& AAwZol gtk Agoleld 15U
F UZWERNZE 9B 4T Fold Fo #A 2de %Eg} speea %
2 @4EUt FhE SngnAe A 499 F AAW @vgE
ABBAE BEAT. D5ololA 600 mglkgldays) TEF A wEE Ao &

e o] oF §FoA] =EFHTE oF 184 o =UTh

ooFE HAg By AT
g AFH & 3t
o AAE ko] ofFFebd e o 22k ==
.

- Sk o] oF oA ] | (KIDS)

A3} 1644-6223, U AFo]) E: https://nedrug.mfds.co.kr/

g AFH dHEE BF2Rgo] WA He, A B, o[ T T T
slo| R A H(F)o = &GS 21T 5 (A& 02-317-2114).

e
it
o
L
op
o
%
o=
et
ol
—o

A BEAp o FdETt §& o

1sl2 2d By - 238 = Q)

N

.

AE B PR £

www.pfizermedinfo.co.kr (2 A EF2Q18) =+ 02-317-2148

o A9

304&A HHaredn 24 44 + gEUn|2 24) Ed28 Ul xE8 2= 571184
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718 87], AL I15C~30C)

o ARE7|RE

AZzLZHY 24714

o £

Ssho] AA KA S EWA FT HAR 110)

o Axd
T Azd AR
B>
(D Pfizer Ireland Pharmaceuticals (¢} #l =, Ringaskiddy)
@ Changzhou SynTheAll Pharmaceutical Co. Ltd (F=9)
U =n} @ Jilin Asymchem Laboratories Co. Ltd (F=)
EdH =

CHAA =
(D Pfizer Manufacturing Deutschland GmbH (<)
@ Pfizer Ireland Pharmaceuticals (e} # =, Little Connell)
K=
D AbbVie Sr.l. (e]&g]op
@ Hetero Drugs Limited (21%)

HEd= CAAAES
(D AbbVie Deutschland GmbH & Co KG (5%)
@ Hetero Labs Limited (21%)
EA

Somn e @ Pfizer Manufacturing Deutschland GmbH (&%)

e ] @ Pfizer Italia S.r.L (o]gg]oh

+ PELHE) @ Anderson Brecon Inc. (9]=)

@ Pfizer Ireland Pharmaceuticals (o}Fd#i=, Little Connell)
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R mA=HE 2% 2 2oXg ASMTA

2 X 22XE 43N

FAZYyulo]|H 27 -19 (22419)&

FAE5

r\' OIN

#ES-197F S3E FAARZ A,
2 o124 Folal A% 40kg

E A il o] A
A F o FFbAA A NFAESAT FHOEA,

1

z Ut B 279219 (ZEH9)H?
ZEUE ZEuuleldsg Byt dolgse ofs) AU, neldiE BiH
e Adve Wy WEe B Z=Uigel gdd 5 eyt

2219 AL 9 oFd AZARE FEIGE =
A greFai Yehtauth AS7Re) ArE fRie) 5;1419 43ko
ASEA T, F R @ﬁm MY 5 o9lon the =
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sozulEs PR A4 5¢ 5a) 22Ul 48 8424, 3202 2198 99
o BE AF % FEF MU L 200124 oldoln AF kg o) BAkel X wol
AEEE P AT FA JFEYUT AF WA F5E 229 F9F ¥4 A=
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(b3 A9 54 A7 H&IUT. 4 E& Anid, AA IHE EF
Sl E&sHA A L.

- A Agel QE B JRAENG FYRYNL. §F 2o WL
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- o EHHe, olulusty

- O3 e ol 2 e, o] ek, HYe] 2
- 2ujsEhg, Aluisee

- REZ XY

- 2ugvE

- AYEFY, FUEARE

RS

-t R E:

- HEY 2 A8o] AEHE AuhEE e L)
- EgolEd, ATE MnEY

- 728k, dentEn g, zejuE, JyES
- FUPLZE/oH7I2E

- il

- NRIEE 29 E(Hypericum perforatum)

A F=o] FFy HAA2HEE A 58 A5 TS AY AEE Adsks 7
§ol WAL + YAY Jxmrjso] Zgo JFe

9 BEo] Famuse P/ BET A FUF RHEL Ao 5 Yb FEY
ARE obdUth FARUEE o ThE ES 4§ YTE FolAU BE £ 9
#urth =7

o] B = 1 BE SJES o RAII 1o] %
Zaguch JEAE/E AL BE 3 O oofFe] ANE FUSAL B4
& Zolof 3= Fo7t Bad 54 24 Ual YEE & dFULk

= AEH) T35

A HV X240 g3t YA X858t ¢ HIV Zdo] Q= AL g rmncs 33
AR VA 2A7} AE 2L Bars oxd 4 9ayo

A V|Et VM5 RAge OS5 2
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Q) HIV 7+ SAHCD4+ TAH|ES= <50 cells/mm3)
O A 59 A4S 24
(10) A7Fae == A4 FrkE 2 gk
) 3R]~ eFE(Disease modifying anti-rhumatic drugs, DMARDs) X5 a1 = 3k}
2) A A ] WEo] AU kAt
(1D vz AA| A}

(12) 71554 siFets] FHlS == v 7154l

2. HYAAA
¥ ol ok= F WA ol ARSI X EE WA e
(D 1185 FZ2HIAHZ0|=Q0mg oo 87O E 25 o) Ak 2
(2) &z 3}A)(alkylating agents)
(3) 4 &&= (antimetabolites)
(4) o]2 A& WA A (transplant-related immunosuppressive drugs)

by

(5) ¢ 3}st @ M Al(cancer chemotherapeutic agents)

(6) & I AHTNF) 2pekAll(tumor-necrosis factor(TNF) blockers)

(1) I AA A = HAY=HEAR] 718 AA=82 A|A|(biologic agents)
(8) Burton tyrosine kinase inhibitor =14
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beafore taking Paxlovid?

(1) @ Bafora you take Padavid, il your heakhcars provider if yous

- have any ahergias

' hvanv v o Kignay dissase

- 8 PIegnat o plan o becom preanant
- are breastiending & child

< have arry serious linesses

QHHMMMdMMnuu
@ Toll your hasith:are provider IF yeu are tab

2214

0 IF you riss & css of Pacdondd within 8 hours of the s 1t s usually
taken, take it a5 S00n 38 you rmaemiber, I you miss a dose by
mone than B hours, skip the missad dose and take the rt dose
ammnﬂum*am«‘mnhmm

¥ you are tak ]
mmcummmm
‘vouu should canting ta taka your medicing:as prescribad by your
heakheare provider,

A0 Talk to your hoahthean provider i you donot foel bteer or R el TTHRal
1 youu ol worse after 5 days. e '

s impenages S SAFELY USE

mothars with Pedovid, For a maofhar ard unbom baby: the benel of
‘taedng Panccrvid miary b Grisar thian ths Fisk from tha Wsatmant. cov‘n-lg

O&As on sid
and the com,

e effect reporting
Pensation scheme

You should
ith an acl diticnas b miathad H you havi
& chance of being pregnant. Consult vour madical provider for
contracegriive methads that sull your neads.

(D How do take Paxlovid?

OF
which ans co-packaged for oral s,

Feopl
m?ﬂ“ﬂmﬂlﬂ“ﬁw

by Aty
wsmrw-u o, ik ol 3 Sablests ar e s imag,

st
[ dinsase, tall 10 your
You may nied o differend dose.

() What precautions should I take when taking Paxiovid?

e oot g
etk b ccner dontiwos ANTIVIRAL PILLS?
A i b e &"u
Q) How shauld | store Paxlovid?
Om.‘ a room Ihetwesen 15°C 1030°C,

D How can | leam more sbout COVID-197

{7 @ Askyour haskihcare providor.
) Visit the wabsite of the Korsa Disease Consrol and
Pravention Agerscy (KDCA) at hitpe-/fwww koica gokr)

() What should | do with any medication that s laft over after
Itmke & dose or when | stop taking the medication?

In principhe, then shouldn' be any lefover medication.
1 v i ay macication ket for reasons such as whisn you stop

‘taking & due 1o i avent, 4 1o dispose
123 © Swalkwtha tabiees whos, Do nct chew, brsak, ar crush th abiets, OF ] aim: ok Kt i e
@ Takn Paodovid with ar without foed. * bt et orcad o fo v 05 oara o s o o
® Dunot st aking your hoaktcars provides, el P
evenifyou fool battes, Oy O e of L KN S0l @,
Qs s Q) rmimziee
Safe Use Instruction

@ What are the precautions for taking Paxlovid?
11 Rnad and adherm 0 e Brszuctons for the uss o Padord for Patants

and ,..wmm
Condirm el y

() What are the potential adverse evenis?

|1 Comman adverse avines from ey

"~ taste akeration, diarrhea, high blood pressure, and muscla pain.

@Hﬂmhm li fobe
with Paxlovid?

| Since Pasdovid may with othy i o sure 1o ted
your haalthcane provides about &l mad WO @ takdng,

= tf you ane taking any over-the-counter dnags contairing St
mmimmmmummmﬂu

sch as arodety and d

B Sur 10 el yiur haahthcans provides about It

" Adverse Event

orting
1 toiromin Tab “Yuyw Phanma SESae
2 Minatrol Tab Dongkaok Phamaceutical How to Repert adverse events
3 Misieop Tab. Gold Jungweo Phammaceutcal @m&m . d after taking Paxdovid?
4 Simmian Tab HLE Pharmaceutical i wnmmmm-dmmm
- +1h and whisther to cancel or
Evorgusen Pharmaceics mdl'sf prescripion,
K Tk Taik = Ranort acherse avents to the Korsa insthute of Drug Safetyand
5 S Tab Vivozan Pharmcesial Fiisk Managemant (KIDS) or contact the KIDS at 1644-6223.
7 YesdiTab Boai | Helplines providing help with sdverss events and resctions |
KIS Onflen reporiing | Keers.dnagsafa.oris it
8  GWD-PLUSTAb  Jin Yang Pharmoceutical R om0 e M b
9 Feramine-0 Tab Denghook Phamaceutical | Hew ta raport advarss avents and sdverss svants |
10 Hyperin Tab Bongsung Pharmacaunical Frapearen Accass KI0S"s eésicial Rawr s
T Hyeonpwon Tab  Han Kook Shin Yak Phanmaceutical g Enterinformatien
Ak prie i tergich pae
12 SenssUpTab F-wieeld Pharm g i
13 ClmesinPlusTab  Young Poong Phanmacestical @wmmmnhw
1L} Areum Tab Mirass Phamm . s ke
(" For patient : e, age, nama, elc.
15 Esmonplus Tab Samik Pharmacoutical [Eprasang yOur NG in 171 |5 Sis0 Daamateg (8.0 flstin Hooa == A
advarse avents ; symptoms and their descripfions
16 Jod Ceramin @ Tab FPharvis Korea st e of SYMRIDTIE, W e SypHme A resined, Bic]
w Pesici Tab Secul Pharmaceuticals

1 FemboungTab  Bukwang Ph 4

20 Hera 0 Tab Subaung
il Hepilon Tab Dorgkoo Bio & Pharma
Famin-up Tab ll-yang Phamm

" rionmiation o tha Ta0aring DEFE0N & not Srnsed,
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- o] ¢F 178&(285.7mg) =
FAE - BRoe 2085 200mg
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o Hlo|H 2 AAE St A2 199 MutE Hagkskr] s 5Lz A
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SEAE A, o) vjefat B A& o)A NHC(N-hydroxycytidine) Q4w2¢] oF 3uj
=EA BAF Aol AstESlal, oF 8u] A EBA &4 F HI|FAHo] JEEG o,
E719] wej &} A AJg oA NHC °"é}i§«l oF 18HH l’:‘:"ﬂ/ﬂ B2} A Fo] A= AT

2. he A Eoisx
D) ol oot} A7HA) Bl
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J A1 F(MOVe-OUT) 2 Z}E—g— aAZ dh o] AFNA 14119 HYY F=Z1}H9
A7 AFRTI0) = HeRT01%E)S Hol 5Y HE&EL, o dRtES AEAY
SoE Fo B %1_ T 1497 FRE AL ARE vig o2 AAEHIY

o TE2 AT 1%, 1T 3%NA BaHAT. Foig o]t
2 NPT 7%, AT 10%o04 HiEglon, i 224199 W3y} AAH U0
o RES O 2 QIg A AlPTollA 2(K1%), flekadlA 1271(2%) A ST

7Hd WRsHA RarE ofsoldukga & 14 rlestal, BT 15 H(
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AT GAL, PAe] BT BAA YA RE HAF ot Ytk o A
9@ BE Bl A%, 97 F71%
b=l
(¢}
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A SHoA 1,000 mgkg/dayNHC 93 o] 89 £2) §3o4 23 F 24,
AR =4 7138 1——7“‘% Wado] BHEAT, 500 mgkg/dayNHC 2% =29 3u) 42
01)6]'9] LA HA A= A 7_; =3} 2 Ao] FEEHQTE 250 mg/kg/day(NHC A
wEHT HE) o5t SN WLHA 0] e wkth

A 24 2702E= 1,000 meke/day SFolA 16utE] F 2ulg]e] 7] XALE %3

ArEAF At Al 4 T3 500 mg/kg/day &FolA e AF SUHE A AT

E7E o] &3 e x} HA AlFAA JAg EvA ] ATLHRE A19Y971A] o]
°F 10, 125, 400 =+ 750 mg/kg/dayS 7AT+FA Uk

adEA 42748 750 mg/kg/dayWNHC U4 %9 188 45 &#olAe Hix A= 7+
2o == Ak 400 mg/kg/dayNHC 474 &2 78] +5) ol &A= AE54

o] UERIA ergiry.
WA B4 ZRozE 750 mgkglday SFAe) ARAH Dast AF ZF ga B
R R IE I PE RS L=

205 B AFolA GA ASolAl S A6URE S5 A0U7A o] oke A
500 mglkgldayNHC 914 =23 §A18 $274A AFEds. A7AAN b
A= LA it

2 2

D) AFH 8

o of i tAAZ} AN FFEOR BHEAL, §F A FFL HAAY mE=
SR FA Gotell FFL MAEA R HA gtk
@ A7l "akel A NHC7E &9 9t

o] o= FoI ATt 3

Jotol | o] SkO.Z Q1T SfEolYurS WA /FsHS TEdhe] o] o Fol F 9w
U Fol F4Uzke 47t BAHA @btk £RHE e BAE RAFHE FHH,
o ofe] Fol 3 9 AT Fof ¥ 4Y FY ZHE G399 wdE AL 2T & A

2 FEAIASE
EAA-ZT DAY AFoA FF F2 H=oA 250 mg/kg/day ol FAEAS wl, A7
o] A oA NHC7} AZ=th

3 7497 AT ¢4
M AR 2AT ®, Yol oAl of ok HololAl FAT FFE m
F gleh
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o] ke 184 mwke] Aol Algo] £AE A ok}

Po] MY HIEES ZHAHNA W D AT =xo] BHREYTH 4 Yuba Zo]’
‘RAEIHEARR, 5) SAAE AR Hx),

8. 1B A 3 Fof

MOVe-OUT SIFAIg A o] k& Fof Rhe 65A] o]4 Skatel 7S A4 gk} 7ho) kA
SOl Aolrh T ARl wE §F £=d2 askA otk NHCe <ofssh
aRFAel A2 AL ol FARREK ‘12, AEVFE 9% BE 3 oFss AR Fx).

9. Aol FAe] g Foo
o oF5s BEAoA AFoA F55 A7t NHC 958t oms Fake njxx|

skt eGER < 30 mL/min i £43<) Aol NHCe] oF5she B7heA eisieh

)
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2 ofYEE, AAf7t NHCY x=Zoll o3t S+

10. 7ol ZA}bol] g Fof

ol ghAtoll 4l NHCO| of-582 H71E A &ttt

A3 AlgolA A NHCO 8 &4 A2 ofyenz, 1147 NHCe
2E TS vAA= &S AoE o gHT

11. FF FoAY] A A

o] ¢kg HF FAG A= ok o] S AF T A, FA Ad4H HEHE
TUE Y HEA diEd A(AQHE AT, @AFEMLS NHCE AAS7] g
AAg WHo R dFEHA &=
12. A&E7ME 9 FR

D #8714

o] ¢F& SARS-CoV-2¢l tigh &utold = A4S 717 AFekEoeln) o] ek Aol A
AE Y 72l A E FAAIQ] NHCE tiAbe & Ml W2 £33k3 NHC= oA oFe)she
AL 717 P RFEFEH A E AIAFA(NHC-TP) 2.2 ¢l14ksleth,. NHC-TP7HNHC-¥ ¢14+
[NHC-MP]e] &Hej=2) nlo]lzl~ RNA F§Fa4o] 9ls] SARS-CoV-22] RNAo| A=
viol 2] 2 At {7 SAFH O vlolg 2 HA|7F A AT

o] A& 7]H(viral error catastrophe 3 viral lethal mutagenesis©. 2 4&x UL)e A
stst 9 Az wjoF dolH, 58 ZdoAe] SARS-CoV-2 #d A+, 1glal o] oz
A58 S A 9] SARS-CoV-2 32 Ad &4 AHE 7|Wo = ol Qlrh

2) ¥ 37}
NHC 3! Al NHC-TP<} &ulolg| s a4 Abole) dAls g3 o= H7kEA etk

3 FE AR
o] F2 F TH & Fol NHCE 7IEsiH < 57 -ol&FHH o E Aot

1=}
Axtxel @F PAYFEL NHCE AEo

o

S 4919 Hol ThA NHC-TPZ @H4th
NHCE W14 semd oAt @elsls A% 598 422 AA fd 9/=s
NERo® taEe] AALT ¥ 2= NHCO| oF5ste Held Zlo)h
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I 2. NHCe| k=8t M

NHC 7]t (%CV)

gxol Ao op5et

AUCO-12hr (ng-hr/mL)* 8260 (41.0)
Cmax (ng/mL)* 2330 (36.9)
Cl2hr (ng/mL)* 31.1 (124)
173 AR A o] oFF 8t
AUCO-12hr (ng-hr/mL)* 8330 (17.9)
Cmax (ng/mL)* 2970 (16.8)
Cl2hr (ng/mL)* 16.7 (42.8)
AUC Accumulation Ratio 1.09 (11.8)
T
Tmax (hr) T 1.50 [1.00 ~ 2.02]
o o] oaf Cmax 35% #a, AUC 9 ¢l
X
g7 o A9kin vitro) -
2rn7] Fx 8A0L)* 142
A
5 t1/2 (hr) 3.3
Ax 7] AA-&LMh)* 76.9
0-12AF A5k o2 wjdd &% 3 | 39 (31.6%)
e HAEA 2 T, AR AR o Al 1 dAAI-A BEE A
AT oES BAA =9 AT TERAL ~ At
L 55 P
Ak oF5s A0 ot A=, A, AL, == AW TS5 NHCY k5o Fofn|3t
G VA gt
© &0 B4
&otE o= 3k o] oo A7 w3 E Bk UTh
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@ A%ge) Az
A E NHCO| ojn] gl AlA A7} ofUth 3w ep5et 240 ofsta 4% yx
5% Agol7}k NHCS] oF53te] ofn] gl Jak-e mX1%] gkeh. eGFRe] 30 mL/min/1.73m2
ol Au B4 < A UlFOE of o @ NHCO ofEste] Hrh®l #e givk

F5% 9 33 130 B4F YO o] o I NHCY oF5dte] Hrka 2o gtk
M4 Bl Eo] WEE g MjE & NHC AAY F 22 48 ¢ons, 1t ozt
NHC =2 982 2 7hsHe Ao gl

(2) FEHEAE AT

In vitro A7 23} o] ok} NHCE CYP &t} Alg P-gp % BCRP 442] 7120] opgley,
TS In vitro 97+ 23 o] ek} NHC= CYP1A2, 2B6, 2C8, 2C9, 2C19, 2D6 2 3A42] A3 A7}
olyar, OATPIBI1, OATP1B3, OCT1, OCT2, OAT1, OAT3, MATE1, MATE2K, MRP2, MDR1 %
BCRPe] Aaj717} ohyml, CYPIA2, 2B6 2 3Ade] =47} ootk A% UlA F55e
2ol T T2 A EAE T3 WEF T o of 7ke] ABAEL HrEA e

4) W&
(D) Fulolzj= &4
o] ko] UIAAIR] FEE A E FAMA NHCE Al=uleF #2404 SARS-CoV-20l o gt

g4E YEA A, Zﬂfﬂ g9 50% &35 W+ F5(ECH0) k2 A-549 AlxE2] H-$ 0.67
-2.66 u«M, Vero E6 A¥x2 75 0.32-2.03 M HHYHAT. NHC= SARS-CoV-2 Ho|d
¢3KB.1.1.7), WEKB.1.351), ZruKP.D 2 2EeNB.1.617.2)o 242+ 1.59, 1.77, 1.32 2 1.68 xM<]
EC50 o2 A= 13 &4 et NHCE= Al vk Al SARS-CoV-29 3t
A AR 2 9] Fntolej 2 Do A3AES UEhA &ttt

) W4
HZ2U90) thdk A58 HE Frretr] A7 274 d3AFelA NHC WA e g opv| it
282 FAFA Fskth. NHCol gk A B7FE A% Al WA g2 OP%‘ LR H XA

ke,

o2 FZ2uulo] g A(MHY, W22 A F3H YA 85 AT

e e Yo Ao FARNUTE 30 Aol A ME MG F e 2 Pashe
Aoz FFHUIL, NHC A & obvmil A Fe =) st

m&»

B

NHC= A wijF AldolA AuAn 2o a4 it 3de T8 8anspl2) %] $HF480L,
V557L & E802D)<= 71K wiole] o tidte] &S FASIASEE wah|A 7He A2
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Qg AN = zol wla] o] o
7o) vhol el @7 AGNA B Brol AE R g 2yel A 2xvpo) 21
W o] ofr] At W} HASEGA S} Wale] EAOR S 9| XM BAIFGT.

23 Wate] A B 3T BATE T4 IR A T

(9 SE mdo]A #1E SARS-Cov-20] that T4

o] efe] gubolel 2 S TZUHY vhe2, 2], HY wde]A o] oFg mpo]E
29l A Fe 79 F 129 ool FiF F W7l AT

g mdol A o] oF =] Al Fr]%e] SARS-CoV-2 A7brh Gl Moz 7hasta HA B
A% AMAS2 vold s Aurt 448 AAHAG. P2E A o] o B
slo]el 2 RNA 2 #ol A9 e wlolg 2 vy} Badth Az 22w
A Abol A SARS-CoV-2 &9 X7} frolalAl 2tasta HWuol o At

(4) in vitro Al E=ZA
o] oFo] hAAICl FEH A= FAA NHCE 3Y wF A PolA A= g &
M 3ZFo g8 CC50 akol 7.5 uMMAFE B4 CEM Al X)EH >100 « Mol

K

mH o
T T
lo o rr du

o AZEAS UET of e 14U FH P4 AN P74 o
ATA Z26 wa cC50 el 24z 249 4M 2 7.7 uME AY B AFAS
F4e oAsts Aow Yehut.

5 FAANE AR
(D) T, WHoldA, A4s Al

ORDE:
o] ofol ThE b2 Wby ATV 59 Folnk.

@ WoldA

o] ¢f3} NHCE UiA &3 28] E shAY 3HA] &2 in vitro BHe| 2o} B EdHo] 4
(Ames 2Dl A FAE AAE YEFARTE o] oF& 2714 In vivo AX|F WHoldA EdoA
AT In vivo Pig-a Hol YA Alde 2353 AxE YepWth o] ¢F2 in vivo Big
Blue® (cll Locus) &3 AX|F WHoldAd AlFAdA S4doluth o] oF2 (WA &4
A ZE FAY 1A &) in vitro &3 A @H} in vivo E A3 A|Ho A FAA &4
5ol SA40lATh AA Mo tig d&FS Hriskr] fl8] 2HAFT 3 AAFY
XA EZE o] &3 HoldAd Algo] AF=o] St

2

q

- 141 -



FAEA HolE et A7 7IH6D)S FHA Lz ashy, o] oo FAEA AL vt

® A% Bl
RHD 5] A AbgH NHC 2o 7h2}

2
7)
FH AEoA FARS of Ae, wrdEd, & 27 T o] AU

2 58 4% WEE o3
INME 54 AFolA A=A 500 mg/kg/day(NHC A4 ==¢] 5
@ A% E2T A2 44 A8 N2e M ABEE

oA 2L 500 mg/kg/day(ﬂ?% 2 FR oA 747 NHC 97 =29 4u] & 8ull )71
e 54 A7 AelA Ha 50 mg/kg/dayNHC 948 == Hl%@ FE)7HA
149 =4 A, 38 v A Ha 2,000 mg/kg/dayNHC LA &=
A ot i =4 AT W S22 A5 540 #2HA La?}E}
EAEA ForE Ay AQl A A= Wt A=

A
saohe ol e 4 YTH ‘4 YubH Fof

(o] r_O|lll
=
2
1o
(it

)
=2
rlr
ox
o?i
r&
ﬂJH
2

wE B oo Ay 4 dn e 2 m
SR N IR < < R U B R 3
r
riu
o\
fo
o
t
P
>
- 52
N
=
b
Ko}
ot T

RE M X FFE X = 7R oo &3 oEFHQ FLEA o] BZFA 17 mg/kg
/day(NHC 94 =Rt A& £3) ojldoA AZHUY T 79 & T2 L 5
HAad o] Ak ZHart #2AEQA, o= Fo 149 FTol= ¢ 43k dBsHx HolZE

Y = .
np-2ol Al FHa 2,000 mg/kg/day(NHC 97 ==9] 199 +3)71A FoAT Ui€E =4
Aok A=olA i 1,000 mg/kg/day(HA 2 2 Zh2F NHC 98 =9 99 2 15H]

T T3 I 54 dFoNMe S5 F40u B Ao AEHA It

N,

6) FEAE AR

oJH FAEU s St A AEE A YEAE MOVe-OUTINCT04575597) ]
29 A E A QA 1,433 9] 4 23E v"g ez gtk MOVe-OUT A2 5
ojg Bl/E= YYo= MyE A JAAE 7 BFeA T Bl Z2YI9 $A}
oMo AzENE Frretr] A FALA, S E, Tt Aotk AATIES
184 o)doz2 Aol Hojd dw

604 ©], =iz, BIRKBMI >30), T4 AAde, Fd A% d8, 4 HAdHEdE,
24 ). o] AP WA HFS WA B2 7Y FAEA Z2Y9 Ade dPHHeR
gl om SHLZRTE 5 ool /o] LA AE s Th AdidAE 1=
Farul A H o] o] oF 800 mg v AofS 1Y 23], 5U3 BTE H&3h
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ZIAA oA -2 d 2 AdtdAe] A8 Fda2 43A1(18~904D AT 604
o1 17%, T5A] ©17d 3%; ‘FA 49%; WM 57%, 5<% T ofZ g 7HA 1= 5%, oFAlof<l
3%, 3129y = 2FEA 50%. o] At A 2te obml 2] 7H46%) 9k 7 (33%)
ANA SFHEHAIL 12%7} ok 7}, 6%7F Fotwl el 7k, 1E]al 3%7F ofAotoll A 5 == T
NAAEAE] 8% T/ T 3L ool Al e A FAE AT M =%
A A= HITHT4%), > 6041(17%), =18 (16%)°] AT} HWo] 2~2}41 9] SARS-CoV-2 o] d/
As 4 A37F A= 7929 (F FA A 2219 55%)9] SRS T, 58%2 ALV} dE
(B.1.617.2 1 AY AlS)ell A= UL, 20%7} 7(B.1.52D), 11%7F Z4ekP.1), 22 Y7}
71e} Holg /A ol AU, AAHO =, vo] 2kl AFFATY Ay 54 o]

ARTE o #HE ol T

W72 B dle] 4 T Aol BAE Al A Hl&)
o o Azwx o 1849 o]Ate] Aol =
7 o] ARy AHE ARRAH AFdAATE sk o) EASHE SAE R

LA, FUs AAA3 A3 H 23S,
g hactive cancer). 18 12 54 39Tl 2 23E b}E‘rW A 0113} oHD1r st
A4S g 74 Aaolnt. CDCl 9f3) %
s &4 st B4 HolHe EXI5HA ¥+t

E 3 Y FZ=2U]19 4 AN FEAH A

° eF(N=709) 2] 2F(N=699) BAY YHE o+
n(%) n(%) (95% CI)

A29L7HA] 24 ARE A7 2443 o] Y T2 AHEE 4 =3

48(6.8%) 68(9.7%) -3.0%(-5.9%, -0.1%)

A29U 7R 2E AUl Y7 ARG

1(0.1%) 9(1.3%) -
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a2 Ytk 22 F2LH19 Y Mool steiE REM BA 2 - FA FEALIE AU

Difference (%) # Events/Subjects Risk Difference
Molnupiravir  Placebo % (95% CT)
Time from Symptom Onset to

Randomization l
<3 days o 25/339 28/335 1.0(5.2,3.2)
>3 days o 23/370 40/364 -4.8(-9.0,-0.7)
Age l
< 60 years e 36/591 52/572 3.0(-6.1,0.0)
> 60 years —e— 12/118 16/127 2.4 (-10.6, 5.8)
Sex l
Male l—’l—l 32/330 41/355 -1.9(-6.5, 2.8)
Female l—o-{ 16/379 27/344 -3.6(-74,-0.2)
Obesity (BMI > 30) :
Yes I-O-II 29/535 46/507 -3.7(-6.9, -0.5)
No E—H 19/174 22/192 -05(-7.1,6.2)
Diabetes Mellitus |
Yes e 17/107 17/117 1.4(-8.2,11.1)
No gl 31/602 51/582 -3.6(-6.6,-0.7)
Baseline COVID Severity I
Mild e 19/395 27/376 24(-5.9,1.0)
Moderate o 29/311 40/321 -31(81,1.8)
Most Common Baseline Clades |
207 (Gaimna) f——e—/ | 0/37 9/47 -19.1 (-32.6, -8.9)
21A, 211, 217 (Delta) e 18/237 22/221 2.4(-7.8,29)
21H (Mu) ——— 6/75 13/82 -79(-185, 2.6)
Other ——l 5/47 7/38 78 (244, 74)
Baseline Antibody Status |
Positive |—|H 5/136 2/146 23(1.7,7.1)
Negative H—I: 39/541 64/520 -5.1(-8.8,-1.6)

T T T 1 T
-30 -20 -10 0 10

Molnupiravir < Favor — Placebo
Zh AEFZZE2 Miettinen & Nurminen ¥ S 7[8lo 2 MEF
fad M Iee £H-HE 2 9F 2 FH (modified intent-to-treat) 4.

tHolagtel =HE HME LY SARS-Cov-2 wEdleAlE Syjzol st ZA|(IgM, 1g6 ! IgA) BFE Roche Elecsys anti-N EAE &

sl shelz A BAs B Zael

O 9JOHE Bag BT - A7
Dalg AEY BEw B
&

Ztgo] MAE HAS Bxt - REx, o FAHAES) E& ol
| ol oFEbA T Yol 28] == M3 E AH By - Aud F Y

- gt ol ok ol A B A(KIDS) A3} 1644-6223, Y Ake] E: https://medrug.mfds.go.kr/

2) Sl AE TR Frhgo] WS A5, B BEA, oS} L Fale] TR =
< A3d F JoHASE 02-331-2000).

3 B2 + dA T = ol dis =2t (A3 02-331-2000) =
asfoF gtoh. LAl F o] ¢k &% FAE S AtE) (3 02-331-2000) =
A 2l
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gk« (02) 331-2000]
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AN =E 416 A= 235 (FHHE=Z57H
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Az A Z=7 A 2D A A Ty FA
Patheon s 2110 E. Galbraith Rd. Cincinnati, OH 45237, WA 2
Pharmaceuticals Inc. United States (USA) H -
MSD International ) )
) Pridco Indus Park, SR 183, Las Piedras
t b b 7 }_
GmbH (Puerto Rico | ®]= Puerto Rico (PR), 00771, United States (USA) weA
Branch) LLC
111 Consumers Drive Whitby Ontario LIN | &A=,
Patheon Inc. | 4+ 575. Canada (CAN) za
Merck Sharp s 4633 Merck Road Wilson, North Carolina _—
& Dohme Corp. 27893, United States (USA) - °
Sharp Packaging S 7451 Keebler Way, Allentown, Pennsylvania A

Services, LLC

(PA) 18106, United States (USA)
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O A 59 A4S 24
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) 3R]~ eFE(Disease modifying anti-rhumatic drugs, DMARDs) X5 a1 = 3k}
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(5) ¢ 3}st @ M Al(cancer chemotherapeutic agents)

(6) & I AHTNF) 2pekAll(tumor-necrosis factor(TNF) blockers)

(1) I AA A = HAY=HEAR] 718 AA=82 A|A|(biologic agents)
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