L. Q-recon NDB %:ﬁfﬁi L=,

Q-recon NDB Tix, EEENTOBRIZHWDS
3 Tmm(FWHM) D Gauss Filter LB DAhIZ .
Gauss Filter 72 7' J AT 12mm(FWHM),
18mm(FWHM) D 7 4 L X2 X 508 % %
=bDEED 3EED Q-recon NBD(Q-7Tmm,
Q-12mm, Q-18mm) % {ERK L 7z, T-recon NDB
&L INB?D 35D Q-recon NDB D EHJ 4

(Mean) &IEEREBEBGE.DIZONT,
RHZ2 R EARENFRUC X 2 BRI 5 |
T-recon NBD (Zi5{el9 % Q-recon NBD @
Gauss Filter ALERSEAFIZ OV TRET L7,

2. % NDB & V7 i IR I AE 2 35 B AL E 1)
@ IMZ SPECT #EFHEE O g -

HAVEF| D IMZ SPECT NET — T2\
T.T-recon NDB % f\ 7= 3D-SSP AT
Q-recon NBD(Q-7mm, Q-12mm, Q-18mm)®
NDB % Fv 7= 3D-SSP f#TE& 2 EFL L. =
LB DWW TERBRET L 72,

1. Trecon NDB & Q-recon NDB (Q-7mm,
Q-12mm, Q-18mm) DEHE#E (Mean) &
EYERZE G (S.D.) O s R
1., EEMMS ., Trecon, Q7mm,

Q-12mm. Q-18mm D E I (Mean) %7K
9, Q-recon NDB |Z & b5 IMZ O¥Hi) 55
MTONWTIE, AL RETRVD, BROE
LEDG, Trecon NDB & Q-recon NDB
(12mm)23 —E LTz,

38

1
[ 21z, T-recon NDB OFH¥E# (Mean)
¢ Qrecon NBD(Q-7mm, Q-12mm, Q-18mm)
DOE¥JE S (Mean) & OFEEEBEREZRT, W
THHEWHEBBEGR R b D2 IBKFHES
WAFE A 72N ST, T-recon & Q-12mm
& OAEBEBAMRAEN TV,

Eg
Fi

0-5PECT facenlimed

Tarsa pucen

DB Mean image D488

Q-Recon -
(7mm)

T-Recon T-Recon

Py

Q-Recon
(18mm)

T-Recon

X 2

X3z, EBEM»6, Trecon, Q-7mm,
Q- 12mm, Q-18mm DIEERZHE#(S.D.) &R
T, Qrecon NDBIZ A O HERHERZEIZ OV
Tix., Gauss Filter @ FWHM 2% Tmm» b
18mm~E RESRDITEEBENIE LN E
V. BEMICHEDT D Z EaER I, B
RZEDSAADEED L, Trecon NDB &
Q-recon NDB (Q-12mm) 23 —F L TV 7=,

¥ 3



4127, T-recon NDB DIEH#E(RZE#(S.D.)
& Q-recon NBD(Q-7mm.Q-12mm, Q-18mm)
DIZEHRZEH(S.D.) L OHEEEFREZ R,
T-recon & Q-12mm B L Q-18mm & DOFEEH
BRAEN TV,

D imags 0 ars

s o o1
Tesbia recan Toshaa Facan

e NDB SD imaged

f>d
il
BB

Q-Recon
(7mm)
Q-Recon
(12mm)

T-Recon T-Recon

" sosmms

Q-Recon
(18mm)

T-Recon

4 4

2. % NDB % A\ 7z & IR i b ae b 5 B R 5]
@ IMZ SPECT %5t Ei 5 o HhEsfE £

51T, MR e R E MRER O IMZ
SPECT izxt L., EE)> 5 [ T-recon, Q-7mm,
Q-12mm . Q18mm ® % NDB % AW 7z
3D-SSP fEMTEBR AR, Q-12mm DFFEHTHE
B3, T-recon & [F% &5l iz,

X 5

J. BE

ITERHIRS T BT 912 K D SR REFE & & H)

EINTZHRObORESZ SR E LT, ZDE
ERBEEBRENICRARETZIEZERNE LT,
IMZ SPECT #tEtBEBRMET RS ER S TE 7,
IIVE COMFEREE L LT, SEE Level 3 fi##7
A FVORME 2 & o BB R O Bk DR
EREEMICHNT Lz & 2 A, mlATEEZE MGF
B L OACG IZ &I BRI O B P A
NRH SN 9, £ B MFG H 50T
ACG IZBIT % extent ratio 7% 10%LL L& 72 5
BB AP ARG O B FT R ATBRIRZ T 1B
LAERMEBREEZCEBELTCALONIBERE
FIEIGATR & & 2 b, SREINEE S HE T
RVERMEREEEORIICER LB LN
7o

BRI LY SRR E OBk
i} IMZ-SPECT #tatBE& T O F SR
ENTN, ZOBENEELEELT 27201213 %
R LR IEIC K D HREEDS RE 7220, L L,
IMZ-SPECT #tEtE g ##4T Tid., SPECT #f&
TLiZ NDB BASEERLZIE, BIZERD
SPECT fE CTHE L N-HEET — % ZHAH
WZRRAT 5 Z L ARV & R ERSHERR
EEFREED D ETOREREESTH-
7o

SEIOBFZETIE, 2% TD SPECT E&E
BRIz BT, SPECT #fEMZZfMETE
B ENFEHENTVWAD QSPECT Ry 7r—3

(EEMEE ¥ —HFERT SREFIEDS 2B
%) % VT NDB Z FE4#Rk L, 3D-SSP #tah
E G RN 21T 72 o 72 &£ = A Gauss Filter #L2E
DRI L - T, 7€k SPECT ZEEIZIME S
% workstation LEE L FEDOMTRELND
ZEDHIBA LT, £7. QSPECT I LV BiE
B S 47z NDB X, QSPECT IEIZHIST 5
2o SPECT #HEIcd L TEATELZ &
25, SPECT #% = & 12 NDB 2 1ERKT 2%
BRI & QSPECT I2 XV B S L-
NDB % fv 7= 3D-SSP #EHE G AT 7 — 21X,
F— X ZUNE L7- SPECT OMEIZEDL LT



EHNIRIT AR TH D Z L R ERF= e

RELTENT, ZINODHRMBEIZLY .,

BRI EEREE O ITIC BT IMZ-SPECT #:
SR AEAT DA MBS B S iR LR
DD ETCOEELRMBERIER KD R
BLERSTE, AR OEHERILERFIEDOTZDD
7 b a—LVOERBEBRNS,

QSPECT Ry —V %AWz SPECT Ef#
fEMTIZ. SPECT & EEBMHT OIEH(LIZHE
T. SPECT #tEt BT OFEERIZH K E <
B#+TsbotEZLNE,

K. #

R H R I 1T D R B RE B 1] T,
FHEIPNRIETEERE] (MFG) SR T HRE (ACG)
O GRS IMZ SPECT #atE &
SEE Level 3fE#TIZ L VI Z BB,

SPECT & & B &N O DIZBFE S hiz
QSPECT /{v 77— % T NDB % FEHA
URE BRI 21T 2 o T & 2 A fE3k & [H%
DFHERF/OND Z & MERMEZBX KA
TEMT A TATRETH D Z L 2SHIBH L 7=,

SPECT #t E&MEHT OREYEIX, BRI
BEFEZE DO ZWNIZ BT IMZ-SPECT #atEi#iE
FOFRMEICET 2L HERERFELED D
ECHBOTCEERERETH S,

HFEFIEE
RMEFHE EZERHBFENEE S —F%ET
ERZEESE HE
EBER HATEAREE BURBRE RE
L. x#@
1) Minoshima S, Frey KA, Koeppe RA, et
al: A diagnostic approach in Alzheimer’s

three-dimensional
of

disease using

stereotactic  surface projections

40

2)

3)

4)

5)

fluorine-18-FDG PET. J Nucl Med 36:
1238-1248,1995

Mizumura S, Kumita S, Cho K, et al.
Development of quantitative analysis
method for stereotactic brain image:
Assessment of reduced accumulation in
extent and severity using anatomical
segmentation. Ann Nucl Med 17
289-295, 2003.

Nakagawara J: Iomazenil SPECT (BZP-
Receptor). Moyamoya Disease Update,
Springer, Tokyo, pp. 189-196, 2010
Nakagawara J, Osato T, Kamiyama K, et
al: Diagnostic imaging of higher brain
with adult

dysfunction in patients

moyamoya disease using statistical
imaging analysis for 123I-IMZ SPECT.
Neurologia medico-chirurgica 52: 2012
(in press)

mR R E N N Ty FEAMh
MHOBEMXEET WE:FE N+—/

FE B EFER 2006

M. MM EEOHE - BHNKR

Briza L



YRk 23 FEEAFBRFMAEMIE EHRIERERMEESE)

SRR A E

H R0 b IR ML FEE B OTE R T $#HZ B D A58

TR R 2 SRR I AR S

BEAR Z

A}

miE F

MREE

HILRAE S0 b LRI T A NAFMOBHM PR EZHALNIT D2 L2 BRI
2001 FEEN HEEBIRSTRER (JAM trial) 2475 TV 5, FAL 20 4 6 A 12 BAEBEIERE 80
B (EHREE 42 B, FEFHTRE 38 ) ICEE L. FHBEEZIE Lz, Tk 24 5F 4 ABIE, FIlTHE
6 . FEFIEE 13 12 primary end point (23 L7z (BI3ESR . FHTEE 3. 2%/4E, FETHTEE 8. 3%/

o < OBGIEFTHEEDD 54 (BIEHE) #&%8 L. HESASHHANTEL TV 501
3BlCThHD, SEFANVBEMHEEZM T T O2OITFH225BF6 ADFETH S,

H I B8 E & R0 b RodHm AT 6 B 23 R R R
DEHMFHEHREEPEENITEIIEEZED
L35,

B. BFRAE

Z sk ML R ERARERER & L THBE 5 F - B85
5 4E.(0 prospective randomized trial 47 5,
[REE~ORE] Z2MEHEROENHEELE
£DFEEE L BEETD informed consent % %
L5,

BEENHMAEEL | FUNIIEDEY
Y IRAEEZWFI T, ADL 2% modified Rankin
disability scale 0~2 D HLDEFEL L, F
BRI L DBGEREDOF = v 7 D% AR
BEITS TFEFIEE] & STA-MCA anastomosis
2175 [FHEE] ~O randomization 1T 9,
TERE, BER 6y AR, 1R, TOR 15FE
WHREDERE MERAELZET) 21TV

41

0 b EREREBIET 5, [HHMIEIE). TADL
EEASEDEMFEIE] [ ZDOMDIETRLT
(ZEE 7 ADL Bk TABHE OB K 2 FiF
~OBAT (BEMFEEHEFESE) ] LD end
point ToH 5, BEEFIEIL 160 ] (FIvEE,
FEFHTRES 80 ) LI DA, AFFEBALAL D 5
FERBFRTRELEZIT I,

FRLI3AETA LV 11 OREFIBREHZRICLY
JiE B Sk & BRAE L. ARFEDFEFRE LT Japan
Adult Moyamova (JAM) trial ZHER L7z, &
FHERENI T OB L 23 fERR & e 0T, B
FRERRED D 5 AR L2 R 18 4F 1 ARER
TEEEGRORE L Thh., #-/k BIEE
BIEUIE 80 BHZFRRE S 7223, AL 20 4F 6

T DOEFIEICEIE LERBRGEEKT L,
80 fiE 5l D NERIZFANTRE 42 B, FEFITRE 38
ThY, VAR 24 £ 4 AR R TRIFEE 6 41,
FEFHEE 13 B2 primary end point IZH|




L, B8N L CERH IS
primary end point ZFERIIFHTEE 3. 2%/4F.

FHEFIWHE 8. 3%/F Th 2. BRI ARK 112,
¥72 end point ZEEFIOFEME K 2 1ZTT

# 1. JAM trial B&RL
ABf P B 7
TR 24 18 - 42
FEFHTRE 21 17 38
£t 45 35 80
# 2. Primary end point BIEEGEF]
(1) FiveE
PERI ST B b OMA  FE
F A 37 A B
M P 8 7 A fii e AE ZE5E
M A 9 7 A B
F A 1.4 4 i
F A 2.3 £ i
F A 4.8 4 B H 1
(2) FEFIRE
PERI T a6 08 FE
F P | B Hi
F P (P B
M P 8 » A B
F P 1.2 4 o HH
F P 1.7 4 M
M A 2.0 4 i
F P 2.4 (i
F P 3.3 4 B
F A 3.5 4 B H
F P 4.0 4 i
F A 4.5 £ FE M5 EHE 3R
M P 4.98 4 B
F P 3.9 £ B (1

MEHEMNT (20124 4 A 1 A ETE)
OMean follow-up period: 4.28 £

42

OPrimary end point Z|ZE%
FITEE
FEFHEE - 0. 083/ patient-year

(Log rank #&7E p=0.0502)

OBt (secondary end point) =
FITEE
FEFHTEE : 0. 076/patient-year

(Log rank #27E p=0.0432)

: 0. 032/patient-year

. 0.027/patient-year

ERGAEF] (8 0f) OBRITTRO L S
o TW5,
@BLEKRT (54 I £721X endpoint)
27T N (RITEE 40, FEFINEE 37)
OBIZEMEAHMm : 17 A
(FAfrEE 5, FEFIEE 12)
OFZEHMNEM : 2 A
(FBE L, FEFMTEEL)
OB LM F I (victim of murder) :
(FHiEE1)
OBEHMK THHMD : 9 A
(RIl#E 5, FEFTRE4)
OFFEFZLZL (48 A
(FIlekF 28, FEFIHTAE 20)
@B LM+ (5 FERM DD endpoint §%
BERRL):3 AN (FWE2, JEFWE LD

1A

BIEHIMN L BRI TREZEDED &,
Bk 80 N 26 N (SFEFID 32.5%) HHEH
MEAEEZEZ LT, BERINRIZFINE 10
N, ERIHTEE 16 ATH 5D,

(B3E) BIRIFFRIZ OV T

R 14 FENDIXBIRIFR TH 5
JAM (supplement) # X (f non-randomized data
base DBEGFPBFIM SN TN D, & bITHHME
EYEVYRHLEESNZxd % L L
non-randomized data base ~®FENFIT L BH
BENTND,
1)  JAM(supplement)



JAM (supplement) 1 X ¥ BEE 72 H i B EFNIZ
BOWCHEEMTFEAIZET 5 bypass DR %
BB 5700, 587283 T O prospective
randomized controlled trial T#® 5, study
design iX JAM trial &IZIER—TH DM, %
21 modified Rankin disability scale 3 ™
L wteE b U CFEAELD randomization 4TV,
BHIMEEE F L 2 norbidity/ mortality
7217 % end point & T AR TH D,

2B, MEHFERIRBITICH T o TE
JAMtrial 3 X O JAM (supplement) #3372 LT
ERNZRETT 523, B ILERIZ OV TRE 20
X CTHITT5Z L LT,

JAM (supplement) T & MR EDHEEE S T
DEBPE LN RN OBEKFIRRL 2D (B
TE SIEFIMR BRI N TV D,

3)

modified Rankin disability scale 4 72\
L5 ixARANOEREHERNEL < randomized
trial OFEMEITIZME H YV, 72 exclusion
4T JAM trial @ preallocation bias %
DL THAD722L T H57DIT, & data base Z1E
¥ informed consent % 5 TR &R, FRIREIR.
FBREZEICOVWTOERBEEZITIZ L&
L7z, BUIE 28 JERFIAREE S LT D,

4)
data base

AT Y EvHICBW T HILBERR &
Y FE.® non-randomized data base |Z¥#E LU T
HRRREZBET D, BIEDRELITIR,

non-randomized data base

Unilateral moyamoya non-randomized

(WF 7820 fi 3% ]

AR, ALHEE R FE MR R,
FLIRERL R EZE M BR G AL K EEFE
MtEABE, R REEREE, & FERKEMN
BB, KBRS E T & — B
FERRERR, LERFERPE, TERFES
R, R RFEFZMIBERE, 458
AR TFRbE A BT S RFEFN B R

43

e, Ik B R EEEA BREE, AR E R
MBI, KB RSERKEMBRE, RE X
AR, BXERSRE S — B
KFEFEA BB, PEY R, BT R
JEbT. BRI UNERE v & — RIGERZEE
SFE B R

D. E®

HRLOMITARTE S HE SN TE A,
HMFEFE N3t 5 A SR ZAFIROFH LT
B52h B & BHE RIS RE L2 PRI EEMIC D
72 AR LD 2D NEEES 2B b2
THZELRFWHUCEERTH D L IicHks
HWEHETH D,

EIEERE TH S 80 FllcBE L, BIEREK
EGIORBEE LT TV D, BEE TIC 18
#l primary end point BIENHER I, B
IR &k U7z M H f i3m0 < 3EF
WEEDIE D NPWEHEL Y bEWVEMICH 5, 8
SMRMNERFIIEY 3FlE o TR &
B KEET FRIE B EMNIEA S 2 hEPE
BHahd,

o

JAM trial IZ 80 JEMF| (RHTEE 42 B, FEFANEE
38 #) DOBEENIITOIL., ¥Rk 24 4 4 AT,
FITEE 6 #l, FEFMEE 13 HIA primary end
point ZE L7z, BEFATORERIIFIE
3.2%/5E, FEFINEE 8.3%/FETh D, BEEE
BitE 5 FRICH T2 DAL 18 F 1 BIZ BEES
BOBREPITOILBRET TICIICEEL
THHRBHEEZKT LTS, FEROITITFERRL
25 4F 6 AIZAEGIDBEMET £ 725 RIART
»HD,

E. X#
K
(1) Takahashi JC, Miyamoto S.



Moyamoya disease: Recent Progress and
Outlook. Neurologia Medico-Chirurgica
50:824-831,2010

F. MM EEOHE - FHRR

2L

44



10.

11.

12.

13.

MERROFTICET S K

Fujimura M, Shimizu H, Inoue T, Mugikura S, Saito A, Tominaga T. Significance of focal cerebral
hyperperfusion as a cause of transient neurologic deterioration after EC-IC bypass for moyamoya
disease: Comparative study with non-moyamoya patients using 123I-IMP-SPECT. Neurosurgery
68:957-965, 2011

FHHERA. BRATER, R Bk, BB, BUSRINBRMEEERIC bbb T RBERIC LY
BREEMELE 2 L2 H0b0mO 16 R 39:681-686, 2011

Fujimura M, Inoue T, Shimizu H, Saito A, Mugikura S, Tominaga T. Efficacy of prophylactic blood
pressure lowering according to a standardized postoperative management protocol to prevent
symptomatic cerebral hyperperfusion after direct revascularization surgery for moyamoya disease.
Cerebrovasc Dis 33:436-445, 2012

Kentaro Hayashi, Nobutaka Horie, Kazuhiko Suyama, Izumi Nagata. Clinical features and
long-term follow-up of quasi-moyamoya disease in children. Pediatric Neurosurgery
47:15-21,20112.

Horie N, Morikawa M, Nozaki A, Hayashi K, Suyama K, Nagata I. "Brush Sign" on
susceptibility-weighted MR imaging indicates the severity of moyamoya disease. AJNR Am J
Neuroradiol. 2011 Oct;32(9):1697-702.

Cerebral microbleeds in patients with moyamoya-like vessels secondary to
atherosclerosis. Tanaka M, Sakaguchi M, Miwa K, Kitagawa K. Intern Med.
2012;51(2):167-72.

Liu W, Morito D, Takashima S, Mineharu Y, Kobayashi H, Hitomi T, Hashikata H,
Matsuura N, Yamazaki S, Toyoda A, Kikuta K, Takagi Y, Harada KH, Fujiyama A,
Herzig R, Krischek B, Zou L, Kim JE, Kitakaze M, Miyamoto S, Nagata K,
Hashimoto N, Koizumi A. Identification of RNF213 as a susceptibility gene for
moyamoya disease and its possible role in vascular development. PLoS One.
2011;6(7):e22542. Epub 2011 Jul 20.

Kobayashi H, Abe K, Matsuura T, Ikeda Y, Hitomi T, Akechi Y, Habu T, Liu W,
Okuda H, Koizumi A. Expansion of intronic GGCCTG hexanucleotide repeat in
NOP56 causse CA36, a type of spinocerebellar ataxia accompanied by motor
neuron involvement. Am J Hum Genet. 2011 Jul 15;89(1):121-30. Epub 2011 Jun 16.
Abe K, Tkeda Y, Kurata T, Ohta Y, Manabe Y, Okamoto M, Takamatsu K, Ohta T,
Takao Y, Shiro Y, Shoji M, Kamiya T, Kobayashi H, Koizumi A. Cognitive and
affective impairments of a novel SCA/MND crossroad mutation Asidan. Eur J
Neurol. 2012 Feb 21. doi: 10.1111/5.1468-1331.2012.03669

Tkeda Y. Ohta, Y, Kobayashi K, Okamoto M, Takamatsu T, Oota T, Manabe
Y, Okamoto K, Koizumi A, Abe K. Clinical features of SCA36: a novel
hereditary dominant spinocerebellar ataxia with motor neuron involvement

(Asidan) Neurology In press

45



14.

15.

16.

17.

18.

19.

20.

ANROBER, MR R AREH bR LREEEEF  No Shinkei Geka. 2012
Feb;40(2):105-18.

Liu W. Hitomi T, Kobayashi H, Harada K, Koizumi A. Distribution of Moyamoya
Disease Susceptibility Polymorphism p.R4810K in RNF213 in East and Southeast
Asian Populations. Neurologia medico-chirurugica In press

Assessment of Moyamoya Disease Using Multidetector Row Computed Tomography.
Sugino T, Mikami T, Ohtaki S, Hirano T, Iihoshi S, Houkin K, Mikuni N. J Stroke
Cerebrovasc Dis. 2012 Feb 22. [Epub ahead of print]

Bone marrow-derived endothelial progenitor cells participate in the initiation of
moyamoya disease. Sugiyvama T, Kuroda S, Nakayama N, Tanaka S, Houkin K.
Neurol Med Chir (Tokyo). 2011;51(11): 767-73.

Early diagnosis and surgical revascularization for a predictive case of moyamoya
disease in a boy born to a moyamoya mother. Han H, Kuroda S, Shimoda Y, Houkin
K. J Child Neurol. 2012 Mar;27(3):408-13.

Nakagawara J, Osato T, Kamiyama K, et al: Diagnostic imaging of higher brain
dysfunction in patients with adult moyamoya disease using statistical imaging
analysis for 123]-IMZ SPECT. Neurologia medico-chirurgica 52: 2012 (in press)

46



U A U ZB) R BAEIE D2

- IR ICB T DM AREE

% &

X5 K% iz W
EEHRE | A R FERBRIIE |k
& —
SEVEE | He W JCE KRR O | B

T 75 2
BB

L HLRFREBESR | Bi%
0 A R 2 A
e

R S SO K 2 KR B |
GERHB iSRS

sk B BB 3% B K 2 IR 22 B | %
REPYRLE

B HOUH R R I | B
R PIRLE

TR BT | PREAREN RS | DRAEE
P

N S SR I ST ILRHAL | B
2 I 5 B IR B B A
S8

o —% KRR K E B E T | Wi
SRR PR

KE R B K E WS A | B
B SE AL AR 127

RE AR K2R B IE 2 | B
T 95 4 5 M 2 T
A

35— T80 K5 R BN A B | B0

FRRESMFL

47




: ' ’ ' | . RESEARCH—HUMAN-—CLINICAL STUDIES

Significance of Focal Cerebral Hyperperfusion as

a Cause of Transient Neurologic Deterioration After
Extracranial-Intracranial Bypass for Moyamoya
Disease: Comparative Study With Non-Moyamoya
Patients Using N-Isopropyl-p-
['*’I]lodoamphetamine Single-Photon Emission
Computed Tomography

Miki Fujimura, MD*
Hiroaki Shimizu, MD}
Takashi Inoue, MD*
Shunji Mugikura, MD§
Atsushi Saito, MDz:
Teiji Tominaga, MD?

*Department of Neurosurgery, Kohnan
Hospital, Sendai, Japan; Departments of
$Neurosurgery and §Radiology, Tohoku
University Graduate School of Medicine,
Sendai, Japan

Correspondence:

Miki Fujimura, MD, PhD,
Department of Neurosurgery,
Kohnan Hospital,

4-20-1 Nagamachi-minami,
Taihaku-ku, Sendai 982-8523, Japan.
E-mail: fujimur@kohnan-sendai.or.jp

Received, March 30, 2010.
Accepted, August 16, 2010.

Copyright © 2011 by the
Congress of Neurological Surgeons

erebrovascular reconstruction surgery in-
cluding carotid endarterectomy or extra-
cranial-intracranial (EC-IC) bypass for
patients with atherosclerotic steno-occlusive ce-
rebrovascular diseases can cause a rapid increase
in cerebral blood flow (CBF) in the chronic is-

chemic brain, resulting in complications such as
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cerebral hyperperfusion syndrome. Cerebral hyperperfusion
syndrome after carotid endarterectomy is characterized by uni-
lateral headache, face and eye pain, seizures, and focal symptoms
that occur secondary to cerebral edema or intracerebral hemor-
thage (ICH).'™* Patients with poorer cerebrovascular reactivity
are known to have higher risk for hyperperfusion syndrome.*” In
contrast, cerebral hyperperfusion syndrome after EC-IC bypass
for atherosclerotic occlusive cerebrovascular disease is rare and
mostly manifests as mild focal neurological deficit,®® except for 1
case of acute hyperperfusion with massive ICH after high-flow
EC-IC bypass.'’

Moyamoya disease is a chronic, occlusive cerebrovascular
disease with unknown origin characterized by bilateral steno-
occlusive changes at the terminal portion of the internal carotid
artery and an abnormal vascular network at the base of the
brain.'" EC-IC bypass such as superficial temporal artery—middle
cerebral artery (STA-MCA) anastomosis is generally the standard
surgical treatment for moyamoya disease to prevent cerebral is-
chemic attacks."**® Despite the favorable long-term outcome,'* "
increasing evidence suggests that focal cerebral hyperperfusion may
cause transient neurological deterioration'*'¢?? or delayed ICH*
during the acute stage after EC-IC bypass for moyamoya disease.
These results strongly suggest that patients with moyamoya disease
are more vulnerable to cerebral hyperperfusion compared with
patients with other occlusive cerebrovascular diseases. However,
the differences in the incidence and clinical manifestation of ce-
rebral hyperperfusion between patients with and without moya-
moya disease have not been evaluated.

The present prospective study performed N-isopropyl-
p-['**Iliodoamphetamine single-photon emission computed to-
mography ('*I-IMP-SPECT) 1 and 7 days after STA-MCA
(M4) anastomosis in 121 hemispheres of 86 consecutive patients
with moyamoya disease and 28 hemispheres of 28 patients
without moyamoya disease to compare the incidences of symp-
tomatic cerebral hyperperfusion.

PATIENTS AND METHODS

Inclusion Criteria

The postoperative changes in CBF and clinical course were in-
vestigated in 86 consecutive patients (moyamoya group; male/female =
24/62; age, 2-67 years; mean age, 34.3 years) with moyamoya disease
surgically treated in 121 hemispheres by the same surgeon (M.F.) from
March 2004 to June 2009. For comparison, the postoperative changes in
CBF and clinical course were also investigated in 28 patients (non-
moyamoya group; male/female = 24/4; age, 12-67 years; mean age,
56.3 years), including 27 adult patients with atherosclerotic occlusive
cerebrovascular disease and 1 pediatric patient with MCA occlusion
probably caused by dissection, who were surgically treated in 28 affected
hemispheres. Inclusion criteria of this study, corresponding to our
surgical indications for STA-MCA anastomosis, included all of the
following: the presence of ischemic symptoms, apparent hemodynamic
compromise by SPECT, independent activity of daily living (modified
Rankin scale scores, 0-2), and absence of major cerebral infarction. All
hemispheres that did not match these criteria were excluded from the
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initial surgery. Once hemodynamic compromise was confirmed, the
patients underwent revascularization surgery. All patients in the moya-
moya group underwent STA-MCA (M4) anastomosis with or without
encephalo-duro-myo-synangiosis.'>'® All patients in the non-moya-
moya group underwent STA-MCA (M4) anastomosis without indirect
pial synangiosis. All patients in the moyamoya group satisfied the di-
agnostic criteria of the Research Committee on Spontaneous Occlusion
of the Circle of Willis of the Ministry of Health, Labor, and Welfare,
Japan, except for 4 patients with “probable moyamoya disease” with
unilateral involvement. All patients were strictly followed up in our
institutes for > 6 months with a mean follow-up period of 45.6 months.

Postoperative CBF Measurement and Diagnosis
of Hyperperfusion

The CBF was routinely measured by '?I-IMP-SPECT 1 and 7 days
after surgery in all patients in both groups. The CBF was quantified
by the autoradiographic method; the CBF in each subregion of the
cerebral cortex was automatically calculated by the Three-Dimensional
Stereotactic Region of Interest Template software (version 2) provided
by Daiichi Radio-Isotope (Tokyo, Japan), and the diagnosis of cerebral
hemodynamics was made by 2 specialized radiologists blinded to the
clinical condition of the patients.'>** Within 2 days after surgery, 1.5-
or 3-T magnetic resonance imaging (MRI) and magnetic resonance
angiography (MRA) were routinely performed.”” MRI included dif-
fusion-weighted images, fluid-attenuated inversion recovery images,
T1-/T2-weighted images, and T2*-weighted images. The diagnostic
criteria for symptomatic cerebral hyperperfusion included all of the
following'#?°: the presence of a significant focal increase in CBF at the
site of the anastomosis (qualitative observation of focal intense increase
in CBF confined to 1 major vascular territory), which is responsible for
the apparent neurological signs including focal neurological. deficit
and/or severe headache resulting from hemorrhagic changes; apparent
visualization of STA-MCA bypass by MRA and the absence of any
ischemic changes by diffusion-weighted imaging; and the absence of
other pathologies such as compression of the brain surface by the
temporal muscle inserted for indirect pial synangiosis, ischemic attack,
and seizure.

The occurrence of symptomatic cerebral hyperperfusion after re-
vascularization surgery was evaluated by "*I-IMP-SPECT in the acute
stage. The mortality and morbidity resulting from cerebral hyper-
perfusion were also evaluated 3 months after revascularization surgery.
We investigated the correlation between postoperative CBF changes and
clinical presentation in both groups and compared the incidence of
symptomatic cerebral hyperperfusion between the moyamoya group and
non-moyamoya group.

Statistical Analysis

The incidence of symptomatic cerebral hyperperfusion was compared
between the moyamoya and non-moyamoya groups by x* test. Because
age and history of intracranial hemorrhage were known to be related to
symptomatic cerebral hyperperfusion after STA-MCA anastomosis for
moyamoya disease,'> multivariate statistical analysis of the factors related
to development of symptomatic cerebral hyperperfusion, including
disease subtype, age, sex, operated side, and history of intracranial
hemorrhage, was performed with a logistic regression model. The
incidence of any cerebral hyperperfusion (both symptomatic and
asymptomatic) was also compared between the moyamoya and non-
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moyamoya groups. Correlation between age and development of
symptomatic cerebral hyperperfusion was evaluated in the moyamoya
group by the Student # test. Systolic blood pressure 1 day after surgery
was compared between the moyamoya group and non-moyamoya group
by the Student # test.

RESULTS

Moyamoya Group

Among the 86 consecutive patients with 121 operated
hemispheres, 25 patients (26 hemispheres, 21.5% of 121 oper-
ated hemispheres) suffered from temporary neurological de-
terioration, including mild focal neurological signs, resulting from
postoperative focal cerebral hyperperfusion from 2 to 14 days
after surgery (Table 1). Postoperative MRI/MRA showed no
ischemic changes, and the thick high signal intensity of the STA
on the operated hemisphere was evident in all 26 hemispheres.
Postoperative SPECT revealed significant intense increases in
CBE at the sites of anastomosis on all 26 hemispheres. As Table 2
summarizes, 21 patients (22 hemispheres, 18.2%) suffered from
transient focal neurological deficit caused by focal hyperperfusion
that mimicked ischemic attack, which started from 2 to 9 days
after surgery and was sustained for several days. The anatomic
location and the temporal profile of hyperperfusion were com-
pletely in accordance with the transient neurological signs in these
21 patients. Four patients (4 hemispheres, 3.3%) complained of
severe headache and suffered from cerebral hyperperfusion syn-
drome associated with subarachnoid hemorrhage (SAH) in 3
patients (2.5%) or with ICH at the right frontal subcortex in 1
patient (0.83%). Symptoms were relieved by intensive blood
pressure control with the use of the free radical scavenger edar-
avone (Mitsubishi Pharma Co, Tokyo, Japan), although 1 patient
with ICH required rehabilitation to relieve transient left hemi-
patesis for 2 months.*> One patient with significant bilateral flow
compromise manifesting as SAH required ligation of the STA-
MCA bypass 2 days after the first-stage surgery to control
postoperative cerebral hyperperfusion and was rescued by marked
development of pial synangiosis without complication. No pa-
tient suffered from permanent neurological deficit caused by
cerebral hyperperfusion. No patients suffered from delayed
neurological deterioration resulting from cerebral hyperperfusion
during the follow-up period. Cerebral hyperperfusion, both

TABLE 1. Incidence of Symptomatic Cerebral Hyperperfusion After
Extracranial-Intracranial Bypass S

Moyamoya Non-Moyamoya

Hemispheres, n (patients, n) 121 (86) 28 (28)
Age (mean), y 2-67 (34.3) 12-67 (56.5)
Male/female, n 24/62 24/4
Symptomatic hyperperfusion, n (%) 26 (21.5)7 0 (0)

“Significantly higher (P = .0069).
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asymptomatic and symptomatic, was detected by SPECT in
60.3% (73 of 121 hemispheres) in the moyamoya group.

Among 86 consecutive patients with 121 operated hemi-
spheres in the moyamoya group, no patient suffered from peri-
operative cerebral infarction, except for 3 patients (2.5%)
presenting with pseudolaminar necrosis in the part of the cerebral
cortex supplied by the STA-MCA bypass in the subacute stage,
which did not affect their long-term neurological status. All
patients with the onset of transient ischemic attack obtained
disappearance or improvement of ischemic attack during the
follow-up period. One ischemia-onset patient (0.83%) suffered
from ICH on the ipsilateral thalamus 3 years after successful
revascularization surgery, and she suffered deteriorated modified
Rankin scale score from 0 to 3 after hemorrhage. Two hemor-
rhage-onset patients suffered from rebleeding (1.65%), 1 from
contralateral ICH and 1 from SAH, both of which did not affect
their neurological status. The patency of the STA-MCA bypass
was confirmed in all 86 patients with 121 operated hemispheres
by postoperative MRA.

Non-Moyamoya Group

Among 28 patients with 28 operated hemispheres in the non-
moyamoya group, no patient (0 of 28, 0%) suffered from
symptomatic cerebral hyperperfusion. No patient suffered from
perioperative cerebral infarction by postoperative MRI, and the
patency of STA-MCA bypass was confirmed by MRA in all 28
patients. No patient suffered cerebral ischemic events such as
transient ischemic attack and recurrent stroke during the follow-
up period. One patient presented with simple partial seizure of his
right upper extremity several hours after left STA-MCA anas-
tomosis, whereas '’I-IMP-SPECT 1 day after surgery demon-
strated only mild increase in CBF at the left fronto-parietal lobe.
On the basis of the effect of seizure on subsequent flow study and
equivocal finding of '**I-IMP-SPECT, we did not include this
case as symptomatic cerebral hyperperfusion. No other patients in
the non-moyamoya group suffered from seizure postoperatively.
Cerebral hyperperfusion, both asymptomatic and symptomatic,
was detected by SPECT in 67.9% (19 of 28 hemispheres) in the

non-moyamaoya group.

Statistical Analysis

The incidence of symptomatic cerebral hyperperfusion was
significantly higher in the moyamoya group (26 of 121, 21.5%)
compared with the non-moyamoya group (0 of 28, 0%;
P = .0069). The incidence of hemorrhagic cerebral hyper-
perfusion was 3.3% (4 of 121) in the moyamoya group, whereas
no hemorrhagic complication occurred in the non-moyamoya
group (0 of 28), although there was no statistical significance
between groups (P = .33). There was no significant difference in
the incidence of any cerebral hyperperfusion, both asymptomatic
and symptomatic, between the moyamoya group (73 of 121,
60.3%) and non-moyamoya group (19 of 28, 67.9%; P = .46).
Multivariate analysis revealed that the disease subtype of moya-
moya disease was significantly associated with the development of
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TABLE 2. Incidence of Symptomatic Cereh

lith Moyamoya Disease®

Hemisphere,

Symptomatic

Permanent Neurological
Deficit Caused by

Brain Damage
Caused by
Hyperperfusion

n (Incidence, %)

Symptomatic hyperperfusion
Focal neurological deficit

SR e

ICH ' ' - 1(0.8)

Period, d

Hyperperfusion

None
o

Minimum None

9ICH, intracerebral hemorrhage; SAH, subarachnoid hemorrhage.

symptomatic cerebral hyperperfusion (P = .0008), as shown in
Table 3. Age was also found to be associated with symptomatic
cerebral hyperperfusion by multivariate analysis (P = .033),
probably because of the younger age distribution in the moya-
moya group compared with the non-moyamoya group. There
was no significant association of sex (P = .41), side of the operated
hemisphere (P = .49), and past history of hemorrhage (P = .19)
with the occurrence of symptomatic hyperperfusion (Table 3).

Because of the apparently different age distributions in the
moyamoya and non-moyamoya groups (Table 1), the correlation
between age and development of symptomatic cerebral hyper-
petfusion was examined only in the moyamoya group. Among 86
patients with moyamoya disease, patients with symptomatic
hyperperfusion were relatively older (mean, 38.9 years of age)
than those without symptomatic hyperperfusion (mean, 32.8
years of age), but the difference was not significant (P = .12).
Systolic blood pressure 1 day after surgery was 131.8 mm Hg in
the moyamoya group and 126.8 mm Hg in the non-moyamoya
group (no statistical difference; P = .069).

REPRESENTATIVE CASES

Case 1: Moyamoya Disease

This 9-year-old boy, presenting with minor completed stroke
in the right temporo-occipital lobe, was found to have moyamoya
disease. He underwent STA-MCA anastomosis with encephalo-

TABLE 3. Multivariate Analysis of Symptomatic Cerebral
' Hyperperfusion After Extracranial-Intracranial Bypass =~

Symptomatic Cerebral

Hyperperfusion
Risk Factors Yes No P
Mean age,y 388 % 1492 4052 % 1868 0330
~ Male sex, n (%) 6(23.1) 52 (423) 4064
Left hemisphere, h (%) 12/(46.15) 65 (52.84) 4910
History of hemorrhage, n (%) 4 (15.38) 5 (4.07) .1876
Moyamoya disease, n (%)

26 (100) 1195 (77.2) .0008
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duro-myo-synangiosis on the left hemisphere 4 months after
revascularization surgery on the right hemisphere. The recipient
artery at the M4 segment of the temporal branch of the MCA was
explored, and anastomosis was performed between the stump of
the STA (1.0 mm in diameter) and the M4 segment (0.8 mm in
diameter) that supplied the left temporal lobe. The temporary
occlusion time was 19 minutes. '*I-IMP-SPECT 1 day after
surgery revealed focal intense increase in CBF at the site of the
anastomosis (arrows in Figure 1A). Postoperative MRI 1 day after
surgery showed no evidence of ischemic change, and MRA
demonstrated thick high signal intensity of the STA (arrow in
Figure 1B). Two days after surgery, he suffered from fluctuating
aphasia. Repeated MRI ruled out cerebral ischemia and com-
pression of the brain surface. On the basis of the diagnosis of
symptomatic cerebral hyperperfusion, his systolic blood pressure
was controlled under 110 mm Hg, which improved his symptom.
His aphasia resolved 5 days after surgery, and '*’I-IMP-SPECT 7
days after surgery showed normalization of CBF on the left
hemisphere. He was discharged without neurological deficit 16
days after surgery, and there was no cerebrovascular event during

the follow-up period of 3 months.

Case 2: Atherosclerotic Right MCA (M1) Occlusion

This 66-year-old woman, presenting with minor completed
stroke in the right hemisphere, was proven to have severe
hemodynamic compromise of the affected hemisphere. She un-
derwent STA-MCA anastomosis on the affected hemisphere 6
months after the onset of stroke. The recipient artery at the M4
segment of the temporal branch of the MCA was explored, and
anastomosis was performed between the stump of the STA
(1.0 mm in diameter) and the M4 segment (1.0 mm in diameter)
that supplied the temporal lobe. The temporary occlusion time
was 18 minutes. "?I-IMP-SPECT 1 day after surgery revealed
focal increase in CBF at the site of the anastomosis (arrows in
Figure 2A). Postoperative MRI 2 days after surgery showed no
evidence of ischemic change, and MRA demonstrated the high
signal intensity of ipsilateral STA (arrow in Figure 2B). Blood
pressure was maintained in the normal range, and she did not
present neurological sign perioperatively. There was no cere-
brovascular event during the follow-up period of 4 months.
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Follow-up MRA 3 months after surgery showed apparently
patent STA.

DISCUSSION

In the present study, we demonstrated for the first time that
patients with moyamoya disease have significantly higher risk for
symptomatic hyperperfusion as a potential complication of
EC-IC bypass compared with other occlusive cerebrovascular
diseases treated by the same procedure. Accurate diagnosis by
flow study and proper management of hyperperfusion is rec-
ommended, especially in patients with moyamoya disease, be-
cause the management of hyperperfusion is contradictory to that
of cerebral ischemia.

NEUROSURGERY

S,

Incidence and Clinical Manifestation of Symptomatic
Cerebral Hyperperfusion After EC-IC Bypass

Symptomatic cerebral hyperperfusion after EC-IC bypass for
atherosclerotic occlusive cerebrovascular disease is rare and gen-
erally manifests as mild focal neurological deficit, which resolves
within 2 weeks.®>® Heros et al® first suggested the involvement of
cerebral hyperperfusion in 5 patients with atherosclerotic ische-
mic disease who presented with temporary neurological de-
terioration after STA-MCA bypass among 134 patients (3.7%).
All 5 patients had resolved symptoms within 2 weeks after sur-
gery. Kuroda and colleagues’ also reported on a 64-year-old
woman with atherosclerotic internal carotid artery occlusion who
presented with transient aphasia caused by hyperperfusion from
2 to 7 days after STA-MCA anastomosis. Our results showed that
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no patients in the non-moyamoya group (0 of 28, 0%) suffered
from symptomatic cerebral hyperperfusion after STA- MCA
anastomosis. Regarding high-flow bypass, Stiver and Ogilvy'®
reported on a 48-year-old woman with severe right supraclinoid
internal carotid artery and proximal M1 stenosis who suffered
from acute hyperperfusion with massive ICH after high-flow EC-
IC bypass. EC-IC bypass for atherosclerotic occlusive disease, as
long as the low-flow bypass is selected, is considered to have
relatively low risk for cerebral hyperperfusion, and symptoms are
thought to be self-limiting in most cases.

In contrast to atherosclerotic patients, however, increasing evi-
dence suggests that cerebral zgerperﬁxszon is a cause of transient
neurological deterioration'>'*** or delayed ICH*® during the
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acute stage after EC-IC bypass for moyamoya disease. The in-
cidence of temporary neurological deterioration probably caused by
hyperperfusion is reported to be 16.7% to 28.1%'*'®** when
mild focal neurological signs are included. Our most recent report,
the only study in which a time sequential flow study was conducted
in all cases, indicated that the incidence of symptomatic cerebral
hyperperfusxon was as high as 24.5% (25 of 102 consecutive
surgeries),"” although the exact difference in the incidence and
clinical presentation of hyperperfusion between moyamoya patients
and non-moyamoya patients was unclear.

In the present study, symptomatic cerebral hyperperfusion
including mild focal neurological sign was seen in 25 patients
with moyamoya disease (26 hemispheres, 21.5%) but in no
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patients in the non-moyamoya group (0%; P = .0069). All pa-
tients with symptomatic hyperperfusion were treated with in-
tensive blood pressure control, and no patient suffered from
permanent neurological deficit resulting from cerebral hyper-
perfusion, although 4 patients with moyamoya disease had
hemorrhagic hyperperfusion (4/121, 3.3%), including 3 patients
with SAH and 1 with ICH,?* which makes us aware of the
substantial risks for surgical morbidity resulting from hyper-
perfusion in moyamoya patients. Regarding the time course of
symptomatic cerebral hyperperfusion, focal neurological sign may
manifest from postoperative day 2 and could prolong for several
days, whereas SAH could occur on the day after revascularization
surgery.'>"® Intensive blood pressure control relieves symptoms
caused by hyperperfusion, which may also help the diagnosis of
hyperperfusion, whereas the focal neurological signs may fluc-
tuate for a couple days before complete resolution. Thus, we
recommend routine CBF measurement for patients with high risk
of postoperative hyperperfusion such as moyamoya patients and
patients with atherosclerotic ischemic disease associated with
marked hemodynamic compromise.

We previously reported that adult-onset and/or hemorrhage-
onset moyamoya patients had higher risk for symptomatic ce-
rebral hyperperfusion.”* In the present study, patients with
symptomatic hyperperfusion were relatively older (mean, 38.9
years) than those without symptomatic hyperperfusion (mean,
32.8 years) in the moyamoya group, but we did not find a sta-
tistical difference, in contrast to our previous study. Relatively
small numbers of pediatric cases in our series and our recent case
with symptomatic cerebral hyperperfusion in a child (represen-
tative case 1) with marked preoperative hemodynamic compro-
mise might have diluted the results in the present series.
Nevertheless, we experienced only 2 pediatric moyamoya patients
with symptomatic cerebral hyperperfusion, both presenting with
mild neurological signs without hemorrhage, and we consider
that accurate diagnosis of cerebral hyperperfusion is clinically
important, especially for adult-onset moyamoya disease.

Underlying Mechanism of the Occurrence of Cerebral
Hyperperfusion in Patients With Moyamoya Disease

The reason why moyamoya patients had higher risk for
symptomatic cerebral hyperperfusion is undetermined. Because
the vulnerability of the blood-brain barrier in patients subjected
to chronic ischemia is thought to be one of the important factors
for cerebral hyperperfusion,? it is conceivable that a similar
mechanism regarding blood-brain barrier maintenance, which
may facilitate hemorrhage in patients with moyamoya disease,
could also contribute to the occurrence of postoperative cerebral
hyperperfusion. Because reactive oxygen species have been im-
plicated in cerebral ischemia/reperfusion injury,”* excessive
production of reactive oxygen species during revascularization
may also affect vascular permeability and thus result in transient
neurolo%ical deterioration and/or hemorrhagic complica-
tions.”*** Regarding the downstream molecules related to re-
perfusion injury, recent studies using dura mater, arachnoid

NEUROSURGERY

CEREBRAL HYPERPERFUSION AFTER EC-IC BYPASS

membrane, and serum obtained from the patients with moya-
moya disease demonstrated that the expression of vascular en-
dothelial growth factor®® and matrix metalloproteinase-9,%> both
of which have a potential role to increase the permeability of the
blood-brain barrier, is significantly increased in moyamoya pa-
tients compared with healthy control subjects. These observations
raise the possibility that the increased expression of vascular
endothelial growth factor and matrix metalloproteinase-9 in
patients with moyamoya disease”?® may contribute, at least in
part, to the vulnerability to cerebral hyperperfusion in moyamoya
patients compared with the patients in the non-moyamoya group.
Our results showed that there was no difference in the incidence
of any cerebral hyperperfusion (symptomatic and asymptomatic)
between the moyamoya and non-moyamoya groups, whereas
moyamoya patients showed much higher incidence of symp-
tomatic hyperperfusion compared with non-moyamoya patients.
These findings strongly suggest a lower threshold for symptoms
in the setting of hyperperfusion in moyamoya disease rather than
in the hemodynamics. The issues regarding underlying mecha-
nism of symptomatic cerebral hyperperfusion remain to be elu-
cidated in a future study. By delineating the deleterious cascades
of cerebral hyperperfusion, prophylactic blockade of these mol-
ecules in high-risk patients may be helpful in avoiding un-
favorable complications, including postoperative cerebral
hyperperfusion after EC-IC bypass, which could be a new
therapeutic approach in combination with revascularization
surgery for moyamoya disease.

Besides the intrinsic biological background of moyamoya
disease, characteristic angioarchitecture of the pial artery may
explain the underlying mechanism that facilitates postoperative
cerebral hyperperfusion in patients with moyamoya disease. Kim
and colleagues'® speculate that poorer network formation be-
tween the pial arteries may lead to the poorer hemodynamic
distribution after revascularization surgery and thus result in focal
cerebral hyperperfusion after EC-IC bypass, especially in
moyamoya disease. Our most recent study using a novel intra-
operative infrared monitoring system on the brain surface
demonstrated that the increase in the brain surface temperature
around the site of the anastomosis immediately after surgical
revascularization was significantly higher in patients who sub-
sequently presented with symptomatic hyperperfusion,”® sug-
gesting that poorer distribution of the blood flow from STA may
result in focal hyperemia and thus cause symptomatic cerebral
hyperperfusion. Further study with a larger number of patients
with moyamoya disease and with atherosclerotic ischemic disease
may address this important issue.

CONCLUSION

Symptomatic cerebral hyperperfusion is a potential compli-
cation of EC-IC bypass, especially in patients with moyamoya
disease. Accurate diagnosis and proper management of hyper-
petfusion are recommended, especially in patients with moya-
moya disease.
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COMMENTS

l n this study, the authors report the differential risk for symptomatic
cerebral hyperperfusion after revascularization for moyamoya disease
compared with atherosclerotic disease. Whereas 21.5 % of the 121
moyamoya hemispheres suffered transient neurological symptoms at-
tributable to focal hyperperfusion, none of the 28 patients with ath-
erosclerosis demonstrated symptomatic hyperperfusion. Interestingly,
imaging evidence of hyperperfusion was present in approximately two-
thirds of patients in both groups, suggesting that the phenomenon is not
uncommon but that the moyamoya group has a lower threshold for
developing symptoms in this setting. Future studies to quantitatively
assess the extent of hyperperfusion and correlation with intraoperative
and postoperative bypass flow measurements will be important to
provide further insights into this phenomenon.

Sepideh Amin-Hanjani
Chicago, Illinois

ujimura et al present their large extracranial-intracranial arterial

bypass experience and a comparison of the incidence of perioperative
hyperperfusion syndrome, diagnosed by neurologic findings and ab-
normalities on N-isopropyl-p-['*’I]iodoamphetamine single-photon
emission computed tomography, between those with moyamoya disease
and those with nonmoyamoya, atherosclerotic occlusive disease. In-
terestingly, hyperperfusion was seen in 26 of 121 operated hemispheres
for moyamoya disease and 0 of 28 hemispheres in the nonmoyamoya
group. Hyperperfusion syndrome was confirmed in these patients by the
presence of neurologic symptoms, absence of ischemic changes on
magnetic resonance imaging, and concomitant hyperperfusion visualized
in the region of the bypass on single-photon emission computed
tomography imaging. In addition, subarachnoid hemorrhage and
intracerebral hemorrhage were seen in a minority of patients with
moyamoya disease undergoing extracranial-intracranial bypass and in
none of those with atherosclerotic disease.
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The authors present an elegant study that suggests a true difference in
susceptibility to hyperperfusion in patients with moyamoya disease
compared with those with vascular occlusive disease secondary to ath-
erosclerotic disease. Hyperperfusion syndrome appears to be an in-
creasingly recognized cause of neurologic deficit in the immediate
postoperative period after cerebral revascularization, likely secondary to
improved diagnostic imaging techniques and better understanding of
this previously considered rare entity. A solid understanding of this
diagnosis is particularly relevant, given that the treatment for hyper-
perfusion is the opposite of that for ischemia, and an unfortunate

CEREBRAL HYPERPERFUSION AFTER EC-IC BYPASS

misdiagnosis may result in symptom exacerbation by inappropriate
hemodynamic alterations if ischemia is wrongly suspected. Further
research is essential to establish useful management guidelines for the
successful prevention of cerebral hyperperfusion after revascularization;
however, we commend the authors on their efforts to further illuminate
the management nuances of this challenging disease.

Kyle Fargen
J. Mocco
New York, New York
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Abstract

Background: Cerebral hyperperfusion is a potential compli-
cation of superficial temporal artery-middle cerebral artery
(STA-MCA) anastomosis for moyamoya disease, but the op-
timal postoperative management has not been determined.
Aggressive blood pressure lowering is controversial because
of the risk of ischemic complications. Objective: To establish
the optimal postoperative management protocol to prevent
symptomatic cerebral hyperperfusion in moyamoya dis-
ease. Methods: N-isopropyl-p-['?*[]-iodoamphetamine sin-
gle-photon emission computed tomography was performed
1and 7 days after STA-MCA anastomosis on 152 hemispheres
from 108 consecutive patients with moyamoya disease (2-
69, mean 33.3 years). Between 2004 and 2007 (period 1), 65
patients were maintained under normotensive conditions
after 93 operations, and only patients with cerebral hyper-
perfusion underwent blood pressure lowering. Between

2008 and 2010 (period 2), all 43 patients were prospective-
ly subjected to intensive blood pressure lowering (<130
mm Hg of systolic blood pressure) immediately after 59 op-
erations. Then the incidence of symptomatic cerebral hyper-
perfusion was compared between the two groups. Results:
Systolic blood pressure the day after surgery was significant-
ly lower in period 2 (mean, 120.9 mm Hg) than in period 1
(133.9 mm Hg) (p < 0.0001). Symptomatic cerebral hyperper-
fusion was seen in 22 patients during period 1 (23 hemi-
spheres, 24.7%), but only in 4 patients during period 2 (6.7%,
p = 0.0047). Multivariate analysis revealed that prophylactic
blood pressure lowering was significantly associated with
the prevention of symptomatic cerebral hyperperfusion (p =
0.015). Symptomatic cerebral hyperperfusion was relieved in
all patients without developing a permanent neurological
deficit due to cerebral hyperperfusion. Conclusion: Prophy-
lactic blood pressure lowering prevents symptomatic cere-
bral hyperperfusion after STA-MCA anastomosis in patients
with moyamoya disease. Accurate diagnosis of cerebral hy-
perperfusion and blood pressure lowering, and considering
the severity of hemodynamic compromise in the contralat-
eral and/or remote areas are essential for postoperative
management of moyamoya disease.
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