IR R D

VHL &I 5 & HFEIR, VAL BEFEYOTIEL
I & D BN EETEEF (VEGE) MHIfTE ks
o CHEEATER & N5, BFAIC I MEFEOMAE
av b= VT BICH > THE T 2 G+ 2 55
(antiangiogenic therapy) WX ZIRIITH BIETTH B, ¥
J F=4 F (lhalidomide) &, %74 0% @ ERICHIHILY
Wi C e o MEFEOEFEERL a2 bo—TE
AR MRS h, EHOMEFERDOWMAZ a2~ b
O—ATEREVIRENH 22 £, ForrFi—
DL vty —THbA=F =7 (sunitinib) %,
VEGFR % PDGFR @) v {2l L, #laongiEs
H#HT 22 Ld 6 VHLIFICR T 2 25 FHREAABERE L
THIEE N, BBRSTbN, ZOREEEIC IR
H oY, MEFWEHE DIRBAS ML 71,
VEGFR OfiffTdH 3 N> X< 7 (bevacizumab) b E
5T & ) BB EFE RN TS 7= L O
LH 509, PR ZOMEFEC ST 2HE TSN
Twigw, BEST, RRURROMEFEOEFCE
WTEfIC X 2BEREZEA 2 IR R EhTuk
WA, EEOSTFRENEANERCAEN TETWEE
E, MEFMECNT 2 /FEIVE S TEMEEEORKED
e o,

SZHLaBEOT v— b

PR ZMEFENRZEE X WEEFHICO WD
7u—Fy—FMIBEL T, $HISHBTALF 74 o
TIRRALTVwE2 (Rig.8). £, ERELEIPICTH
FOEIREBRE L, VHL FOZWEERE/ L, 254
Y- v PETITILENH B ELTEN, FiREE
FZOMEHFBICEL TEHEEPbNIL, RIK 1 HIC1E
D MRIBREZHEL TV S,

FEH

VHL B9 PR R mE H I —EETEHL,
FAEREEDEYT., FREOIEFEL )V EFERET
SHRUETHIILDRTH Y, EEYDFEN, EE
POEEEREBOAHLHI I LICLD, BED QOL
RS, BRLTOTFERREFLREBETRAZVEELSNS,
BEEEETLHD, A7 vt ) vy FELSBEEED

H5, ZPOREOREICE L CIXEME LHREL 248
5, ML TERITAE, HEEQOL #EmifHfbk

Jpn ] Neurosurg VOL.22 No.1 2013.1

136

AN

BoRUEFZEO 2 HE& kv, §
LIV T RESTERSRWIEETH S,

W, RO

X @K

1) Ammerman JM, Lonser RR, Dambrosia J, Butman JA, Old-
field EH® Long—term natural history of hemangioblas-
tomas in patients with von Hippel-Lindau disease : impli-
cations for treatment. J Neurosurg 105 248-255, 2006.
Asthagiri AR, Mehta GU, Zach L, Li X, Butman JA, Cam-
phausen KA, Lonser RR: Prospective evaluation of radio-
surgery for hemangioblastomas in von Hippel-Lindau
disease. Neura Oncol 12 80-86, 2010.

Beitner MM, Winship [, Drummond KJ: Neurosurgical
considerations in von Hippel-Lindau disease. / Clin Neu-
rosci 18 171-180, 2011.

Chang SD, Meisel JA, Hancock SL, Martin DP, McManus
M, Adler JR Jr: Treatment of hemangioblastomas in von
Hippel-Lindau disease with linear accelerator-based
radiosurgery. Newrosurgery 43 :28-34, 1998.

Goto T, Nishi T, Kunitoku N, Yamamote K, Kitamura I,
Takeshima H, Kochi M, Nakazato Y, Kuratsu ], Ushio Y:
Suprasellar hemangioblastoma in a patient with von Hip-
pel-Lindau disease confirmed by germline mutation
study ! case report and review of the literature. Surg Newu-
rol 561 22-26, 2001.

Hrisomalos FN, Maturi RK, Pata V: Long-term use of
intravitreal bevacizumab (avastin) for the treatment of von
hippel-lindau associated retinal hemangioblastomas. Open
Ophthalmol ] 4 66-69, 2010

Jagannathan J, Lonser RR, Smith R, DeVroom HL, Old-
field EH: Surgical management of cerebellar hemangio-
blastomas in patients with von Hippel-Lindau disease. /
Newrosurg 108 210-222, 2008.

Jagannathan J, Lonser RR, Smith R, DeVroom HL, Old-
field EH: Surgical management of cerebellar hemangio-
blastomas in patients with von Hippel-Lindau disease. /
Neurosurg 108 : 210-222, 2008.

Jarrell ST, Vortmeyer AO, Linehan WM, Oldfield EH, Lon-
ser RR : Metastases to hemangioblastornas in von Hippel-
Lindau disease. J Neurosurg 105 256-263, 2006.
Jonasch E, McCutcheon IE, Waguespack SG, Wen S, Davis
DW, Smith LA, Tannir NM, Gombaos DS, Fuller GN, Matin
SF: Pilot trial of sunitinib therapy in patients with von
Hippel-Lindau disease. Ann Oncol 221 2661-2666, 2011.
Lonser RR, Butman JA, Kiringoda R, Song D, Oldficld
EH: Pituitary stalk hemangioblastomas in von Hippel-
Lindau disease. J Neurosurg 110 350-353, 2009.
Lonser RR, Glenn GM, Walther M, Chew EY, Libutti SK,
Linehan WM, Oldfield EH: von Hippel-Lindau disease.
Lancet 3611 2059-2067, 2003.

Mehta GU, Asthagiri AR, Bakhtian KD, Auh S, Oldfield
EH, Lonser RR: Functional outcome after resection of
spinal cord hemangioblastomas associated with von Hip-
pel-Lindau disease. [ Newrosurg Spine 12: 233-242,
2010.

Moss JM, Choi CY, Adler JR Jr, Soltys SG, Gibbs IC,
Chang SD : Stereotactic radiosurgical treatment of cranial
and spinal hemangioblastomas. Neurosurgery 65 79-85,
2009.

Page KA, Wayson K, Steinberg GK, Adler JR Jr: Stereo-
taxic radiosurgical ablation:® an alternative treatment for

no
~

28]
=

W
=

5

=

6

=

=l

o
Ry

9

Lt

10

et

11

~—

12

~

13

<

14

fas

~

15

59



16)

17)

18)

~

19

60

recurrent and multifocal hemangioblastomas. A report of
four cases. Surg Neurol 40 424-428, 1993.

Pavesi G, Berlucchi S, Munari M, Manara R, Scienza R,
Opocher G: Clinical and surgical features of lower brain
stem hemangioblastomas in von Hippel-Lindau disease.
Acta Neurochir 152 287-292, 2010.

Peyre M, David B, Van Effenterre R, Frangois B Thys M,
Emery E, Redondo A, Decq P, Aghakhani N, Parker E
Tadié M, Lacroix C, Bhangoo R, Giraud S, Richard S:
Natural history of supratentorial hemangioblastomas in
van Hippel-Lindau disease. Neurosurgery 67:577-587,
2010.

Rajaraman C, Rowe ]G, Walton L, Malik I, Radatz M,
Kemeny AA: Treatment options for von Hippel-Lindau’s
haemangioblastomatosis : the role of gamma knife stereo-
tactic radiosurgery. Br J Newrosurg 18 338-342, 2004.
Rivera AL, Takei H, Zhai ], Shen SS, Ro JY, Powell SZ:
Useful immunohistochemical markers in differentiating
hemangioblastoma versus metastatic renal cell carcinoma.
Neuropathology 30: 580-585, 2010.

Sardi I, Sanzo M, Giordano E Buccoliero AM, Mussa E
Aricd M, Genitori L: Monotherapy with thalidomide for
treatment of spinal cord hemangioblastomas in a patient
with von Hippel-Lindau disease. Pediatr Blood Cancer
531 464-467, 2009.

hagte

g

VHL RIS S TR R EsE
R EER RE §

21)

~

22

o
133}
=

=

=]

22 %14

137

BEIKEE: 74> - by b« Y Py (VHL) #HBHE
AP 74 v, BE, PHEFEME, 2011

Wanebo JE, Lonser RR, Glenn GM, Oldfield EH: The
natural history of hemangioblastomas of the central nerv-
ous system in patients with von Hippel-Lindau disease. /
Neurosurg 98 82-94, 2003.

Wanebo JE, Lonser RR, Glenn GM, Oldfield EH: The
natural history of hemangioblastomas of the central ner-
bous system in patients with von Hippel-Lindau disease.
J Neurosurg 98 82-94, 2008.

Weil RJ, Lonser RR, DeVroom HL, Wanebo JE, Oldfield
EH: Surgical management of brainstem hemangioblas-
tomas in patients with von Hippel-Lindau disease. J Neu-
rosurg 98: 95-105, 2003.

Weinbreck N, Marie B, Bressenot A, Montagne K, Joud A,
Baumann C, Klein O, Vignaud JM: Immunochistochermical
markers to distinguish between hemangioblastoma and
metastatic clear—cell renal cell carcinoma in the brain:
utility of aquaporinl combined with cytokeratin AE1/AE3
immunostaining. A J Surg Pathol 32 1051-1059, 2008.
Wind JJ, Bakhtian KD, Sweet JA, Mehta GU, Thawani JF,
Asthagiri AR, Oldfield EH, Lonser RR: Long-term out-
come after resection of brainstem hemangioblastomas in
von Hippel-Lindau disease. J Newrosurg 114: 1312~
1318, 2011.

Von Hippel-Lindau (VHL) fR&EMRRICMEFEIRET R EIFTEL, 2EECERVES
HRHOENDRETHD, BRFHEBESTA TRERABNENSDIRERNIELRRCESD. B
BERBHEEEORXEED, BEENEEFE 100%CHD VHL Fid 3 BREA LOEBIIFIEETT
&2 VHL BETOEFEDERTREC2EVWS T LN 1993 FICRESE. FNEBE, VHL BREFIC
TEEIRENZ Y VI TEDOE EFTF B FRR N, RBARNEEEESC LTI, hypoxia induci-
ple factor (HIF)-1a OFIHTHD, EEBRRECHVWTKEHEERZI Tz HIF-1aZ 1 EFF AEER
THD VHL ZVINOHEEEL, WO DFVYNNTEEHBULTHRT S, HIF-1aldEERTTH
b vascular endothelial growth factor (VEGF) BREDRIREFEE T DzHIC, VHL F /T DIEEER
BARCSE, MEFESHIEHCNRRRTENNEFEORELCHDPDDIEEASNTVND.
VHL REED OEZRICEEECESHERESND=HIC, FD2H
SHENGD. TOERBEOQELPIAZIVIEEERTISATHSHORICIDKLIIC, VHLIRIC
S iR RNEFEICR T 2EE0RRELE 1—T3.

fustsE 22 52-60, 2013

HED RER

RBECBULTHRIEEALTE

2013 9E 1 M



QOriginal Article

" EAKSFEERURENFHE  LEEREAFREFVERNTRRENEFE 5T, T BET I REEZ R RITE

s

von Hippel-Lindau iR ERFHE

o

PED OKERY BN R KR EH
L —HR R OREY OB AT

BE:

(BH) A3 von Hippel-Lindau (VHL) #E#H AT A EROBKRNFEERHT 5.
(FiE) Tk 21~23 EEEEFHEEREERRRUIEREEICL Y, AP0 VAL HESFESEHELZ TV,
TR O BRI T U, ROEER, R, BEE, BEAE, TEEORE, BRSN FECER ECOG

Performance Status (PS) Z#E&EL 7.

(G 4s) &0 400 vk, 900 206 B (50.3%) oo L, Mt IS FH EHG 378092 7, Hofi
35 HE, OAEIL 15~75 WS CTIE RS ISMER 20~50 &%, ATlEf5 1L 23/206 (11.1%), F &A1 14/23

(60%) THoiz. W|EDDHSH 203 PIOERAEIIF LS WERLILIEGE L (46%),
RN (14%) T, SEREREILTEY 16 E, &% 6 E. 2 HILLOEFIT 44%,
TL, 78(3%) 2% &2 Tz, PS1 LAEIX 42%

EIRRURIERIR IR T RAIRITFTH o 72

—

(G

il (31%), I VA
BRI EGE T eGFR A8E
EESE T HE 6 51(29%), 10 EAETESRIT 94%

(ki) A VIIL 3558 THE ORI A BRRIEATROR & ) 2200 (, 17 FE O TIRE 2 SETE & SR I8¢
MR s/, HEGRTERESET T 288 Wb Loz,

F%—7— K : von Hippel-Lindau 3%, B¥&, JE%F:

#

]

VHL i, #eaf 3 B RREET A FET 2%
EEEEREERETH L. BRTHRSEREE
36,000 A~53,00012 1 A& XNTwA. VHLFTIIHE

BR, NE. MR BT, B MR SELEE T
WIS 0 % B RS IR WM RRZE & 10 ki
EVS LRSS 08T TOIRITAEEICEDSSEL,
BEEMDIEEILSVWEENS. BEOER S{DHk
BREFRT0 QOL EWHERERE L 31, AEI
WBHE OMEIT L 853210 X B IET R PR R R L 3 I8
TTF RN E R 2R A S Lz, VIIL E DR S
HEFEIOLI I koTWAE", il F I # il
EoFEIC LY BeESEN 2 W VILIFE L E, 1§
BHBERENSH A VHLH2H A, B, CII@rohT
VW5 (2 2). Bk TIBEIC VHL HOIESRY iR e R 4

ATbhTes" . La L, AECRIIRRERE

EEL R IN TV R2 o7 BICTHIE 20 56 6 D3E
ELALNL-OBBEILEL INLN, —HEOHR
BIIBUTAZHENA RN v 2 EORICEHENFS & &
BB LDERPIZBFEEL b ol

S0, AR TYD TERK 21~23 FEICHTTE

(HWREE 103(3) : 552~536, 2012)

H S EL T AR LAY S B R LRI RS O i 2
Sl e LT, SEOBRGT, WaEsts, B
HILEAHOBEMEL LI VHIL R TREY 5 &iE
NEFREE T o7, CORFHAELZ D LIZHAFAVHL
HEFIIRET A EROBRNEEZ R Lo THE
5 5.

HRETE

SER 21~23 £ TEASEHRER RN G &
HREETRFESEEOWIEREEAEL LT VHLRIK
T aEHEIcoVWTEE VHL BoEEREZ, HR
WAREER (1,200 JiEg%), IAEEsE (1141 48). IEFH(L149
%), THALEEPIRL (1055 &) o &P 2 T RICIT- 7.
IS OEEE, AFUREHFESFNEBESOFEL
BT, WREHOHKFREZB L UCHEMEREERICHES
Lz, F-ZOMMEERNEFROFTEHFTH
EEfTo/. £, VALHBEZZHLLEROFES

WAL, BHEERATY LB D o 7B (210 %) 2
LT #EEEZRRLKHEC T o7, ZWlES

DOEZEEIL 704% (HEFD 146 %, KFELEERT

fe:234) Thot:. BRIIOWTOREHEE ILFESE
iy, MR, BER, ARAE BEEoRE, i

ZEI 2011 9 0T 29 (1, SRR - 2011 R 1201 15 11
© 2012 Japanese Urological Association

138



#1

VIIL 5 D[RS W 2555 v

VHL D5 BHERY] & T H 51y
VIEANRE RS ST, R ELGUE I,
SVNEAE), RTNE Mgt B 2

Fan

fil.
L

AT,
C

PEHENTVS,

Mo A (BREEN - e M

VHL #OKBMEINE 2 B ) L wiify
L ESEN )
- AR RN

biEy

AT

id VAL I T B (2 ML) e
B Z MBI & B FiLo<a 6585 5

BRI >3 S (RN - DRI o0 Rl P 0t )

Hii B L AR R

#2 VHL SORERIHE v

A VERSHE WOHIIE  SBURIT ol BCRNERIY ST
VIL# 1 + - + ;
VHL #5 2 18 A - + + .
VHL# 2/ B + + " .
VHL#52 M C - + - —

BOENL, FET-{FH, ECOG Performance stalus T o
7o ESHER I O W T SRN TOEB O EE HHE
L7z, IhooEFRAEREMkEEFHORESES
EEICTREZ B

REEREFRIIOVTL, TESHzRER L L,
B K BBTH FAREFATEERBED Tl
[WC Kaplan-Meier % FV IEH L 7=

&

B
~

1) RIEREBOFAETHESR

VHL G0 EMEEOREL b - - EHEMEM L Y
& shiz VAL HEEOIREIL 206 flT, VHLIEE L
TG SN BT 109 0 503% &L Tz, 58
EROTEIGERIL 378002 %, rhoe{l 35 &, REES
AL 15 A S 75 R CIRIE VA28, 20 BE~50 SO EER
FENG o7z (1), BRHIZE  L=104:102 &=
4, B0 MNBER I B3 A TEEEANTARE
D111% THY, EBEHHIIN 14/23 (&EBLAD
60%), V) NHi5/23 (F21%), Bl 3/23 (A 13%),
i 2/23 (F8%) DIETH o7z, —BHEHEICH~EEIL
REEE2 6N (3E3). VHLBI BT ABHEEOR
FEHIRIC X R R h o7z,

2) RENZR, eGFR O, FRIC DV TORERER

ERAENZREN TV S 203 Bl COESFFEITB
UG E LB AN (46%), BEHWM (31%),
F U EREIAT (14%), FOMONEIZ % 5 TW/= (EF 2).
203 Flh T 44% DIEFILEEE 2 MU EFIFTwiz ¥
BEFEERE 16 BT, &% 6 EOERELHFOERNN
FEFELA. BPHIEIC X 5 oGFR OB HE T4 &,
EHEREBOEME GFR OETICER %R, HFEE
OWIME £ B2 eGFR DK T £ 52072 (M 3). L

139

L, B OBREFEWEICHOELEERZHTVALD
AR 2 47 - 72 4 & a0l g 5 WL o> 6 HER
EHHE»LBRILL, HIREHLE CFROBROH - 72
123 {5 THRMBE R BHROFECE U TREFENICR
L/ (4. REEREL23ETERERHER TG
T, BOEEEICHSRT, HEICGFR DET xR
iz Tz, FFRHRASTHONIER T, BEEE AT
32 ETeGFR DETEBEDL TRCHLT, Bk
P2EHTIERSUROADEANTIE, HEEMIEE
T, HE% eGFR ORTREDRrol

B IR SN E S ko B TR

¥

<

T, T TARHD 3% Tho/z. ECOG @ per-
formance status (PS) ##AELA#HME, 186 FoHED
NTEREEOADNTRERZ 1 L HBVEEOEE X796

(42%) THot. WFIEPSL: 495, PS2: 7%, PS3:
1561, PS4:8HlTH o7z
FRcoWwTH, VAL HETCRESN 2B TH 164
OW, AR & 7o TV BF 13 6 F1(6/206, 29%) T
Hot. BHEROEHBIIIVIVEERERERESE
95% (95% {EMERX M 01~99%) L FHREFTH-7 (E
4). F7- 10 BEHEEERIE 94% (95% EHEE M 89~98%)
THolz.

£ £

Fex TER 21 ~23 EE AT TRIE TH D T VHL
RTRET A EE L ZOBRBATIC OV TERNOWRE
B MR, REL WEBRHoSEMELHZRIC
SEESEHEL T2

Aelif, TS A SR AT IR AR B S S R L IR BT 4R
HREOWFREGER L L TEEEEREORR L, £
DEHEERLL. FEOER VAL BT 2HEHEO



54

1 VHL I BT 5B O SSIEEE A

£33 fUESRER OMR

st (16 1)
i

U oAV}

TR e

il
i+ 1 >80l

17 + 1%

T+ Tl + UARDSE + Wil
Tili + 1) > 23455 + i + 4%
i+ BT+ ) > 2357+ i
il + %
AN

O T T S p i e N (O

it

jael
w

S8 50% TH D, Bk TIITEERICIL 40% LT &
RESNTVDE 0 SEOREEETIIAARATIR
RRHWEMICH D Z L AHEE I N,

REN BT A VIIL FEEHE OIS ERBIR L HET IS
B, BEEBOPIEIL 35 R FHERIISETHS
SEBMS LAY, EHEETROREERE ERE
D EEEOEMIPH LN E R ols. TOERICETE,
F 4t CT 2 EOEEMAEICL 5 VHL IESERLE & 42
HIED PIGERT 5L THLEE LT

VHL BIC &0 A a0 R 2 BT S ETol
BE5 BHULZBETHLEINS. SEHOFETY
BE1IASVOTEHEFEZIII6ETHY. 2@ L
BELTVWABREDH AL M%, BEETHY, £%
P, BMNLRSEICL ) HERESENLZ DL EL
b7z (M2). LAaL, eI Tiusis
BOFEE R, ESREZE 23 FATEREEHT LA
ED111% THorc. BRBEMITIEREETELEMHT
ol EETHRITI0OFEETFE UG LHEHI V. JE
WA O YA RIS 8 T3 VHL 7 & @ U VHL %98
IS EFASE DR A & BN T WA A, iR iR
b, BMEREPFEEERTE SR TwAEY. VHL
P, JERUEHEEE & 2 O S TRIE LT s

®2 VHL FBT 5 EROGEHRE L L B

50

— —
L]

18 25 3E 43 sE =]
P EIE « BUAVE/BAKNE - ToARRE €0l

3 VHLREFICBITHEEREICE ) EBEET
140
120 .
2 H H :
E ow . ] !
= . & T -
2 &0 . ‘ i ] .
40 ] M :
2 * *
a - a L]
oigl HE| 2@ e g 53 36
HREN
L2 &% Lz BENE LI oWT D Il EE
L BEAD, B, BIFIT1ITHEIEIHS
PR LA #zﬂ{zzlim TIEBZLIE2~3: 181

THEY, VIIL HESHE G EERTR e R - mETH

LLEZLRLY,

BIERAERENS BT EBN 2 FOERERT
WAL TBERE o TR (M 2) A%, e DEREIIE

FICK& 2 VHLIR CTOFES, SOREDVIERE
REFOFLIMTHLERZREL T Y, WEHEIFKE

Wi, EREGMICES OB T YA kG R
T, BRI ERE S 2B VWESHLEELON
b, SUVFEBENLEORAEEL FHTH S, BE
HASHEERREIE STV W-DEFRRED), H
BTOERERoTWAZENHEETHSL., TOHAIE
WHENLRELEZD.

VHL FBEHE N3 2 EEE O GBI L ) EEEER
fE4 (Chronic kidney disease : CKD) DRFEE Y ("
3, #4), MEHFICIGEN AL T AERL RO SN
$ 72 ECOG @ PS D& %#‘ b, BHIC VHLIEOD
Tz fTe, B d i/ hNBLETALDICTELLEDT
BIERGFEERNE LGB ELAREFETHLLEEZS
nan.

140



£4

(&3]
a1
&3]

WIARE & eGFR

¢GFR (ml/min/1.73m?)

fErdsE (11 /)

IR I
R (23 6
TR - RO (3 )
eIl (26 )
ZoWmy (96

wHE2 [0l
RN - TR (LB )
R - Fofl 3D
'x‘i‘;ilﬁ FYIRR 2 Wl (9 )
Zofl (41

it 3
ke - Fofl (7 41
“‘u{S SOIBR 3 Il (3 )
ol (68

e [l

"4:‘5!1’"1‘ Zofl (1)

lh(f

sk -

ol (3 1)

*t-test or ZMILEE p<005
FE oM HEIN (5 Utk

%4 VHLARGIFITEELTROrE
I s TN
03 N e e T
8
goa7
5 08
= 05
e ~
g G4
a3
0y
G1
0
1] 8 i) 15 i) 3 Kid
BHRSZHETR(E)
Patients
atrisk 153 105 69 35 18 11

SEOAEEFEHETLT v — MDD

DTH Y, FHHAOEHEFFHAEIIT A TS LT wn,

5 VHLI E Hi s 7Bl E 20 T b4M

R, FEOT vy —MIBMEN Lo EMLFEY

AETFHlsNA. LaL, Bk VAL ROFEH L i%(
DETEBLTVAY, R VAL KB TREY

DR LCRBLThA LB S5 _h':é\
2L VHL HFE OB HRE, S ilgto WiaiERic
RS EHr_ELEZ TS

# R

VHL EEEOFHOBE L ETOR Y £ EESEHN
O HATIE TN TIHR A VHL FEF 0 50% 1258
JEL, EEBOREYE /o ENEOSEEREIE
MTHo FREOBHETEEEOETASIEL W LA

141

w4 rail), &

St HEHEAR G
812 215
56.0 157

gl 55.7 ]} 168
86.1 171
862 171

{48.9 ] 148
404 :[ 21.0
66.2 195
769 150

L* 329+ 187
805 25
604 25
56.1
618 101

A, Wik

L& izol.

REFZEIE, R WF

FHR
g

REMB B EHEERREE
LA ESITCiIFbRE K7 vy — NREERED
sEOWRER, WARSE, B, d{ERg 2o

R O REFITBEH AL ET

X

9]

2)

3

=

4

~

6)

&
Lonser RR, Glenn GM, Walther M, Chew EY, Libutti
SK, Linehan WM and Oldfield EH: von Hippel-
Lindau disease. Lancet, 361(9374), 2059—2067, 2003.
Maher ER, Neumann HP and Richard S: von Hippel-
Lindau disease: a clinical and scientific review. Eur J
Tum Genet, 19(6), 617623, 201 1.

Maddock IR, Moran A, Maher ER. Teare MD, Nor-
man A, Payne SJ, Whitehouse R, Dodd, C, Lavin M,
Harley N, Super M and Evans DGR: A genetic Reg-
istry for von Hippel-Lindau disease. ] MED Genet,
33(2), 120—127, 1996.

Maher ER, Yates JR, Harries R, Benjamin C, Harris
R, Moore AT and Ferguson-Smith MA: Clinical fea-
tures and natural history of von Hippel-Lindau dis-
ease. Q ] Med, 77(283), 11511163, 1990.

Richard S, Campello C, Taillandier L, Parker F and
Resche F: IHacmangioblastoma of the central nerv-
ous system in von Hippel-Lindau disease. French
VHL Study Group. ] Intern Med, 243(6), 5347—553,
1998.

Richard S, Chauveau D, Chrétien Y, Beigelman C,

Denys A, Fendler JP, Fromont G, Paraf F, lHélénon



O, Nizard S, Proye C, Resche FF and Plouin PEF: Renal 10) Matin SE, Ahrar K, Wood CG, Danicls M and
lesions and pheochromocytoma in von Hippel- Jonasch E: Patterns of intervention for renal lesions
Lindau disease. Adv Nephrol Necker Hosp. 23, 1— in von Hippel-Lindau disease. BJU Int, 102(8), 940—
27,1994, 945, 2008.

7) BAENRES : EASER SRR MBS EEERE 11) Chow WH, Gridley G, Fraumeni JF Jr and Jarvholm
R (74 ¥ - By NN ¥ Ko EomEiEl B: Obesity, hypertension, and the risk of kidney can-
e & BE GRS OBI7E). TR 22 1L #R35 - cerin men. N Engl ] Med. 343(18), 1305—1311, 2000.
SIETFTE R 12) Naito S. Yamamoto N, Takayama T, Muramoto M,

8) Shinohara N, Nonomura K, Harabayashi T, Togashi Shinohara N, Nishiyama K, Takahashi A, Maruyama
M, Nagamori S and Koyanagi T: Nephron sparing R. Satka T, Hoshi S, Nagao K, Yamamoto S,
surgery for renal cell carcinoma in von Hippel- Sugimura I, Uemura H, Koga S, Takahashi M, Ito F,
Lindau discase. ] Urol, 154(6), 2016—2019, 1995. Ozono S, Terachi T, Naito S and Tomita Y: Progno-

9) Grubb RL 3rd, Choyke PL. Pinto PA, Linehan WM sis of Japanese metastatic renal cell carcinoma pa-
and Walther MM: Management of von Hippel- tients in the cytokine era: a cooperative group re-
Lindau-associated kidney cancer. Nat Clin Pract port of 1463 patients. Eur Ural, 57(2), 317—325, 2010.

Urol, 2(3), 248—255, 2005.

THE CURRENT CLINICAL STATUS OF KIDNEY CANCERS IN PATIENTS WITH THE VHL DISEASE
IN JAPAN: A NATIONWIDE EPIDEMICLOGICAL SURVEY
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"Department of Urology, Kochi University School of Medicine
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Abstract:

(Purpose) To understand the current clinical features of kidney cancers in patients with von Hippel-Lindau (VHL)
disease in Japan.

(Subject and result) We performed a nationwide epidemiological survey of patients with VHL disease using the epi-
demiology program [or incurable disease by the Ministry of Health, Labour and Welfare. The content of the survey in-
cluded age of onsct of VIIL discase, sex, residential area, treatment modalities, kidney function, ECOG performance
status, and prognosis. Here, we report the results of kidney cancer. The incidence rate of kidney cancer in VHL dis-
ease in Japan is 50.3% (206/409). Males and females are equally affected. The mean age of onset is 37.8 = 0.92 years.
The median age of onset is 35 years. The ages of onset are distributed between 15 and 73 years. The mostly affected
age of onset is between 20 and 50 years. The incidence rate of patients with metastasis is 11.1% (23/206). The most
common site for metastasis is the lung (60%, 11/23). Due to multiple numbers of tumors at initial diagnosis and the me-
tachronous development of tumors, patients received treatment on multiple occasions (mean 1.6 times), including par-
tial nephrectomy (46%), total nephrectomy (31%) or radiofrequency ablation (14%) up to 6 times. The multiple treat-
ments resulted in deterioration of the kidney function. causing chronic dialyses in 7 cases (3%). The ECOG perform-
ance status was scored as more than 1 in 42% of patients. The ten-year survival rate in VHL patients with kidney can-
cer was 94%, which is relatively high compared with that survival rates in sporadic kidney cancers.

(Conclusion) The current study indicates that the age of onset of kidney cancers in VHL disease is relatively young,
and kidney cancers have features of metachronous development The clinical features of kidney cancer developed in
VHL disease among Japanese population are very similar with those in European countries. Multiple treatments re-
sult in deterioration of the kidney function.

(Jpn. J. Urol 103(3): 552-556, 2012)
Keywords: von [lippel-Lindau (VIIL) discase, kidney cancer, nationwide epidemiological survey
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CLINICAL STATUS OF VON HIPPEL-LINDAU DISEASE ASSOCIATED PHEOCHROMOCYTOMA IN JAPAN:
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Abstract:

(Purpose) To understand the current clinical status of pheochromocytoma (Pheo) in patients with von Hippel-Lindau
discase (VIIL) in Japan.

(Patients and methods) We picked up and summarized Pheos from a nationwide epidemiologic survey for VHL dis-
ease based on the epidemiologic study program for incurable disease by the Japanese Ministry of Health, Labour and
Welfare. The details of the survey included age of onset, sex, living area, treatment modalities, functional status of the
adrenal gland after surgical treatment, and patient outcome.

{Results) The incidence rate of Pheo in VHL disease in Japan was 15.1% (62/409). Males and females were equally af-
fected. The mean and median ages of onset were 29.7 and 31.5 years. respectively. The age of onset was distributed
between 10 and 75 years and presented two large peaks between 15-20 and 35-40 years. Twenty-six (41.9%) bilateral
cases, 8 (12.9%) paragangliomas, and 4 (6.4%) malignant cases were found. Forty-one (65%) patients underwent surgi-
cal resection once and 13 (%) underwent 2 or 3 times surgeries whereas six (10%) nonfunctional cases were surveyed
without surgical treatment. Fourteen of 26 bilateral Pheos (56 %) received steroid replacement therapy [ollowing sur-
gery. Four cases died from metastases of malignant Pheos and one from a severe infection during steroid replacement
therapy. None of the patients died of cardiovascular complication due to Pheo crisis.

(Conclusion) It is concluded that Pheos in VHL disease developed from a relatively young age and was associated
with 153% of all patients, including a small ratio of malignant cases. More than 40% of cases suffered bilateral adrenal
tumors. The clinical features in Japan appear to be similar to those in the Western countries according to the current
survey.

(Jpn. J. Urol 103(3): 557-361, 2012)
Keywords: von Hippel-Lindau disease, pheochromocytoma, nationwide epidemiclogical survey
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Basic Science and Clinical Aspects of Familial Brain Tumors

Hiroshi Kanno*?

Abstract

Familial brain tumor syndromes include neurofibromatosis 1, neurofibromatosis 2, tuberous sclerosis,
von Hippel-Lindau disease, and multiple endocrine neoplasia type 1, which are hereditary diseases. In
these diseases, various tumors develop because of alterations in tumor suppressor genes. Familial brain
tumors are mostly benign, but some are malignant. Familial brain tumor syndromes are diagnosed on the
basis of guidelines for clinical diagnosis and by DNA test. Unlike sporadic brain tumofs, familial brain
tumors occur at multiple sites; therefore, a single operation is often not sufficient for treating familial brain
‘tumors, and it is often necessary to treat lesions in other organs. Surgical indications should be considered
more prudenﬂy for familial brain tumors than for sporadic brain tumors.

Key words familial brain tumor, neurofibromatosis, tuberous sclerosis, von Hippel-Lindau disease, mult;ple endocrine neoplasia
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lnle) > BEUALVE

(moesin-ezr

=vF

FZFTHY, AEELEEERE RS2 EES
HEDOT, T OBEEESIT X Dn—fﬂff DEERFEEE{LE

s

L, ERECESEEEETIEZIANTV A,
., NF2? OESHESE 6 glial growth factor
(GGF) < basic fibroblast growth factor (bFGF) %
BELZTT CLORENTHY, EEEEL OBEEEss

nig

-

Kb



= = F .

fit
b
5

NF2EBETOBETFE - %ZRE (genotyp
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Tk, B TSCL & TSC2 & K

TRIERTER L, TSCIEET £ TSC2 3 f::c,\
R

m e

4

EETEREET T, EaEREbERETE, Rl T astrocyte l-_f,{/gaz’f—:?t?',‘!ﬂwff”ﬁ‘aﬁiﬁé7;‘5%2,5_5.%77?
TNTNOREREED 1 ZOLREEED TSCI EE 's"mfﬂﬁ%lc NEZHRER TRRCHFEDOREETRTH
FEiziE TSC2 BETWEED 2T8H, BEbo o lEENsoN, JOTRHEEOSER 2L LEER
I 1 ROREE FOBETFICLEEFRI ZATOE Miadashsd, ChoDlEiRAy 7 —27 2BRL
&K% (Loss of heterozygosity : LOH) £ U % Tw3, Grade EFTtasn, 2R HAESER
&, Ias0EZNFEEEFETELELT, EZEEE =]
MBHEET S (two-hit theory) EF iAo T3, HEO~—

A
WEFEEOEZE X LT, TSCl TRESY
2% {, TSC2 TizXK % (deletion) k

(missense muiation) BE L BH 5N 3,

tubulin 359 1/3 BBETH 2,
SGCA D¥ER, AR zEERS
Iz k- u‘*mu LE2H, KEFEINLTIE, MEERE

o (R & Lfrﬁlci:;:%?«b:l% L Tk TSC1 ERfE

TSC2 DIEIBE L BHOHNZY, BEEELESSEK Yy MEETISENH Y, £, TSCOESE
W3 A2EETFZ2HETD & ISCIEBETF  ISC2EE B THE L EBED 2 AR e /N B E S5 ;”“““%
F=1:3~4DEETEEIROONEY, :tﬁ@D ZDHEESGCA tIREZ 2EEGEEZE

5%
L, BiREBES VA —"8EET 2L 25EHITES
2. TSC DEEER PEHH D,
TSC 1, Bourneville-Pringle & % \» i Pringle 8
ERFEN, EREAEEEOEEEES TE 10,000 A
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II. von Hippel-Lindau#&a (VHL)
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H 5, % % frameshift %i’-ﬂ Z ¥ insertion
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