Protocol

This trial protocol has been provided by the authors to give readers additional information about their work.

Protocol for: Cao B, Wang Y, Wen D, et al. A trial of lopinavir-ritonavir in adults hospitalized with severe Covid-19.
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This document contains:

- The original protocol document (v1.0)

- The final protocol document (v2.0)

- Asummary of changes between protocol version 1.0 and 2.0
- The statistical analysis plan (unchanged from original version)
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2. FEMARIFAH PO Z WriR G OL S, 2w PRI Wy B AN B S DR B Ak Al 48 6 s Bt
PCR HE AT R PR # I e (8

3. AERIRAANE SEENUNALZ (8] (B RIREAE 10 REAA, REIRA AR EE LU I HE RS, &
TR AR AL I B ABA S RE IR
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4. FEAREARET, B#H SP02<94%, S ATEE/NT 300mmHg.

5.2 ZIRFEHRARHE
RS A vt
1. ARFTARELL TS R AT I
2. UHBEAARES (FN-a2b 25
3. XPEULHBF/AFEI T E AL TFN-02b 1 O A1 B U B s
4. BNFEN (ALTY/A RN BT IR LR 5 6%
5. BRIV T/AFE AT HAERE ORI A e S0 e mlid= FH I 254, 900 CYP3A 457
6. UEUR: FUR L MEIE YRR A

7. O40 HIV Y, EOYHEOWEARS HADT HIV 298 S 1, XL H/FHEIR 357~

8. MHWHLE 72h WHZEIES KK,
5.3 HZEAOR B A
BB R AENTIR AN S DR BR90 B 2 il 8 K R B HEAT i . Y 1 ORI g AR

5.4 ZAFEIR A& IERE

541 BB IER R

BERE NS T R R B — N A E R BT AR Z3E W R E R E AT K R
I 2T 2 bR :

1) HIU™ [ B AN AT 32 AN B3R, (R RIE AU 0 e 52 A8 DR DR iz A RS 7 2R AT T

o WA BT AE.
o HBANINERRY AE 52 AF KL 4 2t AE B,
o WIAFINIEA A AR S S0 S0 A 45 SR Fon /5 Z A5 LA AT S 2540

24



o RBUR ML CELFE M K ™ R 2 AR R R B = 52 AR 6 K A PR FH 24540
HRIUE M VR 7T -

o SRR LMRASREREENZRE BAUKANE IR 2, JFHTIE Mk R

o JHFMEALAEAS Ik bRk SR

a. ALT>3 x ULN AIHZL Z>2 x ULN (>35% B #HL %)

VE: 5% ALT>3 x ULN AIHZ 2>2 x ULN, Joikar BIskA7 B AL o0 55, s As F T 72 25
WA AT, BT IS IHA 24y 55 . WA AR, e R4k EAS IR HAT 2, FHYER B
IER AN S =P o N b WA ALV

b. ALT > 5xULN,
c. ALT=3 x ULN, HI45 HBUAF A BOBBUR SR B R B, A= . B, WKk, 4 L
R ERIER . RA. RS SER R % .

2) WHFUH ESRIB AT
3) M MR 0 R B H IR B AR T T

WRTE T AL CRRT J697, WIEHERR R T E<10 mL/min, W NAZ1ERIG 259045 25, FHX5F
ZRE TRV BOR A 7T . (HA2, X T EL5SRILER 14 Rigyr, AR CRRT HALET
ERR N FEEE<10 mL/min B5218%, TFEIBEWIT.

4) B I AT LIRSS B ARG 0 g 2l e IR AT 7T

—HAZRF BT, WEFCH N AZSPOE M5 A B A AL, R R SS 7 58 B H AT AT
flic FrERARFARETIFNZIRE, MiZBUTEEARFMHER2EM, 2dREHARS
fre gt TR BE K. XTI IR B TTHI 32103, MzfE CRF &A% EVEARIC R H H A
B R A A

5.4.2 523 AR Y 2 1B A ) Ak

ZARE W AR R &2 5050, HARZEMR M. WSR2 E & Ew7T, WA E e T
AR5 CRF. AR SZARE R TER 7 RGBT, WO e i AR I 261 R 2l
ST LRI 259, W TCE L AUR D Se T A AR BT S UL, it [ AR i, CudBBE L
)5 28 RIIRIVTIHL o
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PR P BR I RIS 2t m] DAL R B R 6. AR VR Im R R AL AT, o SR AR R
BARIT, WPRAEZWAAIT . MG, SFEMERKNA, DTSR . Gk EE
A IR HHRRRYT, WEFT RO SOZ AR B AE AT T hon IR B U (O 2, sl SRS B0 FCVRRE
FUBE U7 8cs e F K, K e VA Y BT R AR IO 8l

6.1 W ZY

6.1.1 20

w12 GEULHEF/AEFEIE) 2 BID M MRS 2, XTIk B dnd B 54 TIs LR
F/AFEAF GEULHFH 400 mg/100 mg FIFEHAH) 5 mL IBEH .

IFN-o2b yESFR (48R FE S EHANTINERE a2b, B 500 75 iu, bid F¥RT TR 510
W N

AU SURIT AT, % I UG, OUF AL £ B S bR I R L5
SRR

6.1.2  FEAMEF AR E

FEIEF AL BIANZE 255640 T, IR 29 U A 2 45 0 78 b AR N Gt R B35 0 e XU . 1k
W25 (a2 WAHEIRSE 30°C (87°F) LUN I AW BE A1 T ilifr T2 X . Wi 2513k
WOR 25 2R AR T8I 708 Bidi @ N e 336 T 25 i AU o T 4 B N AL 78 LA 45 07 S8 ) 321
Ho

MRIEARAERRE AT S Ui 45, W TFN-a 2b REFE 2-8°C LR Nl A7AE 24 55 (2 4 X3,

6.1.3 i &

TR ATIN SE R R IR 2R, T TUd SR T 29 i U070 0 il 2 R R B 25 7

X ICVE AR SE B R 32, BT DR 2 I TR T B ) R I R (R K . AR
HiREY, H32ESRHIREHREY.



6.1.4  HEHE

ZRE PR 2 L ME IRy 4.

) FIE 525 2518 b

A FRAEVR T+ LIS 5/ RUE TR | ARiEIETT+F R a2b FAk
F (400 mg WEILALF /100 | N, FFIEH 500 77 iu, bid.
mg FFEIFD , f 12h — | ELL 14 K

R, FFEE 14 Ko

B4 bRAEIR YT PRAEIRTT

6.1.5 TR IT RS [E]

BENLALIR ST RS TR 14 Ko R EHAE 14 RN HIBERIZK, MRS R & SUR TR T .

6.1.6 7| R

BT LRI BN SO 4 TR FL G F IS 25697 H S AR IR IO T 7E 250 B0 0 3 AE FL 0
Bl (405 CRF) v, DU TR M

6.2 WEAAYE KRR

B FE3E 1 € IR T pL AR N SRy HU S5t NS DR HER AT 72 70 D S, BAERICH . LS
/KRB 2is i EcE DL R 25 oy RORRAE B H ISR . ERTFLE RN, T H AR,
IR T DA A S R B R E PR, AERE T O ORGSR AE AN P BT FE 254
BRI BHT K

7.1 WHRFET / VEL

7.1.1 B FURF R R
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LT AP T I B PAE AL G, AL MARBT A H P Wl & S LT, KA IR R
I BE BT R IK S W, i inREA R E BB EHME L, A5 EMAR T

7.1.2 FRUEVRIT T AR P

BRPUREEZSL, PR FCALIR BB R AR SCRF VR T (B0, AR H A 75 5K 1 R B i 48
Fiv PRGRERIKIARTRT . PUERIRT . MR EWIMIE TS . BT BIATE RAE . K Eia
I AR it 5 fi e i PR S B AR K AR 2 1Y) (AN R R R BRI 1297 7 36 A7) ) — 3
HIBAT PR AETR T 1L

72 SERERF / PFO

7.2.1 (15 P S8 = PP

iR Z SR E

SNV IAIR (R 1) o NAEEBTHIE BTN, M5, RIGIRRIRIE, AT R

CBC 432

B IhRERG E=IUEF . S WUEF. bk, JREFE. KRR 8.

JFThRek &= AST. ALT. HEH, WIREEE. ARGEN. SRR, TIEpiRn
M : APTT, PT, INR

722 HAEIERE T

FER AT T, P BB BT A AR, BRI IR, PEMRE IR, ARIUR i
RBEBRER T 98 SR A ZE B o FH DR G e Al Pk v Al R BEBR TR DU PR R G el
P PAt AR R DU R AR A AR K . U AR ) (FI0E BIfEL 10° cfu / Z71) RSB E &
BRSO RUE IR RE D (FUE SCRIME 10% cfu / 221D &%, (il WA AE SR ZR, iR 4E S0
FeH ORISR O E -

FEPUEZVNRIT TR, RERBAMBGEATH R TR. FEABLE 24 /NEAZRA i R BEBKER . il
RS JFARANEE [ BT ASIN R PR AE o

7.2.3  FEARHIE . AHEAEL

B IR AE AR AR DRAEAE-80°CUKA o K5 OUHIME — B FEACEIARICAEAS . B FEASE AT E WIZik &

L S
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7.2.4 FEAR IZ 5

SR T AR PGB A (A7) KAERT U OV IR A, JFH T UKIS S ERE RN . 700
BEAPEA R AV AR U, AR ANE s, R R IR T AR T A ORI ALY
TARFVEIT SR T A AR A BT ) AT B T 0% Ul fr, HED IS 2
TRC 2 AR AL .

725 FEARRTURMIE

IRYEWT T 7 SRR RIFEAS R B R H 0E T IR 2 tE . PURBEER . SPURR R, X
P ML FE R UL K ZAEN 55 s B A IR DN 0T R o2 e PE A E B

7.3 WIS [E]R

7.3.1 i ik
RR<I0K — o R
!
B9
I
AN R SPO, <94%8k 5
SRS IR A5 >24 1% /53
1 e PRI 7 PCR+
l
v !
PCR+ PCR-
ok 24/NHF N ETELUR
WP IR TE B A TR
HEATPCRAG I
y v
PCR + PCR -
EHs NEE

K 1R .

G R
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o JERAEMEM< 10 K

o ABERS, FWEAEMMAE<94%.

bl PRESAEARYEAE 7 S U RN IE / HEBRbSE, BRI B AT RISV . R B BT E
(PD AZiOR B e H &, RS NHERRIE A8 R e DO 23 Sk e JBR s M AU A T H B rp, JF
MBI 7E 8 BAR e N RS o WARAERT & AHEFRAEE R I 52 8, b AHETRiE H S Eilse R A AR
5 A

Jii R IMOE R A E B NG R ES AN I, HR R RARRTRLER AT 7. DUHE B %
ILRAE CRE A% AEFEHY, BFEARIUELE, NHRMERE T VEA(E 2, g R IR
R, AT AR PT B 3 B R AS A A A

732 N4/ Resk

— BRUINE AR E, XS5 R i il O3 AT NI R . RURR (<12 /i) it
ITREFRNAL, RIS NG HE, PIHZ HIR I A Dy 24 /N

Nk o

RS E BARR N GURBOFC R BL IR R GERERE . PERIL PR AR

BOR

FLT

s

ITAS YW ERSE:

o YHIADIR: AIEAH. WG, . . RS, SkeE. SIREBOR. SR, DU, et
VS CREIR BESR . BOJR. PTRR PRXESE

e REHE

o EMIRME (KR, R BRHCHCR ., IR , FMEAE (e g
o {RHE (BrEfiit) / BE
o Hi R NEWS2 P/t 2481k
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o HRTHBHEEEITS

HELHEME

W HEAT UM B IR IO RN EA (CANPTRE) o FELSEIR A A N AERT FENALIG 24 /NN Pk
17 CREFLIED .

FLLL G =

CBC 73,

Hofer A=, S WUEF. B, JREE. #. BAFKER .

o JHIIRERIE=AST. ALT. HEA. UIRWMEE. ARIGER. SR, ks .
o AtIMEM: APTT, PT, INR

o IS LB

7.3.3 RN}

FEVEAT IR TR AP 1 0T 2045 2Rl I PR PP A AN s s i

T LR BE U B ARSETsBENI S 28 K, BUekAEE . RCRE 28 RIAMIRE. ICU
fERErS Al AEREfa] ST HASE TR (g i) .

AR A S T

RE VT H H PR R SCRR BT

AL SO

o RIEREVIRAKAERERIN 9 HIPAN 7 HEERER

o HHTHPERECIRL

o EamiKAE

o RZMEAASFAIT CHRNUMIES. CRRT. ECMO FIE L FHCT)
o IR ZMIAE (WERD

o IGE (BT

o AR EARFM

o it/ ARMEE CWiERD

7.3.4 82 2B TR
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AP TR E B T NP 28 R PRI 7] (time to clinical improve) = FEALALE 2 R EGE 1K
o Bk, 528 RUTHIAT Ti& SR EMBIE R CEE, RUR—Y)E IR S I 58 AT S0 ML o
IR 2 )5 2843 RAT LN, AN SRRVl -

BEAk, B RO IE B Bebn v, CRHRYE DA AR R R Rl 212977 %8 GRIT) ) $hdT.
OB EE, TRUEE EIE SR RS (WG AT R,

7.3.5 FEATIB M

o WHRAWIM R EHA RFH

o HiBt;

o BT

o RHIBHIBUEE IR MBI AN R EDR

Al

o MRIEIRREAENRE, Nizhi T2 s T T2
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73.6  HFEFEZE

1
Heik 2R 2531E RV %%%
vi
B B/L D1 D3 D5 D7 D10 D14 D21 D28 FEF
ikt / HEBR AR X
i Jt Rl = X
ZARENOF X
18 P JEE At P Al X
TR 2 VG
OHE X X
AR A A X X X
I ARIEIL R X X X X X X X X X X
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AR AAE (IRIR . O, IR, MPIROE R, EUa

X X X X X X
&) b
NEWS?2 34 ¢ X X X X X X
HENBOIRE) 7 S 8RRy X X X X X X
Lo = PR
ZWr (R W 2 ) X
G IR ) T E ) 0P CREERSTE]D) X
A MR8 CREERTED X X
BRI I CREERA])D X X
B HEAN AT Shae A A ¢ CREERS[A])D X X
EHEFAEA © X X X X X X
NREIGE AR A GRS N Y /balf) X X X X X X

B X (hEE
AR A X X X
i
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R A2

Wk 2525 24 X X X X X X X X
EIHHY X X X X X X X X X
AR FHAF X X X X X X X X X

28 RIMEEVII ARG T2 2 VAl o A2 B BRI BEAT H R VPAY, W 2RABE AR 28 R O thiBe, BT i invift.
a. WIEM], FEACS CRF HHCsRIEL A 48 /NS A2 KBTS AR AR A A R . IZPPAE AN A SR
b. JEITIIA] /AR, AR 2 PP AR A AR AE RIS URAS .

c. VITIAN / AEBEINNL, ARARBATVIBEVIFENS L 80 S UPPAEHIRAY, FBON K day | FNALR ELG LT ARG, A A AP A 4R BB R AR
SZGRTENRT, WIS DL TR VA

NEWS2 5%
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Physiological
parameter

Respiration rate
(per minute)

SpO, Scale 1 (%)

88-92 93-940n

Sl <93onair [ oxygen

Air or oxygen? ygen Air

Systolic blood 101-110 | 111-219
pressure (mmHg)

Pulse (per minute) 41-50 51-90 91-110 111-130

Consciousness Alert

Temperature ("C) 35.1-36.0 | 36.1-38.0 | 38.1-39.0

d. ‘BETheeke . WUEF, MUBE, JRE, JRER, MIEFAAIGN. IFThRek . AST, ALT, H&EH, WUERIRE, VIREE, AMRMEN, @M%, ik
e. L/ 1 RER 7T RERRELWETIRA.
£ JE2k /55 1 REH T REFRE TIPRIESRA, DU R TVEME I EE

BALF, SZSEMH#ER:; BP, Ifiiff; CrCl, WIEF&BRZ; ECG, LHEE; 405 CRF, HFHEHRER; HR, 00X, 1P, WIGHZAY: IV, Bk,
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7.4 HHEY. IRITAEF

FIRBRA AT G o€ TR T A IR .

RSNV S P UE

U 25%) Cand& LD

B CnEHD

HEH CmE)

AR ULIAI BRI Clni& D

ST CREEE . Ry PENLIGES . ECMO %5)

FHEB AT (&R

IEPENLA 2GRN AE I 24 (g D

VLA AN S e (R D

741  HEEEWLY). BIT AR

50 S Z RN T IR a2b 2 R a2 it B E R et Bz A NTIRER o2b SRS H 2
ARG, BB S AR 6 o SRS 2 A B Rk o W T HR R AR AE I DR AEERR TT RE 2 R AL 25
RA RN AR PRI I Z AN TR a2b R CRENER . AT TR IE, &
A PREE AR 1 BT TC 2587 {5 B P I8 A R U E A R SN . ERM U T YRR, 1%
AL

. UL/ AR 5 EAE N =R T 2 A ELAE R

%) A RERIAR BAF B NI R $5 N2 JE RIS
JiETH AR o R P A XU, (A A R RN A TENGI , A HoAtk 1 S B AL -
Je LAl g, FEMEED . F IR v 7 S R b
i LR R ) AR
QT [AIYISE I n WFE, BRI,

A0 37 - AL A
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JrRJe

1) Fi FEm:

[U/SEN s

ERTNE

g T

PEILRAR

FINFEAIZFARJE S CYP3A4 R FEARNLMIE UEE D, SR HEERI AL,
R SRR JE RS T T, S8 .

BOLHERER AN

SR e EIG AN QT
[ S XS

WKL I SRR T, AT 3
R ILIE A R

QT [AIIAE K ) RGN, e

FHFEEZ )L AR
PP R

P AR UL AR5/ M TR
1687952

AT T RN 2RI VLIRS A=
PR, 0 0 2 58 T 44 28 1 )

IR

BEL D)1 EitR: ) 1S 811 i N N N TRk

X T BB R
6 5 1 55 e sk /b

billE=s
SR g ik G PR 25
R LR, )

s AL PETAE 75 L
QT A JHISE A

FEAROE S, AR ER

fEH .

FERUMIE B, R AT hg i
G BRI o DI, Rk
IR HFI R R
SR

R PERE L 2

AR BRI A

A8 RIS AT DL R 5/4]

HARAEAS R RIS (IR . AL FER T ApG kR

TEAL AN 25 55 ¥ D

38

A5 AT - 8 4 7 4 LA
IEF H AR BUR AT B

A5 FH TR ML 1 5

e WKL ) B AR

=]
HAf o

A5 P 5 75 W S 7 LA
F) H AR

S P~ A AR 2

R HEG I, EFHE
T 150 mg, BEH 1 ¥k
150 mg, & 3 WHIKILHEE
IRFEI T A IR

AR ATRE, (5 HPEHIRAE.
RATRE, AP AR R A
WEIC I HERR AR

QT [AIMHZE K 4

FIEBERIFNE.

A5 AT O 8 2 7 8 LA
IEE H AR BUR AT B

A5 FH TR ML 1) 5 £

A S CYP3A4 411
il ] BETE 5 2 J5 Frek 4-5
K, FAIPEEmK

7 JE KL M 1) B AR

=]
FAf o

A PR R D 2 7
LR F) A bR A -

LUP S QTN SENE ey
AK UL/ AMFE S, %)
LRl e Pt SEN i
AREM GE R, 5l
BRI NS, IF5)E
Rl SEN e il

PR O B AR 254
RAEGIFML], AT
R AR R AR N
TP A R L /A
FEIRES, Bl LR BT 1)
TR0 T 2 7

WRFHESIERZ, R
#AE T 150mg, FAH 1 &K
B 150 mg, ®F 3 K5
VAR FFEI 4 9 2

TH2) G Pt A



FHAT DRSSO R BERUITHA AT 5% MBTAE, FFIEPRAIT. R REE R AT
fieT &2 TR, BT L6
TSR el TR e fRipyy,  ARTER, BRI
B i M 2 s 7o A s, VAR T SR AT A B
fRIfIT, IR

AHEAEH RETE B/

M H
FIFEfRfhy]  BIFERARYT AUC #8n WETRTHFEARAMBTT B MEARAE R R FRIFEA MY T . WA EE B EHALZ ) QA RfhyT.
488%. JULIF BB SUNL X L AL D 152, NAHFTAZE IR Sk ihyT @ m ek
Rl (£ K 10-40 mg) (R Ay 1X e 25 A AR ]

RETE B2/
TR T HEms AR ST M I 94 5 BRAE, AROT A Y A8 AR ST RERR (R AR 254 . TSR 58 AR ST e 1) 5 R 245 Pk
REMEST R B W Bk, ROrREM 22 EiRIT 2SI N . ]
A FE I HEBR A v A6 75 BRI AR ST M 71

o WREAA AL, 1
R VLIS FRIFEA 5, 45
fi 1

IFN-B1b.

FIE AP B IG)T 5

iR
REIE  FRBIGORHEN T M i L [ERLEG S
T A THRIL. R TR

PP e 40 & SV E Al

AR HE Bk ERNCE (http www.wolterskluwercdi.com/i SiLZEZE/) F1 Micromedex Chttps www.micromedexsolutions.com/Z EE/HJE). 4
R AUC (RN TAERFE) M8 FIERY, cyp3ad 4fu(h R P450-3A4
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7.5 HEHZAY. BT RREF

1) KGR B B ia T R IR 850 i) B SR [ i SON IR R e 50 mg / K.
WA HIAAEEE 200 mg / K\ HIKJE BIE 40 mg / K. Fuvr(f F KT E0E K i 3 ia 7 Ho e

W CHURGPER TS .

2) ey RASmEGEPURSEHZCRI R

7.6 2R RIT AR

WRAE 14 REYTIEN,

RS H B PR RUIAE , 7 EE ] ECMO; A /] ECMO 2256 (0

Al R e N B E A B m EMCO ZKFRIH Gy a2 ECMO ¥897, 75 21 EgHid sk ECMO S5

AMBATIE L o

7.7 BEFCOR P Ja S AR AT FC 25 3R

FESER 14 RITRE)GR, S2lE ARSI iR 425

8.1 wEVESUUR B

Rig =5'4

B BRI RIS SR 45 245 5 BT AT AR BE 2 A, 5 AT A
AREH (AE)

—EFAERRRK R,
ARRBF (AR) S5 AR AR 70 B (AR 7T 1 25 A e BT AT AR R AN AT S

FEFHA R KM (UAR)

RS LA BT B AR L S T A P AR S (T, ARG F 254
W E T, sCHEEZG VIR S RFEREED) ANRFIAS RO, B
PE 25 WRFETURAS B B AS RSB o




FPEREAREM . ARKRMEAETIHEAR RN 308: a) FEIE
T b) fafddr: o FREERRITBUE KA AR A &) 33
FREEME B B ARIREUR BE: o R RIERTE B A BRI, D 4
B, ARk, BiRgE Rz — AT AR HoAth 25 LR A

TEEAREM (SAE) « “EARKR
BL (SAR) - SHETHIEA R R
M. (SUSAR)

8.1.1 AEFHEM (AE) HIEX

ARFFRANRZ ARG KA R EAFI 2 F 0, A5 SZ2lE ST SO A [ SCE
AR AR (B, S A el Sie B4 A ERERR, TR SIS TR,

812  JEEARFHM (SAE) ME X

AN I SONREE T AR HE AT A R B2 22

o FEULT:
o fElAidn

o T ERH AR EE K CAERE B HIERT N E]
o FEUFLLIEEYERIK / KR
o JRTIERMESH / A

8.1.3 JEFH R (UP) Bz X

FEFRU ) B AE PR L B R P B T T 5 IRB HLAE BRI 7807 2R 7] 3 SO rh i AR 52
B REEMTAEBURE . . 2SR WTuE T 7S BRI 2k
NBERALE CHrB e IR s gL B ) 5 WIRE. RATREEE € 5SS INWT FUOG; e 32l s
e XU R T B SNBSS (BdE SR, DL @ffsit 2 faE) .

82 ARIFMHE

8.2.1 HAF e EARE

WA AARYE 73 B AT LE A RS CTCAE £ (WRAS 4.0) , X AE ™ EREREEAT 70 4L,
HFs

http://www.niaid.nih.gov/labsandresources/resources/daidsclinrsrch/documents/daidsaegradingtable.pdf




P EE

B AN P [ T BB T IR R 5 EARYE DL T S GO B PP R AE (7™ AR

1= 8B
2= g
3= M
4= fo KA
5= Jr:

822  EWMRAMNIRA

ARFFEHEARRA:

ERAMR: SHTFMTCR, HSHAMPIER, WM. JEAOE AR 2 4E 2R R

ARETER: SHIAYEMBRI SRR, WA S AR, YRR . I AORE B A 2525 2 5%

FREAER: SHTAMIAMASS, SRS SO %, EAREHERR S HA PR (AR
HRIESFHAN LML 25) ZIBIHIK R

FEHFREMER: SUEAMYIAMSS, HAaTERR S AP R G I AR Bt 25145 245D
Z IR Z

REEMER: SUTFYIIIEIA DS, ATHERR S AR R (R IR RE B2 MR 2D AN R
. BT LA B IS RFAE

EiR R 3 AR R B SR UL OGS RS AT AR FE

(823 AT E A B

BN [ T BT U B R TR B RN E A R (SAE) HIE £ B N U s JE U,
1% SAE B S5 FERAEA . FIRHERMG 2 T SAE NFUH™ EA RSk

ik 2



T ™ AN [ A n (%)

SR (UIBARMERE, ARG 48 /AR
PRATE IR I BOR D

RIRGE GHT 48 /N, B IR I IVEURTED

SRR FA SR A

APECURESE

A Sy 3

7K FEL i I PRl T 17 25 L

S 28

SRR

TRE MO ILR

RESUVLIE R

FRAMERYEAE LR M RIE AOIE. (A AR ML

FEFU™ EA RFH

0 R LSS B B A i B 7 B R AR AR A% 2 A, WO ARTIUYI ™ A R4

8.3 AR VFAlATRE U (X IR) PR AR

MEBEFRBSINZM A ERE VI 28 K, WFUEBSEANRNSURIL ICRAIR GG AE 5L SAE
€ S A




WIFFEEREYT T SAE HLAETHIR . WIRAEIR AR A I SAE MRHIR, PSS W 7T+
DA FUE LR SAE FEVI R 7 o

e L8 AE MR AR R B A SRS SAB. {HAE, AR IFA 53 Mt USRI & I 25 5K
SAE. FTH SAEf47E 24 /I W i Aol GRITTSAREEREERE A 4D it

8.4 MR

8.4.1 AR FHE

Z AR 07 AR B H £ 49 ARDS, HEEATEC R, Fik, B %% AE KR,
B S R A VE 2 MR SR T 5 2 R0 T RTA ST ARG, T AT A B0 T, DR AR A
IR SR LR 0 5 28 5 s SR Y I A0 0 — 304 O 0 L2 B4R CRE SR

CE SOHEN I RAEFIF A US4 iR ICU, T ZENLMA S/ ECMO FIZETD) 455 BAL
BeAF A BB SAE SR T, BRARZRIAT FEE FIWT, EATROA N 50T T T BEER K R e 2
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ADR ik ENEY AN

AE A RFF

APPT i A T Y L TR 1)
ALP T o R Tl

AST REFRAIL N
ARDS SPENIR E A LR AR
BAL SR I HE B

BID B HPIX

BUN VTS

CBC 4 I 4 T

CDC PRI P AN T oL
NMPA IR 5 £ 247 B B A L
CRF iR 2
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CRRT B G IEBARST

ECG LA

ECMO NI iE=Rey

GCP 2N PR o e R
GFR (S QA" ¥ SRS

B W 5eE T

ICH N2 A U AR SR [ s ]
ICU HIE R =

IEC MSTAC R A 2

IL HAER

IP W6 H 259

IRB DIk R AR

LDH FLIR it A B

RNA IZHEIZIR

PCR RA BEE N

PT 5 1L 155 (1)

PCR A HEE
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SAE PEE AN AT
SAP grit itk
U+E PREF+HLR I
ULN IEHAE EIR
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]k

ASCAHRBEE B A R, AUH TR AT, REWH A, A5 5 A8 58RI
fib 7 $5 VLA 5 A SCAE IR R 7 BRAS T A, AN EL P TR EoAt H 1Y

HHZI8 ICH E6. GCP i M B TAHSC A PIAUE T R ARG . R BATT R A ME . 12
T A SHHERAFIT AW T -

%4 (PD -
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(Zy] —IPF IS VLR 5/ AR iR 7 B DUHT B e R w3 A e 18
BTN ETEEENL. T & BRI

B WAL EER F R Y2 3 BUE AR A S P A AR R A
7 R N R AR E 28808 . 2003 4EFR[E 2 K SRAR-COV i
BT P E AR 2SR . L2002 4E 1 H A 2003 8 H 7 H, &K
KIHWBIIL 8422 191, W N 32 ANEZAHX, HA ALl 919
1, JRAEEIT 1%, Z4FEFH A I EH FIRFEERE &, 2012
T AR AR SRR #E (MERS-COV) R GLLLK,
AR TAEHLACIEIRE 27 MEKK 2468 51550 =21
MERS-COV & ifili@ s, Z=/A4F 851 HliRGT: (LR
34.5%)

R ¥ TG 0] e DR 25 B (R V) R0 T 7. BT R AN
Y, VAT AR B A 2 T DRI B R B VR 9T o I VTR
FNRFEIR 3 A2 PUas i 53 2 o B 770, B0 TR 97 AR
FEERFERTE (HIV) Yy, Heetiar. UL F/AFEmSH
A 8 T SARS BEYLIGTT « FEZIT A H, 5 111 fil852 )
ELFHARIAIT I SARS BEFAIEL, 41 451 53 A FH & DT I8 =5 /R TR
FWEIRTT, SRR IIEIRKAESE 21 RO RIGKRE R (Gt
WP A SR B AEEAETS) R/ T A AR 257677 (2.4%VS.
28.8%, P=0.001). SR, J sk HEs HE AT 58 8008 o i S 4k
THARE o HE TR ILLL BGE VTR F/FFE AT IFN-B1B )R] H
Mz Ve, 2015 45 H N R AR 230 JF MERS Biia R
22, NS LI /AFEI RS TR IG T BA ST 2.

H 2019 4F 12 A DIk A4 B 22 5 5 Bt R BAS BF i (R ik ¢ %2
B, 355 A R AN AR 45 SR T o B e IR B e .

36



TR LN, A RUR BT T R OUT [ 5 i
By RBon L R BUR Sz I 7T, B RG22 Fha] BEA RIA T R
Jitn CELAREA IR TS ULAR S /FIFEA S, remdesivir, #5x et IR I
FHR/Z R EDR  RREALITURERTT TR

BB B R IEAE IS VLR /AT ¥6 9T B DOHT AL e R 7
LR 8 17 RO 2 2k

H PRI UL AR 5/ RIFE A 4536 77 35 2 el bR 95 2 S G 1 I AT B E
(KT b Rn 22 4 1tk
wit BEAL. FFROPREE . “PAT S RIS RIS . AR E 3 N4 24 /NisF Py
B EST CRAKCEHHT 4 ZBEN L (2 bl REFREA S
Fe L B S B v o P R ST R TT ) o
A FEL S NH 28 Riln/RKkzE# A (TIME TO CLINICAL
IMPROVEMENT) : BENAL G Z 00 R 0505 1 R 8. IR PR EGE 58
SN BB NGRS H 7 0 EH R R 2 ek BB 7 %)
e EFRATE: T4 T 64 fEREEESZ ECMO A / 8L
WA 5 (R LAIEAMN / SEmRERST; 4 0 R
e EI7: 3 EBATREERZEST; 24 HEBEARREIE
WINREIRA: 19 BB SR E IE W INERIRE
T IKULIR=H 400mg/FFEHEF 100mg bid (2 F7 Hk bid) .
NEE BT 8T 2R e IR B B L PR e N A B SR
A EAR T NIEARHE:

5. N CGESUN>18 %)

6. FEMARIT & P Bl A & 0T, 2 iR 2 WA
B R R B PR 28 f 3 BT PCR IR AR B je bR
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i
g
G
cHE
D

7. FRREARWREIRES T, BFE SP0:<94%, BAAGIEE/NT
300mmHg.
HEBrArte:

9. HEMTANRELL TS S % A AT (5 L s
10. X635 VG AR/ A FEAR 5 ) k05 S 8 B

1. BN RAB (ALT/A R (AST) Jheplid E% E
IR 5 %

12. 25 IS UL AR5/ A3 B A8 6 ¥R 7 ELAE 0T 7T 303 18] A RE B 45 5
=259, Flan CYP3A il

13. 4ER: Lo MR AR AR 0 P 1 5

14. B0 HIV &Y, FONHOWER 5 HART HIV 25908k
G, SXHEUCAR/FIFEIS S 7= A i 2454 ;

15. BFWHELE 72h W ZEIES SRR,

16. R EFH N NAEE

HAE

¥4t 11 160 4]

IR E Y

3L HERFTLIE R (R HZ®) , KL+ 2 —F HIV &
HEERHI5R) ;. FIFEA R & —FhER X HIV-1 Fl HIV-2 KA R
B B 3R P FUUTR S ) 7]

ks S E Ry 250mg/ A 120 Fr/Al. A RE RG], &
EIUCHRE 200 mg, FFLIAH 50 mg.

W skt FIRAAF (KT 30°C ) o
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Al 3AA4E

Wt FRF SR [R) HOHES R R AR H G, HEER WA RIS
Ho

SINBT FURIRR SR 1) | MORE B RELAL S T 28 R

BRI O BENL. T 2 EXHRIGARDE T, H T A e T i, T H 4LRAR A
MRS BRIEL, BEEEVEAS T A RUMIR YT 18 CERAREA IR TV DL 43/ FFE8 45, remdesivir, %
XETRARIA# IR B/ 2 TR BT IR BN BURTEIRTT T 5. A BORAE 160 H1ET R0
ST g ARAF R TR DA VLR 5/ AFE AR 5 5 h ki T A LU RO ROt 22 et 2k 4% 101
MIEL B Be, B2 hRdEIR T BUB & PUR BHATT .
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WEFerL: BT AR R

=Y
HRRI=E 1 1BEH {
= IUHRE FISERRE
{ J
Y
FFRE14F
BB = NE B
\—Y—)
24 h ol
" A 8]
N 147X 28 X

FEREA: BEE28KImREERTE;
IRBRR: TN428KIMAREER, 28 KRR, (EbTE%F;

24
4—\%
4
o
o

e

A f=] Fy

HEPITRR =
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WG TR EIH MR IR ER, AT R AR S B e Hh 1 I AR 3 Al e

(chictr.org.cn)

21 BRER

WAL IR B Y FEUE AR AL P A SR R A, E R A [ R4 AR
2003 “F3K[E K SRAR-COV IR 1 ™ H AL 23 5Em 12, ] 2002 4F 1 H #2003 4E 8 H 7 H, 4k
FIHmBI3L 8422 B, ¥ & 32 ANEZAMMIX, HrpFETRS 919 41, FALFIT 1%, EFEFHFME
HIE B AL T e 2012 4F 1 IR T AR ZR BB IR 3 (MERS-COV) J&GLLK, i 5}
PAHLACWRIRE 27 ANMEZKR 2468 #iSLE E#i2 1) MERS-COV B ifilmam, /04 851
PR EFET: ORSER 34.5%) 3.

E AT AT %o bR BRI G B DA 0R YT ik . BT RAMIEE, WS UL AR T 3 N & Ik
B B IRTT o I8 DL 33 AR FE0 5 i o e s 2 2R g 0), BC FH THVR 97 AR S e R
WEE (HIV) B4y, HaetEsdar °  SULIF/AFEFHIE G H T SARS BELRIRIT . £
i, 5 111 BHEZ R EFBRIAEIT ) SARS SEMLL, 41 F1EF S U F/AFER BT,
SERRBUREIRRIEIG 21 RIOARIGRE R (R B LA ST BT R EFHk gy
1RTT (2.4%VS. 28.8%, P=0.001)"0 #ATf, [ st oo B S50 Tk vl SEfln kA 2. 78 2015
HE R [ BR R MERS 18—l 491 v, i DC TR F /A0 45 5 R AR AT IFN-02A XA FH 24 P PR IE R £
IR ERE R FIE IR A A 50 S — Bk B A MG R H, 76 MERS SIRIIEE 13 RIFURHZI% L
HFAFER A IFN AR EFEMWIGST, 2 RIGHIFIAEERR, (HIF0GE 759 s R IR Fr 4k
FAE, HREFME 4 8, BFmEAT . E5E MERS RBA&RMNE, K2 EHHIIFR RSG5 5HE
MEEERZ T HELZRBETIE IFN)- o FEF5ARF1E UT A8/ RFEA0 5 20 B = B0 29607 s
SRTT, R Z TP A B s 120 BT R LA S DU/ RIHEAR 540 IFN-BIB ¥ m] FH Al
LAVERAE, 2015 SEH W LA A SE T MERS BiiG R4 B3, YONIBITIHE/AHFLIRFERE T
PERIGIT BAEAEST R

H 2019 £F 12 H BLRmAL & DU 2 5 B2 e R AN SR R 2 229, 3 i R IR A — AR Fr 45 2R
SRR B G . T RO BRI, A RGUR TR T R OL T, EE A ST
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BOR AR IR SIZIWT T, B AEPPA I LR H /AT va 7 s DU AL e DR 5 SRR e e 8 2 197 2%
Mgz VR RIBENL. TP A XTI IRT 7.

2.2 AR AR o

22.1 O 560 AR 7 XSG

Lvapa

Il PRAR IS A 8] 5 AR i yB 7 A e O B s RS BSOSO IRYE « s MIRIE Ly T v = i I E AR s I ]
B IME . A H— IR A T 1) 838 R A IEYS RS AT RE R R . BRVE . SO0 FINR I 7E V397 1 46 1 i
Al e B, e H I = S R A v R RE e e R e B, #E T-IV BRI, B 7% 152K

PRI YT DA R FAF I S ATIR AT 7T .

ERERE R, BRAIGIT IR O A BRI R RS, B AL B 1 e H i =8 fUAE
B, BRZHARTIRGIF, B R R IR 5 SN/ 85 Hoe T 51 R AR R 2 AT &
IHRIT, HM=FEE TR R AR RN — N ER AR, A, EARMGTT LT I PR (A
RIS WA, WEE ARG L IEIOIR A A 1% S R G5 W BB 2w 51 PR (R HIGE
K2 EREoR B LA R),  WIAES SIS VLA AT Ja A 5 WiE & 4 2 B 3 K5

A P

RN B LI RTT 7 i AN BT Ja A A A AR AN RUSOBE: AR P s 1T Sl P R
FEAME, TTRATFERIRK R RIEGERRGES T 2RI T ARKN, ERMIRSHT, A

BN R AR AR B0 WL > 1/10;% W, > 1/100, <1/10; 4% W, > 1/1000, <1/100.

HIRMWT,
LN B E RN 70 A BT 548 ok A R B s b
REBEHE DS RRR
R L I RO R
R AL L SR
B RO R . AR (BRERAK. EBAE)
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MR E R AR E AN 7, AR/, EhMEa MBI/ DE. HELER
w0 BN, BESMEMMmE MK
TBERGRE
N IR EELS ST
APhFE N 4 AR THhBE Bl IR iE
=N BEERFENNDIERE, SEHR=-EIE, 5
B EE 7 <fE . BRORIE
R e =X H_.@?_mlil—.—l:_ 'TZ'—:ETM: ?D}\J—KL
NG (REEIEIN, BAEER
=N EE
fEFE
NG BB, MEARRE(R
w0 B (BERELE) | 2R E (BEINIMEHL
. N wE) | L& A
R R CEUNE S
& M E=EIN, 17k, BRICFERS, BRITERSC, EE
BREFE NEL o SRS
E AR 7 E NE I EHg, 2
CERE N SIHGEAERELL,, I OB, BEESMER, ik
ARE
=) S M+
MERKEZE
N R kD AE
e 55, Tl
ot . B A [S 02 ==Y + A7, 2
& I iR, BRERR, BBAMERL, Rk, ER (L
AV : !
FEATRE) . BERK. BUAR, B, BBEK
N CEEY M, BEENE. TR, BRHM
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B, AREIORRSZ, KEXE 8, A

:F
= AT+, B35 AST. ALT 1 GGT #5
FrES RE BERAT. BTk, BEA. SEAZEMmAE
ORE EE
=3 BEA B EN AR SEE, L
BENNED, BIERBR RN AR5
>, &, BE
BRI RS
RE BiE EAMER, MEXA
~BH H-245 648, ML
=3y LB, St RS B TN R B, AL

= = 3E F A
SN NNESERRE A, PINESHHNES

e L EELER. BT
ERFBREGRE  [NEL WEaRE N Bk, MR
LRAGLREE  [BL EVREE, AR ME. BEIE
S EERENALHAE [BR BZ. &5

o

s 45 RO A B SR LT S e

232 AT e R i

IR, XA B ST I R B R, AR AR R A I PR AT AT LR LR I R A
PRI VLIR T /AFEI MR E SR — il ek an . DI, RS (RAT) HAr A
HAE, EE AT DL A UE S 2 W TR i (K A RSB TR A T B SRR T . AIETT R R4
SRR SR EE R, AR T AR T 2GS G I RIS R B
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FEEK:

o VPUrSARAEIRITAREL, ISV FIFEAR AR 10T R R TR R T G A RN B 8 T RO
z 4t

4.1 WA

AHFFCR T Tl BEHL. THBhRE . S ax 2 BrBm R e, T i f a1t
T H AR ARAE AR S BRtE OL,  RSEPP A AT REA RLHR T HE I (AR (EAN IR T DL H /A HE 6
remdesivir, F1XF IR TR /2 ERESUA) , IRRBOVAIITURTTIRTT T & .

AP BERE VAL, ShRMEIRITAIEL, JEULIRB/AFEAAIRIT 4 160 6 (HIEAtTH) 2ROy ESCH e
I BRI BT e R B T RO 22 21k

Rk Gd B, JFETRIER R 24 /AN RPEENL IS, BB R 1:1 B ELBI S, #2528 0T
AR=B/AFEI A 16T H B2 eI T 4 AW FE T RIBEHLAZHZ) 160 H] 53210 o KRR 15
i B2 B N e R PR SRR IR T X R E AT R, HAZIR 11 MBI 4L, AR
HEIR T B VLA F5/MFE AR DUIREE H P IRES 25697, RN 14 Ko ZAREMPrAw T L T/EAN

RABE .
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i =TiTg

ST - {
| . J
FTIEN14K
\—Y—/
24 h ol
A" A 8]
7K 14K 28 K

FERE: BEHLE28KIGRSIERIE;
IRBEER: T/1428KIGREIEDR,; 28KMILR; (EBRIEFE;

4.2 WL

42.1 TS

TR L N 28 KRIFR SR A (time to clinical improve) : BENLAL G PR B0 1 R H .
I RS 1€ O B NBOIRZS I 7 73 R RvP o B AIK 2 7 80 b . 7 SRR 7
gy BETZ: 6 73 AEFEdESZ ECMO M/ BUGE < 5 70 (EREHZ L aNE <M / BiEm it A
J7s 400 AEBREEREYT: 370 (ERATEEZEIT: 270 HBEARKE EREDIRRE: 1
7y B CIRE ER DR

B IR IR R S A A ESE T, M BB SRR T i 2 4 R, Bl 28 KRR

422 URBLI& S,
10. BEWLGES 7. 14 128 K, 7 0552 & 32 %00 2500 B Hu il

11. 5 28 KIRILH,
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12, HUBGIE SRS A (R

13, FUTHRRE TR CRD

14, AEBEFFEEmSIE] CRD

15. JHIRIRIT IR 38 7 R, LA/ BN PIRGEREASHT B e R 75 RT-PCR B ) 83 L4l
16. EAN/ BUNPPGEREAS (55 7 KD Jpek PCR BB E (KD

17. P EAGYIA R FEFAR

5.1 SZE N Anik
NibrifE
5. RN GEXNHF#>18 %) ;
6. PCR HUE 3T B AR 55 e (7

7. EEARWEIRE T, B SP0:<94%, BY PaO2/Fi02<300mmHg.

5.2 Rl HeER bR

HERR bR
9. FEMTARELLTT R 2 AT RIS I
10. 0 DLIAR 5/ B8 =5 ) E R0 S bs B b
11. BN (ALT)/A R AT il 1IEW LR 5 %

12, ZEF TS VLR =B /AIFEAR 0T HAEWT 70 R A BE E sz HI 0254, Bl CYP3A HIil71);
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13 UER: A W LU YRR G P 1 5

14, ©F1 HIV &G, FOAHLUERARE HAbyT HIV AYECA /A, S0Hg UL /FFEA 45
A 2

15. BHEWEELE 72h A RS HER:

5.3 HZEAOR B s

BB AR AN SR R0 B 2 il A K BR B BEAT i . [ 1 ORI AR

5.4 ZEIR A& IERE

5.4.1 B b R A

B RUR AT BER S — N A SE BN TR . RE TR R R B AAHT F R i,
W8 FH 25 W15 2 AR v«

1) HIL™ A EE AN AT 32 A RS, RT3 I 32l RO A B F 2R AR 7T .

o IR Z BT 2] AE.

o XHIWA NINIESER AE 556 FH 29K ST AT 4 2% AE 5.

o WHAFINNEAH NGRS S0 51 A 45 AR 75 245 LA FH A 72 2540

o BTN CELRE FIWEAK M 7 R RO RS BUR YD SR U UK AT FTHRSE 24,
HRHUE 2 67T

o SURERDE: (TMRASCRERENZIRE BAUKANE R 2, T IE MR .

o JHFMEALAEAS Ik bRk SR

d. ALT>3 x ULN FIHZL %>2 x ULN (>35% B #H4 %)

VE: W ALT>3 x ULN FIHZL E£>2 x ULN, JCiERIET ME AR 20 200 5, I NAS BT R 25 .
TSRS AT, N AT MG HLT R 2. A AT, e R 4R BRI R AT &, BHMER
BEAZNEL 2 E s U 545

e. ALT2>5xULN.
f.  ALT>23 x ULN, UUR5 I R SO BUS SRR BUE RSB K, W= Bl MRk, Ak
PEREREIR . A RO BB IR I KL A I % .

2) W ZRIB HIBE T
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3) HBE MBL RS Bl B E B AGA T W T

USRAE T T A 4552 CRRT 1697, WUEFHEFRR T E<10 mL/min, W NAZIEIREE 25045 25, 35
ZRE ATV EOR AT . (202, ST OAEERMILER 14 RiGyT, WARE CRRT HNLEF
TERRR FEE4E<10 mL/min %2R %&, THERPIR.

4) BT TT AR B DLk 52 32K A2 TR AT 7

— HZRFRIBTTE, BFEIE Rz RIE AN g A B A A, IR RS D e OB AT RO . PR AN R
HIFREI R WE, NIZBETTEEAREM e, @ltis AlA REMF Cast TRescs K. Xt
THAIR AT R 2R, NAZAE CRE £ LRI TRt H AR i R 4

542 AR A B 2 AT AT R A PR

SZARE W UAEAE M R &2 5050, HARZ2MW M. R 2R E & Ew7T, WL R e+
AR5 CRF. AR SZARE R TER 7 RGBT, WO SR i SR I 251 iR 52l
RATZ LIS 259, W AU T SE T A AR R S U5, i (R A SR i, AL AEREAL
)5 28 RETARIK VT -

T DT P B IR RS A AR AT DALE AR BT IR k6 . RS iR Im R R A AT, SRR st
BRyT, WPRHEZ WA . MG, SHFEMERKNA, CHHTREmESdE . Wk E
iy IR IR YT, W T O ROZ RS B AE A 0 P o B B D7 (0 N, s SRASCAS B0 e VR
FUBE V78 a6 H K, K e VA B R AR A s

6.1 W ZY

6.1.1 2\

WAZ QRUILIFH/AFERS) 2 BID G MRS 2, W TIoiEAr ) g il nd B &4 Fis LK
FAFEAS A 5 (TR =
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AU FER BT TARZE T, bREia sy SR . R, AE T4 S8 2 fE bR vE TR IT 138 A 7
e 23697 .

6.1.2 77 A AT AR E 1

FEIEH AL BMNZE 25564 T, IR 29U A 4501 5T 0 AR N DUk 35 1 2 e KU . il
W25 (e 12) WAHEIREE 30°C (87°F) LUN G AW BE A T ilifr T X Wi 2513k
BUR 25 2R AR T8I 708 g 8 N e 138 T 25 I AU o T 8 B N AL 78 LA 45 07 S8 ) 321K
Ho

6.1.3 ESE LIRS

X RET AR S B UK 3210, TP RORE IR T 25 I R D177 20 B 4 R R 25 1 R

X TR S B RS2 AR, W TTI R 24 kB S AR B A A S R R K e AR
PREY, H32ulE O RaEiliRa.

6.1.4 &

SZARE BB B E L IR 4.

A5 7 545 24 18] b

AN FRAETRIT HE LI F/FIFEAH (400 mg WEULHBH /100 mg FFLHFH) , & 12h —
W, B8 14 K.

B %1 FRUEVRTT

6.1.5 VAT 2L ]

BEHLA IR T RF S TR0 14 K. AR AR 14 RN BRI S, W5 FTER & SO R IR IT

6.1.6 7ol R R

BT L AP BN GO 4 TR T2 F S MR AR s, AR 7 4R AT

6.2 WEILWYIE R
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WIFFE3E 1 € I T pL AR N SRy WU S5t A ORAFHER AT 78 70 D S, BRI H L LS
/ORBA ) 2is i EcE DL SR 250y RORRAE B H ISR . ERTFLERIN, ST H AR,
LRI TP LA SR e 5 DR e PR A BB, AEIT T P VB SBOR 28 20 e« RS P AN FH IR T2 250
R RAFEH B AL K

7.1 WIS/ YA

7.1.1 W SRR IR

HI T AU 3T R R IR IEAL G, AE AR A RIS WG G I D0 T R il R IS 20
SE BB BT AR S Wbt i I REAHE BERT SN E L, AT B BN T

712  WERITHE RS

BrPUREEZ5t, PR FCALIN B R S AR HE ORI VR YT (N, AR H R4t 755K 1 Ak B 4k
Fiv PBRER KA TR . PUERIT . HIAENUMIE S . AT RIATE RE . KA
I AR (it 5 f i PR S B M B X AR 2 1) (NIRRT R 1297 7 3 GRAT) ) — 3
BT PR AETR T 1L

7.2 SEIGEFREFF /PR

7.2.1 Il RS2 56 = PFAT

()7 B U e R

Z WA TER (R 1D o NAEEFBIWIRZEATRN, sh)E, MRIIEAKRIEA, BN AT .

CBC 72k

B DI ReR E=IIUNT . S, ULEE. MUBE. JRE. RIR. B PR

JFTiReR A= AST. ALT. HEH, WIREEE. FLRHEAR. SRR, TIEpiRng
S : APTT, PT, INR

722 AWK R T
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FEA AW TG, P BB BT A i, BRI, PIE MR, MERPUG KT
HBEBREA il 98 SCIF AR 2 A5 o R G v Aol R v ik 28 B BR BR8PPI R G sk At A
P2 PP A AT DU P AR AR A A K . AU IR Y (FIUE IR 10° cfu / 2= T1) MRS BER
BRSO UE IR RE D (FUE SCRME 10% cfu / 221D 2%, HiZil WA AE SR ESR, AR 4E SO
FEHR ORI TR DL E -

FEDUH ZSYNETT IO ET, SRR BGEAT A R 15 77 . AEABEIE 24 /NN ERAGIT R BEER B L i
PSRN [ T ARG PR A

7.2.4  FEARHE . ACELAIRELY

BB IR AR AR DRAFAE-80°CUKAR o i X HIME— RURIT LA AR LA . B REA G A7 I e Wlisis &

L SB =

7.2.4 FEAR IZ 5

ST RIPGEREAR (AN ) AL EEACRK DT FT O R A7, I UKz is ERUE R AL
o A3 I TT A AEA IR 25 AN AF B FLAR B B, BRI AR AN IZ 0, R ™ A% IR G g2 Tk (R
Y i K] 095 25 2 A 0 B S A AR A BT ) AT o BEAKSAE R T IO v Rt A7, ELE T
B% 7 B A A AR AL

(725  REAMBUIAR

IRYEWF T 7 SRUCER RIFEA B F F Tf0E T I e PURBERER . SUIRR™A4s. X s
S SIS LA 23BN 775 o IR s (A 0 H 04 9 5 PEATE &

7.3 WHFLETEIER
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AN A LT SPO, <94% K i
EARGS PR A 26 >240/ 53

B IR BEPCR+
|
v !
PCR+ PCR-
E 24/NEF N ATEUTR
I ) 8 s A - IR
HEATPCRAG M
v v
PCR + PCR -
EH ANEH

GRS FRAE A -

2019-nCoV HJ PCR BH4:

HABERS, RIBE AT <94% (BRCE H BIFIR Evs 75 24807 .

i RIE NN E B F B ESINAN T, (E2RefEpld AT HR 7T, DU EEFRE
WLSRTE CRF At rf: AMEFEEHH, SFEEARME R, NHARMERET PG R, T/ik M 5
PR, AT AR T BE S B R AS A EAS R

7.3.2 N4/ Fhek

— H AL R AR UE, MR (<24 /NP J#EATHF AN, ARIECE A NIRRT, P52
KA 24 /N

UNEES v

RLSEAE BAIR N GURBOHE R BL I E R GERE . ERI. MM AR

BOR

FLVP

s
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IVAENY SN ERSE:

o CHFIAEIR: ORI W, ZW. K= IS, Skwm. SRR L. WURE. et
BEVE S REIR MR O P PR XESE

e PR

o EAIRIE MR, O PRUREER. D, EHRIEE ClrRrae)
o R (SERREUfli) / B

o  HHETH NEWS2 ¥4y th s £k 45 1k
FFATH 7 SRR

HLLRENE

Kt AT LA PR A I SO FE I e (. (AT RE) o FEZSLIG SR A RIAERT FUNALIG 24 /N Ay 2k
17 CHEFLIED

BLLL S =

CBC 712K,

B o ReR A=l S, WLBE. IbE. JRE. . ARRER .

o JHIhRER &=AST. ALT. FEA. JURMEE. ALRIER. SIHZR. Tikpieng.
o AtIMEM: APTT, PT, INR

o  FIKIM AT LR

7.3.3 [SiER%i]

FEVEAT IR TR AP 1 0T 29045 2Rl I PRPP (G AN e &

TEA )RRV B RS TEBENL S 28 K, PUJe kA it BHESE 28 R4 ariRE. ICU
RS Ia] . AEREa], JETs HRSE TR (i) .

S AR A A

WEVS H PR AL B SRR T

R AL A

o MG 7 AFJER 2 NEWS2
o HATAPERECIRGL
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o EMT{AAE

o IEZMEASRHATT CHBNUAS. CRRT. ECMO FIE 3 3CFFd )
o WFRZAMGH (WERD

o SIIE (WIEHE

o AT HEA R FM

o B/ FRMEE (Wn&ED

7.3.4 B LT

AHIE T B T NPT 28 R PR IS (7] (time to clinical improvement) : FENLIL G 2 Il R SGE
FIRE. B, 55 28 RUTMXS TR s i W EE B0 . DR — V155 1 R S 58 IAHIE 72
Yitle EIRGGYIJG 2843 RIFAT AL, A KGR ITAL o

BEAh, B 2 ORIk B e bn v, KRS DAEER CARNBR B BRI R 12977 % GRAT) ) $hdT.
OB R EE, TRURE IR SR RS (WEEHD BT R

7.3.5 FERTIE Ui

WEFCEMIAR O™ A R HAF

o P

o JET;

o HHIBHBURFEIR W ITHIAHRE R,

o IRIEIRRERAENRGE, Nizhi T 22k R s AT T 254
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7.3.6 HA R )R

x1
BF 348 B/L D1 D5 D10 D14 D21 D28 PR SE
Nk / HEBRFRAE X
P i [ X
ZkENOE X
18 1tk BB PP A X
IT 3/ A TG
O HL X
& SR A X
FFRAEIE T X X
AERAE CRIR. DF. E. PPIREZ., & < <

WIS ©
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NEWS2 $7) © X
BENBOREN 7 SR BRI X
ST % PPAG

L QRIS S0 IR 2 D

E IR AT A 20T Al CREERT TA)D

A MR T2 CREERS E)D X
B HF CRAERT A X
B EFIH ZhBE R AL ¢ CRAERIIE)) X
SR TR AR B PR TE AR A GRS IR X
tH¥/balf) ©

AR N X
I FRA X
RERGH

W 2ias 2 X

57




IR

AREHF

X

X X

X

X

X

X

28 RIMBEVIII ARG T2 2 VAl . 72 B B IR BEAT H W PPAY, W R B AR 28 RO thBe, BT s vife.

a. WG, FEAUR CRF FHLRIELLE 48 /NN WA AR R AR AT R e I AR AT S

b. 6T IE /AR, AR VAN A A AR ATE IR

c. MRBFHCALMBE, L EAmPEy NI IE .

NEWS2 1403

Physiological
parameter

Respiration rate
(per minute)

SpO, Scale 1 (%)

SpO, Scale 2 (%)

Air or oxygen?

Systolic blood
pressure (mmHg)

Pulse (per minute)

Consciousness

Temperature ("C)

88-92
<93 on air

93-94 on
oxygen

Air

101-110

111-219

41-50

51-90

91-110

111-130

Alert

35.1-36.0

36.1-38.0

38.1-39.0
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d. Bofeke . IR, b, JRE, JRER, MIEEAS. JFIRERE: AST, ALT, H&EA, WYL, VRN, FLRMEN, SHa2E, Mk

e. NRPGEFRA, SN AREREMREREE.

BALF, XAEMEBEY; BP, MJE; CrCl, WIEH&RRZE; ECG, OHE; 400 CRF, HE7RHEIHER; HR, O%F; 1P, RIHAY; IV, #Hik.
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74 HHAY). BITAEF

FIRBRA AT G o€ TR T A IR .

RSNV S P UE

U 25%) Cand& LD

IEIE (niE

HEH CmE)

CESVINANIERG Sl Q1B EED)

ST CREEE . Ry PENLIGES . ECMO %5)

FHEB AT (&R

IEPENLA 2GRN AE I 24 (g D

VLA AN S e (R D

741  HELEEWLY). BT

T2 R 2 i B LR R fiHE BT g . EARH TR
5 RS TR RN AE AN BN SERAM AT RN R, AT R A B A

R, UL/ AT 5 B N =R 2 A AR

%) A RERIAR BAT L NI SR it N Z GRS it
2z L 8 o R e XS (I I EE SR FENIERS, B HAhE S % B PR
B el g, D . I RZ LR Va7 R HEBR AR
% IR SRS WA ¥ A
QT [AIYISE I n W, BRI,

A D0 75 v RO A FEE
It AR
SERET KA

Hm

QT [AIMAIE K I 4E

EPN! FIRHEFIZS KB CYP3A4 A FEARHLBLESEH T, SRR BRERIFAR. HEBRIAS.
A A SRR AR R, S (.
EBEHIPAN . FEREAIRIF BRI L, P B 5 47 L

o T AL A R,
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1) FFEm:

/SENL: ey

HET

PERAE

AT

FFCHRF: 2 # A QT
A ZE A IR

WKL ISR BE T, AT 3
R IL I R

QT [RER G, R

HFE 2 0 5L F R I
Rn: DRSS d VY e

P AR UL AR5/ AT 1
M AL o

AR Tl RN BRI VLIRS A=
FERL, RE ARG I 40 B R )

R

BEL D)1 it 1S 811 i N N N TR
HRAEAS RSB AR (IR 4L

TEAR AN 25 5 8 e )

JULIS B ST ILI At XS 38

B G A FH 25 K e Bk b
Frilks

JRT fEE S P 24

R LR, Y]

o P PR T H B

QT [ JHSEAC

EAENIMOE S B, 2R R

A -

FERUMIE B, R AT hg i
Gf PR Cr. LBE,
DRI H IR )
S

R FERES 2

LR R L]

A8 S RN A I DT AR /1]
FEA T A PE R R

AR IBIC I H/AFERE 5 ¥R
T E I

61

IEF H AR BUR AT BT

16 FH ORI 1 B AR

2 IR A1 E AR

HH o

A5 P ARG 7 W 7 LA
FHbREEE

o PR T 1A AR

MRTEGIFNL, R
AT 150 mg, FaH 1 Kak
150 mg, #F 3 KEHEILITET
IHFERFHIFHIZ .

nRaree, fEAIPEIARAE. W
RAATRE, AP HIRAR R A
WEFC I HERR bR

WERAIRE, (b ARAhIT . R
i ELRAE, B RBIRARAIT . LR

b T HE A TR A B AR T
K i S 2 G T D1 B

AAEAEH

IEE H AR BUR AT B

5 FH SRR A

FREMEA S CYP3A4 411
HI T REE (S 2 R4 4-5
K, FAHLEREHK

5 JEIRIE L 1 B3 AR

HH o

o P SRR e e B
LUK 2] H bR -

L R R R R
AN ILHR/AFTA S, &)
LRl e b SEN i
ARMEM GEEEB. &R
BRI IS I8
Rl SEN L Egi Bl

fo PR T R X
RAGEGIFHL), AT
FR R IR A A TR ) 7S
s AEANS IR R/A
FEIRES, Bt LR BT 1)
T3 I A A v

IR FHEG I, @]
AT 150 mg, BEH 1 &
150 mg, ®A 3 k5
VCTR5FIFEI 45 & IR 24

) P

ANEAE AT

IR, B RARARTT
VCAR A T 2l A ft T
RIBIT, BRG]

[(RER 2N

M H



FTFEfAbTT

R AL R

HF AN

BT HEA%A YT AUC 34
488%. LIP3 SR SV fife X
R34 m

RS R i A P FEAG, AR ST
VAT 2N

HEFGRAFTHS S [ M2k
BER] REREAR

HEDURTFE A AT AL CBEEL B8 HIBTFE AR AT . AN RE

SOV AL )

B FERE L 2

1525, NMIEMTAATEET TR
(K 10-40 mg)

AR BEE IR B AR . R
WA AL, RO R 2
AW TEEHERR b

R GE AT
ST T B A AT
] Ay X L 25 R A EL A P T

REE SR/

A5 FE AR ST M P 5 AR 2 )
TEVRIT 29 DN R A . )
HE 3 ZEHE IR 7 e 551
o WIRBCH A b, =
R VLIS FAFEI T, 4K
fi ]

IFN-B1b.

FIE AP A IG)T 5
A

FEFIN g 25 R rp,
ZYORAL . W RE T IR
YL LR A

ARFFE Bk EENC R (http www.wolterskluwercdi.com/ii] $ ZE2E/) Fil Micromedex Chttps www.micromedexsolutions.com/Z FE/ V). 4k
Wil AUC (Halieds TAEFRAE) iz I, cyp3ad fHfaz P450-3A4

62




7.5 M. BT

3) KGR R EER IR TR RO . R R BRI B E SONIR ek el 50 mg / R A
T AR 200 mg / K FHIRJE eIt 40 mg / Ko Su VR T R R 3R TR T HiAth e
W CHURGPER TS .

4) gy RAZMEGE URSERCRI 2

7.6 2R RITRRET

WRAE 14 REPYTFEN, B3 B I E A E, FEMH ECMO; #Af#H ECMO &5 1+
APK R NBI B AR E EMCO KOs 852 ECMO VRYY, 7 EHEIid % ECMO 25

AMZATIE L.

7.7 BWRIUR M A SR B TR

FESERE 14 RITRE)E, 3l E KA RS0 iR 44 -

8.1 wEMSER EtnifE

ARiE & X

B B R 3652 1A A 24 B T AR B 22 4, 5ATRITA
AR#EMF (AE) \

—EAER R R
ARRM (AR) 45 TAT IR VBT L LGP SO DA RN T S R o

RS LA o B EAR S ] AP R (B, RAEHE IS 254
FEHA R KM (UAR) WETeE T, S HEAELG D7 SRR ED) AR RN, BUR
P25 YR TURIAS B B AS R o
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FEEAREM AR RMEAERU™ EARKNHN: a) BB
25 b) fakedidns o @ EAERRTBUERIAERI A & S
FRERPEE)™ HARBURRE: o) e RIEMHE BT SR © R4
HE, AR, RS R — BT AR EE L A A

FEEARBEM (SAE) . PEARR
B (SAR) « SHETHIZEAN R &
M. (SUSAR)

(8,11 ARFEM (AE) HIE X

AR HEA R NSRS WE R AENAETA BRI R FE, WS 2 E ST SO R SCH
FEAT S HARAE (BN, S ARAS B s S I A A A IR L EIREIN, TBiR e Ay BRI ARG,

812  FEARFM (SAE) HIE X

M EAN RFAERE SO & IR HERARATAS B B3

o FEULT:
o fulAidm

o HEBHMHEGEK CIERT & PR [H]
o PEURFELMEETHEIIK / KHE
o JERTIRRMARN / HABRIE

8.1.3 EFHHA ) (UP) F5E X

FE TR 0] A AE PR L 7 EE R P B 5 TS IRB HEAE BRI 787 R A 5] 35 SO A b 4 FR I 5 R
B RAEMAEBUN SR FE . 2ReEE R BTUE T 7 B2 2k
NBERAE. G m s g B ) 5 mTRE. RATREEUR € S SN SO G, a3l s
e XU R T B CRER A AR XS (s SR, DL @ffsit 2 a®) .

82 ARFM4K

8.2.1 HA R

WEFF AR 73 BB LFE A R EAFH) CTCAE £ (WA 4.00 , X4 AE I BT 04,
Wt

http://www.niaid.nih.gov/labsandresources/resources/daidsclinrsrch/documents/daidsaegradingtable.pdf

P EE
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B HRC R 2 L T BE B 5 EARYE AN S SO BRI VRS R AE B/ AR -

1= BB
2=
3=
4= f& B
5= Jr:

(822 SRR S

ARFMEHAIIRA:

HEXAMER: EWFAYTR, SHMEER, WA IR 2 25/ %

FRETER: HHIAYILIIRIR R, TR S MBI, A . JF A sl A 25 45 25 A0 5

FREAER: SHEUAMIIACS, SRS U %, EAREHERR S AR (A

HRAEB AR 525 245D Z AR R .

FEEATREARR: SHI TS, H A HER S AR (AR . IR Ao s 2514 24)

Z IR A

REEAER: SUTAYIIHADS, AHEER SRR (R I ARE SR 2 4 24D TR 5%

A, HEFE B LA E B IS R

Eibfa 3 MR RIS B LA R A AS R BLEEAT AR HE

(823 WM E A R

FAS O [ BT U B RS T B RN B A RFEA (SAE) HIE £ B P sEE JE U,

TiR1% SAE 2 B 5 FHRAEAT K. FIZERM 2 I SAE NFUH™ EA R H A

ik 2

T ™ A R

n (%)
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SRR (RSB, A 48 /N PIER
PRASEIR I BOR D

AhRIRGE G 48 /NI, FEFRHIIBURTE)

SERPIR F A SR A

JERGLPEAR 3E

SRR

SO UEESE

FSYLRINPAB=2: 2

7K FEL R o R ik T 17 25 L

S 2E

SRR

TRE PO ILR

BRSOV R

FRAMERY AR SCRRAT AR AOIE. (AR DR ML
TR G

FEHU™ EA RFHF
0 R ISR B B A i B 7 B RS AR AR 2 A, DN AR ™ A R4
8.3 AR VAL ANEE S AR [ IR A A A<

MEH FIESINZIT S 2RV 28 28 K, BEUE BN R STR L RIS AT & AE B SAE
5 SLHIFAE

WARFEEREVI T SAE ERTHIR . WIRIEIRACHIIG R N SAE MARWHIR, PIRAMEALKIHT 7T+
OWFFEE LR SAE BEVTHR T -
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Ve LR AE A A BR8] B R 4E SAE. (HA2, AT S S eF e MsRe 5 & H 21
SAE. FTfi SAE ¥ 4E 24 /NF N A O (RNTHTEHEEERSEETMEH) M.

8.4 MEHTF

(841  RRFEHRE

ShnREe (™ R B R 2 A ARDS, HIEZSET IR, Rk, B KA AE XS0
Tt & RV 2 IREA AT R S B B AR R a T ARG, Tl fe Sk e k. IR Z ARy
JFUR B RE (1 B 2R S e B I T IR ARE 1 — 38 20 (R A D24l 4R)5 CRF R4k

CE SOHEN I KRR T4 U4 (AR ICU, 5 ZENLMGAS/ ECMO FIZET) 555 BAZ:
PeAF A R EAF B SAE SR T, BRARZIIAT FEE FIWT, EATROA N S0 T T T BRR K R 2
HAbhHE .

S SRIRER AR (Pl mss . RN, BURT . @RTFE IR R A GRS
PR RRRZAK, HRALFIY AE 8L SAE. {HiE, SIEREMA <R BA N R L) 24
VEVEAL,  BRARIE T F 52 32 i E s LU S0 7 5, AR5 9 AE B SAE.  TIUMIFK)™ HA
R EZ7E 8.2 #7), Fhk 2.

NRIREDT 28 RN R A BT Hfl AE @AZ0C A8 B BRI TIC 4R CRF o AR K5
A, - ER AR IR AR IEREE GEX R .

SAE i 75 (I RARPR BE AT 2R B4 :

o BHEUAE RGNS

o EFIEIR

o HMIFURAILR

o EEIEIEHIAFE MBI ALY SHIZHKARAE (AIRE. RATRESH E R
o FMRETEIRITLLLSE THMIGIT .

(842  EAEILHRE

TEEANRFEM R EARFEREE NPT, T RiRARdE, BRI
FOEARFE . BETEEBEA ICU LR W G E LR SN SAE friE, 256
FEHG I TAE N R FAE G 24 /NS, SURICN S TSIRITAESRM SAE R4 & 01 / PL. &
REANNSHI TR R EA R SR R flk b Rk s 4 ol ol B P, 1R
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N RPIRILRE T B AR S BCHUYI ) & B T ACRE I — #8701 SAE A IS A 2 ik i )™
ARFES

R
SAE R EK:

AR SAE 2 Wi LB WFAE LI OC SOP 7E3R A1 24 /NI F4R FEWF L3 . (e HE N2
S, I e R 2Tk

B AR RAUKE SAE (1) 24 /N

BEVHR T IR0 SAE F7 A HE BT 5T 24 /N

AR SR SAE S5 24 /N

5 fdFH NMPA 48— 1) SAE 75 %

et 7 ATRMER S . BEAE . AT 0 (AR RS

pSveey |
]

Kt FICA )2 E SAE 5 IS K A AL, HK AL AH Fi 2R R a2k,
L IEIEIE SR ISEE B (Gs P
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AREFREREE

AR
I
5 CRF
o e E R
P1 B35 % BB 7T A OB S8 YA AR S 1

FE 75 SR HUE K (A i3 3 CRF

N=E FEEAREE

itk

h 4
== . o o FEOLT;
ERRIE 2 -

T o o SREUFARERIL I MR R
ﬁﬁJ o o BB PR BT KA R [ 5
o - SECLRWHI AR
o - JiHAMBREE L.

24 /N PR SRR SAE 45
EHRZECTU | PR TR B S
EHR B RE T RMF R I AR YE T P A BB 4?

8.4.3 SEALAETUA ™ AN R . (SUSAR)

FEHUY AE RAEfTR: R0 AL ST U E T B A B A R sish, kT e
FILEUESE [ AE 57 R B™ HAR R B 25 B MRS AR 1 AR T AE. Biltn, BRI U T ik 5
FE 5 B A O R AR PO AR . RGO, R B, AT, M EAR &
Ji2 (SUSAR) , SUSAR S HiRITAHIK, MR BAN . L 512wt 7o & s 2 Al
B B R Y.

P PO AR SR A ST ERER T SUSAR, LA R TG 40 19 #R AR iC % . P ik 7 SR I 2
5ty SUSAR iy, FFAERURE IO (VG B Y P B MU TS o A 2 BT SO A0 SRR B 23
TR, 1) SR S 4 E WIVE SUITA KAL) SAE FI SUSAR . 24311 IRB A SR P At
ISR 3E B P Lo o

FETRA™ A R A 22 VR s WA R ICH  (E2B (R3) - IGRZ 2R E . /Ml %
SV A 1 B B O M SR RS M ARIE R A ICH(M L : 15 B35 Bl 5 2% 17 it (MedDRAD )
AT .

WEFCERA™ AR R, SRR A RFEAFREAT i 4. PEAACA . AR ™ A R
PEROTERT (G0 2 LAR I PR 1] 28 K i bRt 4 -«
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(=) XFEICESE KA ar AR BN EA RO, BIF T NAE R R R Rk i, (HAS RS
7R, FHERIER) 8 RART . SEBmHEVIfE LS.

TE: WHICEE GRA RN 0 Ko

(=) XTAEEEESE A ar AR T AN BN, R 5038 AR B UOGREN G RS, (HAS
15 K.
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Table 1: Baseline characteristics — ITT population.

Characteristics z;t:;?;)ntwn Group (Sl\(1)=CXX) Group
Age, yr XX (XX, XX) XX (XX, XX)
Sex, male, n (%) XX (XX.X) XX (XX.X)
Co-morbidities XX (XX, XX) XX (XX, XX)
Diabetes, n (%) XX (XX.X) XX (XX.X)
Cerebrovascular disease, n (%) XX (XX.X) XX (XX.X)
Malignancies, n (%) XX (XX.X) XX (XX.X)
Body temperature, ‘C XX (XX.X) XX (XX.X)
Fever XX (XX.X) XX (XX.X)
Respiratory rate > 24 /min, n (%) XX (XX.X) XX (XX.X)
Systolic blood pressure < 90 mmHg, n (%) XX (XX.X) XX (XX.X)
White blood cell count (x 109/L) XX (XX, XX) XX (XX, XX)
4-10, n (%) XX (XX.X) XX (XX.X)
<4,n (%) XX (XX.X) XX (XX.X)
>10, n (%) XX (XX.X) XX (XX.X)
Lymphocyte count (x 109/L) XX (XX, XX) XX (XX, XX)
= 1.0,n (%) XX (XX.X) XX (XX.X)
<1.0,n (%) XX (XX.X) XX (XX.X)
Platelet count (x 109/L) XX (XX, XX) XX (XX, XX)
= 100, n (%) XX (XX.X) XX (XX.X)
<100, n (%) XX (XX.X) XX (XX.X)
Serum creatinine (umol/L) XX (XX, XX) XX (XX, XX)
< 133,n (%) XX (XX.X) XX (XX.X)
> 133, n (%) XX (XX.X) XX (XX.X)
Aspartate aminotransferase (U/L) XX (XX, XX) XX (XX, XX)
< 40,n (%) XX (XX.X) XX (XX.X)
> 40, n (%) XX (XX.X) XX (XX.X)
Alanine aminotransferase (U/L) XX (XX, XX) XX (XX, XX)
< 50 XX (XX.X) XX (XX.X)
> 50 XX (XX.X) XX (XX.X)
Lactate dehydrogenase (U/L) XX (XX, XX) XX (XX, XX)
< 245 XX (XX.X) XX (XX.X)
> 245 XX (XX.X) XX (XX.X)
Creatine kinase (U/L) XX (XX, XX) XX (XX, XX)
< 185 XX (XX.X) XX (XX.X)
> 185 XX (XX.X) XX (XX.X)
NEWS2 score at day 1 XX (XX, XX) XX (XX, XX)
Seven-category scale at day 1 XX (XX, XX) XX (XX, XX)
3 Hospitalization, not requiring supplemental oxygen, n (%) XX (XX, XX) XX (XX, XX)
4 Hospitalization, requiring supplemental oxygen, n (%) XX (XX.X) XX (XX.X)
5 Hospitalization, requiring HFNC and/or non-IMV, n (%) XX (XX.X) XX (XX.X)
6 Hospitalization, requiring ECMO and/or IMV, n (%) XX (XX.X) XX (XX.X)
Days from illness onset to randomization (days) XX (XX, XX) XX (XX, XX)
Early (<12 days of symptom onset), n (%) XX (XX.X) XX (XX.X)
Late (> 12 days of symptom onset), n (%) XX (XX.X) XX (XX.X)
Mean viral load (SD), log10 copies/mL at day 1 XX Txx XX Txx
Vasopressors, n (%) XX (XX.X) XX (XX.X)
Renal replacement therapy, n (%) XX (XX.X) XX (XX.X)
Non-invasive mechanical ventilation, n (%) XX (XX.X) XX (XX.X)
Invasive mechanical ventilation, n (%) XX (XX.X) XX (XX.X)
ECMO, n (%) XX (XX.X) XX (XX.X)
Antibiotic, n (%) XX (XX.X) XX (XX.X)
Corticosteroids therapy, n (%) XX (XX.X) XX (XX.X)
Days from illness onset to corticosteroids therapy (days) XX (XX, XX) XX (XX, XX)
Days of corticosteroids therapy (days) XX (XX, XX) XX (XX, XX)

Note. Numbers in parenthesis correspond to interquartile range observed value for continuous variables and to percentages
for indicator variables as appropriate. Abbreviation: NEWS2 = National Early Warning Score 2; HFNC = high-flow nasal
cannula for oxygen therapy; IMV = invasive mechanical ventilation; ECMO = extracorporeal membrane oxygenation; SD =
standard deviation.
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Table 2: Outcomes in the intention-to-treat population.

Variable Intervention Group Control Difference’
(N=XX) (N=XX)
TTCI XX (XX, XX) XX (XX, XX) xx (xx, xx)T
Day 28 mortality, n (%) XX (XX.X) XX (XX.X) XX (XX, XX)
Early (<12 days of symptom onset) XX (XX.X) XX (XX.X) XX (XX, XX)
Late (> 12 days of symptom onset) XX (XX.X) XX (XX.X) XX (XX, XX)

Clinical improvement rates XX (XX, XX)
Day 7, n (%) XX (XX.X) XX (XX.X) XX (XX, XX)
Day 14, n (%) XX (XX.X) XX (XX.X) XX (XX, XX)
Day 28, n (%) XX (XX.X) XX (XX.X) XX (XX, XX)
ICU length of stay (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
ICU length of stay of survivors (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
ICU length of stay of non-survivors (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
IMV duration (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
Length of oxygen support (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
Hospital length of stay (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
Days from randomization to discharge (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
Days from randomization to death (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
Seven-category scale at day 7

1 Not hospitalized, and resume normal activities, n (%) XX (XX.X) XX (XX.X)

2 Not hospitalized, but unable to resume normal activities, n (%) XX (XX.X) XX (XX.X)

3 Hospitalization, not requiring supplemental oxygen, n (%) XX (XX.X) XX (XX.X)

4 Hospitalization, requiring supplemental oxygen, n (%) XX (XX.X) XX (XX.X)

5 Hospitalization, requiring HFNC and/or non-IMV, n (%) XX (XX.X) XX (XX.X)

6 Hospitalization, requiring ECMO and/or IMV, n (%) XX (XX.X) XX (XX.X)

7 Death, n (%) XX (XX.X) XX (XX.X)
Seven-category scale at day 14

1 Not hospitalized, and resume normal activities, n (%) XX (XX.X) XX (XX.X)

2 Not hospitalized, but unable to resume normal activities, n (%) XX (XX.X) XX (XX.X)

3 Hospitalization, not requiring supplemental oxygen, n (%) XX (XX.X) XX (XX.X)

4 Hospitalization, requiring supplemental oxygen, n (%) XX (XX.X) XX (XX.X)

5 Hospitalization, requiring HFNC and/or non-IMV, n (%) XX (XX.X) XX (XX.X)

6 Hospitalization, requiring ECMO and/or IMV, n (%) XX (XX.X) XX (XX.X)

7 Death, n (%) XX (XX.X) XX (XX.X)

Note. Number (percentage) or median (interquartile range) is summarized as appropriate. Abbreviation: ICU =

intensive care unit; HFNC = high-flow nasal oxygen therapy; IMV = intensive mechanical ventilation, ECMO =

extracorporeal membrane oxygenation; TTCI = time to clinical improvement. Clinical improvement (the event) was

defined as a decline of two categories on the modified seven-category ordinal scale of clinical status, or hospital

discharge.

§ Differences were expressed as rate differences or Hodges-Lehmann estimator and 95% confidence intervals.

+ The hazard ratio was estimated by COX proportional risk model.
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Table 3: Outcomes in the modified intention-to-treat population.

Variable Intervention Group Control Difference’
(IN=XX) (IN=XX)
TTCI XX (XX, XX) XX (XX, XX) xx (xx, xx)T
Day 28 mortality, n (%) XX (XX.X) XX (XX.X) XX (XX, XX)
Early (<12 days of symptom onset) XX (XX.X) XX (XX.X) XX (XX, XX)
Late (> 12 days of symptom onset) XX (XX.X) XX (XX.X) XX (XX, XX)

Clinical improvement rates XX (XX, XX)
Day 7, n (%) XX (XX.X) XX (XX.X) XX (XX, XX)
Day 14, n (%) XX (XX.X) XX (XX.X) XX (XX, XX)
Day 28, n (%) XX (XX.X) XX (XX.X) XX (XX, XX)
ICU length of stay (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
ICU length of stay of survivors (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
ICU length of stay of non-survivors (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
IMV duration (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
Length of oxygen support (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
Hospital length of stay (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
Days from randomization to discharge (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
Days from randomization to death (days) XX (XX, XX) XX (XX, XX) XX (XX, XX)
Seven-category scale at day 7

1 Not hospitalized, and resume normal activities, n (%) XX (XX.X) XX (XX.X)

2 Not hospitalized, but unable to resume normal activities, n (%) XX (XX.X) XX (XX.X)

3 Hospitalization, not requiring supplemental oxygen, n (%) XX (XX.X) XX (XX.X)

4 Hospitalization, requiring supplemental oxygen, n (%) XX (XX.X) XX (XX.X)

5 Hospitalization, requiring HFNC and/or non-IMV, n (%) XX (XX.X) XX (XX.X)

6 Hospitalization, requiring ECMO and/or IMV, n (%) XX (XX.X) XX (XX.X)

7 Death, n (%) XX (XX.X) XX (XX.X)
Seven-category scale at day 14

1 Not hospitalized, and resume normal activities, n (%) XX (XX.X) XX (XX.X)

2 Not hospitalized, but unable to resume normal activities, n (%) XX (XX.X) XX (XX.X)

3 Hospitalization, not requiring supplemental oxygen, n (%) XX (XX.X) XX (XX.X)

4 Hospitalization, requiring supplemental oxygen, n (%) XX (XX.X) XX (XX.X)

5 Hospitalization, requiring HFNC and/or non-IMV, n (%) XX (XX.X) XX (XX.X)

6 Hospitalization, requiring ECMO and/or IMV, n (%) XX (XX.X) XX (XX.X)

7 Death, n (%) XX (XX.X) XX (XX.X)

Note. Number (percentage) or median (interquartile range) is summarized as appropriate. Abbreviation: ICU =

intensive care unit; HFNC = high-flow nasal oxygen therapy; IMV = intensive mechanical ventilation, ECMO =

extracorporeal membrane oxygenation; TTCI = time to clinical improvement. Clinical improvement (the event) was

defined as a decline of two categories on the modified seven-category ordinal scale of clinical status, or hospital

discharge.

§ Differences were expressed as rate differences or Hodges-Lehmann estimator and 95% confidence intervals.

+ The hazard ratio was estimated by COX proportional risk model.
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Table 4:

Classification of Adverse Events using the NIH Common Terminology Criteria for Adverse Events (CTCAE), Version 4.0.

Grade
Adverse Event 1 2 2 4
Anemia Hemoglobin (Hgb) <LLN - Hgb <10.0 - 8.0 g/dL; <6.2 - Hgb <8.0 g/dL; <4.9 mmol/L; Life-threatening Death
10.0 g/dL; <LLN - 6.2 mmol/L; | 4.9 mmol/L; <100 - 80g/L <80 g/L; transfusion indicated consequences; urgent
<LLN - 100 g/L . L
intervention indicated
Diarrhea Increase of <4 stools per day Increase of 4 - 6 stools per Increase of >=7 stools per day | Life-threatening Death
) o ] ] over Dbaseline; incontinence;
OVteI' basellnte, :mld 1ncrea§e 1n day over baseline; moderate hospitalization indicated; | consequences; urgent
ostomy output compared to : .
bas elir}ll . P P increase in ostomy output severe increase In OStOMY | jntervention indicated
output compared to baseline;
compared to baseline limiting self-care ADL
Allergic reaction Transient flushing or rash, Intervention or infusion Prolonged (e.g., not rapidly Life-threatening Death

drug fever <38 degrees C
(<100.4 degrees F);

intervention not indicated

interruption indicated;
responds promptly to

symptomatic treatment (e.g.,

antihistamines, NSAIDS,
narcotics); prophylactic
medications  indicated  for
<=24 hrs

responsive to symptomatic
medication and/or brief
interruption of infusion);
recurrence of symptoms
following initial improvement;
hospitalization indicated for
clinical sequelae (e.g., renal
impairment, pulmonary

infiltrates)

consequences; urgent

intervention indicated




Grade

Adverse Event 1 2 2 4
Local skin necrosis at the Asymptomatic or mild Moderate; minimal, local or Severe or medically significant | Life-threatening Death
injection site o ) o ] ] ] consequences; urgent
symptoms; clinical or noninvasive intervention but not immediately
] ) ] o o life-threatening; intervention indicated
diagnostic observations only; indicated; limiting age
) ] o appropriate hospitalization or
intervention not indicated
instrumental ADL prolongation of existing
hospitalization indicated;
disabling; limiting self-care
ADL
Tongue Edema Asymptomatic or mild Moderate; minimal, local or Severe or medically significant | Life-threatening Death
. . L . ) . consequences; urgent
symptoms; clinical or noninvasive intervention but not immediately
i i . oo Lo life-threatening; intervention indicated
diagnostic observations only; indicated; limiting age
) ) Lo appropriate hospitalization or
intervention not indicated
instrumental ADL prolongation of existing
hospitalization indicated;
disabling; limiting self-care
ADL
Dyspnea Shortness of breath with Shortness of breath with Shortness of breath at rest; Life-threatening Death
moderate exertion minimal exertion; limiting limiting self care ADL consequences; urgent
instrumental ADL intervention indicated
Urticaria Urticarial lesions covering Urticarial lesions covering 10 | Urticarial lesions - -

<10% BSA; topical

- 30% BSA; oral intervention

covering >30% BSA; IV




Grade

Adverse Event 1 2 2 4
intervention indicated indicated intervention indicated

Alanine aminotransferase >ULN - 3.0 x ULN >3.0-5.0x ULN >5.0-20.0 x ULN >20.0 x ULN

increased

Aspartate aminotransferase >ULN - 3.0 x ULN >3.0-5.0x ULN >5.0-20.0 x ULN >20.0 x ULN

increased

Blood bilirubin increased >ULN - 1.5 x ULN >1.5-3.0x ULN >3.0-10.0 x ULN >10.0 x ULN

CPK increased

>ULN -2.5x ULN

>2.5x ULN - 5 x ULN

>5x ULN - 10 x ULN

>10 x ULN

Creatinine increased

>1 - 1.5 x baseline; >ULN -

1.5 x ULN

>1.5 - 3.0 x baseline; >1.5 -

3.0x ULN

>3.0 baseline; >3.0 - 6.0 x

ULN

>6.0 x ULN

Electrocardiogram QT

corrected interval prolonged

QTc 450 - 480 ms

QTc 481 - 500 ms

QTc >= 501 ms on at least

two separate ECGs

QTc >= 501 or >60 ms
change from baseline and
Torsade de pointes or
polymorphic ventricular

tachycardia  or  signs
symptoms of serious

arrhythmia




Grade

Adverse Event 1 2 2 4
GGT increased >ULN - 2.5 x ULN >2.5-5.0x ULN >5.0-20.0 x ULN >20.0 x ULN
INR increased >1 -1.5x ULN; >1 - 1.5 times | >1.5-2.5x ULN; >1.5-2.5 >2.5 x ULN; >2.5 times above | -

above baseline if on

anticoagulation

times above baseline if on

anticoagulation

baseline if on anticoagulation

Lymphocyte count decreased

<LLN - 800/mm3; <LLN - 0.8

x 10e9 /L

<800 - 500/mm3; <0.8 - 0.5 x
10e9 /L

<500 - 200/mm3; <0.5 - 0.2 x
10e9 /L

<200/mm3; <0.2 x 10e9 /L

Neutrophil count decreased

<LLN - 1500/mm3; <LLN - 1.5
x 10e9 /L

<1500 - 1000/mm3; <1.5 - 1.0
x 10e9 /L

<1000 - 500/mm3; <1.0 - 0.5 x
10e9 /L

<500/mm3; <0.5 x 10e9 /L

Platelet count decreased

<LLN - 75,000/mm3; <LLN -

75.0 x 10e9 /L

<75,000 - 50,000/mm3; <75.0
-50.0x 10e9 /L

<50,000 - 25,000/mm3; <50.0 -
25.0x 10e9 /L

<25,000/mm3; <25.0 x 10e9/L

Serum amylase increased

>ULN - 1.5 x ULN

>1.5-2.0 x ULN

>2.0-5.0x ULN

>5.0 x ULN

White blood cell decreased

<LLN - 3000/mm3; <LLN - 3.0
x 10e9 /L

<3000 - 2000/mm3; <3.0 -
2.0x 10e9 /L

<2000 - 1000/mm3; <2.0 - 1.0
x 10e9 /L

<1000/mm3; <1.0 x 10e9 /L

Dysgeusia Altered taste but no change in Altered taste with change in - -
diet diet (e.g., oral supplements);
noxious or unpleasant taste;
loss of taste
Nausea Loss of appetite without Oral intake decreased without | Inadequate oral caloric or fluid | -

alteration in eating habits

significant weight loss,

intake; tube feeding, TPN, or




Grade

Adverse Event

2

2

dehydration or malnutrition

hospitalization indicated

Vomiting Intervention not indicated Outpatient IV hydration; Tube feeding, TPN, or Life-threatening consequences | Death
medical intervention indicated | hospitalization indicated
Abdominal Pain Mild pain Moderate pain; limiting Severe pain; limiting self care - -
instrumental ADL ADL
Headache Mild pain Moderate pain; limiting Severe pain; limiting self-care | - -
ADL
instrumental ADL
Depression Mild depressive symptoms Moderate depressive Severe depressive symptoms; Life-threatening Death
symptoms; limiting limiting self-care ADL; consequences, threats of
instrumental ADL hospitalization not indicated harm to self or others;
hospitalization indicated
Insomnia Mild difficulty falling asleep, Moderate difficulty falling Severe difficulty in falling - -
staying asleep or waking up asleep, staying asleep or asleep, staying asleep or
early waking up early waking up early
Mania Mild manic symptoms (e.g., Moderate manic symptoms Severe manic symptoms (e.g., | Life-threatening Death

elevated mood, rapid

thoughts, rapid speech,

(e.g., relationship and work

difficulties; poor hygiene)

hypomania; major sexual or
financial indiscretions);
hospitalization not indicated

consequences, threats of

harm to self or others;




Grade

Adverse Event

1

4

decreased need for sleep)

hospitalization indicated

Psychosis Mild psychotic symptoms Moderate psychotic symptoms | Severe psychotic symptoms Life-threatening Death
(e.g., disorganized speech; )
(e.g., paranoid; extreme consequences, threats of
impaired reality testing) ) o
disorganization); harm to self or others;
hospitalization not indicated hospitalization indicated
Bronchospasm Mild symptoms; intervention Symptomatic; medical Limiting self-care ADL,; | Life-threatening respiratory or | Death
o ) ) o oxygen hemodynamic compromise;
not indicated intervention indicated;
limiting saturation decreased intubation or urgent
instrumental ADL intervention indicated
- Other, specify Asymptomatic or mild Moderate; minimal, local or Severe or medically significant | Life-threatening Death

symptoms; clinical or
diagnostic observations only;

intervention not indicated

noninvasive intervention

indicated;
appropriate

limiting age

instrumental ADL

but not
life-threatening;

immediately

hospitalization or
prolongation of existing
hospitalization indicated;
disabling; limiting self-care

ADL

consequences; urgent

intervention indicated




Table 6: Summary of Protocol Violations.

Characteristics Intervention Group SOC Group
(N=XX) (N=XX)
Protocol Violations XX (XX.X) XX (XX.X)
XXXXX XX (XX.X) XX (XX.X)
XXXXX XX (XX.X) XX (XX.X)
Reasons for protocol violations
XXXXX XX (XX.X) XX (XX.X)
XXXXX XX (XX.X) XX (XX.X)
Any consequences
Yes XX (XX.X) XX (XX.X)
No XX (XX.X) XX (XX.X)

Denominator of the percentage is the total number of patients in each group.



Table 5: Summary of Adverse Events by severity.

Event

Lopinavir/ritonavir (n=XX)

Any adverse event, n (%)
Adverse Event 1

Adverse Event 2

Serious adverse event
Serious Adverse Event 1

Serious Adverse Event 2

Any Grade

XX (XX.X)
XX (XX.X)
XX (XX.X)
XX (XX.X)
XX (XX.X)
XX (XX.X)
XX (XX.X)

XX (XX.X)

Grade 3 or4

XX (XX.X)
XX (XX.X)
XX (XX.X)
XX (XX.X)
XX (XX.X)
XX (XX.X)
XX (XX.X)

XX (XX.X)

Denominator of the percentage is the total number of patients in the each group.



