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M, 8XOrvazxy = VoitiD, Lethicys
RIFTERE L CETBNE (R,
27wy G BHRRNC 2 7= g E R B
RIIZDONWT, FEFEhH 2023 4 3 A LLHT & 2023
A4 A DA & Tt U7c AR, BITER o 3Bin
wWHLBN-EZEOEEIZZNZ N 38.26%
(471/1,231 ) & 25.15% (130/517 Bi), (ke
B DEIEH ORI ED bN-BEDEIGIZZN
Z 1 22.01% (271/1,231 %) & 16.05% (83/517

) Th-7- (F10, E3),

3. B M

NN SAER] 1,748 BID S B, FHMASRELE
%1 (morbidity/mortality 1 X > h FEELAE) 20 #
ZERONIZ 1,728 BlIC I\ C, MM SR 12 B L 7
morbidity/mortality {1 -X> MZ, 9.90% (171/1,728
B) TEDONTz, BFLF N4 A2 e 1 Bk
L 7= morbidity/mortality { X > h FEHIR I IZ DWW
THEMT U 72RE R, PRI, e, T o WENS 2
B, SHEORE, OFHEOEE, 77 AV VER
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F7 AWREFH I CEET AEI1FH OB &
AFI G- Bia» & FEH B EfE ) B ETD
FEETOHE (411 14) ¥ (394 1)
FfE (BEER ) 5.3 (3.1) 16.2 (23.5)
HhfE 4 11
60
0 — @ g7k
= 40 o it i
®
i 30 — 7
iy
s 20 -
0 == B —
2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 LI

ik OISR, F

K IE DB, A

n FaofE (B e (dBH)

n T (B2 e (FEBH)

180

5.9 (3.1

5.0 (1-16)

124

5.3 (3.1

4.5 (1-17)

X2

g7k 5 K OVl 7K D FE AR

%8 RKHFRICEET ARIFHICE T A2 5y VO « bk &Rk ()
LR
mE | LR 1 L 7
SR 211 SR i =7 < 2
g | O sy | 0 | Y
ke 25 3 0 1 0 29
i P 0 0 0 0 0 0
Mk 45 3 3 3 1 55
PR3 4 0 0 0 0 4
kot 226 2 0 0 1 229
- o 5 0 0 0 0 5
FEN Hrk 87 0 0 0 0 87
TR 2 0 0 0 0 2
it 394 8 3 4 2 411
W OGRE) « A7 L MY APERDS, IKImnAE = -

245 12 B LU 7= morbidity/mortality 4 X > k3¢ 8l
CHEY RIFTERE LTCETFHNE (R11),
mRS X 27 (CPFHE £ HEHERA) 1, aSAH 7
E&R 6 EKXVATORPERFTC 1.2 £ 1.7, 6 BEKT2.9
+1.8, 128K C21+22 67AKTIA4AE20
TdH - 7zo i D WENS 43 F 512 & 72 mRS X 2
TORBMIEZTR12IIRT EEBDTH -7,

HARZE T — % /N> 7 % O T2 2 ki X &
3R — MFFETIE, 2000 41 A 205 2019 4F 12
H E TIZ AR 2 F80E U 72 E ORI IZ D W
T LUIAER, < BIFE T HMEE O RiFOE
AR 20FEMTELL T RN EREZINTW
LY, FicIiBRENLEEN D, TRAEFREY
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£9 BEEFETHNCHIEIER DOFBLRG
N ~ HF ) —
T B — o | mnn | Gemne) | ssviencn | 7700 TH?
L E 1,748 601 (34.38%) | 32.15- 36.66
5 523 176 (33.65%) | 29.61-37.88 | Fisher B
L7 s 1,225 425 (34.69%) | 32.03 - 37.43 =0.700
15 A i 1 0 0.00 - 97.50 X HRE
15 - 25 Al 3 1 (33.33%) | 0.84-90.57 | <0.001%***
25 - 35 A 28 7 (25.00%) | 10.69 - 44.87
35 - 45 A 147 37 (25.17%) | 18.38 - 32.99
EHE 1 45 - 55 A 371 100 (26.95%) | 22.50 - 31.78
55 - 65 JRAM 319 99 (31.03%) | 26.00 - 36.43
65 - 75 A 392 140 (35.71%) | 30.97 - 40.68
75 LA 437 202 (46.22%) | 41.47 - 51.03
75 A 1,261 384 (30.45%) | 27.92-33.08 | Fisher B/
AElIE 2 75 %A b 437 202 (46.22%) | 41.47-51.03 |  <0.001***
R 50 15
» 7Yy 747 265 (35.48%) | 32.04 - 39.03
R L1 T4l ORI aq )y 980 327 | (33.37%) | 30.42 - 36.42
(EHHD) 2ot 79 34| (3.00%) | 31945467
Group 1 44 9 (20.45%) 9.80 - 35.30 1 BE
Group 2 208 54 (25.96%) | 20.14-32.48 | p=0.003**
o Group 3 1,257 446 (35.48%) | 32.83-38.20
ffiii & Fisher 57 Group 4 201 81 | (40.30%) | 33.46 - 47.43
R 31 8
EN| 7 3
Grade 1 567 167 (29.45%) | 25.73 - 33.39 X BUE
Grade 1l 500 173 (34.60%) | 30.43-38.95 | p=0.016*
Grade 1II 128 43 (33.59%) | 25.49 - 42.48
iifi> WENS 0¥ Grade IV 307 120 (39.09%) | 33.60 - 44.79
Grade V 231 92 (39.83%) | 33.46 - 46.45
AR 12 4
EL 3 2
=L 973 274 (28.16%) | 25.35-31.10 | Fisher Bi&
L HY 762 323 (42.39%) | 38.85-45.99 | <0.001***
=L 1,710 579 (33.86%) | 31.62-36.16 | Fisher B/&
P e 2 HY 29 18 (62.07%) | 42.26 - 79.31 =0.003**
A 1,715 588 (34.29%) | 32.04-36.59 | Fisher B
S HERE A Pf »HY 28 10 (35.71%) | 18.64 - 55.93 =0.844
L 470 87 (18.51%) | 15.10-22.32 | Fisher B7&
e »HY 1,278 514 (40.22%) | 37.52-42.97 |  <0.001***
) FAS BEMI72 L« OZA BEM 2L | 1,132 355 (31.36%) | 28.66 - 34.15 x* B
7 T‘Xf/”’ﬁ@? () * | pAS PEI D - OZA PEZRL | 331 119 (35.95%) | 30.78-41.38 | <0.001***
AVIVNT R T4 FAS D% L - OZA DERIBY | 145 56| (38.629%) | 30.66 - 47.06
DR FAS D& 0 - OZA BEHY | 140 71 (50.71%) | 42.14-59.26
e s L 1,639 551 (33.62%) | 31.33-35.96 | Fisher B/
SHN e ERETR HY 109 50 (45.87%) | 36.29-55.68 | p=0.012*
) ) =L 1,194 362 (30.32%) | 27.72-33.01 | Fisher B&
vaRy VR HY 554 239 (43.14%) | 38.97-47.38 |  <0.001***
*p<0.05 **p<0.01 *p<0.001

FAS : 7 7 2V )VIEIRIE, OZA : ¥ 27 L J)VF b 724
PR E O EEE X TR T OB E ) Child-Pugh A TH - /=,

#2217 3 — OB Fisher OIERERERME, 3477 ) —LLEOBER x* BUE 21T > TRT L7,
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O 776~ 2023 3 J1 (n=1,231)

m2023 4F- 4 A LIFE (n=517)

30

25.15%

25

20

15

FEHEE (%)

10

22.01%

16.05%

&l {EH

(KT R BE DRIEH]

3 WERINIC A - EIVER ORIRE &

4 R Z 422021 (KiT2023)) 126\ TC, 2022 4F
WZEHmEnizrzovvry id, < BIETHILOE
FEMERAIMAESERE 263 HIR80C, #HEREEB, BT
VAL E LTI N, L LA S,
WELRHAABE R TS5V vDTET
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T vy Y OEER FIZEB 5 ARE & EhE LT
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LRV 1,748 BlIZEB W, BITFFDGRS &
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» BN BEOEIAE 7.55% CHEPMNE AH RO
1.8% XV E < EHONT, ZNiE, KHFET
13 75 L. B, WFENS 23038 Grade V O B,
ZLCIREL D OBENEGEN TN Z &K
El>TWAAREELRD D, EREIWEH &L TED
MK (10.24%) & X OlAKIE (7.09%) 13,
= P9 AR MAH AR C b R IC BBLEI & N @ W EIE C
Holze KA THED GNGEIERIZBERNDO DT
HY, Wizl Z ORI eNkh -7,
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vy OGB4 BRI SRR 5K T F
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EELTED, ZnsoEHAIMHINI-EED
T=HIFINETX eh 57z, AREIZIE, 772
VEERRYG (BE) OFH 331410, A% 27 L)V b Y
M AOF 145 B, 7 v 2V VIR BHE) « A
ZVUINVF Y AR 140 B, =AY ViR
HWOER 109 B, Xy X% ) — )VBFH 554
DEFENTED, IN6DOREZED-T—9 IS
BN EIZBENDHDH EEZ BN, KFEIC
wf771yw£%ﬁ%@ﬁ%ﬁ£éﬁ*%%%&
FETERNE L TEITSHNTEY, Muraoka 52013 FE
feL7zak— MRRETHRKIZZ T2y Vi
7 7 AV NVERRE 2 O 5 EKIEDREBL) X~
N ERAT B EME UL IWisla o BEd % nfAEM:
NhHdHEREINTNWEY, LIX-T, 77+
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PHEHHE - FH61E 65 (2024446 H)—

BT Z AT I e A A 1 B = morbidity/mortality A ~\: VN
R EEE FR TN A7 Pl S 1 B L 7 bidity/mortality 1 X > b DFEBLRPL
X , BT —
T B — o | mnn | Gemne) | ssviencn | 7700 TH?
TR 1,728 171 (19.90%) | 8.53-11.40
9% 515 36 (6.99%) | 4.94- 9.55 | Fisher B
PRI S 1,213 135 (11.13%) | 9.41-13.04 =0.008**
15 A i 1 0 - 0.00 - 97.50 ¥ HRE
15 - 25 A A 3 0 - 0.00-70.76 |  <0.001***
25 - 35 A 28 1 (357%) | 0.09-18.35
35 - 45 A 146 7 (4.79%) | 1.95- 9.63
FHIE 1 45 - 55 A 368 24 (6.52%) | 4.22- 9.55
55 - 65 A 317 31 (9.78%) | 6.74-13.59
65 - 75 A 385 32 (8.31%) | 5.75-11.53
75 LA - 433 74 (17.09%) | 13.66 - 20.97
75 JR A 1,248 95 (7.61%) | 6.20- 9.23 | Fisher B
AFiIE 2 75 %A b 433 74 (17.09%) | 13.66 - 20.97 |  <0.001***
RH 47 2
. R4 739 86 (11.64%)
R L1 T4l ORI aq Yy 968 85 | (8.78%) | 7.07-10.74
(EHHD) Zofh 77 6 | (7.79%) | 291-16.19
Group 1 44 0 — 0.00- 8.04 X ARE
Group 2 208 17 (8.17%) | 4.83-12.76 p=0.066
R Group 3 1,242 127 (10.23%) | 8.60-12.05
fiii & Fisher 57 Group 4 199 25 | (12.56%)
R 30 1
ARH 5 1
Grade 1 563 33 (5.86%) | 4.07- 8.13 1 BUE
Grade I 497 43 (8.65%) | 6.33-11.48 | <0.001***
Grade Tl 127 11 (18.66%) | 4.40-14.97
Wi WENS 4345 Grade IV 304 47 (15.46%) | 11.59 - 20.02
Grade V 223 37 (16.59%) | 11.96 - 22.14
AR 11 0
Ll 3 0
2L 964 66 (6.85%) | 5.33- 8.63 | Fisher B
o ptE »HY 752 104 (13.83%) | 11.44-16.51 | <0.001***
7zl 1,691 163 (9.64%) | 8.27-11.15 | Fisher B
TR hERE & pf = HY 29 5 (17.24%) | 5.85-35.77 =0.195
2L 1,696 164 (9.67%) | 8.30-11.18 | Fisher B/
R R o A OF »HY 28 6 (21.43%) | 8.30 - 40.95 =0.050
Izl 168 21 (14.49%) | 2.80- 6.78 | Fisher B
ILE S »HY 1,260 150 (11.90%) | 10.17-13.82 |  <0.001***
) FASffA7L « OZA PFA 7L | 1,120 62 (5.54%) | 4.27- 7.04 X BUE
7 T‘Xf/”’ﬁ@? () * | pAS pEFIZ D - OZA BEIZZL | 326 51 (15.64%) | 11.88-20.05 | <0.001***
AVIVNT R T4 FAS 07 L - OZA BEIBHY | 145 14 (9.66%) | 5.38-15.67
DR FAS 01 - OZA BEfIHY | 137 ”m (32.12%) | 24.40 - 40.63
N isL 1,621 156 (9.62%) | 8.23-11.16 | Fisher &
SHN e ERETR HY 107 15 (14.02%) | 8.06 - 22.07 p=0.135
. R 7zl 1,184 119 (10.05%) | 8.40-11.91 | Fisher i
vaRy VR »HY 544 52 (9.56%) | 7.22-12.35 <0.795
*p<0.05 **p<0.01 ***p<0.001

FAS : 7 7 AV )VIERRIE, OZA : 7927 L )VF b1 4
HUFRRE O EAEE L 9T OB E D Child-Pugh A TH - 7=,
29 57 3 — D413 Fisher O IEHERERME, 347 3 ) =L EOBEE 2 B %17 > TRT L 72,
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£ 12 % mRS 237 DOEIEE X OHHTD WENS 2385 4724 mRS 2 2 7 OE&
FEREN D 6 1k

6 HXVETD _ 12 8% oy | 6 WA .

- kiR g e 6 o | (N = 408) (RERCEIE) (N =577) (RERCE &)
Mat WENS 458 IR BERE (RERCEI#) (N = 792) (RERCEI#)
(N =726)

mRS 0 GER7AL) 362 (49.9%) 107 (13.5%) 154 (37.7%) 285 (49.4%)
mRS 1 188 (25.9%) 128 (16.2%) 57 (14.0%) 113 (19.6%)
mRS 2 59 (8.1%) 110 (13.9%) 47 (11.5%) 44 (7.6%)
mRS 3 29 ( 4.0%) 111 (14.0%) 25 (6.1%) 32 ( 5.5%)
mRS 4 34 ( 4.7%) 145 (18.3%) 41 (10.0%) 32 ( 5.5%)
mRS 5 17 (2.3%) 149 (18.8%) 39 (19.6%) 24 (4.2%)
mRS 6 (FETC) 37 (5.1%) 42 (5.3%) 45 (11.0%) 47 (8.1%)
Grade 1 307 (42.3%) 128 (16.2%) 85 (20.8%) 158 (27.4%)

Grade 1 196 (27.0%) 120 (15.2%) 107 (26.2%) 163 (28.2%)

Grade 1II 40 ( 5.5%) 25 ( 3.2%) 20 ( 4.9%) 37 ( 6.4%)

mRS 0-2 Grade IV 47 ( 6.5%) 49 (6.2%) 34 (8.3%) 59 (10.2%)
Grade V 18 ( 2.5%) 22 (2.8%) 11 (2.7%) 24 ( 4.2%)

AREHi 0 — (0.1%) (0.2%) (10.2%)

RN 1 (0.1%) 0 — 0 — 0 —

Grade 1 19 (2.6%) 65 (8.2%) 17 (4.2%) 14 ( 2.4%)

Grade II 20 (2.8%) 100 (12.6%) 27 ( 6.6%) 31 (5.4%)

Grade 1II 10 ( 1.4%) 29 ( 3.7%) 10 (2.5%) 8 ( 1.4%)

mRS 3 DL | Grade IV 37 (5.1%) 129 (16.3%) 43 (10.5%) 36 ( 6.2%)
Grade V 31 (4.3%) 124 (15.7%) 53 (13.0%) 46 ( 8.0%)

A 0 - 0 - 0 - 0 -

B 0 — 0 — 0 — 0 —
e E K VRATOREEEE, 6 8% D mRS DFHIIE, TNENWT A OB S TEHIT L7z, 12 8k & 6 7 A% O mRS OFHIIE, WOl a

ICEWTHIHIiATEEE Uiz, 725, 1y M7 £ CIC aSAH FER 6 8 [F7213RFER] 55 6 7 H £ COBYMERI WG SN B

I PITH - 72,

SREIZB T PFHFERIZ63.0%THY, Ak
DXL B DOVERD @D - oo FEIPEE AHR SR
T 76 KL oo ¥ H X O WENS % 8 Grade V
DEEFHAANON TN ed - 7228, AT
75k LN o B & (437 61) F X O WENS 4 B
Grade VO (23141 2EEN Tz, 75 mkLA
FOBRETIE 5 EREOEZE L QEITEH ORI
FENENEAL R DN, O REIE G &= -
DRI RRICEEE U RITER TH - 1=, 75 1%L
FOBREZEIERAN 0 DIX, S BE IR
BRI L 7= R AR B2 A O0HED Y X 7 & 2
EYNEREEZ BND, EHNTERINI T —
Za Y ha— Ve CIX 75 i LD BEN 7 T
Yy S FIEOERIZRVES Z ERREIN
TWnWb"Y, —HFHT, B EOBEZFIZENWTrZ
VA V8 AIRER DVE R & R D% et T AT
BEChH-72EnMBELHD ", FmDORMNDH 5,
DLz Enb, 75 EOBFEIZE W THIFFIC
IR BT HRITFRICERE L6 27 7 &

VR GTHALENDDHEEZ BN, Itk
75w VORMNLEICE, BEOYRTET
LEFICETHEEE UCHiKEE 2 EMkodh 5
BHETOMAKE X 7213 AE(LOOTRENE,  F/-mEik
BETIEMKEORBIZ DWW TIEEEENAZI N T
5,

75wy URRRINTHES RWEE, <b
BT M D RER DR BB % 175 BRREREEI 23 % < UK
SBATHEEI T - 12728, /N T v ZOEHIC
DNWTEFRERENOEBMREZFEmL CTXloEn
BTE™DH D, TOD, 75wy GG H
MIEFEN B 2023 4 3 A LAT & 2023 4 4 A LLBED
SEGIC BT 2 17 - 765K, AFEICBE T 50K
Hr R IZ B4 5 gl E R o 8 BLEI G, #i Tl
22.01%, BHETIX16.06% &, KT 9 5 HAH A
HNTze TR, XKVEHRE R EREE I FEEI N 5
KOs EX—RELTEZ BN, WRE
7o ba—aZEHEL, 0-500mL/ HDOEKE/NZ
VAR EAIIZ LI K S TKIEDZEILY) 2~
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X7 Ty ORI 27 MET Lz bl X
nNTnWaY, X612, FIREZHWERE 21T
9 & CRAE M DRI EEE ) 2 7 ME T4 5 &
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AR O K26 HUNICRBLL Tnhb Z &
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ThbEEZ BN, AT B TN 35
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HHEFRE D) ZX 7 P E S a8 ) X 7 #{R T X
Rz ExEx, 77V vy UEERBET
HOEPETHRRERZITO) ZENEELNEEZ DS
iz,

RKFEICBE W T, B & E I L
morbidity/mortality 1 X k23R8 Bz BEDE
F1329.90% T - 7z HPBIHGRER" BN T
377y GO RIS S BIE L
morbidity/mortality 1 X > b D FEHE &% 14.9%
Th-olcMEINTEY, KFEEICEKT 5 MME
545 12 B3 L 72 morbidity/mortality 4 X >~ D%
HEGICKRE ERITTWEEZ BN, IHIT,
BEERIZEWTC B EoBE, Wi
WENS 478 Grade Vb B WIEV OREE, GOHED
boHHEFE, FHEOERE, FOFREROHFETHMN
1 45 8 6 1~ B9 58 L 7= morbidity/mortality £ X >/ k
OFBLENE X E MBS & FE L0 RS R
HONT, FIZHHID LA THEM LN
morbidity/mortality £ X3/ h OFEHEEHMEN 1D
DOER E LT, PFHT 5 &R s & OgIfER
PEING 578, HlDLHICr Ty ih
HIET 2 EEN L AT RELEZBNDS, £
7o, ORI ZOHT 5 EKpARMBNEL, 25
8 Y OFRGHIEOERNE LY, KFICHEE X
ETRELND DL ERMEINTNWDE?, Lidi>
T, ke, HAEH, PFHEE T RS ko
RS HZ ETERGHIED) X7 8L, 7T
Ve VY VIZ KA EMEE R TCX SN D D
ZEDNRB I N T,

7 Z vy 5% 68 X0 HTOREERE O
TliE, mRS X237 0-2 DEEOEIEIIH84%TH
D, ®&5% 68X VENCER B IFCREE L2 nhEkE:
HIREI Nz, EHIZ, &54% 6 HKXVFTHZ IR R
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G THY, SE B L THEZFERL,
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ZiHiid 5 ECERLDHHLDEE X D,

# A
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AREEIZZW W&, RetEdRr JiRftn oo
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KL DIERIZ DTz > T, F 78T 77— D v/
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Abstract

The endothelin receptor antagonist PIVLAZ® 150 mg (generic name: clazosentan sodium) received the
world's first manufacturing and marketing approval in January 2022 for the indication of “prevention of
cerebral vasospasm following subarachnoid hemorrhage due to cerebral aneurysm and associated
cerebral infarction and cerebral ischemia symptoms” . In this report, we present the results of an
interim analysis of the post-marketing survey conducted in Japan with a cut-off date of January 19,
2024. A total of 1,748 patients with subarachnoid hemorrhage (aSAH) due to cerebral aneurysm who
were treated with clazosentan in clinical practice, were included in the safety and efficacy analyses.
Adverse reactions were reported in 601 patients (34.38%), and those reported in more than 5% of
patients were pleural effusion (179 patients; 10.24%) and pulmonary edema (124 patients; 7.09%).
Serious adverse reactions were reported in 132 patients (7.55%). Of the key surveillance items based
on the drug risk management plan (RMP), the most frequently reported adverse reaction was fluid
retention, which was reported in 354 (20.25%) patients. The incidence of cerebral vasospasm-related
morbidity/mortality events (all-cause mortality, new cerebral infarction related to cerebral
vasospasm, and delayed ischemic neurological deficit related to cerebral vasospasm) was 9.9% (171
patients). The adverse reactions identified in this study did not provide any new safety signals or
information that would affect existing significant risks. This is an interim analysis of the ongoing post-
marketing survey in Japan, and the safety and efficacy of clazosentan will continue to be investigated.
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