Supplementary Material

1 Supplementary Tables and Figures

1.1 Supplementary Tables

1.1.1 Supplementary Table 1: The search strategy for English databases.

Database

Order

Strategy

PubMed

#1

#2

"Atherosclerosis"[MeSH Terms] OR "Cardiovascular Diseases"[MeSH Terms] OR "Acute
Coronary Syndrome"[MeSH Terms] OR "Coronary Artery Disease"[MeSH Terms] OR "Coronary
Disease"[MeSH Terms] OR "Cardiomyopathies"[MeSH Terms] OR "Stroke"[MeSH Terms] OR
"ischemic attack, transient"[MeSH Terms] OR "Peripheral Arterial Disease"[MeSH Terms] OR
"Myocardial Infarction"[MeSH Terms] OR "angina, stable”[MeSH Terms] OR "angina,
unstable”[MeSH Terms] OR "Aortic Aneurysm*“[MeSH Terms] OR "Cerebrovascular
Disorders"[MeSH Terms] OR "Coronary Artery Bypass"[MeSH Terms] OR "Percutaneous
Coronary Intervention"[MeSH Terms] OR "angioplasty, balloon, coronary”[MeSH Terms]
"atheroscleros*"[Title/Abstract] OR "Atheroscleroses"[Title/Abstract] OR "arteriosclerotic
cardiovascular disease"[Title/Abstract] OR "cardiovascular disease"[Title/Abstract] OR "major
adverse cardiac events"[Title/Abstract] OR "acute coronary syndrome*"[Title/Abstract] OR
"coronary artery disease"[Title/Abstract] OR "coronary heart disease"[Title/Abstract] OR
"revascularization"[Title/Abstract] OR "ischemic cardiomyopathy"[Title/Abstract] OR
"stroke*"[Title/Abstract] OR "Apoplexy"[Title/Abstract] OR "transient ischemic
attack*"[Title/Abstract] OR "peripheral arterial disease*"[Title/Abstract] OR "myocardial
infarct*"[Title/Abstract] OR "heart attack*"[Title/Abstract] OR "stable angina*"[Title/Abstract] OR
"unstable angina*"[Title/Abstract] OR "aortic aneurysm*"'[Title/Abstract] OR "cerebrovascular
disease"[Title/Abstract] OR “cerebrovascular disorders"[Title/Abstract] OR "coronary artery

bypass*"'[Title/Abstract] OR "aortocoronary bypass*"[Title/Abstract] OR "percutaneous coronary




#3

#4

#5

intervention*"[Title/Abstract] OR "percutaneous coronary revascularization*"[Title/Abstract] OR
"transluminal coronary balloon dilation"[Title/Abstract] OR "coronary balloon
angioplast*"[Title/Abstract] OR "percutaneous transluminal coronary angioplast*"[Title/Abstract]
"tanshinone"[Supplementary Concept] OR "tanshinone Il A sodium sulfonate"[Supplementary
Concept] OR "tanshinone iia"[Title/Abstract] OR "tan iia"[Title/Abstract] OR
"TNA"[Title/Abstract] OR "TSIIA"[Title/Abstract] OR "Tansh"[Title/Abstract] OR "sodium
tanshinone iia silate"[Title/Abstract] OR "STS"[Title/Abstract] OR "sodium tanshinone iia
sulfonate injection"[Title/Abstract] OR "tanshione"[Title/Abstract]

"randomized controlled trial"[Publication Type] OR "clinical trial"[Publication Type] OR
"controlled clinical trial"[Publication Type] OR "Randomized Controlled Trials as Topic"[MeSH
Terms] OR "Clinical Trials as Topic"[MeSH Terms] OR "Controlled Clinical Trials as
Topic"[MeSH Terms] OR "Random Allocation"[MeSH Terms] OR "Double-Blind Method"[MeSH
Terms] OR “clinical trial"[Title/Abstract] OR “clinical stud*"[Title/Abstract] OR
"random*"[Title/Abstract] OR "RCT"[Title/Abstract]

(#1 OR #2) AND #3 AND #4

Web of

Science

#1

#2

#3

TS=("atheroscleros*" OR "Atheroscleroses” OR "arteriosclerotic cardiovascular disease” OR
"cardiovascular disease” OR "major adverse cardiac events" OR "acute coronary syndrome*" OR
""coronary artery disease” OR "coronary heart disease" OR "revascularization" OR "ischemic
cardiomyopathy" OR "stroke*" OR "Apoplexy" OR "transient ischemic attack*" OR "peripheral
arterial disease*" OR "myocardial infarct*" OR "heart attack*" OR "stable angina*" OR "unstable
angina*" OR "aortic aneurysm*" OR "cerebrovascular disease" OR "cerebrovascular disorders" OR
"coronary artery bypass*" OR "aortocoronary bypass*" OR "percutaneous coronary intervention*"
OR "percutaneous coronary revascularization*" OR "transluminal coronary balloon dilation” OR
“"coronary balloon angioplast*" OR "percutaneous transluminal coronary angioplast*")
TS=("tanshinone iia" OR "tan iia" OR "TNA" OR "TSIIA" OR "Tansh" OR "sodium tanshinone iia
silate" OR "STS" OR "sodium tanshinone iia sulfonate injection" OR "tanshione")

TS=("clinical trial” OR "clinical stud*" OR "random*" OR "RCT")




#4

#1 AND #2 AND #3

Cochrane

Library

#1

#2

#3

#4

#5

#6

#7

#8

#9

#10

#11

#12

#13

#14

#15

#16

#17

#18

MeSH descriptor: [Atherosclerosis] explode all trees

MeSH descriptor: [Cardiovascular Diseases] explode all trees

MeSH descriptor: [Acute Coronary Syndrome] explode all trees

MeSH descriptor: [Coronary Artery Disease] explode all trees

MeSH descriptor: [Coronary Disease] explode all trees

MeSH descriptor: [Cardiomyopathies] explode all trees

MeSH descriptor: [Stroke] explode all trees

MeSH descriptor: [ischemic attack, transient] explode all trees

MeSH descriptor: [Peripheral Arterial Disease] explode all trees

MeSH descriptor: [Myocardial Infarction] explode all trees

MeSH descriptor: [angina, stable] explode all trees

MeSH descriptor: [angina, unstable] explode all trees

MeSH descriptor: [Aortic Aneurysm] explode all trees

MeSH descriptor: [Cerebrovascular Disorders] explode all trees

MeSH descriptor: [Coronary Artery Bypass] explode all trees

MeSH descriptor: [Percutaneous Coronary Intervention] explode all trees

MeSH descriptor: [angioplasty, balloon, coronary] explode all trees

(atheroscleros*):ti,ab,kw OR (Atheroscleroses):ti,ab,kw OR (arteriosclerotic cardiovascular
disease):ti,ab,kw OR (cardiovascular disease):ti,ab,kw OR (major adverse cardiac events):ti,ab,kw
OR (acute coronary syndrome*):ti,ab,kw OR (coronary artery disease):ti,ab,kw OR (coronary heart
disease):ti,ab,kw OR (revascularization):ti,ab,kw OR (ischemic cardiomyopathy):ti,ab,kw OR
(stroke*):ti,ab,kw OR (Apoplexy):ti,ab,kw OR (transient ischemic attack*):ti,ab,kw OR (peripheral
arterial disease*):ti,ab,kw OR (myocardial infarct*):ti,ab,kw OR (heart attack™):ti,ab,kw OR (stable
angina*):ti,ab,kw OR (unstable angina*):ti,ab,kw OR (aortic aneurysm*):ti,ab,kw OR
(cerebrovascular disease):ti,ab,kw OR (cerebrovascular disorders):ti,ab,kw OR (coronary artery

bypass*):ti,ab,kw OR (aortocoronary bypass®):ti,ab,kw OR (percutaneous coronary




#19

#20

#21

#22

intervention®):ti,ab,kw OR (percutaneous coronary revascularization*):ti,ab,kw OR (transluminal
coronary balloon dilation):ti,ab,kw OR (coronary balloon angioplast*):ti,ab,kw OR (percutaneous
transluminal coronary angioplast*):ti,ab,kw

(tanshinone iia):ti,ab,kw OR (tan iia):ti,ab,kw OR (TNA):ti,ab,kw OR (TSI1A):ti,ab,kw OR
(Tansh):ti,ab,kw OR (sodium tanshinone iia silate):ti,ab,kw OR (STS):ti,ab,kw OR (sodium
tanshinone iia sulfonate injection):ti,ab,kw OR (tanshione) :ti,ab,kw

(clinical trial):ti,ab,kw OR (clinical stud*):ti,ab,kw OR (random¥*):ti,ab,kw OR (RCT) :ti,ab,kw
#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR
#14 OR #15 OR #16 OR #17 OR #18

#21 AND #19 AND #20

Ebsco #1

#2

#3

SU atheroscleros* OR SU Atheroscleroses OR SU arteriosclerotic cardiovascular disease OR SU
cardiovascular disease OR SU major adverse cardiac events OR SU acute coronary syndrome* OR
SU coronary artery disease OR SU coronary heart disease OR SU revascularization OR SU
ischemic cardiomyopathy OR SU stroke* OR SU Apoplexy OR SU transient ischemic attack* OR
SU peripheral arterial disease* OR SU myocardial infarct* OR SU heart attack* OR SU stable
angina* OR SU unstable angina* OR SU aortic aneurysm* OR SU cerebrovascular disease OR SU
cerebrovascular disorders OR SU coronary artery bypass* OR SU aortocoronary bypass* OR SU
percutaneous coronary intervention* OR SU percutaneous coronary revascularization* OR SU
transluminal coronary balloon dilation OR SU coronary balloon angioplast* OR SU percutaneous
transluminal coronary angioplast*

SU tanshinone iia OR SU tan iia OR SU TNA OR SU TSIIA OR SU Tansh OR SU sodium
tanshinone iia silate OR SU STS OR SU sodium tanshinone iia sulfonate injection OR SU
tanshione

#1 AND #2

1.1.2 Supplementary Table 2: The search strategy for Chinese databases.

Database Strategy




CNKI

TKAS(ZKSEREREIL + "SIk SRRERRIL R IR + " S RADBKE A " + L + "B AR
BRERATE + MU AR + "I + "BUILPE LU + "R + "R + 5 EF PR fF +
SR SRS REBEIL A" + SN ISR AR + " FHEDBR A + " EZDB" + "LBESE" + " i +

BOLE" + “TEREIEK") AND TKA=C LS + “FHS7H A" + "FH 2T A TTEHY) AND TKA=('i%" +

B+ “REE + TR+ BEALA IR A%

VIP

(M=C"Zh ks FEREAL" OR “Zh Bk sk FEAE AL MO B OR S E IR B K R S AE" OR b 00" OR "8 1t
FEARBNIKER G AE" OR" LiZ H K™ OR "I SR OR "HRILIECHULHE" OR "rfr X" OR "Z£Hr" OR "4
MGk I 2% A" OR "4 3 ik 46 B R AL 2 OR "4M R Bh ik Bei OR " Bl 3l fik 2™ OR " L3 kB OR
"L LESE" OR "L48E" OR "Ml ML OR "R K") OR R=("Zh ki FE AL OR "Bl ki FERE AL IO 1
B OR "SHERARBIAKLE A AE" OR " 0" OR "E LRk L5 4 fiE" OR"IMLis EH A" OR " il 3 &
A" OR "B PE LU OR "R OR "5 Ha" OR " B VE Mk 1 2 15" OR "&b & B ik ot R Ak e
OR "4 A Bk #mi" OR " & [ Zh kB OR "E Bk OR "LILEEAE" OR " 040" OR “fik L& OR ™
TR BIAK)) AND (M=("JFZ " OR "J+ 20 1IA" OR "JFS 1A BEERH4") OR R=("F+ZHi" OR "fIZHi
[IA" OR "F}+ 20 1A TEFREA™)) AND (M=("i36" OR "BEHL" OR "X} f&" OR "Il R E6" OR "FEHLN HE {56

") OR R=("iX5%" OR "BHHL" OR " " OR "l /K1 50" OR "BEHLXS HEiAEE"))

Wangfang

Data
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and (14 SR HEAL (P S0) or ML SOCHEIAL (P S 1A) o M4 SR S 11A B HY) and (4
A (R0) or TR or BAS KB HIR) or A SCBE (IR or 1%
SR (B LAY )




1.1.3 Supplementary Table 3: Subgroup analyses of the influence of STS on IL-6

and TNF-q.
Variables N (%) SMD (95%CI) pvalue
IL-6
Total 26 97 -1.50[-2.06, -0.95] <<0.00001
Type of condition
CAD 10 98 -0.70[-1.82, 0.42] 0.22
unstable angina 4 94 -3.85[-5.45, -2.25] <<0.00001
AMI 4 93 -2.27[-3.25,-1.29] <<0.00001
ACS 3 86 -1.61[-2.30, -0.91] <<0.00001
ischemic stroke 3 99 -0.43[-2.91, 2.05] 0.73
AS combined with
other discase 2 0 -0.62[-0.88, -0.36] <<0.00001
Dosage of STS
50 mg/d 2 0 -1.07[-1.30, -0.84] <<0.00001
60 mg/d 10 96 -2.19[-3.12, -1.26] <<0.00001
80 mg/d 11 97 -1.75[-2.53, -0.98] <<0.00001
Unclear 3 99 1.84[-1.78, 5.46] 0.32
Duration
lw 7 95 -2.03[-2.23, -1.84] <0.00001
2w 11 97 -0.79[-0.93,-0.64] <<0.00001
3w 3 86 -1.01[-1.26, -0.76] <<0.00001
4w 4 86 -3.11[-3.36, -2.86] <0.00001
12w 1 — -0.53[-0.86, -0.21] 0.001
TNF-a
Total 25 98 -2.55[-3.24, -1.86] <0.00001

Type of condition




CAD 12 98 -1.83[-2.93, -0.72] 0.001
unstable angina 1 — -2.73[-3.35, -2.12] <<0.00001
AMI 5 98 -4.33[-6.34, -2.31] <0.0001
ACS 5 97 -3.25[-4.80, -1.71] <<0.0001
ischemic stroke 1 — -0.80[-1.07, -0.52] <<0.00001
AS combined with

other disease 1 — -0.68[-1.10, -0.25] 0.002

Dosage of STS
40 mg/d 2 96 -6.97[-10.34, -3.60] <0.0001
50 mg/d 3 97 -3.34[-5.14, -1.55] 0.0003
60 mg/d 10 95 -2.74[-3.46, -2.02] <<0.00001
80 mg/d 8 98 -2.19[-3.39, -0.99] 0.0004
Unclear 2 99 2.65[-3.91,9.21] 0.43

Duration
lw 4 95 -3.25[-4.64, -1.86] <<0.00001
2w 11 98 -2.05[-3.36, -0.74] 0.002
3w 1 — -0.68[-1.07, -0.29] 0.0007
4w 8 98 -2.79[-3.93, -1.64] <<0.00001
7w 1 — -5.26[-6.21, -4.32] <<0.00001

ACS acute coronary syndrome, AMI acute myocardial infarction, AS atherosclerosis,

CAD coronary artery disease, IL-6 interleukin-6, N number of SMD included, SMD

standardized mean differences, STS sodium tanshinone IIA sulfonate, TNF-o tumor

necrosis factor alpha, w weeks, X mg/d X mg daily, — not applicable




1.2 Supplementary Figures

1.2.1 Supplementary Figure 1

As percentage (intention-to-treat)
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Supplementary Figure 1 Risk of bias summary.

1.2.2 Supplementary Figure 2

(A)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean S0 Total Weight IV, Fixed. 95% CI IV, Fixed. 95% CI
CaoT2017 78.43 1482 49 106.79 3015 49 37.0% -1.18 [1.62,-0.76] —
Han 2018 7843 1458 42 106.79 3014 42 NT7% -119 [1.65,-0.72] —
ZhuJ 2020 37524 2835 45 42082 32148 45 3.2% -1.49 [-1.96,-1.02] —
Total (95% CI) 136 136 100.0% -1.28 [-1.55, -1.02] -

-2 4 0 1 2
Favours [experimental] Favours [control]

Heterogeneity: Chi#=1.10, df= 2 (F = 0.58); F= 0%
Test for overall effect Z=9.59 (P = 0.00001)

(B)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV. Random, 95% Cl IV, Random, 95% Cl
LiCR 2015 631 2.53 B4 897 2483 B4 36.4% -1.05[-1.42, -0.68] — &
HuB 2017 834 241 57 1012 238 57 358% -0.74 F1.12,-0.36) —
Hu G 2008 336 849 a7 816 143 T 2VE% -1.80 [-2.01,-0.98] e
Total (95% CI) 158 158 100.0% -1.06 [-1.46, -0.67] -

Heterogeneity: Tau®= 0.08, Chi*= 536, df= 2 {P= 007, F=63% T T

-0 2 1 0 1 2
Testfor overall effect: Z=5.26 (P = 0.00001) Favours [experimental] Favours [contral]

Supplementary Figure 2 Forest plots of the effect of STS on adhesion molecules: (A)
ICAM-1 (B) p-selectin. ICAM-1 intercellular adhesion molecule-1, STS sodium tanshinone ITA

sulfonate




1.2.3 Supplementary Figure 3

(A)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Luaox 3022 43211 17525 591 85328 22642 a1 32.2% -2.06 [-2.55,-1.58] —a—
Qin H 2020 1.32 0.39 53 1.68 0.51 83 33.49% -0.79 [-1.18,-0.349] —a—
Qiny 2022 38495 3752 85 42861 4078 85 33.8% -1.13-1.84,-0.73] —a—
Total {95% CI) 159 150 100.0%  -1.32[-2.02, -0.61] -
Heterogeneity: Tau?= 0.34; Chi*= 16.48, df= 2 (P = 0.0003); F= 88% 4 2 7 2

Testfor overall effect: Z=3.65 (P =0.0003)

(B)

Experimental

Favours [experimental] Favours [control]

Study or Subgroup Mean SD Total
Ligz2017 31388 3791 35
Sun C 2020 9316 2582 32
Zhang H 2014 112.8 23 40
Total (95% CI) 107

Control Std. Mean Difference Std. Mean Difference
Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
337.91 27.62 35 3358% -0.72 F1.20,-0.23] —
12013 2617 32 0187% -1.02 [-1.55,-0.50] —
12845 168 40 37.9% -0.78[1.23,-0.32] —a—
107 100.0% -0.83[-1.11, -0.55] L 4
b 5 6 :

Heterogeneity: Chi*=0.80, df= 2 (P =0.67);F= 0%

Test for overall effect Z= 579 (P = 0.00001)

Favours [experimental] Favours [control]

Supplementary Figure 3 Forest plots of the effect of STS on chemokines: (A) fractalkine

(B) MCP-1. MCP-1 monocyte chemoattractant protein-1, STS sodium tanshinone IIA sulfonate




