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[ Abstract]
medicine in the treatment of severe coronavirus disease 2019 (COVID-19). Methods: A multicenter, open-label, randomized

Objective: To evaluate the efficacy and safety of Wenyang Jiedu granules combined with conventional Western

controlled clinical trial was conducted. Eligible patients were randomly divided into the observation group and the control group at a
1:1 ratio. The control group received conventional Western medicine treatment in accordance with the Diagnosis and Treatment
Protocol for COVID-19 (Trial Version 10). On the basis of conventional Western medicine treatment, the observation group was
additionally given Wenyang Jiedu granules, 2 sachets (30 g) each time, three times a day, with a treatment course of 14 days. The
primary outcome was the proportion of clinical progression on day 14, and the secondary outcomes included mortality, the
proportion of clinical improvement and the incidence of composite clinical events at day 7, 14 and 28 as well. The prognostic
differences were compared between the two groups. Results: A total of 185 participants were enrolled, including 91 cases in the
observation group and 94 cases in the control group. The baseline characteristics were balanced and comparable between the two
groups. After excluding 2 incorrectly enrolled cases, 183 patients were included in the modified intention-to-treat (mITT) set; after
excluding cases of dropout and protocol violation, 151 patients were included in the per-protocol set (PPS). The results of both
analysis sets showed that the proportion of clinical progression on day 14 in the observation group was significantly lower than that
in the control group (mITT: 7.9% vs 18.1%, P=0.041; PPS 4.0% vs 17.1%, P=0.015). Subgroup analysis indicated that the
observation group achieved more obvious efficacy (P<0.05) in patients aged over 60 years [relative risk (RR) =0.367, 95%
confidence interval (95%CI) : 0.143-0.941] , patients with diabetes (RR=0.183, 95%CI: 0.036-0.930) , and patients without
chronic respiratory diseases (RR=0.357, 95%CI 0.130-0.981). Compared with the control group, the observation group had
significantly lower incidence of composite clinical events at day 7 (22.5% vs 39.4%, P=0.014) and day 14 (39.3% vs 54.3%, P=
0.043). The mortality at day 7, 14 and 28, the proportion of clinical progression at day 7 and 28, the rate of invasive mechanical
ventilation, and the rate of non-invasive mechanical ventilation/high-flow oxygen therapy showed a downward trend, while the
proportion of clinical improvement at day 7, 14 and 28 showed an upward trend, without statistically significant differences. There
was no significant difference in the incidence of adverse events between the two groups. Conclusion: Wenyang Jiedu granules can
reduce the risk of disease progression on day 14 in patients with severe COVID-19, with more prominent advantages in patients
aged over 60 years, patients complicated with diabetes, and patients without chronic respiratory diseases; It can also reduce the
incidence of composite clinical events; and it demonstrates favorable safety profile.

[Keywords] Wenyangjiedu granules; severe coronavirus disease 2019 (COVID-19) ; strengthening vital Qi to eliminate
pathogenic factor; randomised controlled trial; clinical efficacy
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2 ) A 25 S TCGe b E 24 3 o (2) W IR 2 i L f31] - O
LA T K e R 2 J F B 11.2%, 26 28 K Il R 2
JE HE A 10.1% , X BEALEE 7 K A A 28 Kl IR it i
F A5 43 5310 R 20.2% F1 16.0% , 55 %F B4 He 8, W 8¢ 4
A TR AR 2 R g 2E L (3)IE
PRAFI6 L) AR IT 508 7 K 14 KNS 28 K, W4l
I R 4 % LU A1) 43 590 M 31.5% . 77.5% Fi1 87.5% , % IR
2H 530 M 37.2% . 67.0% A1 80.9% , 5 XF & 40 e %%, W
S 14 RF28 KA THE i (A4 g 2 &
LGt E L (DB GF M RER NEHT 14d

*3 WAHBEREFYERTMR LR (mITT)

B A &R A 0N 22.5% F1139.3%, B B AK T
f FE2H (7 d:22.5% vs 39.4%, P=0.014; 14 d:39.3%
vs 54.3%,P=0.043) . 28 d & & FF K&tk R X I
HIRA T RS AN 25 B %E L.
(5) 4 B AN JC AL AR 8 /s i T R MU A
BIHLAE < HE A 4.4% , TG B HLARE </ T R
I7 R 41.8% , X R 43 5]k 7.4% F148.9% , 55 %F
HECZH L A, 08 %5 20 A B AL B A L f81) K% T ) ML A
/e i AT LU B R R R (2 [R] b A 2 S
Gt E L, W3,

Table 3 Comparison of secondary outcomes between two groups (mITT) %1 (%)
om0 GI%e mE/d o AEE IRREER LG IRREREIE A SRR A RINLBGE R JCRIHLRGE /R i T A
WMEL 89 7 3(3.4) 10(11.2) 28(31.5) 20(22.5)"

14 6(6.7) 7(7.9) 69(77.5) 35(39.3)"

28 8(9.0) 9(10.1) 77(86.5) 37(41.6) 4(4.4) 38(41.8)
XA 94 7 7(7.4) 19(20.2) 35(37.2) 37(39.4)

14 10(10.6) 17(18.1) 63(67.0) 51(54.3)

28 13(13.8) 15(16.0) 76(80.9) 51(54.3) 7(7.4) 46(48.9)
At 7 10(5.5) 29(15.8) 63(34.4) 57(31.1)

14 16(8.7) 24(13.1) 132(72.1) 86(47.0)

28 21(11.5) 24(13.2) 153(84.1) 88(48.1) 11(5.9) 84(45.4)

5% A R Y P<0.05

2.6 WAL AT Ay — 0 WA TR B A A UR G AN
[N HE SR 14 K PR IE J EL A9 00 5% ), %o 1 31 A7 1%
JE AR R A I B IR 18 T
RGeS g A5 N R AT A A M o 4 ) A L
YER 53 45 2R W, 4R 8 (P=0.039) & i 42 AR 28
(P=0.044) | = I K5 52 (P=0.049) B i 5 9 2 (P=
0.046) S 12 P W 0 R 455 95 95 ik 2 (P=0.043) ) 5 B
YE FH A 56341 P<0.05, 37 | 3R JE 4k FR1E XT 25 W16 7
RO AFAE 3 B M6 VE L 25 097 8CHE A TRl R i N
FRAEAE I B SR . AW 4T R B s, >60 %
AR IR 41 [ A X A5 B B (RR) =0.367, 95% & {5 X ]
(95%CI) :0.143~0.941] . K A H-18 M 0P W R 5 95 0%
) H 2 (RR=0.357,95%CI 0.130~0.981) K k¥ SR ik H
# (RR=0.183,95%CI 0.036~0.930) % 3 iR 46 25 ¥4
I7 05, S5 A A AU 1 75 31 3 R AIG , L &8 A 3
o fdt | JFL oo PR S8 AR IR T RO R K 1T 18~
60 & AE IR AL A 18 PRI I R e & AR BE IR
A LA SOAS ) M ) o R MRS e i e o R
JIE PR AR S 0 45 S 2 v 356 25 W T R 2 S R R
Gt EE . LIRS RIEIR ,>60 5 4R 41 /B
BRI BB B A T 18 PR N R G O %
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ZIYIRTT T8 E AR BOHE Lol R BB T AR
PE A B B, K 4508 N IS I IR S A HE AL IR T
TR AR AL T ARG . WK 4.
2.7 ANREFMF FE AR 185 6 & T, 183 6] 5¢
BT B VIRGYIGIT , WAL REH(SS) . 4
FER,SSHIEFERE T EDL IVRARFM, B EA
FH3LT%, EMERRF TR RE AR
FAR K TS (31.0%) JFUIGE S % (15.5%) '
Uiag 58 (13.8%) . L H AL IE i (6.9%) . F i # ik
mo e k%, Hp MR AR FMLERER
28.1% , AR A R FH 432, LLIE TS (48.0%) B I
fie 5% (16.0%) JF T ik 5% (12.0%) fx 0 5 UL 5 %
MH AN R F MR AEFRN352%, U6 s &
(18.2%) W15 (18.2%) . T fE = ¥ (12.1%) 0> T
W (9.1%)F A H W . WEAARFHFLEAR
R KRR S A A 2 R GRS B
FEWIE], R AR E AN R 1R, i IR R G
JF2tE LA E i R T . AR FIC A
B8 R BRI AA R R RS R R R L S
3 iFie

B TR S RO B B Y KR AT X A ERBUA U
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Table 4 Comparison of subgroup analysis of primary outcome between two groups #1(%)

5 aeyic3 ET =N
A5 FIE
B (n=134) Z(n=49)  18~65% (n=36) >65% (n=147) & (n=59) & (n=98) 5 (n=76) & (n=108)

it 20(14.9) 4(8.2) 2(5.6) 22(15.0) 12(20.3) 8(8.2) 12(15.8) 12(11.2)

WMELH 89 6(10.0) 1(3.4) 0(0.0) 7(9.6) 3(10.7) 1(2.1) 3(8.6) 4(7.4)

XPHRZ4L 94 14(18.9) 3(15.0) 2(10.0) 15(20.3) 9(29.0) 7(13.7) 9(22.0) 8(15.1)

P 0.063 0.039 0.044 0.049

RR 0.476 0.752 0.529 0.417 0.293 0.137 0.333 0.450
(95%CI) (0.171~1.327) (0.538~1.052) (0.386~0.727) (0.159~1.093) (0.070~1.222) (0.016~1.156) (0.083~1.346) (0.127~1.596)

Wl DR 5 P P U R JiE e
a0 B
% (n=121) & (n=62) % (n=144) = (n=39) & (n=134) & (n=18)

it 13(10.7) 11(17.7) 21(14.6) 3(7.7) 14(10.4) 3(16.7)

WML 89 5(8.5) 2(6.7) 6(8.5) 1(5.6) 4(5.9) 1(11.1)

XPHRZL 94 8(12.9) 9(28.1) 15(20.5) 2(9.5) 10(15.2) 2(22.2)

P 0.046 0.043 0.061

RR 0.625 0.183 0.357 0.559 0.350 0.438

(95%CI1) (0.192~2.033) (0.036~0.930) (0.130~0.981) (0.046~6.727) (0.104~1.178) (0.032~5.926)

x5 TREHRE

Table 5 Incidence of adverse events between two groups (%)

5 H B AR R S EAR R R RN
WLE H 89 25(28.1) 0(0.0) 11(12.4)
gl 94 33(35.2) 1(1.1) 18(19.1)
it 183 58(31.7) 1(0.5) 29(15.8)

BRI W, 2B R A R AR L
AT ¥ o B ROR R N R S FLE O — P
J& g AR ARUMLAE 2 AR DI RE R A LR S AR, B R
FETZ2 o A A B R 7 e R AT, R
JiE R TR AN R S S R e AR R
HOAE KU AR A7 A, v 2 24 B i A 1 Al T A e
IR ATy & — A~ H B AR T e 4%

il EY e 2 UKLy (3 9 A 18 ) 0 396 3 - (AR R
TE 2% ) 375 e IO A i ok, B g L B L AR R
fife 3 " IR T IR R T 2 CH RO DU
J7 BE AT, FE AR i AN BT 9 DR s O AR T AR B b A
JRAN il BRI, DO 24 A0 A SE O R 2 SR I 4K
TEZ MR S AR AT AT R AR BT R,
Ve B2, B 01 i BOre 2 T i AT I8 e LT 25 A Ak
M RERS IR b B, 1 25 U TR AR AR AR 3R B, 3t 2=
PRIEA B i 3 A5 1E 2 8% . A A BAAH SE F 53k
S L P A 2 FOURE BE 08 A A DR B i R A FR I L
il 2H 28005 BRLAR 45, A DR AP A T o A T P
o3 b T AT TR R A A AT RO A G e
L 98 E T 15 AL, DT BEL U 2 il 452 003 CALD) Y 3

Jre s BE A RO AR R R RT3 S ) Toll B 22
& 4(TLR4)/#% % 5% ] T -kB (NF-«B)/NOD £ % {&
H5 1 3(NLRP3) (5 53 i 18 52 52 40 9 e e e, 3 i
KAEXT ARDS (3RS AE Y o M SC B 5% S ik oA IR
BH i 75 0K 36 U7 B 28 56 IR s 75 Sk e o AT SR A T
R 2 38

A 5T B X I PH i B UR BEL BT B 78 e AR v 7
SRy ERE B U E A AT TR L R B
7N, WEER AL EE 14 K PR E J8 LE K T X R, HL 3R
714 R E A WG R F 4 & A 5 5 2 B IS, 327 I BH
B OB A A4 BEL B T B 2 SR O B R e T AE AR
s R /D fe B AR ICU 41 B \MODS %5 R | 4%
Ja I A A, 5 B LA, Bk A TR B i Ok
428 AR FERAT T RERa S, WA o briE— L3R,
ERE>60 % G IT B IR IR BN A IF 12 1 R IR R 45 9%
o T KB 60 P L IO A 2 UK A IG5 14 SR I IR 3 g
F 51 %) 265 R T G 25, 92 4 2 Ay ek B A 2 ASURE 09 11 IR
FEUET 25 AR AL T — @ ki

R AR F SR 52, AF % J2 97 70 el R # R L R AR
FORE S AT I Ik S fE S P . Rl R, R
ICU A K A6 T KBS B 8 TH &5, 60 & LU B4
R 2 3%, 60~80 % ik 8%~12.8%, 80 % L) | 7 ik
20% , B G5 9 AU F 5% I 12 9T 48w B R AR N
AR R HE = S AR BRI X — B
G 55 AT W AH OC 19 08 PR R E RN B B E T S % AR
Ko MEEAERE N, T AT 3 & (IFN) A1 56 %8 K
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PE ZZ B | AR N 2B R, B A NN T SR T
W% 25 G Ak 5 R 75 2 B (SARS-CoV-2) i 5 & o T+
o AL, P P AR RE o B2 A A B N TR B E R
AN Ty dk R A R R XU Bk e I N R AT T
MR R (R - Bl RER )= “LRA
BB RE, R KR NAVINS -3 0 T = gl
SN TR N R R S S B N = R W L2}
-2 R I L AE KR, K ko D, R 280, H i AN
WLBOE RS, A AT AL AE =R B
ER T UM T Y 5 S B RN
BE IE S AR () fa A, ARBESE <60 & 3 o
F ], >60 4 19 N HE b IR BH 7 2 UORLIA T 4 5
i 2R B SIS Tk IR B 6 G T B A 7 ORLYA T
Al REA B T Bk B ALK B A 38 58 15 08 6 7, DA i B
b s 17 3 e

W DR s A2 i 28 S IR e 7 J e A R Oy HE 1 X
O SETR P L A I BRS04 B 8L et R s B Rk e AR
HRE K AR ICU A RS S A BTl s &k B 1 1
e T AR R e AHE L R X B T XU 8 5.6% , HL
I 7K T8 5 I PR 45 SRy 220 R 5T o, v i
B DR S AT b b i A R TR R e 2(ACE2) %
PR TR | e i 0 1t A A A P R R 8 B L A
Ji SARS-COV-2 5 J&&M: ; [ B 411 i) TFN S5 7 | 428 3R il
B bE T 400 (Th) 1/Th17 3 B 3006 , I 4 B 9868 )2
B, fe 4 3 BORN RTS8 RO R T BB 8
T WE R L DU T R S 3 E 0 I FE S A
BH B AE IE T B TAAS [ B e 93 35 J5 0 1F 2K Ay
TR o 1 A TR L B i 1 JEURL DA 35 IR BH
TR IE AL AR R A% 0 30 o b 25 BH A AR Bl 1A A
BE 2 IR IZ S A6 A 0499 17 BEL T .

AN I 18 P W AR G R 1Y) R A T I B A
B JURE [A) A o Hh TR I 2 A AR A, AT R il A
o BHUIR 25 D64 A e DR 9 1 S G R RE A A 0
o BHLURR AR Ay 2 P R 1 M i 0 0, BE AT B JT A8 P I
RGP, Il O A E K AN T 350 45 4
P, 2 o 1Y 5 AR s B SR G IS o P g — D TR
A5 457 X LA PR 35 A T TG M IR I R SR
Jils JFE 235 ) AF XoF 56 B, BT B 3l ek K Bk T 99 BEL OB 1
J& AT 7% 390 3hk B e 25 A0 1 T TIOR3

25 b AR A R R AR E R YT SR Ah b I
A Uk B A 7 0K, B 6% A8 2800 A1 7R e TR e o R
R A 14 RPN 2 R XU, X T 4R >60 %7 |
SEA B PR AN B 148 M I R 8 R o 1 AR AR
P, RS IEIRF R AR, HE et
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RLGF o A5 O T B A 2 AURE T i e R R
SR HAE B BT R A T — R (A T
S 25 77 TR A 2 A T BE R R A5 R B S HE T
G, AT TR REA 1R 360 {91, (H 52 5 1 B 1
W Bl HAE g 191 2 A B S TR R R S BR AL A
1859 3230 & SR 1 32 BT AL bn (58 14 Kl PR 7E
JEE L)) B A 30 L E (1-B=55%) o i, 2 T A i
1%, 32 BT R AR AR A PR AR, — s R B S
R 13 il BH A 23 ORLIG J7 O3 TR 7 2. AT SR
FHOTTObR 26 it , B o 7 ks Bl ML o A A 2882 o 1o
Aoy, AELBE 58 3 55 A2 60 A7 e 32 WA A 22, 7l
AE XS UK B 45 Jay 1 Am S A ME LG8 7 A W AE T4 79
S, TR R RE S EE S gt i Bk
S I AN AE — R i AT KU o DRI R R B F
TR SR 22 500 0T HEE B 0L 3 DAY T B e 7 URE
A BOE o 255 Y AR AL R R T R B R
17 VB REERE R T R R RAT AR AR S5 SRR S AT
E— 25 MR Bl i P A 2 UL I PR DIC 35 AR R AR £
BEHIEIR IR BRIE 16 S T L X84 N LR e
RAE FA ™ P ACHE 28 7 UE A R A B A B AE R T
JE B G T BT ST, o Ml PR 3 AR | 3 R IE A
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