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Effect of Argatroban Plus Dual Antiplatelet in Branch Atherosclerosis Disease
A Randomized Clinical Trial
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[vital sign]
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BAD:Branch atherosclerosis disease
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Control group
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» END:early neurological deterioration
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« ENl;early neurological improvement
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mRS (modified Rankin Scale)
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Study Design
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Inclusion Criteria
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Exclusion Criteria @
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Patient flow
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Randomization and Masking
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Dermographs: data
o =S 61 [54-71) B7 (57-76)
Sex, n (%)
B 33 (67.3) 30 {58.8]
peglas 18 [32.7) 21 {41.2)
I Siroke rsk factors, n (0]
= [0 iE 41 (83.7) 42 (82.4)
ME PRI 11 [22.4) 22 {43.1)
IEEERE 25 [51.0] 26 {51.0)
A 15 28 oD BEAE 2 {4.1) 5 (0.8)
3 BN AT e 2 1{2.0) 0 {0.0)
1N B &) 1 {2.0) 0 (0.0)
P2 fEE x4 V) 18 [36.7) 20 {36.2)
BBRED V) 61{12.2) g (176)
P/ EE o N AR 3 (8.1) 4 (7.8)
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Patient characteristics @

Laboratary examination, reedan [OR)

m#EfE(mmol/L) 5.8 (4.9-7.4) | 5.6 (a.6-0.4)
INFEERME (mmHg) 160 {144-172) | 158 (148-175)
JEBE AR (mm He) 82 (B3—105) 88 {76-98)
mEs L 7F=>(umol/L) | 72 |58-84) 71 |58-83)

ALT(U/L)

21.5 {173-278)

20.0 (14.0-27.3]

AST(U/L)

22.5 {16.3-31.8]

19.5 [16-22.3]

TG(mmol/L)

1.41 {1.00-2.18]

1.52 (1.11-2.17)

TC(mmol/L)

4.80 {4.25-5.68)

5.14 (4.37-6.07]

LDL(mmol/L)

286 {2.45-3.60)

3.18 (2.37-3.85)

HDL(mmol/L)

1.07 (D.88-1.18]

0.88 (0.84-1.21]
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Patient characteristics ®

| Siroke evaluation
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o 20.45
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FAED SEI U AT & TORH [12.92-33.47) (B.92-33.27)
N2 54 DONIHSS 2.0 (1.5-4.0] 2.0 {1.0-3.00
| mES score al adirssen
AFeRr o mRS=0 44 (B3.8) 46 {30.2]
ABzE OmRS=1 s o
Lacatian of slroke, i (%)
AR EES 27 (55.1) 30 {58.8)
BT ERiEEE 4 {8.2) B (15.7)
L SATL H1E3E 18 [36.7 11 {21.6)
% R FE 0 {0.0) 2 (3.9
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Sample size
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Statistical analysis
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Outcome

Primary endpoint  7HURNOREBEERPIOHKFR TOmMRS 0-1541
Secondary endpoint - 7THUADERHSE
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Primary outcome

Primary outcomes

ENDT# 10 (20.4) 24 (47.1) | 26.7 (14.1 to 39.2) 2.31 (1.4910 3.68) | 0.006 | 24.4 (11.7 to 37.0) 2.14 (1.39 10 3.30) | 0.014
mRS score 0-1 43 (87.8) 36 (68.6) | —19.1 (=30.3to —B.0) | 0.78 (0.67 to 0.91) | 0.026 | —17.3 (—28.5t0—6.2) | 0.80 (0.69 to 0.93) | 0.037
at 90 d#§

*ERG. MR N—XF A4 > DONIHSS THEE
n BEHAEE
DAPT + 7L A A/ E 10/49A(20.4%)
DAPTEE 24A/51A(47.1%)
RR 2.31 (95% Cl 1.49-3.58 P=0.006) :A%ERR 2.14 (95% CI 1.39-3.30 P=0.014)

© 90HEFR TOmMRS 0-17FER K -
DAPT + 7L A B/ E 43/49 A (87.8%)
DAPTZt 35A/51.A(68.6.1%)
RR 0.78 (95% C1 0.67-0.91 P=0.025) F%RR 0.80 (95% CI 0.69-0.93 P=0.037)



Primary outcome

modified Rankin Scale score

— 0 — 1 — 2 — 3
41
Arg + DAPT 53.1 34.6 8.2
DAPT 37.2 31.4 15.7 15.7
0 50 100
Percent of Patients (%)

+ 3 e e
QOHBFE S TOMRS 0 ZEREK

DAPT + 7L/ b /N8 53.1% vs DAPTE 37.2%
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Secondary outcome

Secondary outcomes

ENIH| 11(22.4) 2 (3.9) —18.5(—2751t0—-9.5) | 0.17 (0.06 to 0.49) | 0.014 —13.6 (—22.5t0—4.8) | 0.28 (0.11 tc 0.70) | 0.063
mRS score 0-2 45 (91.8) 43 (84.3) | =75 (—16.4 to 1.4) 0.92 (0.83 10 1.02) | 0.255 —0.7 (—18.6 to —0.7) 0.90 (0.81 t0 0.99) | 0.151
at 90 d#

NIHSS score 20 (40.8) 7(13.7) | =271 0.34 (0.16 10 0.72) | 0.003 —202.9 0.41 (0.20 t0 0.86) | 0.017
change of <—1, (—38.9. 10 —15.3) (—34.1 to —10.3)

7 d+]

NIHSS score 7 (14.3) 21 (41.2) | 26.9 (15.1 to 38.7) 2.88 (1.3510 6.16) | 0.004 25.0 (13.1 to 36.9) 2.67 (1,26 10 5.63) | 0.008
change of 21,

7 d*

MNIHSS score 5(10.2) 14 (275) | 17.3 (6.7 to 27.8) 2.69 (1.051t0 6.91) | 0.034 14,6 (4.1 to 25.2) 2.31 (0.92 10 5.76) | 0.064
change of =3,

7 d*

MNIHSS score 4 (8.2) 8 (15.7) 7.5 (—1.4 to 16.5) 1.92 (0.62 to 5.97) | 0.256 4.6 (—4.31t0 13.6) 1.49 (0.49 to 4.47) | 0.473
change of =4,

7 d+

mRS score distri- | 0 (0to 1) 1(0to 2) | Odds ratio, 2.18 0.040 Odds ratio, 4.20 0.025
bution at 90 d# (1.04 to 4.59) (1.20 10 14,70}

New vascular 0 0 NA NA NA NA NA NA

events within
90 d




Secondary outcome

Secondary outcomes

ENI¥| 11(22.4) | 2(3.9) -18.6 (-2751t0-9.5) | 0.17 (0.06 to 0.49) | 0.014 | —13.6 (-22.5t0—4.8) | 0.28 (0.11 to 0.70) | 0.063

w BHASGE
DAPT + 7L A kAN EE 11/49A(22.4%)
DAPTE& 2A/51A(3.9%)
RR 0.17 (95% CI 0.06-0.49 P=0.014) ZA%RR 0.28 (95% Cl 0.11-0.70 P=0.063)
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NIHSS score

Secondary outcome

—1 Arg + DAPT — DAPT
4 —_ Variables, median (IQR) DAPT+Arg (n=49) DAPT (n=51) Pvalue
T T T NIHSS score at admission 2.0(1.5-4.0) 2.0(1.0-3.0) 0.134
3 = -IV '|' 241 NIHSS score 2.0(2.0-4.5) 3.0(2.0-4.0) 0.534
-|— -[ 48 h NIHSS score 2.0(1.5-4.5) 3.0(2.0-5.0) 0.350
T T 7 d NIHSS score 2.0(1.0-3.0) 3.0(2.0-5.0) 0.015
NIHSS score at discharge 1.0(0.0-2.5) 2.0(1.0-4.0) 0.009
mRS score at admission 0(0-0) 0(0-0) 0.604
1 - mRS score at discharge 1(0-2) 1(1-3) 0.072
mRS score at 3 mo 0(0-1) 1(0-2) 0.040
0 Arg indicates argatroban; DAPT, dual antiplatelet therapy; IQR, interquartile range; mRS, modified Rankin Scale; and NIHSS, National Institutes of Health
Stroke Scale.
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Safety outcome

No. (%) Unadjusted Adjusted*
i Risk difference Risk ratio o Risk ratio
Arg+DAPT DAPT P Risk difference
QOutcomes P value
(n=49) (n=51) e o value (95% CI) s smcvs
(95% CI) (95% C1) (95% CI)
-0.08 0.96 -0.58 0.75
Minor A _7 77
1(2.0 1(2.0 : 0.9 . : 0.841
bleeding ( ) ( ) (-3.96 to (0.14 to (-449to (0.11to
3.80) 6.69) 3.34) 524)
Moderate
0 0
bleeding
severe
0 0 /
bleeding
death 0 0 /

Minor bleeding in both groups was characterized by a slight decrease in hemoglobin level
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Sub-group analysis
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Sub-group analysis

Figure S3. Subgroup analysis of non-excellent functional outcome (mRS score >1)

Figure S2. Subgroup analysis of END in the modified intention-to-treat
population.

Subgroup Arg+DAPT DAPT Risk Ratio (95% CI) P value
Overall 10/49(20.4) 24/51(47.1) R 2.31(1.49.3.58) 0.006
Age 0.637
<65 5/30(16.7) 9/21(42.9) -o— 2.57(0.86-7.67)
265 5/19(26.3) 15/30(50.0) - 1.90(0.69-5.23)
Sex 0.952
male 6/33(18.2) 12/30(40.0) o 2.20(0.83-5.86)
fermale 4 /16(25.0) 12/21(57.1) o— 2.29(0.74.7.09)
Hypertension 0.956
yes 8 /41(19.5) 19/42(45.2) -t 2.32(1.02-5.30)
no 2/8(25.0) 5/9(55.6) - 222(0.43-11.45)
Diabetesmellitus 0.489
yes 1/11(8.1) 9/22140.9) 4.50(0.57-35.52)
no 9/38(23.7) 15/29(51.7) r-— 2.1B(0 96-5.00)
Hyperlipidaemia 0.390
yes 2/25(8.0) 8 /26{30.8) ——————— 3.85(0.82-18.11)
no 8/24(33.3) 16 /25(64.0) o 1.92(0 82.4.49)
Smoking 0.945
yes 3718(16.7} 8/20(40.0) e 2.40(0.64-9.05)
no 7/31(22.6) 16/31(51.6) —— 2.29(0.94-5.56)
NIHSS scores 0.675
=3 7/36(19.4) 22/46(47.8) e 2.45(1.05-5.76)
>3& =5 3/13(23.1) 2 /5(40.0) —— 1.73{(0.29-10.37)
Onset-to-randomization 0.255
=24h 7/39(17.9) 20/40(50.0) - 2.79(1.18-6.59)
>24 & =48h 3/10(30.0) 4/11i36.4) >— 1.21(0.27-5.42)
Arg + DAPT Betor DAPT Bener

Abbreviations: The P value for interaction was calculated based on the risk ratios with logistic regression using GLM. Arg,

argatroban; DAPT. dual antiplatelet therapy

l\" Ll

in the modified intention-to-treat population.

Subgroup
Overall
Age
<65
=65
Sex
male
female
Hypertension
yes
no
Diabetesmellitus
yes
no
Hyperlipidaemia
yes
no
Smoking
yes
no
NIHSS scores
=3
>3 & =5
Onset-to-randomization
=24h
>24 & =48h

Arg+DAPT DAPT

6 /49(12 2)

2/30 (6.7)
4719 (21.1)

3/33(9.1)
3/16 (18.8)

5/41 (12.2)
1/8(12.5)

1711 (9.1)
5/38(13.2)

1/25 (4.0)
5/24 (20.8)

2180111}
4/31(12.9)

3/36(8.3)
313 (23.1)

4/39 (10.3)
2/10 (20.0)

16/51 (31.9)

4/21 (19.0)
12/30 (40.0)

4/30(13.3)
12721 (57.1)

15/42 (35.7)
1/9(11.1)

522 (22.7)
11/29 (37.9)

4/26 (15 4)
12725 (48.0)

4 /20(20.0)
12/31 (38.7)

13 /46(28.3)
3/5(60.0)

15/40 (37.5)
111 (9.1)

i

ccefegecs
e

|

Risk Ratio (95% C1) P value

256(141-467)

2,86 (0.52-15.60)
1.90 (0.61-5.90)
1.47 (0.33-6.55)
3.05 (0.86-10.80)

2.93(1.06-8.06)
089 (006-14 21)

2.50 (0.29-21.40)
2.88(1.00-8.30)

3850433441
2.30 (0.81-6.54)

1.80(0.33-983)
3.00(0.97-9.30)

3.39(0.97-11.90)
260 (0.53-12.88)

3661(1.21-11.02)
0.46 (0.04-5.01)

4

)

Ara + DAPT Bottor

DAPT Dester

0025
0.670

0.421

0.900

0662

0.593

0.759

0097

Abbreviations: The P value for interaction was calculated based on the risk ratios with logistic regression using GLM. Arg,

argatroban, DAPT, dual antiplatelet therapy
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STEP1 XM DERE
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