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Characteristics of patients receiving andexanet administration

Age Gender Diagnosis Hematoma DOAC Last dose Method Initial H::::rto?a Adverse Ar:t;z::f;lant Outcome
E E vol. (mL) (mg/day) ~CT (h) treatment e event E (mRS)
ment (days)
68 M thalamus 2 ap|>.<aban (10) 2 A conservative no 4
clopidogrel (75)
77 F cerebellum 5 rivaroxaban (15) 2 B  conservative 2
80 F thalamus 2 apixaban (10) 2 A conservative 3
81 M caudate, IVH 79 edoxaban (60) 2 B conservative no 5
79 F cerebellum 2 rivaroxaban (15) 4 B conservative no 3
84 F putamen 35 edoxaban (30) 9 A conservative 5 4
81 F cerebellum 35 edox'a'ban (30) 12 A craniotomy no 4
aspirin (100)
85 M subcortex 103 rivaroxaban (10) 17 A conservative no 6
" )
70 M putamen 100 edoxaban (60) 12 A en OSCO.DIC enlargement hypertension 9 5
evacuation
subcortex with )
82 M ) 68 edoxaban (15) 14 A conservative no 5
traumatic SAH
88 M contusion, IVH 8 rivaroxaban (10) 6 A conservative 22 4
79 M contusion 2 rivaroxaban (15) 8 A conservative 2 1
82 F ASH 59 edoxaban (30) 13 A conservative .cerebral 7 2
infarction
i
91 M ASH 61 rivaroxaban (30) 16 A conservative imb ar.tery no 6
embolism

* Method A: 400 mg iv + 480 mg div, B: 800 mg iv + 960 mg div
** IVH: intraventricular hemorrhage, SAH: subarachnoid hemorrhage, ASH: acute subdural hematoma.
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Therapeutic outcomes of intracranial
hemorrhage associated with factor Xa
inhibitor following andexanet alfa

administration

Shigeo YAMASHIRO ”, Toshihiro AMADATSU ¥, Shuki MIZUKAMI ", Rihito YAMAMURA *,
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Background: Anticoagulant therapy carries a risk
of bleeding complications, particularly in cases of
intracranial hemorrhage, known for its dismal
prognosis. Andexanet alfa, an antidote for direct
factor Xa inhibitors (Xa inhibitors), has emerged as
a treatment option for bleeding in the acute phase.
This study evaluates the efficacy and adverse events
of andexanet alfa in the acute treatment of Xa
inhibitor-related intracranial hemorrhage following
its introduction.

Methods: Over a one-year period since the
introduction of andexanet alfa in May 2022,
treatment outcomes were examined in 33 patients
with Xa inhibitor-related intracranial hemorrhage.
Administration of andexanet alfa adhered to a
guideline of within 18 hours of the last dose of Xa
inhibitor, with individual considerations based on
clinical information. Efficacy was assessed through
CT scans within 24 hours of administration, and the
presence of bleeding events and adverse effects were
investigated.

Results: Among andexanet alfa-treated cases (14
cases), bleeding enlargement was absent in 13
cases (92.9%). Only one case, which had
insufficient dosage due to hypertensive crisis
during administration, experienced rebleeding.
Thromboembolic events were observed in 2 cases
(14%). On the other hand, among cases not
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administered with andexanet alfa (19 cases), 16
cases (84.2%) did not experience bleeding
enlargement. However, most were cases with
more than 10 hours since the last dose of Xa
inhibitor. Among non-administered cases of
andexanet alfa and those with Xa inhibitor’s last
dose within 7 hours, 2 cases experienced bleeding
enlargement, and 1 case had intraoperative
bleeding difficulties, suggesting an increased risk
of bleeding events in cases of intracranial
hemorrhage within a short time after Xa
inhibitor’s last dose.

Conclusion: Andexanet alfa demonstrates
reliable hemostatic efficacy in the acute phase of
Xa inhibitor-related intracranial hemorrhage.
Particularly in cases with a short time since the
last dose of Xa inhibitor, administration is
recommended. Further multicenter studies are
desired to define optimal patient selection and
administration conditions.

Key Words : andexanet alfa, direct acting factor Xa
inhibitor, intracranial hemorrhage
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MARZEAR TR O R PP & L CHURERESE 2 NIk $ 2 BF3HML T 5. bt
B PEAHHES—EDE A TR ), HENBIMOBGATFHEIENZ &8
MoNTW2 Y BRI T Co MM 2 SMHARERE LT, 7—
77 o7 a by EHAREA (prothrombin complex concentrate
PCC) DA > Y, F 7= 8/ F B U £EHI 28 (direct oral anticoagulant :
DOAC) ®FEH+ T VIS LTIR, A ¥V A TOMARERL shp Y,
L2 L, BAED DOAC DLTF D% IFHEHEIEHE Xa W7 HEE (Xa BHEE)
THHIZTEFHNY, JN—O0FHENCBIFZFFFNTHL2D, ThHD
HAN T 2P RESFHELE TR T,

20224 X D AFT D XaFHEFEFEIIH § 5 M IE L L T, andexanet alfa
(andexanet) DMEIWREE 72572 % 7. 4[] Y fi 3% CARH A A 41 HEBR L 72 Xa
RH 28 IR~ O BEZE N L o> S a2 e L, AR O A9 & 455058
D EEE LTz

Il X% - 5i&

][]

Andexanet 2V H W RE & 72 572 2022 4E5 H X 1) 202344 H £ T 1 4R, 7
EXHNy, UN—aFHFNUHEET PRIV NRT TR 572, MG
B L OIME RN I e 33 F 2 G & L7z, ISR 3 2 R MLikdsi % 5 <
b BT afi <2 8k A T M A 1 BRAF L 72, Andexanet O $% 5 FHE 12D W T,
DOAC H#MA 5 18 R UNZ @IS L L, BEOEMRPLEEE 2 E 2B E 2T
AT L7227, e R Xa BT HEROME, HEEOHE BLO
PHEHEDREEG 25 ORBEFIICX D, A (andexanet 400 mg % 2 %5,
VT 480 mg % 2 ¢ TR EHE) & Bk (800 mg & @ik, #ivT 960 mg
AL OwThAaolEe LzY. ARIHEBROBEIGE, AEAEY 04 5k
bbb FHA K4 iz ?,

A H IR oS, MR, XaHEEB LI OHLMREORME L 1 HE
(mg), HAEWIRA LB CT £ CoRH (h), SHENMMOMEE, BB L=
(mL), HFEE, HmEKoOAE BERORE (mRS) & L7z RIEAESG 12h
5 24h BICHMK L CT T, MEIMERED + 20% 2 EaRE e L. AF
FHRIIHEG- LD 30 HUANT, AL oldtEzRETEzVwboLe L. FEERE
FEGI TG Lieh o 2Bl %z L7z
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KIZBWTHETEH S 1055 2 b - THRASR, F
72,

. &

xt5 33 IO 4EREE 785 %, Sk 22 B, 2otk 11 B0 BESE NS IRSME T
23 1, AMEYE 10 61, Wi PEAE 1 BT, PRI 302 mL Th o7z, WL BID
B PR DO WS % Fig. 112779, Andexanet ¥ 5-5E 611 14 1, FEF5AEHIZ 19 BT,
AEE A EED 1B (79%) % K7z (Table 1),

MK 2 L3 560C 136 (929%), FE&xG5H1T 1661 (842%) THH, W
FHYmEE b Lz, B G- L3453, 1RMED 7 + 10— CT CTHIE K%
ROBG- L7:Blb B -7z (Fig. 2). WAL HELAS DL, Bodimics %
FRMBIOATH > 7. M), G5BT 2 M RFIE/ME L (7mL) &
HR MM (20 mL) T, #1E DOAC H&MEHNIRA2S 7h & 2h DREFITH - 7-.
A X B SR IR B 24 TRy L7228, BEIIgEC L7z, 72, &Nk S 10h
Fal U 7z SRR T MR O SRS TFA BIAS, Ak R & 2 v 3T L7

BRERE O BE IR, $e5-61T mRS 3 LLTFAT5 61 (36%), mRS 4 254 1 (29%),
mRS 5253 (21%), 61 261 (14%). FEHEGHITIE mRS 3 LLTA37 6 (37%),

Total number of patients 33
(Spontaneous or traumatic intracranial hemorrhages with administration of Xa inhibitors)

< 18hours 28 | Time from last administration of Xa inhibitors >18hours 5

‘ Dosing decision for each case }

‘ Andexanet administration 14 ‘

‘ No administration 19 ‘

Initial |

therapy
Conservative Endoscopic Conservative Craniotomy Burr hole evacuation 1
Therapy 13 Surgery 1 Therapy 16 1 Ventricular drainage 1

Effective Hematoma Effective Hematoma Intraoperative Effective
Hemostasis Enlargement Hemostasis Enlargement Difficult Hemostasis
13 1 14 2 Hemostasis 2
(craniotomy 1) 1

Flow chart depicting the clinical course of patients with intracranial hemorrhage associated with factor Xa inhibitor

usage
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Characteristics of patients receiving andexanet administration

Age Gender Diagnosis Hematoma DOAC Last dose Method Initial H::::rto;na Adverse Anrt;:;a:il:llant Outcome
E E vol. (mL) (mg/day) ~CT (h) treatment E event E (mRS)
ment (days)
68 M thalamus 2 apn.(aban (10) 2 A conservative no 4
clopidogrel (75)
7 F cerebellum rivaroxaban (15) 2 B conservative 2
80 F thalamus apixaban (10) 2 A conservative 3
81 M caudate, IVH 79 edoxaban (60) 2 B conservative no 5
79 F cerebellum 2 rivaroxaban (15) 4 B conservative no 3
84 F putamen 35 edoxaban (30) 9 A conservative 5 4
81 F cerebellum 35 edox'a'ban (30) 12 A craniotomy no 4
aspirin (100)
85 M subcortex 103 rivaroxaban (10) 17 A conservative no 6
" -
70 M putamen 100 edoxaban (60) 12 AN oscop c enlargement hypertension 9 5
evacuation
82 M subcortgx with 68 edoxaban (15) 14 A conservative no 5
traumatic SAH
88 M contusion, IVH rivaroxaban (10) A conservative 22 4
79 M contusion rivaroxaban (15) A conservative 2 1
82 F ASH 59 edoxaban (30) 13 A conservative .cerebral 7 2
infarction
i
91 M ASH 61 rivaroxaban (30) 16 A conservative mb ar.tery no 6
embolism

* Method A: 400 mg iv + 480 mg div, B: 800 mg iv + 960 mg div
** IVH: intraventricular hemorrhage, SAH: subarachnoid hemorrhage, ASH: acute subdural hematoma.

C : 20 hours after andexanet administration.

administration (Method A)

A : Upon arrival.
B : 1 hour after the first CT scan (hematoma slightly enlarged).
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A 68-year-old man with apixaban intake presenting with a right thalamic hematoma. Andexanet

© MEDICUS SHUPPAN, Publishers Co., Ltd.All Rights Reserved.



administration (Method A)
A : Upon arrival.
B : Just after endoscopic surgery followed by andexanet administration.
C : 20 hours after reoperation.

mRS 4 7°7 61 (37%), mRS54%2%) (11%), FEC 361 (16%) TH-o7z.

Andexanet x5 OAFHEFR L LT, RERIME 16 & mARERYEAS X2 b2
B % 7B 7= (Table 1). FHi# % andexanet i 5-H 12 ] 250 mmHg % # 2 5 I+
EAERO, FEA ORI UG % 5 G- % . s CHBLEE T ILERZE 2475 72
boo, MikICHBIME RS (Fig. 3). #%HIII5-% DAY 8128112 Fio&atk
BIRFIZE L DAY 14 2BV 2 i ZE T, MMAESERNITRIFICHEN 23R T 5.

I GBI BT Andexanet 25 L Ao 72 B HIE, &ENRA2 S 18h DL E
540, Wi & FEHFEEZ ZRE 46, Bidws 6, BEsEngh 16, Siro
TFHRAR 26, AHR2HTH 7. Aido Ml REE, MindEzBHbe LT
BH Loz 56ho 2 6Th - 7.

(BEERH0)

B2 M. < BT M & BeF KA DWEHIEADH 5. T K43 (30 mg/
H) WkHCTIRAEH ISR & HisBiR N, WK%z, CT CAaMkmE T
MEDZ W (Fig. 4A). T FFH N2 DRENRA S 13h OfF# T, andexanet &
ABETHEG L VP Y Y v MV TIEE FIFCRAENICEBEIZEL, #HOCT
Tk %72 L7 (Fig. 4B). DAY 7 T F¥H /N NikRZFHH L, DAY 13 O3
¥ CT <, BERFMAEDBM 2 MR L. LA L, DAY 14 @ CT THHRMENIR
IR D)L R R & GR0 (Fig. 4C), JE BISEM % fifT. B R BRZEDOF £ DAY 45
THzbE L7z,
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82-year-old woman with edoxaban intake presenting with a right acute subdural hematoma.
Andexanet administration (Method A)

A : Upon arrival.

B : 14 hours after andexanet administration.

C : 14 days after arrival.

V. 2 8

Andexanet I Xa HF D72 EHTH Y, IMMHD Xa BHEREZ RAENEELT
%2 L CRGEICE IR IEDIERALT 2 *Y. IR L, SRR
82% T 5G-H 5 12h BICH R = ILMANRATFEZR S N, BFENMIMICRE L7z
EHTICBVTS, MM T 79%, YMEMEMILT 83% DAERMEEZ /R L7z, —
J710% K DEH TIBRERMEAS XY 25D, 5% HEOERETH 5728w
5 9. PCC & DN T, andexanet 58112 PCC X 1 1LIMENFI 17%7% <,
FELHE 12%E< L2 W o k5 kA RIC B L CIEBEIEAE Vb 0o,
ERRTIIIFEEOEH & P&, MAREREGIHED WM Siithsd L,
FTTIRIEMEN TSR G OLER LW ED D, GHENIIEKD 222D 5.

4 OE Tl andexanet #2514 Bld 13 1 (929%) THIMBERA %, Ew
IkIEh R 2R Lz, B R L7z 1 AT 0 255 SRR Emb - 725 ©
T, BEEOHRGEPAT K E EbNI7 (Fig. 3). Andexanet IEF 5T 842% TH
MEREZBDLh o705, % AIRENR2S 10h PLEREELTBY, HARIEM
ENTIEPDL Hr o7z LBUET 5. 312 7h DINO 5 B 2 B¢k, 1601
HIEAS 72 mL THREDORME o> TBY, RENIRD S OREAEVEEIEA
W MK O REVEA D 5. TAHITIE 10 h LT T b ki i #Ek L7z,

Andexanet & 5% O FEHL L LT, 1 OG- HREEIMEZ RO, HR
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AR CORWERICEIMEE 2 <, AEX L ORBEEBEIAHTHL ", 72, 26
(14%) \ZitegEmttE 4 Xy %2R 72205, PusEENRIEE 1 ATHBAES, 39
1 BiE DAY 7 COHBTH - 72, CHWICIE, mRZERMEA N M Xa FHEHE
PR D BB A 2 W BN ZRERNICAE U TW 5B 729, andexanet 12 & A IR IILAE 21X
] B L OB A R 2 R LT B

e G- & FEFe GAEB O BITEHE AR D A3 5 728, Wi & WAl LG ¢ &
3, SROBHPSERA5ZEEKRONE. LaL, &% < L andexanet DIk
MEhRFHEFE L Bbh b, Xa HEERRENIRD S FURH LN OFEFNI BV Tk 5
FRHUTHY, FR/MRIMNE ZFEFEITKGET 2 BIRTR G 2 fio 72w, BRIk
F0 B A AR O R TGRSR B L Bbh s, S RENIRA S 10 h
DLER® L 2Tk, HRILMOWEEE, S, MERBBZOHEHTD Luhrd
Lz, #5452 Bko A RKofGltiz ZEL, 7+0—CT 2D
RRPSHEHMATLIEDBULETHL. TOM, FHRLAAZHEREICK 2 M5
DHMNIVLETH 5.

Lt%, ZMRRZ BN X 2GRS, X0 ol 2w B RN R4 54 R ASH & 202
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