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Outcomes Azvudine Nirmatrelvir-ritonavir HR IPTW result
(n = 139) (n = 139) (95% ClI)
P (log- HR

rank) (95% ClI)

Composite 18 (12.90%) 25 (18.00%) 0.650 087 0652 0670 104 0873
outcome* (047,1.60) (0.64,1.68)

Death 15 (10.80%) 21 (15.10%) 0779 091 0780 0.460 142 0197
(047, 1.77) (0.83, 243)

cu 5 (3.60%) 5 (3.60%) 0903 1.08 0904 0.560 145 0454
(0.31,3.75) (0.55,3.84)

Invasive breath 2 (1.40%) 4(290%) 0523 058 0534 0.850 123 0746
011,320 (035.4.34)

High oxygen 9 (6.50%) 16 (11.50%) 0265 063 0272 0.050 063 0174
(028, 1.44) (033,1.22)

“Reference = nirmatrelvir-ritonavir.
HR. hazard ratio: C1. confidence interval.
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Before matching After matching IPTW result

Azvudine Nirmatrelvir- Azvudine Nirmatrelvir- T/AE
(n = 296) ritonavir (n = 139) ritonavir @
( 180) ( 139)
Age 7433 £ 1482 7689 £ 1631 0079 | 016 | 77021390 7899 £ 1431 0244 004 073 0036
Sex (%) ous | 015 | 0895 003 076 0030
Female 106 (35.81) 52 (28.89) 39 (810) a (29.50) i
Male 190 (64.20) 128 (71.10) | [ 100 (71.90) 98 (050)
Vaccine 0214 | 017 0991 002 | 100 0009
Non- 73 (24.70) 57 (31.70) | 46 (33.10) 45 (32.40)
vaccinated
Unknown 168 (56.80) 96 (s330) | [ 74 (53.20) | 75 s400)
Vaccinated | 55 (18.60) 27 (15.00) 19 (13.70) 15 a370)
Smoking 0009 | 031 0874 006 | 067 0094
No 215 (72.60) 147 (81.70) 121 (87.10) 122 (87.80)
Unknown 38 (12.80) 8 (4.40) 4(290) | 5 (3.60)
Yes 43 (14.50) 25 (13.90) 14 (10.10) 12 (8.60)
High-risk | [ 03 010 | | 0858 004 090 0013
No 40 (1351) 31(17.22) 17 (12.20) 19370 |
Yes 256 (86.50) 149 (82.80) | 122 (87.80) 120 (8630)
Diagnosis 0200 | 0.17 50999 | <0001 | 099 | 0.015
drug level
<5 90 G0.0) @) | 2 @010 28 @010)
>5 201 (67.90) 133 (73.90) 110 (79.10) 110 (79.10)
Unknown 5(1.70) [ 5 (2.80) [ | 1(0.70) 1(0.70)
COVID-19 0180 | 021 | NaN 005 | 100 0009
type
Unknown 3 (1.00) 2 (1.10) 0(0) 0(0)
Mild 33 (11.10) 15 ®30 9 (650) 0620
Severe 118 (39.90) 90 (50.00) 67 (48.20) 69 (49.60)
Moderate | 142 (48.00) 73 (40.60) | 6 s30) 60 w320)

Categorical variables are shown as n (%).
Continuous variables are presented as mean + standard deviation.

SMD: standardized mean difference.

Statistical tests under “PTW, result” column: t-test was used for continuous variables (age) and Chi-squared test () was used for categorical variables.
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HFNC, High-Flow Nasal Cannula Oxygen Therapy; MP, Methylprednisolone

* with double the dose on the first day
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(n=556)
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(n=0)

Buudang

198 duplicates articles were removed (n = 358)

Records screened

Records excluded (n = 331)

AmaiBng

Full-text articles assessed for eligibi

ility (n = 27)

papnpouy

Full-text articles excluded,
with reasons (n= 19)
Non-RCT (n=3)

No available data (n = 6)
Duplicated population (n = 6)
Full text unavailable (n = 3)
Repeat (n=1)

Studies included in meta-analysis (n = 8)
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Antibiotic Susceptibility

Erythromycin (K-B) 10 R
Tetracycline (K-B) 10 R
Penicillin (MIC) 0.064 S
Ceftriaxone (K-B) 30 s
Vancomycin (K-B) 17 s
Linezolid (K-B) 27 s
Clindamycin (K-B) 2 s
Levofloxacin (K-B) 17 s

S, susceptible; R, resistant.
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(A) Study Vaccine Placebo

Risk Ratio. 95%CI

Tandon MK.2010 18 20 ———— 0.83 [0.47, 1.46]
Andreas $.2022 304 302 —— 1.09 [0.78, 1.53]
Wilkinson T.M.A.2019 32 —— 0.86 [0.58,1.27)
Clancy RL2016 160 160 —=Ho— 1.08 [0.91.1.29]
Clancy R.1985 34 33 >-— : 0.07 [0.01,0.52]
Random effects model(HK) 589 587 .L- 1.02 [0.76, 1.36]
0 05 1 15
Vaccine Placebo

Heterogeneity: tau’ < 0.0001; Chi’*=8.68 (P=0.07): I'=53.6%
Test for overall effect: t=0.19 (P=0.86)
(B) Study Vaccine Placebo Risk Ratio. 95%CI
Clancy R.1985 34 33 —— 0.39 [0.04. 3.83]
Van Damme P.2019 61 88 :‘ 1.44 [0.09, 22.62]
De Smedt P.2021 53 6 ———— 1.58 [0.13, 19.37)
Tandon MK.2010 18 20 ——— 0.53 [0.02, 14.79]
Andreas $.2022 304 302 ~0—-—- 0.50 [0.05, 5.45]
Wilkinson T.M.A.2019 73 72 '—‘—i—‘ 0.49 [0.05, 5.32]
Clancy R.L.2016 160 160 '_:“_' 2.01 [0.37, 10.83]
Common effects model 703 731 > 091 [038, 2.21]

0005103 5§ 10 15 20 25

Vaccine Placebo

i*=2.28,(P=0.89); I'=0.0%
20(P=0.84)

Heterogeneity: tau® <0: Ch
Test for overall effect:
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Time point

Diagnostic findings

Outcomes

Day 1

Day2

Day3

Days4-6

Three-month

follow-up

Hospital admission

Dental consultation

Ongoing treatment

Recovery phase

Outpatient visit

Alarge area of ulceration of the
buccal mucosa, fever, chills, and
fatigue

Alarge area of ulceration on the
buccal mucosa and white
mucosa and fever

Blood culture: positive for
Streptococcus dysgalactiae ssp.
dysgalactiae (SDSD)

Fever resolved, oral ulcer
resolved, I1-6 normalized, and

blood with no bacterial growth

No recurrence of symptoms

Physical examination, initial laboratory blood sample,
and chest CT,

Empirical treatment: antimicrobial therapy with

administere

ravenous piperacillin-tazobactam (4.5 g

q8h) combined with moxifloacin (0.4 g qd)

Added mouthwash of tinidazole

An

crobial therapy with administered intravenous

amoxi
(0.4gqd)

in-clavulanate (2.4 g bid) with moxifloxacin

Oral cefuroxime axetil (0.5 g, bid) for 10 days with

fotics continued

Antibiotics completed

Oral ulcer and suspected

infection but pneumonia

Severe oral ulcer
and suspected infection but

pneumonia

SDSD bacteremia

Patient discharged

Full recovery and no residual

symptoms.
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Subgroups No. of studies No. of patients Effect size Heterogeneity p interaction

RR (95%Cl) P (%) p value
AECOPD
Region
Europe 2 751 098(0.76,1.27) 0 037 069
Australia 2 387 1,06 (0.89,1.26) 86 <001
Mixed 1 38 083 (0.47,1.46) - -
Center
Multicenter 4 1,109 1,03 (0.90,1.19) 0 062 <001
Single center 1 67 0.07(0.01,0.52) - -

Sample sizes
250 4 1,138 1.03(0.90,1.19) 63 0.04 0.46
<50 1 38 0.83 (0.47,1.46) - =

Intervention types

NTHi vaccine 4 570 1.01(0.86,1.17) 65 004 067
NTHi-Meat vaccine 1 606 1.09(0.78,1.53) - -

Drug delivery methods
Intramuscular injection 2 751 0.98(0.76,1.27) 0 037 074
Oral 3 425 1.04(0.88,1.22) 74 002

All-cause mortality

Region
Europe 4 1,009 0.82(0.24,2.86) o 086 0.89
Australia 2 387 1.13(0.294.37) 22 0.26
Mixed 1 38 0.53 (0.02,14.80) - =

Center
Multicenter 6 1,367 1.06 (0.41,2.77) o 089 043
Single center 1 67 0.39 (0.04,3.83) - -

Sample size
250 6 1,396 0.95(0.38,2.38) o 083 074
<50 1 38 0.53 (0.02,14.80) - -

Drug of interventions,
NTHi vaccine 4 570 087(0292.63) 0 063 038
NTHi-Meat vaccine 3 864 100 (0.234.32) 0 077

Drug delivery methods

Intramuscular injection 4 1,009 0.82(0.24,2.86) o 086 0.82
Oral 3 425 1.01(0.29,3.56) o 048

Hospitalization

Region
Europe 0 -
Australia 3 527 1.29(1.00,1.68) 91 <0.01 0.06
Mixed 1 38 1.23(0.95,1.58) . -

Center
Single-center 2 207 030(0.15,059) 7 03 <001
Multicenter 2 358 1.54(1.17,2.03) 81 0.02

Sample sizes
<50 1 38 042(0.13,1.33) - -
250 3 527 1.29(1.00,1.68) 91 <001 006

Serious adverse events

Region
Europe 4 1,009 091 (0.73,1.12) 0 062 013
Australia 1 320 1.19.(0.90,1.58) = =

Drug of Interventions
NTHi vaccine 2 465 113 (0.87,1.46) o 037 023
NTHi-Mcat vaccine 3 864 091(0.72,1.15) o 0.41

Drug delivery methods
Intramuscular injection 4 1,009 091(0.73,1.12) o 0.62 0.13
Oral 1 320 119 (0.90,1.58) - -

Grade 3 serious adverse events

Region
Europe 3 900 135 (0.92,1.98) 0 039 043
Australia 1 320 L11(081,1.52) - -

Drug of interventions,
NTHi vaccine 2 165 107 (079,1.45) 0 041 020
NTHi-Meat vaccine 2 755 149 099.2.23) 0 0.68

Drug delivery methods

Intramuscular injection 3 900 135 (0.92,1.98) 0 039 043
Oral 1 320 111(081,1.52) = N

pIMDs

Drug of interventions
NTHi vaccine 1 145 395 (0.18,85.99) - - 067
NTHi-Meat vaccine 3 864 1.94(0.65,5.74) 0 098

AECOPD, Acute exacerbation of chronic obstructive pulmonary disease; NTHi-Meat vaccine, non-typeable Haemophilus influenzae-Moraxella catarrhalis vaccine; NTHi vaccine, non-
typeable Haemophilus influenzae vaccine; pIMDs, potential immune-mediated diseases.
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General adverse events

No. of
event

No. of
studies

Rate ratio,
95%CI

Heterogeneity

&

p value

Any

Fatigue

Fever

Pain

Headache

Swelling

pIMDs

Erythema
Nasopharyngitis
Oropharyngeal pain
Gastroenteritis
Gastrointestinal disorders
Pneumonia

Rib fracture

Upper respiratory tract infection
Other adverse events*
After dose 1
Redness
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Pain
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Swelling
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After dose 2
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Swelling

Gastrointestinal symptoms

894
1,003
900
894
900
1,009
900
900
900
938
900
900
900
822
900

877
877
877
877
877
877
877

823
823
823
823
823
823

823

502

99

386

330

55

75

7

163

2

2

751

33

398

59

280

232

2

133

61

341

a8

294

189

a4

102

“Not Including Serious adverse events; pIMDs, potential immune- mediated diseases.

128(0.59,2.78)
1.38(0.94,2.01)
5.33(1.98,14.33)
120 (1,00, 1.43)
12,15 (4.67,31.61)
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Study Vaccine  Placebo Risk Ratio. 95%CI
Hospitalization
Clancy R.1985 34 33 >~ 0.11 [0.01,0.83]
Tandon M.K.2010 18 20 o 0.42 [0.13,1.33]
Claney R.L.2016 160 160 1.67 [1.26,2.21]
PhilipsM.2007 68 7] > 0.34 [0.16,0.70]
Random effects model(HK) 280 285 o 0.50 [0.09,2.77]
Heterogeneity: tau’=0.90; Chi’=25.44,(P<(0.01); P=88.2% |
Serious Adverse Events
Van Damme P.2019 61 88 - 0.52 [0.08, 3.28]
De Smedt P.2021 53 56 ——————— 1.84 [0.57.5.95]
Andreas $.2022 304 302 > 0.89 [0.70, 1.13]
Wilkinson T.M.A.2019 73 72 o 0.87 [0.47. 1.61]
Clancy R.L.2016 160 160 v 1.19 [0.90. 1.58]
Commom effects model 651 678 o 1.00 [0.84. 1.19]
Heterogeneity: tau’=0.01; Chi’=4.03 (P=0.40), ’=0.8% |
Grade3 Serious Adverse Events |
Van Damme P.2019 61 88 ———————————— 191 [0.54.6.70]
Andreas $.2022 304 302 —— 1.44 [0.94,2.21]
Wilkinson T.M.A.2019 73 72 —— 0.68 [0.23,2.04]
Claney R.L.2016 160 160 P 1.11 [0.81,1.52]
Commom effects model 598 622 "4 1.20 [0.94,1.53]
Heterogeneity: tau’=0; Chi*=2.50,(P=0.48); ’=0.0% —

0 1 2 3 4 3 6 7

Vaccine

Placebo
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First  Year Phase Multicenter Blinding Study  Sample size Country Follow-  Age Men Intervention Control Funding

author duration up (Mean) (%)
(Months) s . 9
Total 1/C 1/c I/C  Vaccine Delivery Drug Delivery
methods methods
Andreas 2022 Phase2b  Yes Observer- ~ 2017/11- 606 304/302 Belgium, Canada, 15 657/663  60.5/586 NTHi-Mcat | Intramuscular Phosphate- Intramuscular GlaxoSmithKline
5.06) trial blinded 2020003 France, Germany, Italy, vaccine injection  buffered saline  injection  Biologicals SA.

Spain, UK, and USA.

ClancyR. 1985 NR No Double-  Winter 3 1717 | Australia 3 647/620  82.4/94.1 NTHi Onal 25 mgsodiom  Oral GlaxoSmithKline
¢2) blind period in vaccine tauroglycocholate Biologicals SA
1983 33 17/16  Australia 3 647/655 | 824/62.5 NTHi Oral Enteric-coated  Oral Ciba-Geigy
vaccine glucose tablet (Australia)
ClancyR. 2016 NR Yes Double-  Winterof 320 160/160 Australia 9 7120679 669/58.1 NTHi Onal NR Onal Bioxyne Lid
LGD blind 2011 vaccine
DeSmedt 2021 Phasel  Yes Observer- 2015/8- 55 2728 Belgium 8 597/582  556/679 NTHi-Meat Intramuscular Saline solution  Intramuscular GlaxoSmithKline
P.(8) trial blinded 201774 vaccine  injection injection  Biologicals SA
54 26728 Belgium 48 590/582  538/679 NTHi-Meat Intramuscular Saline solution  Intramuscular GlaxoSmithKline
vaccine  injection injection logicals SA
Tandon 2010 Phase2  Yes Double-  202310/6 38 18120 USAand AUS 4 695673 833/70.0 NTHi Onal Enteric-coated  Oral Hunter
M.K. (24) trial blind vaccine placebo tablet Immunology Lid
Philips M. 2007 NR No Double- N 10 68/72  Australia NR NRNR | NRNR | NTHi onal NR NR NR
(25) blind vaccine
Van 2019 Phasel  Yes Observer- 2015/8- 75 3144 Belgium 12 589/47.2  58.1/523 NTHi-Meat Intramuscular Saline solution  Intramuscular GlaxoSmithKline
Damme P, trial blinded 201773 vaccine  injection injection  Biologicals SA
©@3) 74 30044 Belgium 2 585/472  567/524 NTHi-Mcat Intramuscular Saline solution  Intramuscular GlaxoSmithKline
vaccine  injection injection Biologicals SA
Wilkinson 2019 Phase2  Yes Observer- 2014/7/8- | 145 | 73/72  Swedenand UK 15 6700668  53.4/50.0 NTHi Intramuscular Saline placebo  Intramuscular GlaxoSmithKline
TMA. trial blinded  2017/4/19 vaccine  injection injection logicals SA

@7)

NTHi-Mcat vaccine, non-typeable Haemophilus influenzac-Moraxella catarrhalis vaccine; NTHi vaccine, non-typeable Haemophilus influenzae vaccine; NR, not reported; I, intervention; C, control
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Variable Post-treatmet Normal range
1 White blood cells (*10°/L) 61 291 35-95
2 Neutrophil (+10°/L) 55 18 18-63
3 Lymphocyte (*10°/L) 05] 08]
4 Monocyte (*10°/L) on 023
5 Eosinophil (*10°/L) [ 0.02
6 Nucleated red cells (*10"/L) 0 0 0-0
7 Basophil (*10°/L) 001 0.02 0.00-0.06
8 Neutrophil ratio (%) 8951 629 400-750
9 Lymphocyte ratio (%) 851 278 200-500
10 Monocyte ratio (%) 181 8 30-100
n Eosinophilic ratio (%) o 08 04-80
12 Nucleated red cells ratio (%) 0 0 0-0
13 Basophil ratio (%) 02 05 00-10
1 Red blood cells (*10°/L) 3140 2611 430-580
15 Hemoglobin (g/L) 115 971 115-150
16 Hematocrit (%) 3281 2741 400-500
17 Average red blood cell volume (f) 104.51 10481 820-100
18 Average hemoglobin content (pg) 3671 371 27.0-340
19 Average hemoglobin concentration (g/L) 351 353 3160-3540
20 Red blood cell distribution width-CV (%) 15 17 95-195
2 Platelet (*10°/1) 155 148 125-350
2 Plateletcrit (PCT) 012 014 0.11-0.28
2 Average platelet volume (f) 77 93 50-130
2 Platelet distribution width-CV (%) 158 161 120-200
2% interleukin-6 (IL-6) (pg/mL) 874.051 9.44 0-10
27 Carbohydrate antigen 153 (CA153) 32991 / 0313

“I" indicate increase compared with normal range, while “|” denote decrease.
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