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Guidelines for Diagnosis and Treatment of
Cerebrospinal Fluid Leak

Shinya Sato, M.D.

General Medical Education Center, Yamagata University, Faculty of Medicine

[ABSTRACT]

Intracranial hypotension, whose symptoms include headaches, dizziness
and nausea, is a disease caused by the leaking of cerebrospinal fluid. The
concept of this disease was put forth more than 70 years ago, and has
gained consensus around the world. However, the term ‘cerebrospinal
fluid hypovolemia,’ used almost synonymously, has no unequivocal defini-
tion as it includes cases whose cerebrospinal fluid pressure do not fall un-
der the threshold of intracranial hypotension. Research on its clinical pic-
ture and clarification of its diagnostic criteria have been called for since
the relation between cerebrospinal fluid hypovolemia and traffic injuries
was recognized as a social problem. The Cerebrospinal Fluid Hypovolemia
Research Group (directed by Takamasa Kayama), beneficiary of a scien-
tific research grant from the Ministry of Health, Labour and Welfare, pub-
lished in October 2011, the “Guidelines for Diagnosis and Treatment of
Cerebrospinal Fluid Leak,” with the approval of academic societies related
to the disease. This report presents an overview of the “Guidelines for Di-
agnosis and Treatment for Cerebrospinal Fluid Leak,” including the rea-
sons why the Study Group decided to provide criteria for cerebrospinal
fluid leak, and not for cerebrospinal fluid hypovolemia.

Key Words : intracranial hypotension, cerebrospinal fluid hypovolemia,
cerebrospinal fluid leak, epidural blood patch

-120 -

(201)



ijbtjﬁx

Spontaneous 1ntracran|al hypotension

1 SR BRI AR (BB R IR )

Shinya Sato
U ARFBE SRR AREYEE v v 7 —

Ke!
two¥d

REEREMEERE, EEERTERS, NERRME WNEEERLAE

I Rl (B DRk
FUBIEEShSHONTEY, ZOFRRKLE
LCBHEsE i E 4 Ch 5. RO, BHE
FRIDSMCBIBURG 2 /9 & O nEHEEisER
REICHEL B, SROF—2Th 3 FEEIRIE
TETRRELINZERL, WEPST0EM L
LENCMEV AT W3, ZH S DIEREI L,
B O Z EER L T 2 a7 <, SR
FIZEDBWEIND LS o), 208
Wi “BERIEDET” ICE SR, KT
SRR (BB TR & LidnT:,

Z D, THREDSIER I hs o MEIRY (KB T
EEROERE O EZEOFELRESNY, C
D& RFRED & T “NERERAE v
Im#@bhaﬁa BAETH ZoEBE&A A

SIRELEL TS,

4\1 Cid, BRI (B EE (R i
DT, {EBEEEIC L 2R OREBRE PG,
DML - BT, oIt R EMESIC

DWTHERLT B,

X o TR E D BE A

& ESERIEIC KD TIRICHEET B H

ETBIREDE T RICZ2 L6 TOIEEL
THI\, EENEORERIIMEE 80%, I
B 10%, B 10% T, RABEOREIRE I 140
mLBELINTWS, INSIFEEE BRI
BENLEBABEENCEEL TS, BEREMEC
FET ANRE#ED S 1 B 500 mL BEEES R,
Z ORI FTHEEMZEL O < b B X b R
n, EEEEZE->TVD,

RO VSRS & D e L 25 A, IBME
TRHHEENOE EEHEL AV TOEIREL L
10~15 cmH,0 FiETH 2, M TIRIEHEL <L

DOWEREIL 40 emIL,O BEFTERT S, W
EREGHICETL, BEERZZIELH 3,

i - BhiE SUEE - < LB S 0B BT
Ry E, FOWEBTRNS &, FrEEed<
%%, WMEAICBEREZARIFEEL 2D, K
MR, MoOmELHEHEKOBRICIIBRZRED
HIEEL, KOB)E 10> TRAMKRHHIN S R &
BPIEU B, o HBERORHIC X 20/ “EL]

EZ0OHHd Vol 243 No. 13 2012.12. 29 | 1301

-121-



TSNS (g, ME 2 EVES INTEL 28
)ICOEEI NS, BERNS Z itk b &L
DEECEHBIEMET L T30, EEKE
FEBEREOBERH S Z OESMERTH 2 LBHI N
T3, ZOWE@EIMICEs I EICk DB
WET20I1E, SIfzicksd &, BB HEET
2 EBEDOME IR ORI & D HNICE

BB LI o THIRORHEESEZ, HEERD
BERE E LI TH(BED BB L, BRERE
hE X DBHET 220 THS. LEL, O
EDOIEROFEBRE & LT, BIROIBECHE
Bk B7 7 ¥ VEREBOERVEET 5
EDEZILH B,

@%%%i

ERERFEEER OB I, B0k sE
LT 2R EHEKE(EZOXETIEE
emH,0 K& R BKRUTH B, ZHIKMEZ,
WL O DEEBWI L NS,

HiReliici, roRE2EERE TS0
ERER DWRHIC & 2 BORIEER O - ERERE I
X 2R AERET 20035 %,

1. BRBEOEEMEE

@ RIBEI>FT57 ¢ —-- I X
h RO I RS REA TR RD 2 R A L, BHE -
BEHMER T v <h 27 CRE LR OREETA 2%
W 378k,

@ CTITIOTS5 74— RIDAHITXH
FAOBEEHZEAL, CT A% v v ClRHERMZ
MR T 2 58,

INbd, IRHIERA R EERE T E B TR EY?
H 203, RIOEFANEAD - O I BHEZH 2179
EHH Y, ZERIERGID & ORI & OERIH L
WWLISRIELE %2 5.

@ HEEMRI-----MRI &, BEHESRIC X 5 3
WEETOR L TOHEONHFET 2 KEE%
L ABNBAETH L. L LEHOBKOI
WIBERESTEL T B0, BiR L BtEr
Rl 20D FY =7 L(Gd)IZ&3ER
MRI ZBE T 2 0E1H 5,

2. BREREXEEREOCHEMERNE

@ RIEES>FTS5T74—FEASINE

1302 | EX20O%HpH Vol 243 No. 13 2012.12. 29

RIVBEG 2 EHENAN LN, PO TIEERE
EFREICEET 5 $ B BREERD o WIS U TERTE
B A, B ofitdh s, BERE»SH 2 & RI
DH BEER £ CEET ARESENL D, BhE
Lo 35, —H, BELAHKCEEN
Tz RURESLICHIERICA - TED o Bl
N, BE L RBICERICERT 25405 5.
@ EBERMRI------BER IR IS BRI A o R
FRRTH AHEME T ABELE TS, FHEANEIR
DIRER, BT EEOIEAR, FEEOMEREAIC X
REE M RERET 2 b0 TH B, BIROE
RN O BETRAT R T Gd IC X B %8 MRI ¢ 2
T34 FxXE 1 28).

O BRI IR (ERRELER) O
FO =%

{EBERERE R (KSR EIEER) O WA
2V, HEFBEREYESO TEESERIESE 1K
(1988 4%, ICHD- 1) I BWTId “7.2.2 BECEM:
GEIE” L LT, ¥/ TEERBRSESE 2 MR (2004
£, ICHD-11) Y TId “7.2.3 Ko Rawe 50
B L LTHlD BFeni(R1), cnsosl
HI¥ETE, 79 v Foty F(Epidural Blood
Patch, TEBSE CIEAE) 2 2WNEEICAE
DI EHREMESELH B, LLAvLNTVS
HAIETH B,

—7, 2000 £ T 5 & h (KEERIEAERE L RO
MERE R L 2235 BREME S R OIEFINHEET
32 ERERI “NEMEEAE LvIRAad
fEbhd LHichot, bEBEERTAVAD
Mokri 521z X Y RIBI N TH 5725, bt
Ecid, {EBNEERNEBEBROICIEEL CE:

W—E‘JD— - U —DiERl

COEAE, TEERICESNICESENEOSEE
—ETHDH. MEMREBFROBEOENE—E
T, FCHDFEDE, HOEROENTEHDODNDS ]
cWSBDTHD. BETKEVPERTIOE BEEA
BRIRODIAR, FEREOMERBAIGZOERICK>TE
UIEZE(LTHDEEXDEERLPIL.

-122-



% 1 [EREESEENR] Cb0 5723 [$RWEBRTHERS] 2z

A, EReEBLUC - £ 3MCIET, BN E UM L 2 L ISABRICEEL,

BToS 642 s 1TEBEZMAL, »oD2HkT

1. EREE

2. H%

3. BEAET

4. KiB#

5. B
B. 4 LW MUTO 1 HEEZHLT

1., {EBREDH % MRI TR 5 (FEOHMA L) .
2. BEHRH OB 0FMEY, CT S, FRMEEEtiivs
3. BEECIBEVEHIELY 60 3 U AR
TR 2 OB O JRE & 2 B EL
. TEEA TRy FE, 72 BRI AE AT B

o

% 2 BEERARBEOESGHEEELHAR—FBRMR/MRI IOV T 1 —
1. EENREER
HIERE
« A SRR OB R R0 %
O EEMCAERREERRDL L
@ HEEIEEINLLIE
@ WHEMSCOBTELESEL Cwi L
*ERRER Y VR E OBENSHETH B
* perineural cyst RIEHHFHD nerve sleeve IR E AT 208 hdH %

B
-MIP(MR S 20757 4 —)ICBY P ROGHERIZME 23, BELTRTHB
- FBE MRI OISR T2 WIATHiER & IRMFIHRERE T1 MEAATIHRIC & 2 BIREERIC R T 2R
MEMR O RGBT E
R
- B OKEFTREDADEHE, WEMERLO 5 RT3
RESER SN VRS, MEMRELEO “HRE RT3
RS ST LR L T 254, NEHERHO W5 RT3
REMEEENT, 2o QETHEERL Tw 2154, HNEMREHO “HE FRLT2
2. WETHEWE
BE
-EHEHD I 5D, EROBEIGII LY
* R E DBEHNPHETH S

IR
C BEFEICIZED R
3. £&8
MR IZRZS7 4 —kETAHRABHERIZEOLOO, B MRIY/MR 22075 7 ¢ — I3 HEHR
RHOZWICEETH S

- EREACRKESRE 2RO 2154, MEEERLO "5 FRLT2

- EREAOKEFREPEZ S N LGS, IR O "M RT3

- A OAEBHEENC R TR LER L Ty 3546, MEMRRHEO B FrReds

- BN OKEBREIER I NT, o SETHELERL v 2546, NEIRILO “HER” 7R
E¥5

FAESBREAREHLS TN EOBE - WEEOR ICBI T 2% AR (2011 £ 10 B)

BEHI7Z: &3, 2003 481 ERERIERE7E R (2
D, MEHRRAIENZS L)) ZF0L, B
HOBWEETSH 2 TRERERIRDES A F 74

v 2007s0 B REL -, THEBERAESA F I
A > 20075 T, BREDEE LESPHEDZ
WiEE TR ORHEZEEMECELVWEEE

EXDpd Vol 243No. 13 2012.12.29 | 1303

-123 -



% 3 BEEARHEOEGHEEEEER—BEY L F IS5 7~

1. BENORER
HERRE
<BHRR >
@ IE-EEcHRRBEED RIBEEER2HRD 2
@ IEE&RTIENHED RIBEEHEZTD 3
B BE~WER B 2 FHEHETHHED RI EEEELZD 3
<{IHEIFE>
- BTN OEF (VAT AV Y —FRS) ISETRR LTS
<IBE>
* technical failure (half-in half-out RZ2HFH S DWHES) ZRATE LWL
* PEG (pneumoencephalography) TR FTEANLIELIZED s h i
<EEOETREE>
@ FHREGTREINTHBIE, MEENRLVIE
@ BEYHRE~OEEEBRNTIE
@ perineural cyst CIEHBFH D nerve sleeve IhRKZEATB L
@ BROBGHRREETHEETLL
* UL v F 77 7 4 — RIRERECEREBEREGDZIE IR T 2, LEXEEOEE/IZRENT
Wi (EREETE, 77V FARY T4 —ET, B BHEERPEELLTYS)
B
s AERNEERREOR 7Y —= v VEEE L BT s h B
- KB R TNEMIERE 2RI BEI T 3 2SR
FRIR
« FUIREEO RI B EMI, HEMERHO “HWR” RT3
- IERERE D RI BHERE, MNEMRERHO "% TRELT3
BRI BT A NS OER R, NEMKEREO 8 FFRET3
2. HEBHEERETS
HEELE
- 24 BRI & b MEEO RIEB D5, BROELSH 2
* OTNDHOIFET, BEN~ORISHEZHERT204ENH 2

R
- EBRRIE D 2 5E I, —EDHEETROoNS
R

- ISR RI ERDELY, MERERTROMR LT3
- E IR 5 FTRICMA CHEMRERTESEO o W lha, INEMRELO B mRL T3
- HEERRE O WEE PRICMA THEMRERA 2RO o nkGa, MERKEHO TR B T3
3. 25 BEERORHERA R £
HrERE

- BBEEETEL OB~ EREEONE, BT 3
58
EEHETHEHECASNBERNR L OBRIEETIRR, SROBEEECIEEA LY
BIR
- HENEERENTESL SN B FCRBEFRICE LD, BIMTREERRLE Liw
4. £&O

- FERED RIBFEERE, HEMRRBHO "B piieds

« JENTRIED RI BEERIE, MEMRRLO 58 LT3

- E~ BRI B A Mo &R, NEHRRRO 5 IRET3

- REERRH e “5E PTR L INERERA A b UL, R R LT3

- EEREL e R PR L EIERERT e b, R BiRE T

SRR B S TN AE OB - BRI O ICBE T 501 AR (2011 £ 10 )

BT 57017, ITNETOBREEICR» o
RIMHE Y v+ 75 7 4 —ic BT 2 FEBENA RI
B R RIZVT7IVADRE" #H67IcHl
HARAN, FNEERT L7, IHECEHERS

1304 | ER2D&BpH Vol 243 No. 13 2012.12. 29

-124 -

N T MRI OBEIRERR” ® B8
B 25EBBECE T T2 E, EIRERYES
DWIHMEL R RIC LT3, ¥, KHE
iz X 2 EROBICE T 2 e » FEEEE o E



* 4 EERGRHEOESHERELER—CTIIOTS 71—

1. BENOEZHRE
HERE
S~ OEHAME 2RO

=

@ UM ORI EER LRI
® WEEORBIFHETE S

(L) (D)

EiE
EFIOERS D

BOBELEE WA D
MR

2. ERTRAOEXARH
HERZE
- WE T~ OEFARL 2R 5

@ FHE»SsOBBEERL W L
@  bEOREIFETES

B
CHEREHD ) BN, EEOBEHIEE
* (BN & OEHBBETH B
IR
CBEWRCIREDE
3. £&D

O EERE BHENCEEATHEIEREHETLIE

@ < SETHEIEREAOEEAEEL, BHPLEEETED

- technical failure (half-in half-out PZEERH 5 DHEHE) 2 BECENL, BHESTL - L LEEER

c EBSHCERA LR C 2 0, INEIRIRHO "R TRTH 3
- EREOKEPRHSLERECENE, WEMBRLO EE” HRTHB

O HEfk, BHFVCHEETETCs L RAHTE L

@ CLBETRLERTEOEEAMNERL, BHBL2RETES

<CT S2nJ 774 —CHEMCEFRZEHTENE, HEFRRL 22N TE s
- FRERR 5 DR EEE TENE, HEMRRLO “HE” fIRths
- BRSO b TR LR T B EEROLERANTR , IMERERRH O EE” TRCh B

L RTI4TN OB - AREOREIIC T B HIZE, 4% (20114 10 )

DISETIT C 2 E LT & bR S AR
<53,
& BEOH SR

B R R (N BRI E) 12, @SS
EDBMRCREHAMBELL TR Y, ZOMFEEN
wrROoN TS FXEe2,8H). 20
X5 KRB &R 19(2007) 48 BE B 4= 97 R}
FHRERHS TRERRRAEDORW - B
DOFET BT 2198 (R E © BLZEIE), 2
BRI U7z, APHRHHIARE R T 2 0 ED
¥ Th D BEMMHENRIE S, HAMREESR,
HARB RS, HABEBYS, HAERBEST
Bs, HABHA RS, HAFETIRES,
HABHESESS) 6 0NREP, RO EHE
BRAEFEEZOSBELEUHE THRAS N,
PR T HOMETE ZRENRRILICE SR

BiEH) OEERDOILTw5E, KIS TIE,
2011 48 10 Ao “INEMRRIE" oG EE
H(R2~4)B LU EGRBWEE(RE) 2 AF L.
COHMEDORRIT “IEEEREEBRERE Tb B
BRI bk, “HEWRRIE ©d
3. I THREEBRNEA T B L v RERE
FET5ELTYH, BECKERKROERIERNIC
FHT B AEIR R L, bbb EERTRKE
HMEORBE2BH T 2I0TE LW, L0ELI
FHOBT WS, EIiE, 2008 FICT AV DDELR
W% % 5 Schievink? &, AEEDATEIZBE D
THTH D, “CSF leak (BEBEHIRH)" v )
EHEEEIRETTHBEL TS, E5iZ, CSF
leak (& TEFSERTME I CD-105 10T TIRINEE
NTVBEBTH B Z Lo b NERRHE"
2y =7y b e LREGRHESR L CHEfR L
oL ol T EICIEMERD D, 7L ERER

EXDHHH Vol 243No. 13 2012.12.29 | 1305

-125~-



£ 5 HERRRNEOEGDHELE

HEBRRREOE&KLH

" LT3

“BE" R
‘R mR

“BREE PR
HEIMRI/MR S0 /5 74—

B v F TS5 74—
@ FiREY: R BEER
‘B PR

B v F 757 4 —
@ FENFRME RT BEER

- HEHERHO HEE” FTRSHIE, INEMIRHE BEET L+

- IEREORH O R RSHIZ, EIRRHE HE LT3

v F 74— EBHMRY/MR SRS 57 4 it BWT, BUBAIIC R PR
“BEE TR, 3wk HEE TRY B BROESLEMB oG, ISR HAE

B v F T 74— EBEHMR/MR S 2075 7 4 — I BWTHEUEA 8 TR 8
FiR, $30R—FORENA “HEE" "5 MESBoNIEE, MNEEERIE % 32

CTIxzmZ77+—: CGETHELERT 2 ERINEFARLT R
CT Ixus 74— @ SFHMEL &8 L 2 »IERSLER AR TR

FHMRI/MR 220777 4 — < BT EERE LEEI AR ERAKEEHE
B> F 05 7 4 — ¢ FIREME R BEER + NEMRIEET £

@ COIFHE LT BB S

@ JEFi RTBEES or E~NIIc B 2 W0 £/ + RESigEsr e

HWMRI/MR 320574 — : BEEIKETHE

@ BF~REI BT 3o £

FERE” 13 “IMEMRIRANE" & Eok (LT
WEDIITIREL, ZOELBA—N—=Fv 7L
TWBbDEEZ NGO, HEHEEE.R EOHE
¥ MRI ORI EMEEOHBEFRRTHL LD
O “WEMRRTE o2l LCERTH
22 Eh s “EEERERE" QMG EEEE(E6)
& OEBEREERE ORMERERT7)VSEEEL
LTEHEDLETEEL .

B 5201143, EEEREERORBRcH
3 THeadaches 12, FEDEALRTIRETH S
Schievink, Dodick, Mokri, Silberstein,
Bousser, Goadsby 34 CHEIRER SO XE
YT R ERT>Tw3Y, Zohdid
57 nBWHENBE I N TWS, H2REDK
EipEo & LT, MEREICE T 2 RO REDS
Bl lokl tbiFonsd, ZORMOBIER
TR BRI 0 S50 2 g (BT Bl & TR RE
WA F 94 220073 WEISEHEOKREL
FRICESTWERL Y P THD, Tkl
A ENTBEORRN R EE I S L v,

1306 | EX0Dopa Vol 243 No. 13 2012. 12, 29

i SoESME S R REEIR

RBERITIEIREE S SHE M IRERIEREY (TR, O
DD HHISE)ICELT, 2001 FITHERER
BR (B DK SICKD [SEHERIRICHR UTCEREER
IEREEY] BT IERWMENMTONCLITRER
L. BrehroEEatEDsHS SRR RSIDE < DL
FREEAEMRES (MBS BRRIAME) D& S ICERMRT N, &
THEONBDEEHRMBILULTLVE. ZOD, 5445
DERECH O TRBRMERBENELDIDEDMCD
W, B4 migsasald, 2008 % 1 AIC 4t
BICH S EEREERRERESS] ZU5 LS, K
TREEIRBCES T EPISND 300 EROXBRSNZ
FOEELTRMBEEER UIZ(2007E3 AR
&£ TOH, 20104 3 BMED. AL SHEICE
THEEUSNIEANIC [ERIREONESE 2 i) (L%
UTWS. COREEEL, BARMMENMERS
R—LR—JTHE - ¥020— RHOEETSHD.

-126 -




¥ 6 BEREEOEGHERE-BR

i MRI
1. U AMOERESH R (diffuse dural enhancement)
HE A

- BRI NI O F AdE Dol i B AR L O EER WY
@ TRBETRESE L O T - S s EREIRE L
@ S ELERETS3cm M EDHECEMSRIERTEE L
@ BEEERIRTLANEEIY VEESETFTIL
S
ARBEHERE OBERIRTR E LT, BB ANSN TV AHRATH 3
ARBEREECH o T h, Bl loTEBRO oW I LRSS
TR
- O AMOEBIEHRRT RS, SIWHEED B RT3
- VEAMEOTEBEMIEBTRNE (T, EHMEEER2 BRI TERY
2. W TFKE (subdural effusion)
HERE
CBERE S LRI AR R R B
@ T2HIETRNEER L IIERSOE—2BESLRET 2
@ FLARETRNEHELDLEESEETII LD
o RERICEI CBDETEOB AR LEBER L Tidvi
B»E
- EREIEEORMEFRR E LT, BB ANSGN TV AR TH 2
- SMERIMER IR, (EBEIEE & R (BRI LIELIER N AATATHH B
C R THBHINESENZ L
BR
BRI “BE FTRLTS
3. EEABIREOHE
HIEEE
- FEH B VR EEETHOBIREIIET 5
@ HBIFIMEEY T1 BRBROERRREECHET 2
@ H>BEBEORELEST, KERRBEETS
* B SIRD BIRR OFRERAT BLIC D W T variation 8K E (RS L 7

8
cBELFROVEOTIRS 24, FHAVARSHL v
R

RBERERED ‘83 IRET S
4. FOMOB MRIFIR _
<MERHOTE, MBoRTL, TEREHEOEA (RN %S>
458
CWTNOEEOSENRIE CEELFR TR, FERRLOBA2ERCEET I I EMNTERY
BIR
AEMEIEED ‘B8 FRETS
5. £&8
cUEAMOBBEEFEITRE, EMBREED "W WRL T2
c ZOMOMMRIFTRR, 3T “8%” FRARL YD 3, EEo ‘%" WENH- LB, EHMREED
‘B OFTRLETB
AV Z TR E T U BEHROBRABBEATSH B

O mEs
(RBEREIEREE ORI L LT, KEe ok
KGRI & 2 REFEENETRA O NS A\E

77y Ay Fid, BESHCEHCIEEA L
WIROHSEZRAZHTETH S, ZOHEDER
E <, EHESPRIB ORBIREREBERHC N L T3

THs, BRTB Ty FRAvFHELTHY
FEEEBESHOSHEEO LIV ED RiFeon
TV B D, {RFEIAEDS first choice TH 5.

1960 127, BREEMKEEREECHLTD
1989 IV BHOMEN L EINTWE, i, 7
AU A NIHASEET 2 — AT A —L <=3

EZ0&Hhad Vol 243 No. 13 2012.12.29 | 1307

-127-



& 7 ERREE

B

BRI “TEE” 75
1 oBITEMRIEE “HE” L1732

BHEERE TS Z L PR3N

- RESIMEEE A IR IS, R AMEOTEREEERTA & 60 mmHzo BUT o B E (IMEAGE - JIBAGE) 48 1,
TR R RIS, % AMEOREREENT & 60 mmH,0 BT OBEHE (MR - ML) D w»3iud
RO “2E FRBS - BA I, (KBRS “9?" I )

[ MRT BT 2 O & AMREBERFT RO A% “THEE ﬁ}fﬁ,&@“%
* FIEE BRI O X ARG R (BRI 2380 oz &R H 2720, SRMOBREE T

*ERAIREOLE, MMRROTE, WEORTY, TEENEOMA (LM Bo0wTE, EX
R EOBEREPFMICHET B 2 EVBTELWLDEMKERED 2% FTRLT5

12, CSF leak (XEBERIRHE) O BRI IAE &
LT7 9y FAFBBAZINTwE, ZhFET
BREREBEEA OBEERECH - 7205, T EOPE
 YEDSBREE A AR O EGAIERLEE - ERS R
BOFELEIERZIIT, 20124 6 BlcSEER
LLTRDHN,

© BHOIC

FROT —id, “ReFEtHERE T N (S50
RERERED” Th ot 0 “SBEREREE
i HERRAET B &0 NEERIRLEET &
YDA —N—=F v TL TS LFH
INBY, ThENZBHT5BAVPERS .
&, VEEF—RERETEZRBIZEEST
b>72;rb3 Bite, RN BEES B ﬁ%ﬁﬁﬂ%
L& 3 TRIEBERIRAIE DB - IRFEDRELIC

1308 | E¥M&ra Vol 243No. 13 2012.12. 29

B9 2% (WIERE ML E (WBREEE
BRI RIEER) ) KBV, 20D DOEHEA
BRINTNVD,

3k

1) Schaltenbrand, G.: Zentralbl. Neurockhir., 3 : 290~
300, 1938.

2) Mokri, B. et al.: Neurology. 51 : 786-790, 1998.

3) EBRIRYs  EESEERSR) | HAERES
B5, 31:13-188, 2004

4) WEMERPERRETA P4 Y EREBRS
() MBI REY A F 542 2007, X514
AL ¥ a—ik, 2007, ppl5-18.

5) Schievink, W.1: Cephalalgia, 28 : 1347-1356, 2008.

6) Schievink, W.IL et al.: Headache, 51 : 1442-1444,
2011

7) Gormley. ]. B.: Anesthesiology, 21 : 565-5686, 1960.

8) Rupp, S.M. and Wilson, C.B.: J. Neurosurg., 70 :
808-810, 1989.

-128-



52 An international Jountal of Headache

Original Article

)
Z % % International
HE Headache Society

Cephalalgio

32(15) 1131-1139

© International Headache Society 2012
Reprints and permissions:
sagepub.co.uk/journalsPermissions.nay
DOL 10.1177/0333102412459571
cep.sagepub.com

®SAGE

Comparison of the radioisotope
cisternography findings of spontaneous
intracranial hypotension and iatrogenic
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Abstract

Background: Radioisotope cisternography (RICG) is useful for detecting cerebrospinal fluid (CSF) leakage in spontaneous
intracranial hypotension (SiH) patients. However, RICG can cause iatrogenic CSF leakage (ICSFL) due to a lumbar puncture.
Objectives: To compare the RICG findings of SIH and ICSFL.

Methods: The presence of direct findings suggesting CSF leakage and indirect findings including early visualization of the
bladder and absence of radioactivity over the brain convexities were evaluated in seven SIH and six ICSFL patients.
Radioisotope clearance was assessed semi-quantitatively.

Results: In contrast to the variety of anatomical levels at which direct findings were detected in the SIH patients, the [CSFL
patients only displayed direct findings at the lumbosacral level. None of the ICSFL patients displayed direct findings at
I hour after the tracer injection. Although early visualization of the bladder was depicted in all patients, no activity was
visualized over the brain convexities in the SIH patients. In the semi-quantitative analysis, the tracer retention index at
24 hours was lower in the SIH patients than the ICSFL patients.

Conclusions: The early appearance of direct findings above the lumbosacral level, the absence of radioactivity over the
brain convexities and a low tracer retention index are suggestive of SiH.

Keywords
Spontaneous intracranial hypotension, post-puncture cerebrospinal fluid leakage, radicisotope cisternography, chrono-
logical change
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Introduction

Orthostatic headache is a characteristic symptom of
spontaneous intracranial hypotension (SIH) but,
recently, various atypical types of headache and asso-
ciated symptoms as well as the presence of a normal
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cerebrospinal fluid (CSF) pressure have been reported
(1-4). As the spectrum of its clinical manifestations
widens, the diagnosis of SIH by imaging findings
including subdural fluid collection, enhancement of
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the pachymeninges, and sagging of the brain, and the
demonstration of low CSF pressure are insufficient as is
the efficacy of epidural blood patching (5.6); therefore,
the demonstration of paraspinal CSF leakage (i.e. the
presence of extrathecal CSF) by diagnostic imaging is
expected to become very important.

Radioisotope cisternography (RICG), computed
tomography myelography, spinal magnetic resonance
imaging (MRI) and magnetic resonance myelography
{MRM) have been reported to be useful for detecting
CSF leakage (7-11). In particular, RICG is considered
to be useful because it can evaluate not only the direct
signs of leakage but also indirect signs and allows quan-
titative analysis (12,13). However, RICG carries a risk
of iatrogenic CSF leakage (ICSFL), even when the
puncture is performed carefully using a fine needle,
and ICSFL can mimic 8IH, leading to misdiagnosis
(14). Since the imaging findings of SIH and ICSFL
have rarely been compared (15), the present study
attempted to investigate the differences in the RICG
findings of SIH and ICSFL patients.

Materials and methods
Subjects

This was a retrospective study evaluating the differ-
ences in the imaging findings of SIH and ICSFL
patients using data obtained at our hospital. This
study was approved by our institutional review board,
which waived the requirement for informed consent.

Table 1. Clinical features of the SIH and ICSFL patients.

The privacy of the patients was completely protected.
Between September 2005 and October 2010, seven
patients (mean age £ SD: 41411 vears; two men and
five women) were diagnosed with SIH according to typ-
ical radiological findings, including enhancement of the
pachymeninges and sagging of the brain, and the diag-
nostic criteria of the International Classification of
Headache Disorders, 2nd edition (ICHD-2), excluding
criterion d (resolution of headache within 72 hours
after epidural blood patching), because not all patients
required epidural blood patching (16). In addition, six
patients (mean age & SD: 50+ 12 years; three men and
three women), including five with a medical history of
orthostatic headache and one with ventricular dilata-
tion due to brain atrophy, were diagnosed with
ICSFL according to the results of previously reported
3-day imaging examinations (Day 1: brain and whole
spinal MRI and MRM. Day 2: intrathecal injection of
radioisotopes by lumbar puncture; RICG at 1.0, 2.5
and 6.0 hours; second lumbar spinal MRI and MRM
at 8-10 hours after the lumbar puncture. Day 3: RICG
at 24 hours) (14). None of the patients displayed head
and spinal MRI findings suggestive of SIH.
Furthermore, none of the ICSFL patients fulfilled the
diagnostic criteria of ICHD-2, and abnormal imaging
findings appeared only after the intrathecal injections
of radioisotope, which suggested that lumbar punctures
were the primary cause of the CSF leakages in these
patients. The clinical characteristics of the 13 patients
are summarized in Table 1. None of the patients under-
went a computerized tomography-myelogram.

Gauge of Opening Duration

Case spinal Puncture Number of pressure of bed
No Sex Age Diagnosis needle level punctures {mmH,0) rest (hour)
! F 27 SIH 25 L4/5 | negative 25

2 F 36 SIH 25 L4/5 | 0 2.5

3 M 55 SiH 25 L4/5 N.A. 0 2.5

4 F 41 SIH 25 L4/5 | 0 2.5

5 F 39 SiH 25 L4/5 | 0 2.5

6 ™M 31 SIH 25 L4/5 ! 0 2.5

7 F 6l SIH 25 L4/5 i 0 2.5

8 F 34 ICSFL 25 L4/5 i 110 2.5

9 F 44 ICSFL 25 L4/5 | 120 2.5

e M 43 ICSFL 25 L4/5 | 125 25

i F 57 ICSFL 25 L4/5 | 110 2.5

12 M 72 ICSFL 25 L4/5 | 110 2.5

I3 M 48 ICSFL I8 L3/4-L5/S N.A. 1o 2.5

SiH: spontaneous intracranial hypotension; ICSFL: iatrogenic cerebrospinal fluid leakage; F: female; M: male;

Lt fumbar; S: sacral; NLA: not applicable,
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Radionuclide cisternography

The intrathecal injection of 37 MBq (I mCi) In-111
diethylenetriamine-penta-acetic acid was performed
carefully at the L3/4 or L4/5 level using a 25-gauge
(G) pencil point spinal needle (excluding patient no.
13, who was punctured with an 18-G spinal needle).
After the injection, all patients took bed rest for 2.5
hours. Whole cerebrospinal axis planar images were
obtained at 1.0, 2.5, 6.0 and 24 hours after the injection
using a dual-head gamma camera system {(E.CAM;
Siemens, Erlangen, Germany) equipped with medium-
energy low penetration parallel hole collimators at an
acquisition time of 6.7min. The energy window was
centered at 172 and 247keV and opened by +15%.
Images were acquired in a 256 x 1024 matrix. Before
the intrathecal injection of the radionuclide, the meas-
urement of CSF pressure and CSF sampling was
performed.

Image analysis

Qudlitative analysis. In RICG, focal areas of increased
-adioactivity in the unilateral or bilateral paraspinal
regions were defined as a direct abnormal finding that
was suggestive of CSF leakage. This finding was graded
on a 4-point scale: grade 0, no paraspinal activity; grade
I, possible leakage (faint paraspinal activity involving
an area with a diameter that is shorter than the trans-
verse diameter of the area of spinal canal activity);
grade 2, probable leakage (strong paraspinal activity
involving an area with a diameter that is shorter than
the transverse diameter of the area of spinal canal activ-
ity); grade 3, definite leakage (strong paraspinal activity
involving an area with a diameter that is longer than
the transverse diameter of the area of spinal canal activ-
ity) (10). The anatomical level at which direct findings
appeared and the time at which they were first detected
was assessed. Indirect abnormal findings were defined
as early visualization of the bladder (radioactivity in the
bladder at 1.0 or 2.5 hours after injection) and no visu-
alization of activity over the brain convexities (1o
marked accumulation around the brain at 24 hours
after injection) (12). The RICG images were independ-
ently reviewed by a neuroradiologist (K.5.) and a
neurosurgeon (M.N.), who were blinded to the patients’
clinical information, and abnormal findings were deter-
mined by agreement.

Semi-quantitative analysis. As a semi-quantitative assess-
ment, the degree of radioactivity in the whole CSF
space excluding the bladder was assessed on postero-
anterior RICG images in order to evaluate radioisotope
clearance from the CSF space at 1.0, 2.5, 6.0 and 24
hours after the tracer injection (Figure 1). Due to the

-131-

square shape of the region of interest, radioactivity in
the kidneys and epidural space could not be excluded
from the count. After correcting for the radioactive
decay of the tracer, the tracer retention index of each
scan phase relative to the first scan (1 hour after the
injection) was calculated for both the STH and ICSFL
patients.

Statistical analysis

Statistical analyses were carried out using the SPSS 11.0
statistical software program (SPSS Inc., Chicago, IL,
USA). The Mann~-Whitney U test was used for com-
parisons of the patients’ age data, the timing of the
initial appearance of direct findings, the grade of the
direct findings and the tracer retention index. Fisher’s
exact test was used for comparisons of the gender dis-
tribution between groups. Differences were considered
significant when p < 0.05.

Figure 1. RICG posteroanterior image of a 44-year-old ICSFL
patient (case 9). RICG was performed at 24 hours after the
tracer injection and detected abnormal activity in the left para-
spinal area. The square indicates the region of interest in which
radioactivity was counted.
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Table 2. Radiological features of the SIH and ICSFL patients,

Direct finding Indirect findings Tracer retention index

Case no.
Time of the initial

Level {(grade) appearance (h) EVB NVA 2.5h 6h 24h
] Ce(2), T() 2.5 + (1 h) + 0.97 0.72 0.18
2 Co(h), T () L) | + (i h) + 0.73 - 022 0.04
3 T (3) 2.5 -+ (I h) + 0.96 0.74 0.12
4 Ct (3, L(3) 2.5 + {1 h) + 0.62 0.18 0.04
5 C(2), CT (3), L (2) i + (1 h) + 0.95 0.6 0.14
6 C@),LM ! + (I'h) -+ 0.81 0.26 0.05
7 T2 L) 2.5 + (2.5h) + 0.99 0.58 0.10
8 L (3) 6 + (I h) - 0.98 0.46 0.13
9 L(3) 6 + (1h) - 0.93 0.51 0.1
10 L(3) 2.5 + (1 h) - 092 0.55 0.23
I —k - + (I h) - 0.89 0.59 0.29
12 L(3) 6 + (I h) - 0.99 0.78 0.38
I3 L{2) 2.5 + (1 h) - 0.78 0.46 0.18

SiH: spontaneous intracranial hypotension; ICSFL: iatrogenic cerebrospinal fluid leakage; h: hour(s); EVB: early visualization of the
bladder; NVA: no visualization of activity over the brain convexities; C: cervical; Ct cervicothoracic; T: thoracic; L: lumbosacral;

N.A.: not applicable.

*Radioisotope cisternography showed a small area of epidural accumulation on the caudal side of the dural sac at 6 hours after the
tracer injection, but this finding was not categorized as cerebrospinal fluid leakage.

Results

There were no significant differences in the mean age or
gender distribution between the SIH and ICSFL
patients (p=0.20 and 0.59). The radiological features
of the patients are summarized in Table 2. In six of the
seven STH patients, spinal MRI and MRM was per-
formed before RICG; four were found to have a spon-
taneous leakage at the lumber level and two were not.
In one subject (case no. 4), spinal MRI and MRM was
performed only after the RICG examination, so it was
difficult to determine whether or not the lumbar level
leakage on RICG was spontaneous or iatrogenic.
However, CSF leakage appeared 2.5 hours after the
tracer injection at the cervicothoracic level, but at the
lumbosacral level it appeared 6 hours later. The cervi-
cothoracic level finding was considered to be caused by
SIH. In contrast to the variety of anatomical levels at
which direct findings were observed in the SIH patients
(Figures 2, 3), the ICSFL patients only displayed direct
findings at the lumbosacral level on RICG (Figure 4).
Furthermore, the ICSFL patients revealed a higher
grade of lumbosacral direct findings than the SIH
patients; the mean direct finding grade (£8D) was
1.6+£0.8 in the STH patients and 2.84£04 in the

ICSFL patients (p=0.04). The initial appearance of

direct findings occurred earlier in the SIH patients
than the ICSFL patients (p=0.02). None of the

ICSFL patients displayed direct findings at 1 hour
after the tracer injection.

During the evaluation of indirect findings, early visu-
alization of the bladder was depicted in all patients
(Figures 2-4). Contrary to other findings, the absence
of activity over the brain convexities was exclusively
detected in the SIH patients (Figures 2, 3). The tracer
retention index data obtained in the semi-quantitative
analysis are shown in a boxplot (Figure 5). The SIH
patients displayed a lower mean tracer retention index
than the ICSFL patients at 24 hows after the tracer
injection (p=0.03). Notably, the tracer retention
index of one of the ICSFL patients (case 13) was rela-
tively high, despite them being punctured with an 18-G
spinal needle (18% at 24 hours).

Discussion

Although the most common sites of CSF leakage in
spinal CSF leak syndrome have been reported to be
the cervicothoracic junction and the thoracic area
(17, multiple simultaneous spinal CSF leaks were
detected at the initial preseatation in some of the
patients reported in the literature, as well as some of
the patients in this study (7,10). On the other hand,
lumbosacral dominant leakages have also been
reported (13,18). As lumbar puncture carrics a risk of
CSF leakage. it is necessary to carefully evaluate not
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Figure 2. Direct finding of CSF leakage at the thoracic level on serial RICG images talken at 2.5, 6, and 24 hours after the tracer
injection in a 55-year-old StH patient (case 3). Left-dominant abnormal paraspinal activity was seen at the lower thoracic level at 2.5 to
24 hours after the tracer injection ({a)—{c), arrows). Early visualization of the bladder was depicted at 2.5 hours after the tracer
injection ((a), open arrowhead). At 24 hours after the injection, an RICG image revealed limited uptake and rapid washout of the
intrathecal tracer and the absence of activity over the brain convexities ({c), open arrow).

only the presence of direct findings but also other ima-
ging findings that are suggestive of CSF leakage.

It is not surprising that the ICSFL patients only dis-
played direct findings at the lumbosacral level because
the thecal punctures were performed at this location.
Direct findings appeared later in the ICSFL patients
than the STH patients (at 6 hours after the tracer injec-
tion in three of the five cases and at 2.5 hours in two
cases). Notably, none of the ICSFL patients displayed
direct findings at 1 hour after the tracer injection.
Taking the 2.5 hours’ bed rest enjoyed by the subjects
into account, it is plausible to assume that body move-
ments including upright positioning after bed rest can
worsen CSF leakage through post-puncture dural tears
and, hence, cause the late appearance of direct findings.

Indirect findings as well as direct {indings of CSF
leakage have been utilized for the diagnosis of STH,
especially in cases in which RICG fails to demonstrate
direct findings (12,19). However, the utility of indirect
findings is disputed. For example. early visualization of

-133-

the bladder has been reported in both SIH and ICSFL
patients (14,20,21). This suggests that tracer leakage
through dural defects, even those caused by the small
sized 25-G pencil point spinal needle, could migrate
into the extrathecal space and produce imaging findings
similar to those of STH.

Although semi-quantitative evaluations of RICG
images have also been performed for the diagnosis of
SIH (13,22,23), no study has compared the results of
these evaluations between SIH and ICSFL. In this
study, the SIH patients displayed a lower mean tracer
retention index at 24 hours than the ICSFL patients. As
well as the absence of activity over the brain convexities
in the SIH patients, this finding indicates the unusual
diffusion of tracer into the extra-arachnoid space and
its rapid uptake by the circulation. As reported previ-
ously {9), the precise cause of spontaneous CSF leakage
was not clarified in this study, However, considering the
presumed underlying structural weakness of the spinal
meninges due to small dural tears and the complex and
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{c)
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Figure 3. Direct findings were observed at multiple levels on serial RICG images taken at 2.5, 6 and 24 hours after the tracer
injection in a 39-year-old SIH patient (case 53). In addition to the abnormal right paraspinal activity observed at the level of the
cervicothoracic junction at 2.5 to 24 hours after the tracer injection {(a)—(c), arrows), RICG images revealed a cervical level leak at
2.5 hours and a lumbosacral level leak at 24 hours {{a}, small arrow; (c), arrowhead). Similar to the RICG images of case 3, early
visualization of the bladder, limited uptake of the tracer and the absence of activity over the brain convexities were depicted

{(a), open arrowhead; {c), open arrow). The white arrowheads (a) indicated tracer accumulation along the urethral catheter.

fragile nature of the meningeal diverticula (17), it is
plausible to assume that these structural abnormalities
could cause more intense temporal tracer leakage than
iatrogenic post-puncture dural tears caused by fine
spinal needles.

The RICG findings, including the presence of CSF
leakage outside the lumbosacral levels, the absence of
radioactivity over the brain convexities and the chrono-
logical changes, should be useful to diagnose SIH., irre-
spective of the CSF leakage findings at the lumbosacral
levels. Considering the similarities of the direct findings
at the lumbosacral levels between ICSFL and SIH, it
appears important to evaluate these findings on RICG.
Another advantage is that these findings can be evalu-
ated through usual examination and any special ana-
lysis software or MRI is not required.

The small number of subjects, especially STH
patients with CSF leakages localized to the lumbosacral
levels, is the main limitation of this study. This would

not affect our results regarding the timing of the initial
appearance of direct findings of CSF leakage because
the SIH patients displayed an earlier initial appearance
time despite the distal location of their puncture sites.
However, the small number of subjects might have
aflected the diagnostic value of the semi-quantitative
evaluation of the tracer retention index. Thus, it is
necessary to compare the findings of SIH patients
with localized lumbosacral-level CSF leaks with those
of ICSFL patients in order to further analyze the sever-
ity and distribution of direct findings of CSF leakage at
the lumbosacral level. Another limitation is that
healthy normal controls were not recruited for ICSFL
subjects. There are two reasons why we used symptom-
atic subjects for the comparison of ICSFL and SIH.
One is that RICG is a costly and invasive examination,
which could cause various complications, including not
only ICSFL but also infectious meningitis, intracranial,
spinal hematoma and so on (24-26). Another is related

- 134~



Sakurai et al. : 1137

Figure 4. Serial RICG images taken at 2.5, 6 and 24 hours after the tracer injection in a 34-year-old ICSFL patient (case 8). RICG
images revealed left-dominant abnormal paraspinal activity at the lumbosacral level at 6 to 24 hours after the tracer injection ((b) and

{c), arrows). In addition to the direct findings, early visualization of the bladder was depicted at 2.5 hours after the tracer injection {(a),
open arrowheads).

1.1

0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1

SiH 2.5hours ICSFL 2.5hours SiH 6hours  ICSFL 8hours SiH 24hours ICSFL 24 hours

Figure 5. Boxplots of the tracer retention index for RICG in the SIH and ICSFL patients. At 2.5 and 6 hours after the tracer
injection, there was no significant difference between the SiH (0.86 £0.13 [SD], 0.47 42 0.23) and ICSFL patients {0.92 +0.07,

0.56 +0.11) (p =0.72 and 0.77, respectively). However, at 24 hours after the injection, the tracer retention index of the SiH patients
{0.09 £ 0.05) was lower than that of the ICSFL patients (0.22:£0.09) (p=0.03).
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to the clinical indication of RICG. Generally, RICG is
performed to evaluate symptomatic subjects with a sus-
picion of CSF leakage and hydrocephalus, Therefore, it
is highly unusual to perform this examination in
asymptomatic subjects. Thus, we think that evaluating
symptomatic subjects is more reasonable in the clinical
situation than evaluating healthy subjects. Since abnor-
mal imaging findings appeared only after the intra-
thecal injections of the radioisotope, lumbar
punctures were considered to be the primary cause of
the CSF leakages in ICSFL patients (even if a small
amount of image-negative spontaneous CSF leakage
might exist). Finally, our results regarding the direct
findings and tracer retention index in ICSFL patients
should not be applied to all kinds of ICSFLs because
needle sizes and anatomical levels for thecal punctures
could affect the results.

In conclusion, additional imaging findings that are
related to chronological changes would be useful for
distinguishing post-puncture ICSFLs from §SIH.
Lumbosacral dominant CSF leakage and early visual-
ization of the bladder should be carefully interpreted
because CSF leakage, even that caused by the use of
fine spinal needles, can cause these findings.
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