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(WME] By WETEBEHBEY2ERERRENARENZ LN, FE PO
PLIUE SR PR 254 AT 5T R TG KB 5T . 2L A4 552 BilEHs 48 h P9, 35l E 37 TAE M
A= o i % ( National Institutes of Health Stroke Scale, NIHSS) #1434 6 ~25 4> iy & #E S A= vh g 3,
Hop T RBTE SR AR BB FPESTRA ST 510 370 B 182 #], R THEBRAAITRI BT
A% 8 KA 15 XY NIHSS HiF4r4r 51K 8.64 +3.03.,6.45 +3. 88 #14.71 +3.90, Barthel $5%74>
2k 45. 42 £20. 82.55. 60 +25. 64 Fi165. 39 £26. 85, VEIT 54 15 K NIHSS $¥4) & Barthel $8%( 51657
BT EMA B ER A F it 2% E L (Wilcoxon AT FIE5,2=2.21, P=0.027; z=2.50,
P =0.012) , 7ERBEIAYT HI A NIHSS 3P4 MBRAE A SR B A b R AE W BUS , B RANFEE, T RBRA
MTFRIABENH. WITEFE IS RTERAERREES TR EWNH(OR=1.67,95% CI
1.15~2.42) , THEBRAMBHMENEAARFHEAEL R LRI ¥BL, WAHEE LAREMHN
NEREAERBIA R, MARAERER LGB L (Fisher HYIME,2.74% 5 4.44% ,P =
0.34), &t TEBIESEA TR SERERREFRMELLN, % 15 RBKAB SR, 27
MATEILBFREIR . WRIREEM & B RRLE 3 0 (ChiCTR-TRC-09000483)
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[ Abstract] Objective To assess the efficacy and safety of dl-3-n-butylphthalide injection in acute
ischemic stroke patients. Methods A randomized, double-blind, double-dummy trial enrolled 552 patients
in China, if they were within 48 hours of onset of ischemic stroke, and had a score from 6 to 25 on the
National Institutes of Health Stroke Scale ( NIHSS). Three hundred and seventy patienis were randomly
assigned to receive infusion of dl-3-n-butylphthalide and 182 patients received infusion of ozagrel. Results
In dl-3-n-butylphthalide group, NIHSS score at baseline, on the 8th and 15th days were 8. 64 + 3. 03,
6.45 +3.88 and 4. 71 +3. 90 respectively, whereas Barthel index score were 45.42 +20.82,55.60 £25. 64
and 65.39 + 26. 85 respectively. The difference of NIHSS score between the 15th day and baseline was
significantly higher in dl-3-n-butylphthalide group as compared with ozagrel group ( Wilcoxon rank sum test,
z=2.21, P=0.027). Similar result was found when Barthel index was evaluated(z=2.50,P =0.012),
suggesting a favorable outcome of dl-3-n-butylphthalide treatment. Among the 515 subjects included in the
efficacy analysis, 14 days of treatment with d1-3-n-butylphthalide was significantly associated with a favorable
outcome than that in 14-day treatment with ozagrel as measured by NTHSS(z=2.21, P =0.027) and Barthel
index (z =2.50, P =0.012). The effective rate on the 15th day was significantly higher in dl-3-n-
butylphthalide group as compared with that in ozagrel group. The rate of adverse events was similar between
two groups (2.74% vs 4.44% ,P =0.34). Elevated alanine aminotransferase was the most common adverse
event. Conclusion This trial suggested that the 14-day treatment with dl-3-n-butylphthalide could improve
outcomes on the 15th day after stroke, and intravenous administration of dl-3-n-butylphthalide was safety.
Trial registration Chinese Clinical Trial Registry ( ChiCTR-TRC-09000483 ).
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¥ HBEZERARIFEE B mAERIES.,

2. HEBRPRHE: KT CT 7 0 /PN HS I 44 2% 0 5
ME-FL RSBk R G A FE . 2 & 1 1 IR o B A8 FE 98 56
FCE0) BRI 0 B AL 5 i FE B Ui O AR
HEA B EHREEER O B8O UESE. O
HEE SR B RO R R L0 28/NT 50 YR/ ming
AR RERS  E M AR Gh & AE ; A TR E R
I A ML ] BB s B T RE RS 6 2T
P e X I 7E AT B AR R IR T & X SR L BT R DT
AR B2 FIX BB 25 o s SOR RE W 32 iR
B EAS AL MBI ERAEHZHK3 ANA
WS i e A s R 5%, 2% & IE 76 2 i oAt s IR

= rHRAY

THRIAE 600 #1132 , SLFr A4 552 fil. T
ZBRH (A H) 5BRAMREBNH (B AH) BFI% 5
370 BN 182 ), 15 B SAS GEit i R G REHLE
Hess2 B2 &4 2: 1 WHBIRENL 0 L A 4
(A1: A2 =1:1) B4, BIFIHHAKS F0 B0 R 936
SIS, RIARE . R RN a4, B
FULARIE A SERS B0 & NTHSS S48 4y B3 4T (4r
6~9 48,10 ~14 43,15 ~19 43F120 ~25 43 4 ),
DARIES O RA B RS EmRE R,

BWITA A B . £—MBEAIAAE 1~ 14
K, A HEIKFEE T B H W 25 mg/100 ml, %5 H
BB FEEIIE 100 ml, BH EF . TH% 1K
B 20 B ki I B #L A% T 99 TE 5T 80 mg/100 ml, &5
AT B SR 100 ml, 0 L4 FFH 1K, 8
ZIYBCR AL 15 ~90 K VAT B ETERIKE
1HE#EA AL 8% A2 H, AR — B B A
Bt BRI FE ML # . AL 40 O AR B 06 3 5K K 8 100
mg/ KL, YK 2 K, B H 2 WK, % B R CAR R R ;
A2 H IR EIDCAK A48 B 100 mg AR, 25 3 B
WK E, BK 2 6,8 H 2 K. BHEARHTE —
BBt AL Bt BN R BE LB 8 , TS A5 LRSS 45 T BT A
DLk 48 H 100 mg Bk, 25 B B RS 2
BLEH 2 K. T IRBRVE ST A BB FLAK B B AT
KRR E, B H 2 K, BT THRBKENK
BRI, B LA B AR IR SR, TF
Tk T 5 YR A UL YRR 80 YA BT ] 50 ~ 70 min , IR
[EIf% 6 ~8 h, G — A& HWIER AL FR RS

THEBEN BB ANERARNE AR AH
AL, 5 0612151, HL4% 25 mg/100 ml; 25 | T 4Bk
TE ST H b 5T OBUES 25 b B 4 A PR 4 F SR A, i S

0701204, ¥4 0. 9 g EALG4/100 ml; I A FUE
R EFE RN B AERENAER AR, M
061218164 , 4% 80 mg/100 ml; 25 B BALEE B 4N IE
SR B A PO FRAS B R4, #1655 070106167,
A% 0.9 mg EALEN/100 ml, FHAbZ54) . B &) VT Ak
FHARERBALVAERAAREME, #tS
018060927,25 mg/ K ; Bah LKL B h A 24 £ F B
W2 A BR 2 B B4, #t 5 070101, B %
100 mg/ %,

DO AR PPAR

AR 10 R 2 IR E R BT B A Bk o 5
XF ZARE HA TR , L& CT ko4, ¥ NIHSS,
Barthel 5 ¥ A1 mRS, 7E AZ G4 8.15 X, ¥t f7
NIHSS .BI.mRS ¥4 K25 ; TR Z /558 30.90 KB
ViR E , #47 BLL.mRS {FH A, BRATEEIRE
PESTEE 1 B EL, BIHZY 558 8 .15 RMBARE R, B
RS T EEARIE 2T BB (full analysis set) ,
IR VLA LR H), 20 MR 1 kY, 3%
BED 1 R FEHE R .

i E et

A RS — B B IR BB T iE % . LR E
REEE MBI RS RESRE , LRERALE
FE—W BRI RIS R . AFSRE T XA )
MEF WA RBEHFSRRAYMFHNAR, KR
ZRE RERAS BB EEERNZEE RE
s PR R IR TS B AR 25 S B T SR B o
WLRAARBREGFSAYNRR. BEETHEE
AT 22 2k 43 BT B R 9] ( safety set) , (045 BT A IR
HELR 1 REEWRETHERBRHRH .

ANGEiF T

R FVA YT R B0 RAR A B EAE, HEATRIALE Y
B, MEAREEREEFARUTFEE N (2=0.05)
B, 7E BT RAR bR AR AT H AR S R L BUN B AR
B, HTBIE. RIEFEAZEE R ARRE , THE0%
FHOBH LB EERA x° RO IR SR
PERH B A ELECR AR CMH B 56 TH B3R A I 4
HOBCR B ST AR AR ¢ A B B Wilcoxon R AIAR TR,
HINETE SR ST ¢ AR50 EL Wilcoxon £5-5 Bk
Bro BRTHE RS20, R H 03 8
CMH % 2 22 R & i Logistic 1943047447 B4 I
RITRBI O RO 7 2 0 W 5 ik (LR P IR 07
A5 NIHSS &iF43 284k {8 & Barthel 8508 7F 4348
ENAFMZER ., ARRMRASHT#ERTE, R
BN ZERRA ¥ RS UIERE, U ER
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R AWM, P<0.05 NN ERBSKIT¥
B Geih2srHe R SAS 9. 1.3 GEit i R4,

% R

— L RHIE

BB BILE 37 MO AHRIRE 552 i, H
Ho TR ER T SR A R B L AR i SR A A N
370 FIFN 182 i, T AREKA 32 B TE (16 BIHA R
HAR MBS, 16 B AR KRS ) , B H A
14 B (7 PIRARBAHREH,7 HlE3IRE) .
WA R EZ R LB X (P =0.504), FHA
FAS THBREST 4 B 343 6, ALK F o E S
W B 172 B,

BRBEAEA SRR 2 R AR IR BT, B R
BN O 2R AR A IRAE SRR AR A Fe 5 55 43 A AR
B, EZFTHEITFE L. WHBELLET NIHSS 3¥
FEFRTLHRITFENL(P=0.999), BERLFR
W#E 1,

— AR

TARBAEIE TR RITESE 8 X
M 15 K NIHSS BiFsr Il 2, RHAITRIAELL,
FAIBYT IS5 8 K15 K NIHSS BiEr 58 T
fe, RAFS BRI WRITEHE 8 K, TABKA s =
17 595,P <0. 01, B M FHHH s =4 685,P <0.01;
EIFIG A 15 R, T 2Rk s =24 158 P <0. 01, B84,
M ENH s =6 113,P <0.01,

TARBAM IR EPHIRITH GRITESE 8 X
FI%8 15 KfY Barthel 385022 WK 2, [EIRTFRT
L, PG YT JE 56 8,15 K Barthel #5081 41 B
BAECRHAMS RS BT /EE S X, T EAMA
s=13 082,P <0.01, BI MK HFMH s =2 826,P <
0.01;i 89T 5% 15 K, TR BK4 s =20 390, P <
0.01, BIAR T s =4 641,P <0.01) ,

JRITIE S5 15 K NIHSS ¥4 & Barthel 8815
WITAIE M EZEWNARBERBERIT¥EX

£ THEBCESE A MB AR FE NS A
BE LK R
THRBEK B E
7 H EARE EAR T P
(n=343) (n=172)
W M(Q,0,5)]  61(52,70)  60(53,68) 0.53 0.596
B[ FI(%) ] 211(61.52) 106(61.63) 1. 000
NIHSS[ 4+, M(Qy5,055)1  8(6,10) 8(6,10)  0.00 0.999

)50
CmmHg, M(Qss . 0yg) ] 150(135,165) 150(140,169) 1.52 0.130

%&mEHg,M(Ozs,Qﬁ)] 90(80,98)  90(80,100) 1.60 0. 111
BEAE

HMES[F(%) ] 159(46.36)  77(44.77) 0.779

BERBR[F(%) ] 179(52.19)  89(51.74) 0.926

BAEMAESR [ FI(%)] 184(53.64)  86(50.00) 0. 455

R [H(%) ] 181(52.77)  84(48.84) 0. 402

bR B M(GEE) ] 0(0 ~4) 0(0~2) 2.52 0.012

L FEESMR) FEARFITBE R R A Wilcoxon Bk FN#5 %
Jrk, AT R A R R U S k31 5 1 mmHg = 0. 133
kPa

(Wilcoxon B FIME I 1k, 2=2.21, P=0.027; z =
2.50,P =0.012,%2) . LLVAYTHTHY NIHSS i¥43H
BEEA AR 2 R A IR B B AR &, P 7 2240
WERBAR, RS 15 RERIT RIS NIHSS &iF
5178 A0(E M Barthel 1880 S2VE AW A ERF
Fit¥BEX(F=T7.18,P=0.008, F =5.43,P =
0.020) , T ARSI A T IR T G’
XFREZH . X NIHSS 4 22 D BE BRI & 70 k47 73 A,
SR BN ERGE SRS I, T ARBCE SR
4 LT AR R G SO FR A (Wileoxon &
MK HH,2=2.06, P=0.039;2=2.71, P =
0.007) , ¥} Barthel 18 %4 & 20 Wit 17 2047, 85 R BoR
RS RISy, T RBP4 W E LT R AL
#& TR AR SR 5t BR 4 ( Wilcoxon FEFIMG IR s,z =
2.31,P=0.021),

BIFEEE 15 K, T RBRE RIS F AN IE
IRFFROPMMEE R R 3, RAR(ERE = AR

£ 2 IGITHIE P4 NIHSS 34 & Barthel f880H 8 (% £5)
NIHSS 43 Barthel $8 %1
WA TEBRESRA RIS TSR A THRB IS ALK FESTR A
(n=343) (n=172) (n=343) (n=172)
JRST R 8.64 £3.03 8. 60 +3.01 45.42 £20. 82 49.01 +21. 61
BITESE 8 X 6.45 £3.88 6.49 +4.01 55. 60 +25. 64 58.14 +24. 64
WITRH 15 X 4.71 £3.90 5.16 +4.01 65.39 £26. 85 66. 10 +24. 42
WIT IR 8 RSRITRIALR(% ) 26.65 £37.26 27.10 +32.07° 29.38 +53.62 25.06 +46. 68°
BT 15 REBITRIELE(%) 47.51 £40. 49 43.64 +33. 68" 57.37 +71.28 46.43 £59. 06¢

1 ZH ] LB R F Wilcoxon BRI BR 77, *2=0.20,P =0.842;%2=2.21,P=0.027;°2=1.40,P =0.162; %2=2.50,P =0.012
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B/ BB x100% ) 2R TEHRITFEIGITIESE 15
R AHBMERR[FHR = (EAER + BEFH
)/ BBI% x 100% ] THAERE B 85 T RILEE
P (K 3) . LSRR EE A R A R EC R
&, Logistics I T 45 R B, 7545 15 RTH
BRAFMEBER TRILBEWH(OR=1.67,
95%CI1.15~2.42)

3 AR 15 R SRITRIBIAG TR

MR H1(%) )

=15 BF% T%E?Eﬂi?ﬁéﬂ %#L%?fﬂlan?imﬁ
AR 29(8.45) 9(5.23)
BEHS 189(55. 10) 79(45.93)
#5 64(18.66) 50(29.07)
T 40(11.66) 27(15.70)
e 21(6.12) 7(4.07)
MAR 218(63.56) 88(51.16)

EHHLBERA CME 8 5%," 2w = 1.74, P =0.188;
by =7. 28, P =0. 007

WRITIES 90 K, =40 (A1,A2,B) mRS i¥43+K
0~ 14 58 3 B o5 L) 43 53 24 63.92% . 50.31% Hi
45.96% , BRI HLECR A x° 4y 818, Al H B ERT
HM i (Al 5 A2 HILE, x* =6.03,P =
0.014;A1 415 B 44 kb#%, x° =10.39,P =0.001),

= REWST

HEA SS TARBIF SR B E 365 f, BILKEF
FIESTR LB 180 ], JRYT 15 d N, TAKRBR4 76
BRI ALK TFENA 30 BIRAERNREH , RREMEK
Az 2R 4) B R 20.82% (76/365) F1 16.67% ( 30/
180) , RAFRZ RIS IT¥E L. REHAFH 2 K
HEEARNREMS, RAEFN0.55% (2/365) , B
FHALTEAREMS, MENEREEEBE
R THRBA KA FRHRE WA R B,
BHFRNRH 2. 74% (10/365) F1 4. 44% (8/180) ,
PIAMLLZER B IT# B (P =0.314) , HAMW
ZE AR FE L EIERR 0. 82% (3/365) (4 4
EARETE 1.92% (7/365) Il /IMEF ¥ 0.55%
(2/365) itz 4 0.27% (1/365) 2, k&3
MASEIBEWHAMEERLRIT 2B X
(%£4),

W

TARBRR— I ESFHINLRTRIRT R
I A SR L P il L R 2 T L AR 2 Y

R4 BMARFHFREBR LB

o THRBIRTY RILEFEGETA P
BB RER(%) Bk EEFE(R)

Wg%@%ﬂ% 0 274 8 4.44 0314
AEHBEHBEIE 7 1.92 5 2.78 0. 543
REREE 5 1.37 1 0. 56 0. 669
il e 6 1. 64 0 0.00 0. 185
O B s 3 0.82 1 0.56 1. 000
Ha 3 0. 82 0 0. 00 0. 554
/MR 5% 2 0.55 1 0. 56 1. 000
Ji3E] 2 0.55 0 0.00 1. 000
fE R 1M 1 0.27 0 0.00 1. 000
s R 1 0.27 0 0.00 1. 000
IR R 1 0.27 0 0.00 1. 000
MEFRERAE 1 0.27 0 0.00 1. 000
s 1 0.27 0 0.00 1. 000
B A S 1 0.27 0 0.00 1. 000

TP R AR LB R A Fisher B IR :

RITRURINE S H D BEHL BUE 2R BRI Rk
BrERRIE" . THEBESROTFEET DR
AR 1 R ZE BRI B, LA R A A S 8% Bk 4R
24575 ZCAE N LA A M BIE T P AR ER O AR
AR ME 76T /5 15.30 190 d BF W HUS 1B
L, HF 15 ~90 d WEITr A 3 4, FiIk 90 d By
W4 BM 5 U TR, ASCEERE 15 d #hk
Y2 LE R BT IR YT BRI T IR A .

AN 15 d Bt NIHSS 34328 K8 , Barthel $§
BRAAE L R IRIT A SRR RAE T RO 8
br, X— B A ENRRAGY R P AT R,
AT YE NIHSS TF 243 EBEML, b B UE U
HIBFSRRTT, I T BCR FB T S RIE T
RIS 26 vt BE 20 28 5 A 4H A 1 B0 3 o, [R) hf
ETRESEPHES. A1 rEmARENE
A AEH, A B B — SR M

WREGRE R, FEH 1S REKAGERE, T
ABIGYT 4 8 E NIHSS PE5r 78 {0 1H | Barthel 35 %078
EUKRIT AR B ER T RIS TR, #
NTER BRIV IR T S5 R AT E AR BN T T RBIRITA
HIFT . TEEMBIA S, TRBKWZGEERBR N
S hm o d . DX 4 T, B R I N B I — AL R
MREIFIAE 2 KT, R E AR RIATIRE, B
BRI, 1R B B AR A B, X LR R LI T R
STHRBM 2GR mx", BftERE
FE R I IR Y, B R A 90 d B TIRE TG
(mRS) 1 MR B 17 25 B 5 M & A8,
MAXEERE T 15 d # 2T EE B 2 ( NIHSS
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TEAN) BZE 3, IR R TE 8 SRIE IR I8 B AR AT 42
T X—ERMMBEERL, FEFUTILFER
B (1) IRIEBEAEF RS R, B 2 M &)
REB I RR B (NIHSS 1843) 545 RN HG B 3%
R, FEIRIT AT Pt ] R X FE a8 . il An7E
RN & 2 2 P #F 5 11 ( European Cooperative
Acute Stroke Study 11 ) #,7E 30 d FERIBRIBITH
NIHSS &4 F x4, & 90 d if mRS ZF 4t
FE A BBEE;(2)FF 90 d B HTIEEH
J& 5k Beast[a] P4 B 22 P TR 2% R R A OG0 4 i i
SOAHSC R R AETEBLSE BRXE , A L B TR YT 38R AT BB
ZIEHAERE N ERER; ) AR E N ERL
53R B ,90 d i mRS 78T ARBKAE ST 5L T AR BK
W IRITH B LT B EOF R E] SRR
S4BT 90 d B A9 mRS W BEIEIE Al T R EK
TS BRYT SR SO S ALK D SO AR
TERBRRKEEN AR EZR, ZRBEEHAR
RN RB-mEA KRB N EREREBEAE.
LA P R MR B 2. 74% f B 3 B BN &R
BRI, (HX — ) B E T T KB
2 G RIS 17. 5% B9 EL ], [R5 B L AE &
AN, ZREKH R, SRR
R, T ORBREK e g O RS KBB4 42 1] R MK LE AT
R, RABCH BEWE SEA, A MBIEANE
MBI B, T T ARBR SR T e AR,
HILAAFEH BT ORAZ , X —HIEPR S
HEARREDRAANEREELBBARETH
PRAAMFEERE, B, NBIEMRERE, T
ARET TR R E BN T 885 A 25208
i —ERR, HAMERNA R BHLEFERR
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