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O Az B 4 HME/det B A& [ &t
18ke]% 5 HEIAHI 2 100mg
SARS-CoV-2 7+l
DGA-AM o] o] A" tH‘:‘—Ergl BFE AHs) o 2
SARS-CoV-20l ZE= L HHo| Sl= ghAto] AHEH l: gt
ARl B AIF 40 kg ool Zotollxe FF &F2 A & A=
200 mg AW FA 3 A GHE FAUARIZ 100 mg 1 & 1 3] A FA

oltt.

A% 35 kg o4 40 kg HEF &ojolAe AR LTS B A @
mg/kg 7o & E4 EHE 25 mg/kg 1 € 1 3 A FAbot;.

A Fof 7134210 & o= gk

e YA ETFE Tl 3020l AM 1208 2A A2 g Fofdi.
= 7Rk 5AHA Foislar, Fdol §le 73 109A71A] Foiditt.
ool A o] ofgst AR gk aofd ok &HE&FS st 7wk
°k=5H = (Physiologically-based pharmacokinetic model)s ©]-8-&
Mg ol SAs 24 A

<obE 24 A FAND>
1) solgel] 19 mLo| FAESE WAL B4 027 EEolZTh 238
AT T, vl o) §olo] BeA HAP (5 5 mg/mL). Hel
o gl T A e A% T8I AN BAE DR
2) whol @ 719 Aol gla § Fof 1 2l
@k Agolt AR BAR A

Fl




3) ATA Fol= 34 & FHE fal A AR

4) 40 5 AF 40 kg o)A 2oke] By, AA & Foo(RHAH =
200 mg) 2 Hfo|&¢E ARESt] (RHAHIE 200 mg) 2 HEo]&ellA 20 mL
A FstaL (¥ 40 mL) FAEAYAEF Hof & 820 100 mL =
= 250 mL7F HA gtk 24 @ o]F Fool= (AEAMIZ 100 mg) 1
Hho]dol A 20 mLE Fstar FARRA YA Al ol F &3] 100 mL
T 250 mL7F EA 3k A% 35 kg 014 40 kg mIgHR Aofel tiafA
#1 9 20l wie} &S 2As|oF Ik

rlr

5) F9U§ ML 208 b A4 AP EGSHT WS T4 2k
6) ZAT 4891 20-25 ColH UAZ = 2-8 Tl 4842 SHgal

(

E 1L AA g FA (AT 35kg ©1F 40kg HITHI Aol

A Z AR H}o] ok 2= Hro el Al A A | 0.9% FAHEA ] 2 Hol
(kg) T ol ZH(mg) =T £ (mL) 7 & % &3 (mb)
3.5 175 1 3.5
4 20 1 4 25
5 25 1 5
7.5 37.5 1 7.5
10 50 1 10 50
15 75 1 15
20 100 1 20
25 125 2 25 (20+5) 100
30 150 2 30 (20+10)
35 175 2 35 (20+15) 250
X2 BA g olF Fo (F 35kg ol 40kg I 4o}
A% *"i;‘ﬁ# s T;}]A dpojaras | FHOILNA AAR (0.9% FAHEAY 2 o 5ol
a =2 el & & s
kg) 22Hmg) €2 (mL) —r7} <2 (mL)
3.5 8.8 1 1.8
4 10 1 2 95
5 12.5 1 2.5
7.5 18.8 1 3.8
10 25 1 5 50
15 375 1 7.5
20 50 1 10
25 62.5 1 12.5
30 75 1 15 100
35 87.5 1 17.5
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O &%5-8%
PCR A & Fal A=2unute]d 2295197 18 A=A, g T ol skt o]
dsts AU B AoK12A4] ool 40 kg ©)e] dd #A
B e
AUE7](room air)oll Al AHAESE(Sp0O2) 94% oIkl A}
HENs N2 Bad A
RS B ASA ZASIY Aol eita @ HECMO) o] B a7t Skt
o 89-8%
1 7o A 8 594717 T A4
1) o] ok& F3ly] ol 175 % 2715 (eGFR E5 84 FHolEd) AAE AAsty Z=2
ESN ARbE SAste] §of oS AUtk o] o Fof 7|3 Fo® WY s, A B
]

o] e 3

2. Fo &%

o Ao & Zol(124] o)iFelT 40kg ©]d)

o] ofo] PREFE A & 200 mg Fo(FIHEH) T, BA FHE 100 mg Fo(FrAEH)0)
=3

3. Fof 7]2t

B F7IHE 5YE §ta, 5Y Fo § U T4l MAEA e AS FUIE 593 B
(FAEHT 5 Atk

A Fol7)7He 10Y o2 g}

4, Fof

=3
H
084 12080 AAH 19 18 ¥& F9 EA(V infusion)Heh. o] ke ZLFAHIM)




S et

o ke HEAS FHIA Wk 43 §F dolLY WG REL IH §AL 24
H7]stoloF AThALgAR] FoAE 13, BB B HFA] FolAR )

ot
ot

5. A%l At
o] ¢k& eGFR 30 mL/min™| 59l 3AtoAlE Foj7t AAE A et

J*Mﬂ*i 228 o 93] §3F uho|% Ak 2} wpol ol ths:
el 7 M_v‘& 2719 FAIS HEg Ag3 19 mLe BE FALSE Arhete] $A2
Z B T A ATE T

7 FASTE ¥ 1 ATHEA A B B HelBS oY%k
}

el
2 ~ 3% Bk wpo|de] YiEC] YRS TolEth AFAE AHES B &Yojojof &
o},

Hpo] o] W &Eo] &3] BaHA 4 BF, 302 ¢ OA Hlo]ds EEAL 2 ~ 3% F¢F
W&Eo] 7het REE Foleth Hiold WdEo] 913 &siE wzkAl Bad F o di

£ HHEgT

AT &, ZF vpoldell& 100 mg/20 mL(5 mg/mL) HTAHIZ &Ho] Fof
g 871004 THed mivid, £ AE W M 24 5 i R E
gl

AT mlolde 34 & FHlE A A AHERTH

2) 84 A3
Bro2 odF AR o
o2 A% Rl 2A
AFHR FAE AR
Q) W) 27} 5)4ao} ek

£ 12 Agste] 79 Mol W 09% FAEAAP5e] 24 AR,

& PAS] At Folsjor Fk. o] ke BEAS %
£ 59 BE 24 AN, 1sd 24 4% oBg Radd
2 T

EAAZEDL 09% FALAYAES 100 mL




£ 1 AT 40 kg o)’ Al Aof SAoA ARE = FAHE sAARELe] 34 AF
ALL3 0 of Z=ALQ A T] Al o]
) B N ]’ojg (1?0/: 0.90/:) ‘r}‘m]’o §E]—1u: ZH:FL}BH:’} "Zl‘/‘]'
== A= == kel
A2 &5 FAHAY AT | Y WA AAZ gojo) ™o g
2 9 87| 495 87
200 mg 250 mL 40 mL 40mL(2 < 20 mL)
(B}o]d 271) 100 mL 40 mL 40mL(2 x 20 mL)
100 mg 250 mL 20 mL 20 mL
(8fo]<t 170) 100 mL 20 mL 20 mL

s

- AAE 379 FAZIE s Agdtel Elol Wk Mol Ba
A5 W, Wl 09% FALAEAASE 178

- E10 gt HAP 219 FAIE Agstel vloldelA B
A, Hol%el e vIAE §oe )R,

e A ATHT 24 §AE 39 Wel $4 v

S92 208 7k A A1) 8 Qo] gole ERU We EEA

ES LR T RS

L.

a3

-

&219 09% FAHA T

279 ATHE A S

[STAS%
o - .

A0 ~ 25C)olA Hh 6A7E £ 2 ~ 8T WAIA 4847 &

o)

LI

A3,
3) Fo AA
2AT S OE UFA ok} FAo] FofalA] Stk of o) 09% FASAL AL
ol9)o] e AT gzt AP HsA wlh
B4 §948 % 20] 7|48 FY SER Foldh
E 2. AlF 40 kg o]/de] AU Aof FAAM AAEE FAE FEAAE 2L 34
|d9 9 £&
Fd 9 &3 F4 Az FY &=
30& 8.33 mL/&
250 mL 605 4.17 mL/%
1208 2.08 mL/&
30& 3.33 mL/&
100 mL 60+ 1.67 mL/&
120& 0.83 mL/&
O Agel oA
1. A1
1) o] ¢S Fo He= o g A3 HAAE oY AN 8438 Al serum




chemistry), &84 Ahematology), ALT, AST, W&|FHl, ALP, 41715 A (Z#otEd, Z# o}
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(N=532) (N=516)

SFEO|HHS(B5 T °1d) 41 (8%) 46 (9%)

T g SFEoldHtE 2 (0.4%)° 3 (0.6%)

Fo @& ofr|g ekEolduts 11 (2%)P 15 (3%)

a. ¥&(n=1), Fo #&H Hk-(n=1)

b. W2Hn=1), EAF&H w-&(n=1), o}u| 7| Hol &4 Z7Hn=3), ALTS} AST Z7Hn=1),
GFR #Z4(n=2), 34 A&40=3)
GS-US-540-5773 Y3AFL 55 Z2U9 o9 3AE tdo=z g T2, 371 L3AE
o=, Adek= 5%< =200) EE 10Y(n=197) Folatgich. oHEolurg- 59 Tl 338(17%),
10¥ —T:*Oq:rL 40%(20%) A R, F oA 5% ol Huw ol dute2 F(5Y FAT
5%, 10¥ FoIT 3%), AST 5716Y FAT 3%, 102 T 6%), ALT S7H6% T 2%, 10
d T 7%)9‘;@

3E 2. 5773 A FollA Baig o] kg goF

59 FHT 109 BoAF

olIRE 5. 0 O (N=200) (N=197)

B OIS RE 57) 33 (17%) 40 (20%)

T g SFEoldHtE 3 2%)° 4 2%)*

Fo FGE& ofr|g ekEolduts 5 (3%)P 9 (5%)P

a. olui )Mol &4 Z7Hn=5), &AL Z7Hn=1), Tolr|x=Ho|FA HZ(n=1)

b. ofF| =7 Mol B4 FI7Hn=4), TTB A F7Hn=2), 1t+A] F7Hn=2), Lolr|=xo]a i
g=(n=1), ALT Z7Hn=1), ALTS} AST Z7Hn=2), B e HZ(n=]), B2 (n=1)

GS-US540-5774 3N EL T55 Z=ZWH9 ¢

9 #rs

o= B FAMA, 7 YA

81 EAS)

oz, NP%S 58(n=191), 10¥(n=193) F3lAY EFAEHE 3 (n=200)3}At}. FEo)4
HEES 59 FAT 36H(19%), 109 FoAT 25%(13%)oll A HEa, F TollA 5% o] Bal
H oPhEE TH(BY FAT 7%, 102 FoAT 4%)0I0Th

3. 5774 YA PN Hug o] ikg 2o

59 FoF 109 Fo3

o) ukg-e F7, n %

RS FH 0 0 (N=191) (N=193)

FEO|FUS(RE 57) 36 (19%) 25 (13%)

FTUS FE oGNS 1 K1%)" 0

Fo FHE op7|E opEolgukS 4 (2%) 4 (2%)

a. B o3 oldatElE EEA BT A BrFEA gt

b. Auts ki

c. ALT #7Hn=2), ALT9} AST £7Hn=1), 2olu|x= Aol a4 dFn=1), 5 ALP Z7Hn=1),

12(n=2), Alut4 Zam=1




Thest e EoldSo] NFAHES SfelA Husgiet
Folve) B 9 §3
B

CohEYA 2, FURE, Foing] g, Fuukg

GS-US-399-5505
(1545, n=8)°lA]

2HH. 59 F

3|
A7 AAE o ® st A9, olFwrte, Atz 14 dRAER

FAE o] F& 59 EE 1097 FAEUTh 109 FowolA 4
To5(25w, n=1)9 ALT <ol 208 & 9BolA BuHy Fof T & 3
oA (n=9)°ll A= ALT 77} BalEA] &gtk

=°lNr

ACTT-1, 5773, 5774 A @A o] & Fofuhe 2119 FAtolA] 3% o) Bud P4
o4 (3~4%5F)e 47t Ea~60l AAFH AT

E 4. ACTT-1 AlgellA 3% oldo= Hud HAFPHAFA o] FGBs7 o)

AYAFA o4, %) A AT
(N=532) (N=516)
ALT 27} 3 6
AST =7} 6 8
A F8l 7t 2 5
Adoteld Felojd s A 18 20
Ay eoteld St 15 16
eGFR 7H4 18 24
=FI= F7t 12 13
Jrzzn i 15 22
RS 11 18
Z2EEWAZ 27} 9 4
a. Bo] 3wt A5 o] o R SFS DADS Ver 2.1 mE
b. Cockcroft-Gault 2]o] =43t
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b. Cockcroft-Gault 2ol <A
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3 6. 5774 A FolA 3% ©l
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o] ¢k ANE T UT)

ALT 43 3 Agel#4, ALP, INRY A<o] sutg Ay, 719
ol A%

ALT7} 2378329 5u) wgkolgkal stH s, Mol E A3 7hsAdo] o=, {94l
AN S F3ske 9ol Fogitt

o[\

4

H

il

A%

rlr

3) A% =4

A9} PFolE o] &3 HIYGA AN FFY AAdFA ol BAEHAT A5Ad dig 2H87]-
< BEs] WeAA ko, AgddA Y 54 Thesd S wiAE = §ith

o] k2 SBECD< ¥t3tal Qlth o] HdA= AZo = uidsy A7|F o sxteA o] A
| &350 54g Yehd 4 Stk

o B A 2 T 7|7 F eGFR HAFE AAISHY, eGFR < 30 mL/min¢] EA}oAI=

MEEEDEEEE I CEEIE BRREE S
AGIRR AGoIA FEEA] of o) AE W thA B Frtoldx BHS A Esh B
FEQYT. o] o} BESAFREA(EE 22 WEEdE A49A) g

5) &4 A" (sinus bradycardia)
A Fo A e] RuFlon, g vpxe Fof 49 ol 3EFH AT

6. FTAE

1) o] ofoll th3t F AP FHHA FUT

2) o] o FEEAEERA(EE SREA)H] WEFolT AAHA G=th(5 i Foid Hay
3) AEH Ul A As, o] F& CYP2CS, 2D6, 3A49] 7]AolH CYP3A4S] AHs|Aolt}. =gk
OATP1B1Z} P-gpe] 7]&e]™ OATPI1BI, 1B3, BSEP, MRP4, NTCP2] A3} A o]t}

7




A& *&ﬂé}—t— 73Folmt o] okS Tt

] F HW}E%A]EMH o] oF 20mg/kg(HNAAS] AUC 7|Wke.Z B7kA] <
N FANTA FA o] BEEA Fokt
AEE o] &3 FHiT 9 27 BN G o] oF 10mg/kg(thAHAS] AUC 7]8EO. 2 H7HA]
A AL 130 ) FAA, FAF, wore] ZF g AE wjore] ATt HEHT

2) 2~0 1

AbgollA o] o] RfE Tl WiEH A R SUdFHA FUTH

TEAAE o] e Tl BAZREH /S TS A7lAM of o 9 fAAE AEHUL
H, o] o] o] Ef= o] e 7Fedel wHh

SEHY Hhol# 2 242l ool WAT 5 9l vl Azt o] o R AT ol
WS wE S, Yok B —?%ETH Ag & gl g U AR ol AmofA ol
ool Q4H BRAS of o mE 4wel J1A HEt oAl v1A £ glE A 3 A

8. doh 8 mEAe|A o] Fo

1) 2o}

o] ok& 124 ool 40 kg o)l Lo} AAA A B A HH

544 Ago2 3990 124 ool 40 kg o2l BAelA o ko] Fojal w} glon, of &
A5l tE PAREE ABH ol

124 Fgol AL} 40 kg PITHl Zofo] T of ofe] A B FEAS FUHA U

2) 1%A

o] ok B FHE RUEPSHA FAAA AEITE diHHoR uygAE 3t A%, A%
T Aol AstEe] da, FubEEot 7|9 o] o HiWstith 654 o]/de] 2 o] of
o] o3 ARE FQUHA Wtk

rlot
>k
2
_>_

9. Hgel gatoll M o] o
g St Aol st AR gk M) SN &7 24 e e IUHA Bk

l-'lj
1
£

ofr
=5

.
A BANAE frolgol e AEE Aol B, % AAE o] o £
A 1 -

3} Eol7|zk & wlY AAselo} Bt

10. 217gel Zzjol| A2 Fof
A7 el Aol Ao FEd AHE itk FAE foAo] HEI8S 43EA &= 3 eGFR7| 30




mL/min PRI Ao = Fof7t AAEA FEth

11. R #A]
o] o) AFFA FH>
A2 aWe AAZ o

o FEEe Ao B
o HB=o] i o

2 =0

12. 3849 F9)

o] ofe ThE oFB3} FAlol FoRiAL QHETh FAEMYAGS ol9le TE STl 4y
& B5A gt

o e HEAF FASA @onE 2A F AFHA YWAG B AT AL A7lsf

oF gt

1) A & ks T oHpoldke 34 & FHE S8 SA AR
2) BAFE F & EHlE T &4 20~25TAA 24213L, 2~8Coll A 48A17F HA ST

14 AEHE AR
1) o4&

(1) 28714
FAHAHIEE FEH A E 2 E I LH(ribonucleic acid; RNA) SHEA A A o]t}
HHAMEE ofded FEHHE A7SER, AE oM tAEY ofesd o B4R
TFEU A E 2RI A E AR,

SAEHARIZ AR ofd Al AFl4Hadenosine triphosphate, ATP)S] FAAIZ 283ttt A=
19 H}O]2 A(SARS-CoV-2) RNA 2/£3 RNA FTHEAL(RIRP;, RNA dependant RNA
Polymerase)oll Jsff 414 RNA Aol #HYstr] fal AA ATP 7123 AAstH, oj= uiolg
2 RNA 54| 5 Abg @4 $858 A

F7HARD Agr1de s FHARIE RIS FEEHLEE F
THEAY] read-through AFHE Hliol2l~ RNAY F3o &4
o} HRo]2 2~ RNAS] 3o HAUAHE FFHLEHE

g E3t daEo] Hhol# 29 RNA FAS *

B W WS vl 2

)
:?L_',
rok
nw

(2) A <} gupolz s 24

Ae|Av2E I3 QA7 71= AF(HAE) AlZolA SARS-CoV-29] 4 &l dis) Az uj
e BPon, Fol I 4847kl 50% FE FE(EC0)E 9.9 nMolATh

Ag H AFAHER Calud AE 3 ASM9-hACE2 AZoAE B9 & 72 Azt 3 48771

_18_




EC50+= 280 nM alc 115 nM ©]$ith
Vero A|3E0| A4 SARS-CoV-20l| tgh AHAIH 2] ECS0 2 Fo & 2447 AJH ol 137 nM, 48
A7 A A 750 nMo] itk

RSVel Z+E€ HEp2AZo] I =5 w59 HAuAH 29 S22AILNES HEA A, 9
ARIE9] gutolg 2 B4 FEEAUMNA o &F oEH R AfHUT. FREAIL
Ao T=IF 71wt Ad A2 EC507F F7Fetal, AS49-hACE2, HEp-2 ¥ 17t 7=
oAzl A SRRZAUMNEY =7t S7Heel whet "AGAE R ARIske] Aol ZHAskgiT

(3) LH/H

o] oFe] FZUH9 Hbo]g ASARS-Cov-2)ol tigh ulA wHls #Ed oy Ae: itk A4

7 o] okol tiFt ME wle} BRUNY wlolei s WA AL Hr1EA ekl

AAF CoV #7d 7 Hbol2| 225 ARERE RUAHIEY A wjek WA Z2addL %ﬁtﬂ/\lﬂl
of tial] 568 Z4a¥ A4S FAsls Cov At 44 HEHE Z7]oA Hle]#{ 2 RN

=

©]&2 RNA FHEL9] 2714 A$KF476L 2 V553L)< A8 3ch

EdWo] wpolZ 2= AE ujFell A Hiole 2 A A4S HAA SARS-CoVell -8-dh=
(F480L % V557L)& =& Ad, Al wjekellA FeA 82l tigk Zdo] ev) A vf
22 2o A SARS-CoV 7| zo] oksl= 3t

ol lAH A 23

g A5l 3@419 ﬂ?% oA Fupolelx S-S BATh IZU19 Hpolgx
A& 12713 _‘5,:‘_0]] 10 mg/kgE, °l%F 1¥ 13] 5mg/kgE IV bolus® T3t o, 9 (F3
Al 04%)011 Higtel 287] gt A A%, 9 W 2 844 #H ¥, ¥ nlo]# 2 RNA

o
=

o
=

=g
H o
Ei

A Aul 2ol Aol B3 oFsst SvEE T E 73 2T A4F 4 of ofe
2Eosg e o) AU A 2o oAl tfat oEet SelrEE & sof AAskdr
3 7. AdA 8 29} thAFA(GS-441524, GS-704277)2] k&3 &4

R Gs-aa152 | Gs-704277
T
Tmax(hr)* | 0.67-0.68 | 1.51-2.00 | 0.75-0.75
BX
QA7 Fgehy
i 88-93.6" 2 1
A &%)

_14_




/g% H 0.68-1.0 1.19 0.56

v A

t1/2(hr)° | 1 | 27 1.3
o A
CES1(80%)
HAHE = Cathepsin A(10%) - HINT1
CYP3A(10%)
]
=¢ 24 Az qAr AFTFA o 7}, a;twe .
tubular secretion
Sl A 8(%)" 10 49 2.9
) A 8(%)° ND 0.5 ND

a AHAHI 25 30%F IV inf.(GS-US-399-5505)

b F Ao ¥x AN T8 o&2 dfdde] 2= AAHA E+w
C & Y#(GS-US-399-423D)

d 38 w(GS-US-399-4231)

# 8. ©°] oF 100 mgs {AE AAolA wHE HHMEAA FGAHIE P o ARA|(GS-441524,
GS-704277)2] °f-&st verH

vtetr B, BT (CV%) AT Al H| 2 GS-441524 GS-704277
Cmax(ng/mL) 2229(19.2) 145(19.3) 246(33.9)
AUC(ng.hr/mL) 1585(16.6) 2229(18.4) 462(31.4)
Ctrough(ng/mL) ND 69.2(18.2) ND

CV: HEA<, ND: BEAE(Fo & 24 hr)
a) AGAIH 2+ 3083 IV inf.

@ 5 FAT
@ zof &4

ro

Jm

th 124 o0l 40 kg o]4Fel ZoldlA HelAulE g WMH "“Wﬂ*"“*ﬂ =
73 Aolo A BaE AT SA Aoz o=Hrh

@ A7)
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) GEAE BHE

(1) NIAID ACTT-1 Y4A1E

29 o] E9ld 49 ddgAe T, olewvH, Az BT Aol
HATHL062H). AR FAES AP e H%s 19 13, 10€7F Foigtar, A 19 200
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FoA7t FHEAT

wlo] ~gilo A AFodAt AL thad 2tk A% Y 61A(ES 20~984)); B4 64%;
Wl 75%, 521 12%, oFAlokl 12%, s|2dY Ev 2tedA 22%; 71A1$7] =& ECMO7t 875
= A= 10¢ Fool 5%, 5¢ OHOH 2%, AFF AR S FEE s 109 £
ol 30%, 59 FoATell 25% Atk A Fol A S EAVI 2 AV TS T TolA
AR T

.|_4
=

—_
)
o,
N
rE
>
rr

1Al 74 =HH =R B7H 3 FHE, ts Sl wet Bk

>~

e

e of
o

(e
=

o

r® 2 o8 o

BB Hoome oy
o o oy
BB 2

o
o

N S Ok W=
R
o
rﬁ\}u:

Hlo] 2~elo| Al 9] AfolE BHABNS w, 14YolA9 A HE 108 FATH 59 FoTolA
FABHATH YRR Aol T Q=] 075; [95% CI 051, 1.12]). Hlo]2gkeleA 9] 2to]E H
AatHE W, 35S vy ALEAME 59 Fq7H 10¥ FoTNA BAHSE {3 Aol
= AR At} 28U BE YU /lﬁL AgE 59 B9 2 10Y oA 47 12%

_17_




2 14% T}

(3) GS-US-540-5774 941 ¢

FZ2UH9 SAAE AUF7] 2ho)A ALEIE > %ol F JHo wASHH Z7A71 9l
= 124 WA A SRS ez o FALA, 3 1R dBAGNA o] oF 5Y Fo

[e]]

= =
(n=191), 109 Fn=193) 2 2 FFXE(n=200 HlwstHct ZE didAs 22359
7 AR aﬂtﬂA]ale 200 mgs Foloky, 1 o]F 100 mge 1¥ 13] Fouigith Al@th A

7F Heske 4 F497F SEE A

Hlolzgpelo Ao ANdthida 548 thadt 2ok A% Sda S7AICES 12~9%A); dA 61%;
el 61%, 5 19%, kAol 19%, sl2=3Y £ A 18%; /g2 o, BEata B, A
Fol A 24 2V 9 A TSRS T oA wAskS T

L

—_
)
o,
N
B
>
rr

Ao 74 =48 =2 J71 934 FHzE, ts S uet 97k

>~
b
ol

{

e e
= o

o

2
280, 3 7 2a
ICLER LT

r® 2 ¢ % o

r‘j‘B

p=7
o
"o ¢
td
o o oy

NN o ez
BB 2

N S Ok P =

11Y0lA e A ele 58 Fofaold X Eaol vHlste] A= ATHE B EE Adel tg
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4, Mo &S X =
41. SANEAE N8
Table 2.

Overview of Remdesivir Toxicology Program

Concentration or Dose

Tabulated

Study Type Study Number (mg/kg/day) GLP Status Summary
Repeat-Dose Toxicity
Non-Pivotal Studies
{4\3;135\? A RECIYe TX-399-2021 0,5, 10,20 Non-GLP 2.6.7.6
Pivotal Studies
2-Week 1V study in Rats TX-399-2003 0,0, 5;.20,50 GLP 2:6.2.7.1
4-week IV study in Rats TX-399-2016 0,1,3,10 GLP 2.6.7.72
i{ lf}ieel;E\’ study in Cynomolgus TX-399-2004 0.0, 1310 GLP 26.7.73
;‘g:lf]e‘)lf shudy 1. Cymoualgns TX-399-2017 0.1,3,10 GLP 2.6.7.74
Genotoxicity
In Vitro Studies
Bacterial reverse mutation assay TX-399-2005 5 — 5000 pg/plate GLP 7811
Without S9:
3h:117-171 pg/mL
In Vitro Cytogenetics TX-399-2006 T LGk O gt GLP 2.6.7.82
With S9:
3 h: 120 - 245 pg/mL
In Vivo Studies
Rat bone marrow micronucleus TX-399-2003 0,0,5,20,50 GLP 2.:6:.7:9:1
Other Toxicity Studies
Mechanistic Studies
Human 3D Liver Tissue (GS-5734 GS-5734: 0.3 - 7.5 uM;
and Metabolites (GS-704277, and TX-399-3022 GS-704277: 0.3 - 3 uM: Non-GLP 2.6.7.16
(1S-441524) (S-441524: 0.3 -3 uM
Hepatocytes (GS.5734 and gl et
Mciabolilcs: C}S—7{)4.:2?7. and GS- P(C-399-2027 (%8-7()4277: 100-0.4 uM Non-GLP 2.6.7.16
441524) GS-441524: 300-1.2 uM
Impurities
fuﬁ;:ﬁ 'C“zﬂ’gg:_‘l:t’l"'&;ﬁi’i‘f\’ TX-399-2015 0,0.5,5, 10,10, 10 GLP 2.6.7.16
ET:;:?T;I;{L):)ZSS mytation dssay TX-399-2020 5 — 5000 pg/plate GLP 2.6.7.16
Other Studies 2.6.7.16
1-Week IV study in Rats TX-399-2009 0,0, 20, 50 Non-GLP 2.6.7.16
1-Week IV study in Rabbits TX-399-2010 0, 5;/15;.50 Non-GLP 2.6.7.16
1-Week SC study in Mice TX-399-2019 10, 50 Non-GLP 2.6.7.16
Hemolytic Potential and Plasma
Compatibility (Rat, Monkey and TX-399-2008 0.1, 3, 10 mg/mL GLP 2.6.7.16

Human whole blood and plasma)
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42, SANIAAE ME Q9

- 4% BUN, Z#otE]d 57}, urine creatinine ratio: total protein , NAG, cystatin C, beta-2-microglobulin,
kidney injury molecule-1(KIM-1), urine sodium potassium, chloride &7} &°] #ZE 11, 3 mg/kg/day°l’d
FolzoA &% Hg oz #Ey

<Al Fo A #r A 47 spectrum of degenerative, necrotic, and regenerative changes of the renal tubular

epithelium in the cortex

- Yol 47 HHEEA
- 10mg/kg/day FolTollA FH 2B E FAvt BAFHAOY AFTo0R 3Eg
- NOAEL 10 mg/kg/day
o FHEA A4
o A=A
- 2] NOAEL 3(F), 10(M) mg/kg/day
* 10mg/kg/day FAATolA i, 27, W G# FF a, FATY fo4 i
- 7184 SA(EASA NOEL FE ¥ E7] 25 20 mg/kg/day)
- EAAF B ZA7)5 A9 NOAEL 10mg/kg/day
o 7JEFE4
- FAWANY S RSN GANA TR FAEY SAYIIE D(54)

- A

S

=4
- AT A FAS el OATSE FEAH 2, GS-441524, GS-704277°] “$22+-8 B}
- PO OAT3 LHOE Q) GS-7042778] MEZAJo] oF 158) F7HOAT3 Al GS-4439028] A =7 o]
S7HE10] Gs-704277°] 20| S7H4)
- =9 OATI, A2l OATI, OAT3 F&A = GS-7042772] ME=Ado] 2uff m|gte] F718 2
wEbA, MR BEE AAEEE CSTM277R AF AT GS7042772 A OATY| 7]de] opjEz
Abgtell A GS-7042779) A1 A ofF AL FEAIR Hgte] B Acw 54
o #7}AI(SBECD) &4
SBECD(12%, pH 3.5+0.1) FA] 4174 diffuse tubule cell vacuolation, focal/multifocal tubule cell hypertrophy
dn|g A 270 #AHN oY ddH o= fivta g
- Wb 224 Z H B o] B 24 E F(sulphobutyl Ether B-cyclodextrin sodium; SBECD) : 31@ F3#1& E3}a}e]
SAANEE FY(D3], v, A2, 71EHEA)3A L FDA E3 o] X0l 4] SBECDS] FARAl AH&-(€-< 40%,

SAAZED 27%)7) gl

i

43. A AF AAA A
o & 4 ABZARYN met =4, ofe] WA Ths
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5. ofE|ztgof A3t K=
51. k2 ZEAE L
o A871A
- HEAH 2 monophosphate nucleoside analog®l GS-4415245 A X W2 sl GS-441524% A Wjoll A
A Q] GS-443902(nucleoside triphosphate form)= WHEA] 73k
- G5-4439027} ATP frAHAIZ 2H8-3t] RNA-dependent RNA polymerase

]
r >
vl
o
o
ftl
12
24

52. 28X ¥
e in vitro

- HAE cellol| 4] ECsp 0.0099 uM

® in vivo
_ped molow 219 79 1243 % AEIAEIZ 10 mg/kg SO O1F 5 mg/kgE 1% 18] % 623}
Fo3ds o 445 9 HAFo| #AE

53. dutFP N (e ¢AA )
¢ CNS

O 2

- Irwin B|2E 543: 0, 5, 20, 50 mg/kg®] HUIAIHIEE IV inj(slow bolus)
o =31A
- hERG assay: 1C20 B! IC50-> 217} 7.5 9 289 uM(200mg F4A] Cmax 71F ZF 681 2 264H)
- Y50l 5 o] &3 Y EAFAA S8(NOEL 10 mg/kg 200mg FIA Cmax 7]F 2.54)
o TF7IA
- HEAA 20, 50mg/kg FAA TFEC 4 21 B 27% 57t
- NOEL 5 mg/kg(200mg 4] Cmax 71 2¥H)

54. &5 - BX - AL - v Ao TG A E
o F

)
- IV 93 5o

Figure 19. Plasma Concentration-Time Profiles of Remdesivir and its
Metabolites GS-704277 and GS-441524 After Single-Dose Intravenous
Administration of 3 mg/kg Remdesivir in Rhesus Monkeys
(Mean, N=3)
Table 48. Plasma Pharmacokinetic Parameters for Remdesivir After
10 . Single-Dose Intravenous Administration of Remdesivir as a Bolus
s —e— Remdesivir Injection in Male Wistar-Han Rat, Cynomolgus Monkey, and Rhesus
5‘:— T - GS-441524 Monkey (Mean, N = 3)
s i
2 & Gs-704277 Wistar-Han Rat Cynomolgus Monkey Rhesus Monkey
s Parameter
£ ‘|, (Units) Study AD-399-2003 | Study AD-399-2001 | Study AD-399-2033 | Study AD-399-2002
[ ...
E 0.1 L, S Wi Dose (mg/kg) 50 10 10 3
o T e i ™ Faremulafion 12% (wiv) SBECD in | 12% (w/v) SBECD in | 12% (w/v) SBECD in | 12% (w/v) SBECD in
g N water (pH = 4) water (pH = 4) water (pH = 3.5) water. (pH 3.5 - 4.0)
& 001
5 Cone (M) 17.5 16.0 729 2.39
o
iz (h) 0.05 029 0.57 0.35
001 AUCo.24 (uM-h) 6.20 4.76 3.15 0.80
0 4 8 12 16 20 24 =
. CL (L/h/kg) 135 350 5.64 6.37
Time (h) uhs >
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Table 49.

Plasma Pharmacokinetic Parameters for the Metabolite GS-704277
After Single-Dose Intravenous Administration of Remdesivir as a
Bolus Injection in Male Wistar-Han Rat. Cynomolgus Monkey, and

Rhesus Monkey (Mean, N =3)

Table 50.

Plasma Pharmacokinetic Parameters for the Metabolite GS-441524
After Single-Dose Intravenous Administration of Remdesivir as a

Bolus Injection in Male Wistar-Han Rat, Cynomolgus Monkey, and
Rhesus Monkey (Mean, N = 3)

Parameter

Wistar-Han Rat

Cynomo

Igus Monkey

Rhesus Monkey

(Units)

Study AD-399-2003

Study AD-399-2001

Study AD-399-2033

Study AD-399-2002

Parameter

Wistar-Han Rat

Cynomolgus Monkey

Rhesus Monkey

(Units)

Study AD-399-2003

Study AD-399-2001

Study AD-399-2033

Study AD-399-2002

Dose (mg/kg)

50

10

10

Dose (mg/kg)

50

10

Formulation

12% (wiv) SH[( l) in
water (pH

12% (w/v) SBECD ir
water (pH = 4)

1| 12% (w/v) SBECD in
water (pH = 3.5)

12% (wiv) SBECD in
water, (pH 3.5 — 4.0)

Formulation

12% (w/v) SBECD in
water (pH = 4)

2% (w \»\BELDm
water (pH

12% (w/v) SBECD in
water (pH = 3.5)

12% (w/v) SBECD in
water. (pH 3.5—4.0)

Tomax (h)

0.48

0.08 0.39 0.33 Tona () 1.25 133 2.08 0.50
Conax (UM) 40.6 343 0.80 0.71 Conax (UM) 7.82 1.15 0.68 0.33
tin (h) 0.2 0.84 1.30 3.59 tia (h) 6.21 7.16 6.42 8.71
AUCo.24 (uMe<h) 25.1 273 1.36 0.84 AUCp24 (uM=h) 63.7 823 7.02 2.11

- IV e

Fol : 5mg/kgE 7%

F IV slow bolus inj. =+ 3027t

IV inf.

Table 49.

Plasma Pharmacokinetic Parameters of Remdesivir and its

Metabolites on Day 1 Following Intravenous Administration of
ir as a Bolus Injection in Rhesus Monkeys

5 mg/kg Remdes|
(Mean + SD, N = 8)

Table 51.

Plasma Pharmacokinetic Parameters of Remdesivir and its

Metabolites on Day 1 Following Intravenous Administration of
5 mg/kg Remdesivir as a 30-Minute Infusion in Rhesus Monkeys

(Mean + SD, N =8)

Metabolites on Day 7 Following Daily Infravenous Administration of
5 mg/kg Remdesivir as a Bolus Injection in Rhesus Monkeys

(Mean + SD, N = 8)

Analyte Analyte

Parameter (Units) Remdesivir GS-704277 GS-441524 Parameter (Units) Remdesivir GS-704277 GS-441524

Caas (M) 4352053 0.656 £0.172 0.601 =0.137 Canx (UM) 6.07%0.66 0.373+0.057 0.436+0.096
Tonax () 0.083+0 0.083£0 0.38=0.13 Tonax (1) 0.28£0.08 0480 0.91£0.13

AUCo24 (uM+h) 0.928 +0.148 0.416£0.109 3.09=0.88 AUCo24 (uMeh) 246 £0.40 0.310%0.077 2.8720.67

t12 (h) 0.33+£0.03 0.40£0.10 6.23£0.60 tia () 0.31£0.05 0.38£0.07 7.34+1.90

CL (Lihkg) 9.05+1.37 NA NA CL (Likg) 343£5.65 NA NA

NA =not applicable NA =not applicable

Table 50. Plasma Pharmacokinetic Parameters of Remdesivir and its Table 52. Plasma Pharmacokinetic Parameters of Remdesivir and its

Metabolites on Day 7 Following Intravenous Administration of
5 mg/kg Remdesivir as a 30-Minute Infusion in Rhesus Monkeys

(Mean + SD, N =8)

Analyte Analyte
Parameter (Units) Remdesivir GS-704277 GS-441524 Parameter (Units) Remdesivir GS-704277 GS-441524
Coums (UM) 5.11+1.44 0.665 + 0.097 0.663 £0.161 Cans (UM) 0.350+0.041 0.481+0.124
Tonax () 0.083%0 0.10 = 0.06 0.440.12 Tnax () 0480 0.83+0.19
AUCo2 (uMeh) 1152029 0.463 +0.102 AUCo.24 (WM*h) 2.37+0.38 0.323%0.061 £0.82
tua (h) 0.38+0.02 0.44£0.08 7.41£0.90 ti2 (h) 0.50+0.10 0.51+0.09 7.58£0.88
CL (L/kg) 7.58£2.04 NA NA CL (L/vkg) 3.57£0.62 NA NA

NA =not applicable

NA = not applicable

FEEo Qgu

A& HQY(free fraction 85~127%)

=

- testeso| A= &

Agole

£l

°]g3 QWBA

o] &3 QWBA
& 4A7bl Gl trackS A &5t

7+

salivary gland, pancreas, seminal vesicle

- Bof 168A4)17F

o TJA}

- esterase EA0] EL HAFe
A g 8% F

- Zol BAGle] intestinal extractoll A<

A=)
EOH%

J77] < 398

(10mg/kg/day, IV)
- kidney cortex, kidney, kidney medulla, liver, cecum, urinary bladder, arterial
FolA T A 27F L8k, Depdels
T(10mg/kg/day, IV)

e BT Bl

S B2 2NN WAso] SAHEUL,
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AN E=A vebd

wall, skindl] Zo] =%

AgetA o=

AFES 7H(AHE A A free fraction 12.1%), GS-7042777 GS-441524sms v -2

3 gall bladder, kidney, liver, prostate gland,

TTE(H] 403~11412)9] A8 HA O, hepatic extractol| A=




o HjA
- SD o] PARA EAH AHANIZ 10 mg/kge [V F9A] 48 hr F o) 2E w4 intact A=A 168 hr &
FoAF] 63.0%% 27.8%7F A47F ok WO wWld(F 34E 951%)H A, BDC HENAE 168 hr & &, B,
Wo g 747k 634%, 22.7%, 3.26%7F MiAE(F 3FE 953%)
- Y5ololX= 10 mg/kg FAAl 168 hr gn =8 WA 22t 33.6%, 25.6% 3TH(F 3T& 788%)

o FE LAY
- Fy A2
- CYP2C8, 2D6, 3A4(CYP3A4 thAHE-S Aluk2~EFRIS] 421%), OATP1BI, P-gpel 714
- CYP1A2, 2B6 %, OATP1B1, OATPIB3, BSEP, MRP3, NTCP f%
- GS-441524, GS-704277
-CYP 845 fr&skA @oH, 84 B £84 fk 7Fede BolA ¥+

- BSEP, MRP2, MRP4, NTCP 44415 §5817 %&

55. okeld] @ WA 97

o HFHAHIZE GS4439022 5= G5441524°) 74| 24, GS-4439027F RNA-dependent RNA polymerase S

o FEH9 2|z o] TS PZ519, SAS-CoV, MERS-CoV, human CoV OC43 5 ARetoll Al <)

Melz o g oA st nfolg 2 BAE A3

[e)
A&

H
A= Hg Rz Eolg 20 EEe =3t

o LAY GANA Hrh FelgA CNS(50mg/kg), A BBA(10mg/kg)ol A olAFE BIHA e Aol

20mg/kg o’ FAA F 20%] TFE 7t

o Y&

Asolol A MHEEGIA(FY, IV inj) FH& BAHA 29T, GS441524¢) AUCE slow bolus(1~28)s} 308

inf ol A AR LR

- Ak A e maAle] " Wiy oF 1hr, GS4415249] 8 wizbr)= oF 243h [GS-US-399-5505], §h3]Eqd
SFTHAGNA A R CS4415249] = F& 3-225mg WA £ HEAHOR STHGS-US-399-1812]
2AH|AH) 2 CYP2CS, 2D6, 3A49] 7)Aol CYP1A2, 2B6, OATPIBI, 1B3, BSEP, MRP3, NTCPE E5ht,
A A 27} esterased] 23 W2A A DR FEAFRE /PR S =X othy sty

& 4 AsxAR mt =54, oFe] WA ks
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61 YFNFARY NFHH(GCP £F)
* PMDA 3|7}dA AlEAES5H

o PPAFHAG B A=
Study
Status;
Study and Control Drug Duration of Number of Study Populaton/ | Type of
Type of Smdy | Study Number Study Objective(s) Design Regimens Treatment Subjects Entry Criteria Report
Healthy Subject | (GS-US-399-1812 | e To evaluate the Phase 1, blinded. . Cohort 1: RDV 3 mgor 1 day Enrolled: 96 Healthy adults Study
PK and Initial safety and raridomized, placebo solution formulation Completed: completed,
Tolerability tolerability of placebo-controlled, over2 hours asan IV infusion 96 Final CSR
smgle-nscending | first-in-humin, 13 Cohort 2: ROV 10 mg or
IV doses of RDV | single-ascending placebo solution formulation
(solution dose study over2 hours as an IV infusion
lnnnu.li.:l i e Cohort 3: RDV 30 mg or
l}'"}'hllm.&i placebo solution formulation
formulation) erd | s a5 an TV Bifislo
Clr[[l‘rﬁiﬂ_‘d with i}\\ er 2 hours ﬂn_;l[} NIUS o
placebo in . Cohort 4: RD.'\' ?'_’:l mg or )
Healthiy placebo solution formulation
participants over 2 hours as an IV infusion
I A T +  Cohort 5: RDV 150 mg o
PK of RDV and plecebe solution 1'{.-nEi|_.lluliun
its metabolites, over 2 hours as an IV infusion
GS-T04277 . Cohort 6;: RDV 225 mg
and/or solution formulation or
GS-441524, placebo over 2 hours as an IV
following single infusion
ascending IV o Cohort 7: RDV 75 mg ot
doses of RDV in placebo lyophilized
healthy formubition over 2 hours &% an
patticipants IV infusion
. Cohort 8: RDV 150 mg or
placebe lvophilized
formulation over 2 hours as an
IV infusion
. Cohort 9: RDV 75 mg or
placebo lyophilized
formulation over 30 minues
as an TV infusion
Healthy Subject | GS-US-399-15954 |« To evaluate the Phuse 1, blinded, . Cohort 1: IV RDV 150 mg or | Cohort 12 7 duys Enrolled: 24 | Healthy adults Study
PK and Initial safety and randomized, placebo administered, QD Cohort 2: 14 days | Completed: completed,
Tolerability tolerability of placebocontrolled. [, Cohort 22 IV RDV 150 mg or 22 Final CSR
multiple IV doses | multiple-dose placebo administered, QD
of RDV study
compared with
placebo
s  Toevaluate the
PK of RDV and
its metabolites
following
multiple IV doses
of RDV
Healthy Subject | GS-US-3994231 | To determine the mass | Phase 1, Single dose of RDV 150 mg I day Enrolled: 8 Healthy male Study
PK and Initial balance of remdesivir single-center, containing a mixture of both Completed: 8 mdults completed;
Tolerability following open-label, masy unlabeled and radiolabe led Final CSR
sdministration of a balance study [C}-RDV administered vig IV
single, IV dose of infusion over 0.5 hour on the
radiolubeled morning of Day 1
[HC|-RDV
Healthy Subject | GS-US-399-3505 | e To evaluate the Phase 1, blinded, . Cohort 1: IV RDV 200 mg or | Cohort 1: 5 days Enrolled: 36 | Healthy adults Study
PK and Initial safery and riandomized, placebo sdministered QD for Cohort 2: 10 days Completed: completed;
Tolerability tolerability of placebo-controlled, the first day, followed by IV Cohort 3: up to in Final CSR
imultiple TV doses | multiple-dose RDV 100 mg or placebo 14 dicye (ot
of RDV study adrmmistrated QD, for 4 days enrolled)
compared with s Cohort 2: IV RDV 200 mg or
placebo placebo administered, QD for

*  Toevaluate the
PK of RDV and
its metabolites
following
multiple IV doses
of RDV

the first day, followed by IV
RDV 100 mg or placebo
administrated QD for @ days

e Cohort 3 (optional). IV RDV
200 mg or placebo
administered QD for the first
day, followed by IV RDV
100 mg or placebo
administrated QD for up o
13 davs. Cohert 3 was not
enrolled




Study

Status;
Study and Control Drug Duration of Number of Study Population/ | Tvpe of
Type of Smdy | Study Number Study Objective(s) Design Regimens Treatment Subjects Entry Criteria Report
Compassionale To provide RDV for Single-putient Single loading dose of TV RDV Up to 10 days 163 Patients with PCR. | Study
Use Dain single-patient compassionate use [ 200 mg on Day 1 fbllowed by QD confinmed ongoing,
compassionate use for maintenance doses of IV RDV COVID-19 whoe Interim |1
the treatment of LM} mg for up to 9 davs were hospitalized Surmruty
COVID-19 with substuntial Report
clinical symploms
where the benefis
of reatment with
an tnvestigational
agent ourweighed
the risks
Uncontrolled GS-US-340-3773 | To evaluate the Phase 3, Part A Parl A: Randomized: | Adulis with Study
Clinical Studies efficacy of 2 RDV randomized study  |o  Treatment Group 1: continued |»  Treatment 401 confirmed severe ongoing;
regimens With respect SOC therapy together with TV Group 1: Completed: | COVID-19 Interim
o clinical status RDV 200 g on Day | 5 duys kel (Final
pssessed by a T-point followed by [VRDV 100 mg |, Teeatmernt Part A) CSR
ordinal scale on Day 14 onDays 2,3, 4, and 5 Giroup 2:
. Treatment Group 2: continued 10 days
SOC therapy together with IV
RDV 200 mg on Day 1 PartB
followed by IVRDV 100 mg  |*  Mechanically
onDays2,3,4,5,6,7.8,9, Ventilated
and 10 Treatment
Ciroup:
Part B 10 days
»  Mechmically Ventilated & Eiendion
Treatment Group: continued Treatment
SOC therapy together with TV Group: either
RDV 200 mg on Day 1 5 or 10 davs

followed by IV RDV on Days
k5

,4.5,6,7,8,9, and 10

»  Extension Treatment Group:
continped SOC therapy
together with IV RDV 200 mg
on Day | followed by TV
RDV onDays2, 3,4, 5,6, 7,
8, 9. and 10 wiless the S-day
dosing regimen used in
Treatment Group | of Part A
is selected

Uncontrolled GS-US-530-5774 | Te evaluate the Phase 3, Part A Upte davs Randomized: | Adulis with Study
Clinical Studies efficacy of 2 RDV open-label, e Treatment Group I: continued 596 confirmed ongoing:
regimens compared randemized. SOC therapy together with TV Completed: | moderate Interim |
with SOC, with respect | multicenter study ROV 200 mg on Day | 238 COVID-19 (Part A
o clinical status followed by IV RDV 100 mg Day 11}
masessed by a T-point onDays 2,3, 4, and 5 CSR
edicial shale-a ay 11 o Treatment Group 2: continued
SOC therapy together with TV
RDV 200 mg on Day |
followed by TV RDV 100 mg
onDays2,3,4,5,6,7,8.9,
and 10
o Treatment Group 3: continued
SOC therapy
Parl B
. Extension Treatment Group:
continued SOC therapy
together with IV RDV 200 mg
on Day 1 followed by IV
RDVonDays2, 3,4,5,6,7,
8,9, and 10 unless the S-day
dosing regimen used in
Treatment Group I of Part A
isselected
Controlled CO-US-5340-5776 | To evaluate the safety | Phase 3, Single loading dose of IV RDV Up to 10 days Randomized: |Hospitalized ndults | Study
Clinical Studies | (ACTT-1) and efficacy of novel multicenter, 200 mg on Day 1, followed by QD 1062 with COVID-19 i
Pertinent 1o the therapeutic agents in udaptive, maintenance doses of IV RDV Completed: Preliminary
Cluimed hospitalized adults ramdomized, 100 myg for the duration of the 774 CSR
Indication diagnosed with double-blind, hospitulization for up o 10 days
COVID-19 placebo-controlled
study
Active CO-US-396.5366 | To assess the safety Phase 273, *  ZMapp group: SOC therapy Up to 13 days Enrolled: 681 | Partictpants of any | RDV group
Control bed (PALM) and effectiveness of multicenter, muli together with IV ZMapp Included in age. including stopped;
Study for Ebola 4 drugs for people with | outbreak, S0 mpkg every thind day the primary PrEgnnt women, {Mulangu
Virus Disease Ebola virus randomized, beginning on Day 1 analysis: 673 with RT-PCR. 2019}

wcontrolled study

e RDV group: SOC therapy
together with a loading dose
of IV RDV 200 mg on Day 1
(adjusted for body weight in
pedialric participanis )
followed by QD mainienance
doses of TV RDV 100 mg (in
adults, adjusted for body
wetght in pediatric
partcipants) starting on Day 2
and for 9 or 13 da

s MAbII4 group: SOC therapy
together with IVMABI 14
50 mpkg I'Von Day 1
administered as u single

infusion
*  REGN-EB3 group: SOC
therapy together with IV

REGN-EB3 150 mg/kg on
Day | administered as o single
infusion

confirmed Ebols
whe did not receive
other
investigational
agents (except
experimental
vacoines)
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Study

Status;
Study and Control Drug Duration of Number of Study Population/ | Type of

Typeof Smdy | Study Namber Study Objective(s) Design Regimens Treatment Subjects Entry Criteria Report
Uncontrolled CO-US-540-5758 | To assess lime Lo Phase 3, IV RDV 200 mg or placebo on 10 days Enrolled: 237 [ Adults admitted to | Study
Climcal Sudies clinical tmprovement rindomized, Day 1, followed by IV RDV ITT hospital with completed;

up 1o Day 28, defined | double-blind, 100 myg or placebo on Days 2, 3, 4, population: | RT-PCR-confirmed | {Wang

s time from placebo-controlled, | 5,6, 7,8, 9, and 10 234 SARS-CoV-2 2620}

randomization to the multicenter study

infection and
radiologically
confirmed
pheumoniy

point of 2 decline of

2 levels on a 6-point
ordinal scale of clinical
statuy

ACTT = Adaptive COVID-19 Treatment Trial: COVID-19 = coronavirus disease 2019; CSR = chnical study report; ITT = intent-to -treat; IV = intravenous; MAb1 14 = smgle
human munu._iunii antibody denved from an Ebola survivor; PCR = polymerase chain reaction; PK = pharmacokinetics; QIF = once daily: RDV = remdesivir ( GS-57347™);
REGN-EB2 = a coformulated mixture of 3 human 126G 1 monoclonal antibodies; RT-PCR = reverse ransenptase polymerase chain reaction: SARS-CoV-2 = severe acute
respiratory syndrome coronmavirus 22 SOC = st mndurd of care; ZMa app = riple monoclonal angbody agent

Completed = number of subjects who completed the study

6.3. A EFA A E
o IS

64. YdFA Y
o [GSUS-399-1812] 71743+ AlolA bAA, ek 2 of5st H7kE AAF FA9A, olFErte, Az,
3R SFSFAY
- AEAEIZ AA 3 ~ 225 mgS FEA 2 hr IV inf. = $21Z A 75 2 150 mgS FEA 2 hr T== 05 hr IV inf.
- 225 mg Fo7HA WepAde] BRIE. G3 od9] o]k, SAE, £ FHE op7|d AEE HiHA ok, 19
ool Al Bag o] dutge WuE AP FoT F 3ol 21
“ALT, AST 57F & A=4 34 o #2HA &+
- &3}
- AAZ 2 hr IV inf. 39S W 3 ~ 225 mg WYl HF2F PK FFE B
FAAZE AAE 2 hr IV inf. 33 W =2 YAl FAA} fASH

ARZ AA 75mge 05 hr IV inf. 3H51E W] GS4439029] PBMC &2 150 mge 2 hr IV inf. 3151& w9} FARH

o [GS-US-399-1954] 7173 ARlellA SHdd, ek 2 oFsst B7HE A3 F29HA, olswrte, Sz,
H]—i o:] A] i)

- AGAHIZ BA| 150 mg% 79(ZEE 1) B& UY(FEIZE 2) F¢ 1 hr IV inf.

- AWtA o R WeRgol F5. G3 o) o] dukE, SAEE HIHA| o3k, AFTOA ol (T E)E IR AY
T 1Y 24

- ALT Z7K89, 50%), AST Z7K71, 88%), ZREEH Az A%(74, 88%)
AREA B o BHIYA B

- PK @ R AHlEs A5 gou, AR GS441524 B GS-7042772 oF 1.9W]2 =214

o [GS-US-399-5505] 11743k AQlollA ebxd, ek 9 eksst B7HE A FA9IuA, ols=rd, Az,
H]—i o:]A] i)

- AgAHE FARZ AAE 5YEIE 1) = 109(ZZE 2) 52 05 hr IV inf.
- DI: 200 mg , D2~5 E+ D2~10: 100 mg
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- AN O Wopyol F5. G3 o] o] dule, SAEE HAHA| o3kl ATl ol dih-e(ZE

FBE 2 9/209, 45%), AST S7HZZE 1: 1/99, 111%, ZZE 2: 4/207, 20.0%)
-G19] INR ¥7%o] o HuEok(§leF ) tii& F/U 713 5 3%
]

o [G5-US-399-4231] 773+ dAolA AuAul 2o < B thAL, ujad AJF
- AYAHIZ 150 mg(HAH EAY A ABZ 12 mg ZIHE 05 hr IV inf,
- YA Bt

< F 35 > 0% = 742%, W 18.1%

cx F A E 103% 2 Y, GS4415247) 48.6% % Eo
ol /HA 1l: 0.68(0.25 hr), 1.0(5 hr), 1.1(48 hr)

- AR =

Figure 10. GS-US-399-4231: Proposed Biotransformation Pathways for
Metabolism of Remdesivir in Humans

N

§ \S\'NN/J
o HNHO‘\( i

oH

~ 6S-5734 (p, u)

OH ’JN\H;
S 2 i HO o =[N
y MN) i - o - NN )
o ——
HO- “*(_f ey o, HN gHo \LJ
HO  DH HG  ©H HO E::H
M14 (u, M15 [55-441524] (p, u, ) M5 [G5-704277] (u)
4 3 1: Hydrolysis
2: Oxidative Deamination
3: Glucuronidation
NHz J‘:‘: 4: Oxidation
TN =N . ;
N on NS b Metabolite vbserved in plasina
Ho-*ﬂ AR Ho-'\i} A U’ Metabolite observed in urine
I =N i =N f Metabolite observed in feces
HG  BH HG ©H luc
M24 (u) :nn;jlgu;
U,

Source: Appendix 16.1.10
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Studies/Programs in Individuals with COVID-19

({un;;lﬂelt?i p[artilut"ui Ph:d.\‘r.‘ i}.]L;.d:ilpﬁ\.t]‘.'r-mulnfﬁizer{: CO-US-540-5776
CO-1S.540.577¢ | double-blind. placebo-controlled. multicenter study to Final CSR: m 7
(ACTT-1)" evaluate available investigational treatments for (Beigel 2020 Section 2.1.1
AL - . 5 " . 5 cloe . SE V.5
COVID-19. including RDV ;5 ‘1“1 {p? " 1|
e
(sponsored by NIAID) eigel 2020b}
. = . GS-US-540-5773
Colln_plLttdj ?lm;b 3 Jlljllld(n&'l;ztf. (‘I?L.I?-Ii:lb,d‘ Interim(Final
TSR I‘TIH ;:uptennﬁtq le; ;uu 1:_11 2 pdfth. ‘ upl A,E; Part A) CSR and 2.7,
i 5773 | randomized, open-label, multicenter part; Part B, Final (Part B) Section 2.1.2
2-group, multicenter study CSR
(sponsored by Gilead) x . !
: {Goldman 2020}
- R : GS-US-540-5774
€ u];]_pl;t:id: ?h;:..; 3, 1}111d0i111;zL_L,1. L!]?;“l:l-li;lh-d_ Inferim 2 (Final
N— ljl'llI ;lul_nel{nm v leiu ;mtu;_ﬂ Z pll{ts. - upr ABl Part A) CSR and 273
GS-US-540-577 randomized, open-label, multicenter part; Part B. a Final (Part B) Seation 2:1.3
single-group, multicenter study CSR:
(sponsored by Gilead) e
: . - 1Spinner 2020}
Ongoing adult single-patient compassionate use IN-US-540-5755 273
IN-US-540-5755% | program Interim 1 P
ks " Section 2.2.2.1
(sponsored by Gilead) Summary Report
Ongoing pediatric single-patient compassionate use IN-US-540-5755 mTA
IN-US-540-5755" | program Interim 2 S T
= - ection 2.2.2.2
(sponsored by Gilead) Summary Report
Completed. Phase 3. randomized, double-blind.
placebo-controlled, multicenter study in China to w273
CO-US-540-5758 | evaluate the efficacy and safety of RDV in {Wang 2020} C,ccti:).n 55 1
hospitalized adult patients with severe COVID-19 ’ —
(sponsored by investigator)
Study in Participants with Ebola Virus Disease
Phase 2/3. open-label. randomized, parallel-group
CO-US-399-5366 | study to assess the safety and efficacy of fMulaneu 2019} m2.7.4,
(PALM) investigational treatments, including RDV (RDV arm EESEREEDS d Section 1.2.2.1
completed)

651 fray - FAZANE Na
o [GS-US-540-5776; ACTT-1] Z2U9Z I3k JdeAE thdez o FANE, olTwrte, Adtz, B
A F(NIAID 47
¢ [GS-US-540-5773
o [GS-US-540-5774

Z Z2H9 BAE PO B AN, 3, B AF
5% 2219 BB hPoE F RASE, T, HAT A

O{N ofy

]
]

6.5.2. A YA & (Pivotal studies)
o [GS-US-540-5776; ACTT-1] Z2UYI9=Z gt ALIAE o= 3 |, T4, olFse7E, A=z,
e AF(2020.221.~5.21.)
1) A
- AR E Z29 ZEAFAEA O F skl dlFele A(PATE A7, AAZIE UG o]3), HERka
8, 71487 28)
0624 F-2Helul, 10259 ¢, o] T 95798(90.1%)7F % bl dig

* 5 AL JARY| e BRAA Ee UHATL 94% 08 Ex 254 243)/7 O1Y

—

of
—_
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T AR
I 64%, AE H7 5894, BMI 60.6

- A2 B4 FoluE]7} 8477 (80%),

. o}AJo}ol e

A 4 1389(13%; N BT 75

(0]

U™

o gzF 63

4 1639(15%), oFAloF 527(5%)
Z 135/1062%(13%) E3E AlFT 79/5418(15%), tHZET 56/5218(11%)
), 5% 4359 (41%; AP 2329,

)= 203%)

67 19375(18%; NPT 957, tET 981), 73 285%(27%; A ET 1317, tlET 1549)

2) T34
- 12 H7bAERd QA 74 (recovery) 7hA1 & ARE
* [+ 5 otLtol| siEdte ERE Recovery® O @ EXRAA
Ap7p dtaot Baot B/ @ 239l Mol fl= EEEd =d:
Figure 3. CO-US-540-5776: Kaplan-Meier Curves of Time to Recovery by
Treatment Group (ITT Population)
8 Treatment Group Events/Total HR (95% Cl)
Remdeswr | 09541 129(112:149)
z

0 12 14 6 18
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Sublects atisk
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264 4
383 By m 210 108

GEAFT 109 vs 2T 159, p
A ofStd X227t QR
= 33 olsh

b

BT

< 0.001)
UY @ 25 M Y

F8 27 By
cEYHE Pl thEE @21 1.6(95% CI 13, 19; p < 0.00D)E AIZToNA Yokl 23 /Hde 7Y
A= A7 ARKD)
Mgz S HR pt
18 ojet 7 7.0(6.0, 8.0) 9.0(8.0, 11.0) 1.23(1.08, 1.41) 0.002
27 O A M 11.0(10.0, 13.0) 14.0(13.0, 15.0) 1.29(1.12, 1.48) < 0.001

ol % -
=HAE £

Figure 13: Distribution of Clinical Status Scores By Day by Treatment Group — ITT Population
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Notes: Cyan = Subject was stillin hospital for inital inical status score was reported.
Blue = Subject discharged from hospital and still i study and no clinical status score was reported.
Green = Subject discontinued from the study
Gray = Subject completed study and no clinical status score was reported.
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6.5.3. HIF A U4 A 3 (Non-pivotal studies)
o [GSUSB40-5773] 5% Z2U9 &AE tdo = & tr|d, #2903, 370, o A

1) AP

- ARNE 229 A5 JUBA8A o] A9 EE 124 04 1841 mTho| il 40 kg o Had, AATIE
94%o) 5ol At Bzitarl Badh )

- Part A: ¥ 4017 F2-91ul7g, 3979 /def Fo4(5%: 201%, 10: 20078)

- Part B: & 4490 B3, 44417 3 FoA(R5A 71AR7] 841, A% 35971)

2) &4 (Part A)

- 12 F7PAFDI4A 3 A AN 23t TR AolE BAT A9, 59 FoAT il 10¥ Fowd] A=
el tigk @ =HE= 0.7595% Cl: 0507, 1.115, p=0.1563)2 T3t 2kol7} §lg. wloj2gll S BAsA] Fe 4$
Q21 067(95% CI: 0458, 0.976, p=0.0368)Z 5% FojFolA |4Eo] o EA Yebd

- 59 FoAgoA I3t AATES O Y1, HU9&S O B8 4d7IRtE Aol /lF

3) A

- o)A

e
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=
ole

(Part A) 59 FAT 71.5%, 104 FAF 75.1% (Part B) 7| A7) 84.7%, AT 61.7%

Y E:
Hug ol dwkg

(Part A) (Part B)

Table 23. GS-US-540-5773: Adverse Events by Preferred Term Reported for Table 17. GS-US-540-5773: Adverse Events by Preferred Term Reported for

> 5% of Participants in Either Treatment Group (Safety Analysis Set Z5% bf Participants in Either Treatmeént Group (Expanded
b ki RDV-Treated Analysis Set)

oy Mechanically
RDVSDa: | 1Das Tl Ventiated. | Extension
=21 (N=197 (N=397 ; b
O-200) 157 O-397) Group Group Total
Number of Subjects Experiencing Any Treaiment-Emergent AE 143 (715%) | 148(75.1%) | 291 (73.3%) (N=844) (N=3597) | (N=4441)
Number of Subjects Expeniencing Any Treatment-Emergent AE by Number of Subjects Experiencing Any Treatment-Emergent Adverse 715 (84.7%) 2219 2034
Preferred Term Event (61.7%) (66.1%)
Nausea 20 (10.0%) 17 (8.6%) 37(9.3%) Number of Subjects Experiencing Any Treatment-Emergent Adverse
Acute respiratory failure 12 (6.0%) 21 (10.7%) 33(8.3%) Event by Preferred Term
Constipation 13 (6.5%) 13 (6.6%) 26 (6.5%) Respiratory failure 296 (8.2%)
Alanine aminotransferase increased 10 (5.0%) 15 (1.6%) 25 (6.3%) Hypotension 216 (6.0%)
Respiratory failure 8 (4.0%) 15 (7.6%) 23 (5.8%) Acute kidney injury
Hypokalacmua 10 (5.0%) 12 (6.1%) 22 (5.5%) Constipation
Aspartate aminotransferase increased 8 (4.0%) 13 (6.6%) 21 (5.3%) Hypokalacmia
Hypotension 9 (4.5%) 12 (6.1%) 21 (5.3%) Nausea
Trseaniia 10 (5.0%) 11 (5.6%) 21 (5.3%) Alanine aminotransferase increased 221 (5.0%
Acute kidney injury 4(2.0%) 16 (8.1%) 20 (5.0%) Angemia 204 (4.6%
Corona yis iieeton 9 (45%) 10 (5.1%) 19 (4.8%) Aspartate aminotrans ferase increased
Diarrhoea 10 (5.0%) 9 (4.6%) 19 (4.8%) Diarrhoea
Adverse events were coded using MedDRA 22 1 Pyrexia
Preferred terms are presentad by descending order of the total frequencies. Hypertension
Multiple AEs were counted only once per subject per preferred tem. Hyperglycacria
Source: Table 1511213 v94  Output file: t-ae-pt.pdf I7MAY2020:16:12 —
Hypernatracmia
Transaminases increased
Pncumonia 1
Agitation 121 ( )
Atrial fibrillation 114 (2.6%)
Deep vein thrombosis 1142.6%)
Delirium )
Leukoeytosis 90 (2.0%)

e coded

Adverse eves
I
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Table 22. GS-US-540-5774: Adverse Events by Preferred Term Reported for Table 15. GS-US-540-5774: Adverse Events by Preferred Term Reported for
> 2% of Participants in Any Treatment Group (Safety Analysis Set) > 2% of Participants in Any Treatment Group (Expanded
RDV-Treated Analysis Set)
RDV 5 DaysRDV 10 Days|  SOC
(N=191) | (N=193) |(N=200) Extension
— - — - Treatment Group
Number of Subjects Experiencing Any Treatment-Emergent Adverse Event | 98 (51.3%) | 113(58.5%) |93 (46.5%) (N =503)
Number of Subjects Experiencing Any Treatment-Emergent Adverse Event by Preferred Term Number of Subjects Experiencing Any Treatment-Emergent Adverse Event 282 (56.1%)
Nausca 19(9.9%) | 18(9.3%) | 6(3.0%) ‘Number of Subjects Experiencing Any Treatment-Emergent Adverse Event by Preferred
2 Term
Diarrhoca 12(6.3%) | 10(52%) | 14(7.0%)
Nausea 41(8.2%)
Hypokalaemia 10(5.2%) | 13(6.7%) | 4(2.0%)
- Diarthoea 28 (5.6%)
T 5.0 5 (2.5
Headache 10 (5.2%) 5(2.5%) —_— 27(5.4%)
Constipation 8 (4.2%) 9 (4.5%) Constipation 26(5.2%)
Alanine aminotransferase increased 8(4.2%) Pyrexia 24 (4.8%)
Phlcbitis 7(3.6%) Hypokalaemia 23 (4.6%)
— 3 (1.6%) Alanine aminotransferase increased 18 (3.6%)
Pyrexia 8 (4.1%) Aspartate aminotransferase increased 16 (3.2%)
Raih 22 | ssom Transaminases increased 16 (3.2%)
Phlebitis 13 (2.6%)
Aspartate aminotransferase increased 6(3.1%) 5(2.5%)
Vomiting 13 (2.6%)
Hypotension 603.1%) | 6(1%) | 1(0.5%) ey @A
Vomiting 5(2.6%) 5(2.6%) | 3(1.5%) Tnsomnia 12 (2.4%)
Hyperirmnsaminasacmia 3(1L.6%) 6(3.1%) 3(1.5%) Hyperglycaemia 11 (2.2%)
Hypocalcaemia 6(3.1%) 6(3.1%) 0 Urinary tract infection 11(2.2%)
Anaemia 3(1.6%) 3(L6%) | 42.0%) Asthenia 10 (2.0%)
Dyspnoca $(20%) | 5(2.6%) | 1(0.5%) Rash 10 2.0%)
P EE— 1(0.5%) 20 | 52.5%) Adverse events were coded using MedDRA 22.1
el reapiiaary e 37 = s Flease Preferred terms are presented by descending order of the total fraquencies
Chest pain L05%) | 603.1%) | 1(0.5%) Multiple AEs were counted only once per participant per preferred term.
Source: Table 15.11.2.1.3
Cough 2(10%) 1(0.3%) | 5(2.5%)
Transaminases increased 3(L6%) | 4(21%) 0
r | frequencics,
iple AEs were o -
Source: Table 15.11.2.1.3
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6.5.4. 7|E+$9A & (Supportive studies)

¢ [IN-US-540-5755] Summary of single-patient compassionate use

coronavirus infection single patient protocol(interim 1, 2020.4.14.)

Remdesivir for the treatment of selected

SYH Ag

o =
1) &4
P3H AA
Table 3. IN-US-540-5755: Clinical Improvement by Country Subgroup and
Baseline Oxygen Support Status — All Patients (C ompass:onate Use
Analysis Set)
Italy Outside Italy All Countries
Nomn- Non- Non-
Invasive | invasive | Overall | Invasive invasi"e Overall | Invasive | invasive | Overall
(N=48) | (N=35) | (N=84) | (N =356) | (N=23) | (N=79) |(N=104)| (N =58) |(N = 163)
Any clinical 11 19 30 27 20 38 39 Fi)
improvement (22.9%) | (543%) | (35.7%) | (48.2%) | (87.0%) | (50.5%) | (36.5%) | (67.2%) | (47.2%)
= 2-point clinical 7 17 5 (29.8%) 23 19 2 30 36 67
improvement (14.6%) | (48.6%) |~ (41.1%) | (826%) | (53.2%) | (288%) | (62.1%) | (411%)
G 5 17 7 19 2 12 36 49
schar, |23 (27.4% : . )
Hospital discharge | 0500 | ggony |2 C74%)) (12506 | (s26%) | G2ow) | (15%) | 621%) | (30.1%)

ECMO = extracorporeal membrane oxygenation; eCRF = electronic case report form: NIPPV = nomnvasive positive pressure

ventilation; PDT = Pacific Daylight Time; RDV = remdesivir (GS-573471)

Patient 45633 (Italy) had no record on oxygen support status at baseline or postbaseline, and hence was excluded from the

analysis by baseline oxygen support status.

Compassionate Use Analysis Set included all patients who received the first dose of RDV on or prior to 14 March 2020. per data

entered in eCRFs as of 27 March 2020 10:00 AM PDT.

Two-point clinical improvement was defined as improvement of = 2 points (from baseline) on the ordinal scale (defined in the
Stafistical Analysis Specification [Appendix 7]) or hive discharge from the hospital. whichever came first.

Any clinical improvement was defined as improvement of > 1 points (from baselme) on the ordinal scale (defined in the
Statistical Analysis Specification [Appendix 7]) or live discharge from the hospital, whichever came first. The following were
considered no change for thus analysis: NIPPV to high-flow oxygen and ECMO to invasive mechanical ventilation.

Source: Table 5.2 to Table 5.4 and Table 6.1.2 to Table 6.1.4

2) 3

Table 10 Treatment Emergent Adverse Events Reported in Table 11. IN-US-540-5755: Treatment-Emergent Serious Adverse Events
. gent A
> 2% of Patients Overall by Baseline Oxygen Support Status — All Reported in > 2 Patients Overall by Baseline Oxygen Support
Patients (Compassionate Use Analysis Set) Status - All Patients (Compassionate Use Analysis Set)
Invasive Noninvasive Overall Invasive Noninvasive Overall
(N =104) (N =58) (N =163) (N =104) (N = 58) (N =163)
Investigations 21 (20.2%) 7 (1_1;1%) 3§ (17.2%) I{‘esph‘afcl‘}'. thoracic and mediastinal 13 (12.5%) 5 (8.6%) 18 (11.0%)

Transaminases increased 5 (4.8%) 3 (52%) 8 (4.9%) disorders

Alanine aminotransferase increased 3 (2.9%) 2 5(3.1%) Respiratory failure 9 (8.7%) 1(1.7%) 10 (6.1%)

Aspartate aminotransferase increased 3(2.9%) 2 5(3.1%) y "

T z Acute respiratory distress syndrome 2(1.9%) 1(1.7%) 3(1.8%)

Hepatic enzyme increased 3 (2.9%) 2 5(3.1%)

?esp‘g'mfu‘y. thoracic and mediastinal 18 (17.3%) 23 (14.1%) Respiratory distress 0 2(3.4%) 2(1.2%)
tsercers f and infestations 10/(9.6%) 2(3.4%) 12 (7.4%)
Respiratory failure 10 (9 6%) 11 (6.7%) & s infecti 5 @5%) = i
3 orona virus ection 5 (4.8% 5(3.1%

Acute respiratory distress syndrome (3.8%) 5(3.1%) 2 0
Infections and infestations 16 (15.4%) 19 (11.7%) Septic shock 2 (19%) 1(1.7%) 3 (1.8%)

Corona virus infection 6 (5.8%) 7 (4.3%) 2(1.9%) 0 2(1.2%)

i z 2.0% 2.5%

Septic shock 3(2.9%) 4(2.5%) Sepsis 1 (1.0%) 1 (1.7%) 2 (12%)

Renal and urinary disorders 16 (15.4%) 18 (11.0%)
> i 7 (6.7% 70

‘Acute kidney injury 7 (6.7%) S (4.0%) Renal and urinary disorders (6.7%) 1(1.7%) 8 (4.9%)

Renal failure 4 (3.8%) 1(1.7%) 5(3.1%) Acute kidney injury 6 (5.8%) 0 6(3.7%)

Renal impairment 5 (4.8%) 0 5 (3.1%) Renal failure 3(2.9%) 1(1.7%) 4(2.5%)
Gastrointestinal disorders 2 (1.9%) 10 (17.2%) 12 (7.4%) - —

Vascular disorders 6 (5.8%) 0 6(3.7%)

Diarrhoea 1(1.0%) 6(10.3%) 7 (4.3%)

E i 5.8% 370
Skin and subcutaneous tissue disorders 8 (7.7%) 4(6.9%) 12 (7.4%) e 6.(5:8%) 9 @

Rash 3 (2.9%) 2 (3.4%) 5 (3.1%) Geniml drisorder\ and administration site 5 (4.5%) 0 5(3.1%)
Vascular disorders 9 (8.7%) 11 (6.7%) condriions;

Hypotension 7 (6.7%) 8 (4.9%) Multiple organ dysfunction syndrome 3(2.9%) 0 3(1.8%)
General disorders and administration site 7 (6.7%) 0(6.1%) CRE = electronic case report form; MedDRA = Medical Dictionary for Regulatory Activities; PDT = Pacific Daylight Time;
conditions RDV = remdesivir (GS-5734™); SAE = serious adverse event; TESAE = treatment-emergent serious adverse event

Multiple organ dysfunction syndrome 5 (4.8%) 0 5(3.1%) Patient 45633 (Italy) had no record on oxygen support status at baseline or postbaseline, and hence was excluded from the

. T W — analysis by baseline oxygen support status

Eyiexia 29 28:4%) F23%) c Use Analysis Set included all patients who received the first dose of RDV on or prior to 14 March 2020, per data

AE = adverse event; eCRF = electronic case report form; MedDRA = Medical Dictionary for Regulatory Activities: entered in eCRFs as of 27 March 2020 10:00 AM PDT.

PDT = Pacific Daylight Time; RDV = remdesivir (GS-5734™); TEAE = treatment-emergent adverse event Treatment-emergent SAEs were coded using MedDRA 22.1

Patient 45633 (Italy) had no record on oxygen support status at baseline or postbaseline, and hence was excluded from the System organ classes are presented by descending order of the total frequencies, and preferred terms within the system organ
analysis by baseline oxygen support status. class are presented by descending order of the total frequencies.

Compassionate Use Analysis Set included all patients who received the first dose of RDV on or prior to 14 March 2020, per data Multiple TESAES were counted only once per patient for each system organ class and preferred term, respectively.
entered in eCRFs as of 27 March 2020 10:00 AM PDT. Source: Table 7.3.4

Treatment-emergent AEs were coded using MedDRA 22.1

System organ classes are presented by descending order of the total frequencies, and preferred terms within the system organ

class are presented by descending order of the total frequencies.

Multiple TEAEs were counted only once per patient for each system organ class and preferred term. respectively.

Source: Table 7.2.4

_39_




o [CO-USH40-5758] &5 ZEWH9 EA5 thdoz & FA A, olsertd, fokdz, H3T A g
- @G A=D1 200 mg — D2~10 100 mg): $1eF = 21 F29uj A
- T B7BAET 1589, W27 79%8) T, B3P (A DT 1561, HET 78%) 45
- 12} W7l D28llA 9] A AWd(ed EAHE 24 ool M)A ARLAIA el ]l AtelE HolA]
SN T 219 vs TIZT 239, HR 1.27; 95% CI 0.89, 1.80)
- 28U AFEE F Foll A FAHA BN DT 14% vs ET 13%)
* 3 g ARARA 210 ol#e] 2715, power 58%

655. Tl o148 N@dA & ASEH EIA
® Remdesivir(GS-5734) Nucleoside Inhibitor for the treatment of Ebola Virus Disease(EVD) Module 1.11.3 - PBPK
Modeling and Simulation Methods and Results for Remdisivir Dosing Regimen(2018.11.21.)
- A7 ARlolA AE AR E 7Bmge 3027 IV inf.3F AIH{GS-US-399-1812] & wlgo.2 A AN 29} 1 tf A
GS-4415249] AUCtel thdk PBPK 2 7
- RS wEo g AoloAe] AHAIN 29 GS4415249] AAAAE £F oSA, 40 kg o]l Aot H¢
A% =257t fFASH 40 kg HITH] Afolle Aol wE Fo(D1 5mg/kg — D2~10 25 mg/kg)7t A4

Figure 3. Predicted RDV AUCuu in Pediatric Subjects Following Intravenous Figure 4. Predicted GS-441524 AUCu in Pediatric Subjects Following
Administration of Daily RDV Over 0.5 hr (Lyophilized Formulation) Intravenous Administration of Daily RDV Over 0.5 hr (Lyophilized

Formulation)

RDV Maintenance Dose:

2.5mglkg 100mg RDV Maintenance Dose:
2.5mg/kg 100mg
£ 3
¥ 10000 2
£ Observed In Adults ?En 100004
— served In ui
[ c Observed In Adults
2 (150 mg RDV) — VE (150mg RDV) S
Fl R : MAX

3 - MAX 8 b ‘
1 MED < MED
< < |
> - MIN ~ MIN
) 10007 Predicted In Adults ©
4 (100 mg RDV) g 10004 Predicted In Adults

Py (100 mg RDV)

(U]

0 5 10 20 40 80 — T T
e 5 10 20 40 80

Body Weight (kg)

The sinilated RDV dosage regimen for pediatric subjects. > 40 kg, was a single RDV 200 mg loading dose on Day 1 followed
by 9 once daily 100 mg maintenance doses.

Body Weight (kg)

The simulated RDV dosage regimen for pediatric subjects. = 40 kg, was a single RDV 200 mg loading dose on Day 1 followed

The simulated RDV dosage regimen for pediatric subjects. < 40 kg, was a single RDV 5 mg/kg loading dose on Day 1 followed by 9 once daily 100 mg maintenance doses.
by 9 once daily 2.5 mg/kg maintenance doses. The simulated RDV dosage regimen for pediatric subjects. < 40 kg. was a single RDV 5 mg/kg loading dose on Day 1 followed
The adult observed and predicted exposures are from the RDV Phase 1 program in healthy volunteers (GS-US-399-1812 and by 9 once daily 2.5 mg/kg maintenance doses.

GS-US-399-1954). The adult observed and predicted exposures are from the RDV Phase 1 program in healthy volunteers (GS-US-399-1812 and
Red lin imum (MAX) observed AUCiu after 14 daily doses of 150 mg RDV IV over 1 hr. solution formulation (red. s.
GS-US-399-1954. Section 15.1. Table 4.1). n (MAX) observed AUCuy after 14 daily doses of 150 mg RDV IV over 1 h. solution formulation (red.

Blue lines: minimum (MIN). median (MED) and maximum (MAX) observed AUCtu predicted from after a single daily dose of 54, Section 15.1. Table 4.1)

75 mg RDV IV over 0.5 hr. Iyophilized formulation (blue, GS-US-399-1812. Section 15.1. Table 4.1.1). Predicted AUCuu values Blue lmes ninimum (MIN). median (MED) and maximum (MAX) observed AUCtu predicted from after a single daily dose of
were determined for after 100 mg RDV maintenance dose based on observed AUCif*(100mg/75mg). 75 mg RDV IV over 0.5 hr, lyophilized formulation (blue. GS-US-399-1812. Section 15.1. Table 4.1.1). Predicted AUCh, values
Gray dots: AUCu values predicted across the weight range based on the RDV and GS-441524 PBPK model. were determined for after 100 mg RDV maintenance dose based on observed AUCks*(100mg/75me)

Black line: LOWESS smoother line of predicted AUCt across the weight range. Gray dots: AUCs values predicted across the weight range based on the RDV and GS-441524 PBPK model.

Black line: LOWESS smoother line of predicted AUCq, actoss the weight range.

65.6. NBF Ay P BIA(CTD 5.3.6)
e Pregnancy Report for IN-US-540-5755 and GS-US-540-5821(2020.10.23.) A&
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7. =9 ALSEEol
e PMDA:
- VEKLURY® for Intravenous Injection(~ 7 V) —fiffii#1:#100mg), Gilead Scinece(2020.5.7.)
- VEKLURY® for Intravenous Injection(~ 7 V) —iffii#1:/11100mg), Gilead Scinece(2020.5.7.)
¢ EMA

ro

F R 2

- Veklury® 100mg powder for concentrate for solution for infusion, Gilead Science Ireland UC(2020.7.3.)
¢ FDA

- VEKLURY®(remdesivir) for injection, for intravenous use, Gilead Science INC.(2020.10.22.)

- VEKLURY®(remdesivir) injection, for intravenous use, Gilead Science INC. (2020.10.22.)
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