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A case-control study regarding the risk and preventive factors for sporadic
neurofibromatosis type 1

Miyake Yoshihiro (Department of Public Health, Fukuoka University School of
Medicine), Yokoyama Tetsuji (Department of Technology Assessment and Biostatistics,
National Institute of Public Health), Sasaki Satoshi (Project of Scientific Evaluation of
Dietary Reference Intakes, National Institute of Health and Nutrition), Agata
Toshihiko (Department of Public Health, Jikei University School of Medicine).
Furumura Minao, Nakayama Juichiro (Department of Dermatology, Fukuoka
University School of Medicine), Tanaka Keiko, Ushijima Kayo, Moriyama Masaki
(Department of Public Health, Fukuoka University School of Medicine), Sakamoto
Naomasa (Department of Hygiene, Hyogo College of Medicine), Okamoto Kazushi
(Department of Public Health, Aichi Prefectural College of Nursing and Health),
Kobashi Gen (Department of Public Health, Hokkaido University Graduate School of
Medicine), Washio Masakazu (Department of Public Health, Sapporo Medical
University School of Medicine), Inaba Yutaka (Department of Epidemiology, Juntendo
University School of Medicine)

Neurofibromatosis 1 (NF1) is an autosomal dominant condition with virtually 100
percent penetrance by adulthood. About 50% of NF1 cases result from new mutations.
About 90% of new mutations occur on the paternally derived chromosome. We are
conducting a case-control study of sporadic NF1 without parental history of NF1 to
elucidate risk and preventive factors. Cases are patients with 6 café-au-lait spots or
more under 6 years. Controls are recruited by contacting the patients who are
hospitalized patients diagnosed as having acute viral or bacterial pneumonia and
outpatients with common cold. Two controls are selected for each case with
individually matching by hospital, gender and age. The questionnaires ascertain
environmental factors of parents of the child before pregnancy such as diet, smoking.
occupational exposure. Physicians in the collaborating hospitals hand a set of
questionnaires to parents of the eligible patients. The parents fill in the two
questionnaires and mail them to the data managing center. Complete data are obtained
from 12 cases and 4 control subjects for now.

Key words: neurofibromatosis type 1, case-control study
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Gender-specific haplotype association of
collagen alpha2 (XI) gene in ossification of
the posterior longitudinal ligament of the

of Ossification of the Posterior Longitudinal
Ligamant of the Spine (OPLL) Risk. High
body mass index after age 20 and diabetes

mellitus are independent risk factors for
ossification of the posterior longitudinal
ligament of the spine (OPLL) in Japanese: A
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A case-control study to detect lifestyle and genetic risk factors for
ossification of the posterior longitudinal ligament of the spines

Kobashi Gen (Department of Health for Senior Citizens. Hokkaido University Graduate
School of Medicine), Okamoto Kazushi (Aichi Prefectural College of Nursing & Health,
Department of Public Health), Washio Masakazu (Department of Public Health, Sapporo
Medical University School of Medicine), Sakamoto Naomasa (Department of Hygiene,
Hyogo College of Medicine), Sasaki Satoshi ((National Institute of Health and Nutrition),
Miyake Yoshihiro (Department of Public Health, Fukuoka University School of Medicine).
Yokoyama Tetsuji (Department of Technology Assessment and Biostatistics, National
Institute of Public Health) and Tanaka Heizo (National Institute of Health and Nutrition),
Japan Collaborative Epidemiological Study Group for Evaluation of Ossification of the
Posterior Longitudinal Ligamant of the Spine (OPLL) Risk.

A case-control study is being carried out since 2000 in order to detect and confirm risk factors in
lifestyles and genetic variants for ossification of the posterior longitudinal ligament of the spines
(OPLL). Self-administered questionnaires and whole blood samples of 97 patients with OPLL in 11
collaborate hospitals. 180 controls from the hospitals and 530 pooled controls from health check up in
a town have been obtained. DNA typing were carrying out now, and the data of gene polymorphisms
will be combined with above-mentioned data and used for further multivariate analysis in the near
future.

Key words: ossification of the posterior longitudinal ligament of the spines, lifestyles,
genetic variants, case-control study, gene-environment interaction
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A case-control study of lifestyle and dietary nutritional risk factors for amyotrophic lateral sclerosis

Okamoto Kazushi (Aichi Prefectural College of Nursing & Health, Department of Public Health),
Kobashi Gen (Department of Health for Senior Citizens, Hokkaido University Graduate School of
Medicine), Washio Masakazu (Department of Public Health, Sapporo Medical University School of
Medicine), Sakamoto Naomasa (Department of Hygiene, Hyogo College of Medicine), Sasaki Satoshi
{((National Institute of Health and Nutrition), Miyake Yoshihiro (Department of Public Health,
Fukuoka University School of Medicine), Yokoyama Tetsuji (Department of Technology Assessment
and Biostatistics, National Institute of Public Health), and Inaba Yutaka (Department of Hygiene,
Juntendo University School of Medicine)

A case-control study has been carried out since 2002 in order to confirm risk factors in lifestyles
and dietary nutritional factors for amyotrophic lateral sclerosis (ALS). We will plan to analyze the
self-administered questionnaire obtained from patients with ALS, and two age and sex matched
population-based controls. We obtained 98 ALS patients using self-administered questionnaire
through the mail. Among these cases, the proportion of subjects with “hate to lose”, “work toward the
goal” and “the presence of psychological stress” were be well below 100%. We will intend to verify
these hypotheses using population-based controls by the end of next year.

Key words: amyotrophic lateral sclerosis, lifestyles, food, case-control study
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AR, P. acnes BEETH/ILaAfF— A FEiET
O, FRELPNLIAR— I RADIREEND P
acnes MEFLRLT L O (EBLEBREETEBLN
R EENTAHIEITEEL V., AR T E
{51« %t BB FE D FiE% BV T, P, acnes JRIEIFIZSH
L TEFR R REEZ 1T,

HBRELIE

BEFETIL, AL — AFIRRIO P. acnes
~DREE(HEEOHER) %, AMEIZL>THET
BILERL, INEEMEGMETHR TS £0
T2z, BIFRI LA F O 2B M TER 5. 22k, &T
DEFFRI, BA S S /TR S OB FATRIC
A+ A MBS EH I EL CTHFSER A7 T, BB
DR BEEEESORBL HRNBE~DHHAL
FEZBIHL T, HEEFER TS,

(1) EFIZ o T S e

Bl — O BRERIT4T(ABIF %50

Fy B TABERICETLIT o r— &L,



RGO P, acnes A RELOMPESHIZL, Ty
—hRAEEIZESTP. acnes B BEHETEIED
HYUMMEFETD, Tor-MIEENDHE IR, B
EHIE, HEDIEY, AEDIRIVOHELIR TS,
BKEIE . EERH, BREOEBLIEAE, Fi
DIRE . AR 2Bl X - FHV I8 0D
BE, LEUDTERTE, B2ORS, ~vMABE,
FEIREER], AR A CHD, FFD P. acnes {3/
DWB|HEEIZL->TREOEGMLIEIL, Heh
IZERFSIRTFL . PCR £51C4Y P. acnes @ DNA &%
ERETDHY. Tor— I AEEB L. P acnes k& D
PR A AT L. EEMROHFIZEY P. acnes D GH
BOWENEZERT D,
(2HE B - it BRAFF 48

BECHAN A= 2D TR L ER L 75
B VR RLEL T, BFRERA~DBIEFEUNTS, 34
AR = AIBEFRIFELINDIERE L, BT,
B HIRORZZRENLRS, EF-BEHIZ10
04T 2Ld%, (1) THAEMLFHEL-FHEZELH
W, BRRTOATZEIEEZREL., JKFO P. acnes
EEREZEEL, EF L BETHEEITV, P.
acnes FIEROBEZIT,

4 %O

GEEELB-0OL, 2004 ERFEFEICO) ORS
BTN BLLTCEENEORYMRDZITI,
2004 FEE I (2) OFER] - SHHBRF A E k5
D,
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LEMETY T2 b—F 2 OREHIx RS

BREE— (FLEREMKE - ORELEF), HRTEF CWNREREREFTER - FOIES) . BRZFEZ,
JEHEER UNRFRFREFMER « MBREERNFSE), GERS, A& M OuNRFERTERE -
BMUREES), RRAET (HMEKRFZESHMBRER - VAEUF—v 3 A8, HEFER
EHKFEFE - BEAH) 40 B, REBET (EERFEESE - AR) ., BRER 7. AFE=0
(B~ U 7 2BEEHMARS), MAfnt (BamRIBEERY - LARWLEF) . ME T LHREXRZERFE
[EEHIER - PHIES), RAMIE (REEMKE - M%), ok B (EC@RE - REHEE).
ZESEE EERFERELE - SREES) . BULER (B REEFR R - LW EER) . KRBk,
oG FLBERKE - ARBEF) . BE B (ERERFESL - #4EF)

L3 #

2HMT Y v h—F A (SLE) ORECHIHOLIBCER L BEEROXZAER%
RvdZ EEHBIC, AR (BRBAR) #%2ZLT\5 SLE BFAEFTHL L. BB
BHBELO—HARORE LEHRRFOFENOHBEEELTWD, BFTEOCRETFIL.
1) SLERIED Y A7 @65 & SN HESHHFERF (Tumor necrosis factor, TNF) & (&
BEF (INFRID ©%HM, 2) BUEISLERED Y A2 2@ 50T, REIETORE
METHLIFEFEREKRKBZORBICEE T 55 1 HEYNBWESR cytochrome
P4501A1(CYPIAL) & &5 2 tHEEM(C3BESE glutathione S-transferase M1(GSTM1)D E{=T 24!
ZFELTWS., SLERED U A7 ZREMER L LTO TNFR LEGFESRHOBLFER
M & SENBHIRESR(CYPIAL, GSTMDOREERIC W TRMT 2 TETH A,

F—U—F: &M 7~ —F2A, BEFSE. REEER, KEER., B3R

B
2Bty b= h-—F A (SLE) ORETHEIPY
RHDRERBT, BRAORENKRBTHS,
SLE 1% 15~40 REODILIRTREALFE O LIS <,
RELHILE L OBEEREZISATVE L 2,
T, FEARENREL ., BCEROBEAKE
WeEZLNRAY P, L L, BEFETT. 2
THREEHOTIHZL, BEMITEZEORWE
I, BEERAEA L CECHEBREA SR, SLE

WBETHEEZLRDD 2,
SLE #EOR#EER & LT, 1) BAREOE
R (ZA e ry), ARTIER EOIRE
FEL 288 D) ERRE, BT LLF—

OBEFERES 5 3) A, B CRERBOFEES
9 4) AERECHRTL R EORBES. 5) B
fE1 9 6) ARFN., WMLtk sy R
gt 2. 34 7) HLA-DR @ HLA $1[iY 72 ¥
MERETFE LT, 8) IAZRHAMES, 9) 7
NTF-bazza—LYOREkteE: S Hn
FHEFELTHREIR T3,

WMzFLAE L CTREEREERRT (Tumor
necrosis factor, TNF) ZZ&{&@EEF (TNFRI) D%
RIRERETF & LTHREESh T3,

WEFHAR L, SLE BEOMEBEERZHAED
YT A e LT, MERYDY AVE
E ORISR T 2BBEFEHOTEEAERD



LOTHhoTHRWEEZLILD,
T

£EMTY b= h—5F R (SLE) OFEC 0
ABMECHEHCBEEROLLEHERDB I L%
BAC, L REFEbS LCMEEERKRELEZD
MBI 225 L T\\% SLE BEEEFBEL L.
LN KRG R B 2R EE L CEHER K FHET
AR OAKBRE LB U 7T EREHKFEOSFED
LA BEEET D, T TEDCREMLEFIE, 1) SLE
RIEDY AT 2EHH L3 EBEHEERTF
(Tumor necrosis factor. TNF) & {&B {7 (TNFR
M ORI 2) SLEREDO Y A7 #EH HBED
BoOHEEWE L s dBEHERLAKFEORBICHE
54 55 1 HEWNKMHBEFE cotochrome
P4SOIAI(CYPIAL) & B 2 8 B 4 % B B #
glutathione S-transferase MI(GSTM1)D R {nF% 5!
FELTWD.,  SLE BIED U A7 R RHGHTE
F& LTCo TNFR 11 BTHHORE & WE L2
R BEFE(CYPIAL, GSTMDD A HERIZ 2T
a5, .
WHEFITIT, REMEERICETSEMELE
fil, FIECBRETFE2ROBREOLHORM 2T
D

A EOBMERIT 1) AADBEEE, 2) 8-
REBOEERE, 3) ARCHER SEFEICETD
TEH., 4) MUE - SEEHE. 5) EE) - [ERG Y
DATEEIE., 6) ARLA, 7)) BERLEPOR
FRAFBCATHAEANLZ 2TV D,
HEABAEL LTI, 1) SHEDOHEEESR
THRRBEBHITETHH. 2) AT+ —bF -
aryEr OB, HBEELLEZFAADOR
BEAASTFETHD, 3) 7743 —(Rl0K
e L CHEBETRAREEAILEIT ). 4) BinFH
P ~DREHEEIZERALE LTITV . AL
BEFETOBRTIHMOED LT TE R0,
HERITEAORERE LTOR, AFTSH, 5) B
Pl LT —F ORME S . BEEDBFTT D,

FLIRERKZE, LMKRFE., EERXFEFH (E
WAROR), B TERAHRFZOGHEERS
DERENRBFLNTVD, EERFEFHONEIL
HEREPTH D,

w %
SLE OJEF| 81 FIORAMNBKET LTW5H, EFHOFE
P4ERRIL 409 (£132) BT, S L EZEBFO 4
Y 27.7(2103) B TH - 7= R T,
FEFOD —EUZ 2V TIHBETFERHORERET L
Twa, BE, Ef4EeTe i, dBEE
HTWHEZATHD, TPTRBREGEIR1POER
22IRTERBYTHS.

E %2
RIBEK L BIEEROAZAIEMIT SLE RIEOR
JEXFR+5ETCEHETHS., HrOEFREE
KO LIT> TV B0 T, TNFR I OB EFER
L TOLREEARSHIBREEREFA2ITH 2
EMTEAFREMSH D, F72 CYPIAL X GSTMI
CRBWTLEEBTEMNEBEOFELRZAEER A
HAHZEN, FHREND.
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#1. BEETROERSM

Fis (%) A (%)

15~ 19 3 (3.7%)
20 ~ 24 5 (6.2%)
25 ~ 29 (11.1%)
30 ~ 34 13 (16.0%)
35~ 39 11 (13.6%)
40 ~ 44 11 (13.6%)
45~ 49 5 (6.2%)
50 ~ 54 12 (14.8%)
55 ~ 59 5 (6.2%)
60 ~ 64 2 (2.5%)
65 ~ 69 4 (4.9%)
70~ 74 1 (1.2%)

#x2. S L E 228§ O M 345

MO ER  (5) AN#C (%)
10~ 14 4 (4.9%)
15~ 19 14 (17.3%)
20 ~ 24 16 (19.8%)
25~ 29 20 (24.7%)
30~ 34 11 (13.6%)
35~ 39 7 (8.6%)
40 ~ 44 3 (3.7%)
45 ~ 49 3 (3.7%)
50 ~ 54 I (1.2%)
55 ~ 59 0 (0.0%)
60 ~ 64 1 (1.2%)
65 ~ 69 1 (1.2%)




#3. mREE
S IE A (%)
et 7 (8.6%)
s 35  (43.2%)
BHRY: - EMFE 28  (34.6%)
KT KFER 11 (13.6%)
F4. b

S RE-IR R A (%)
N 28 (34.3%)
BLbE 45  (55.6%)

FER - BELE - BB 8  (9.9%)

#5. S L E 2 WAoo BErERE

B A (%)
73 Ay 1 (1.2%)
figg 2 o 0 (0.0%)
D FGAEZE 0 (0.0%)
FERIR 0 (0.0%)
ma 6 1 (1.2%)
Y 2 0~F 3 (3.7%)
T LAF— 6 (7.4%)
V-3 8 (9.9%)
T b e MRS 5 4 (4.9%)
P 3 (3.7%)
BR 4 (4.9%)
TRHF] 1 (1.2%)
NEF 41  (50.6%)
#5i 1M 10 (12.3%)




#6. FIEE

3] A# (%)
75y 16 (19.8%)
i 2 e 8 (9.9%)
e 3 (3.7%)
BE BRI 11 (13.6%)
i 2. 4 (4.9%)
BEY = v~F 4 (4.9%)
T EF— 4 (4.9%)
CAZHE 5 (6.2%)
7 b -t RS 3 (3.7%)
SLE 2 (2.5%)
B IR 5 (6.2%)
B R R 3 (3.7%)
B 3 (3.7%)

&7 M OEE (%)
Fo (5D A (%)
10-11 14 (17.3%)
12-13 37 (45.7%)
14-15 21 (25.9%)
16+ 4 {4.9%)
KIEA 5 (6.2%)

* 8. S LEZAARiOFoE
T (A A (%)
2L 52  (64.2%)
1 11 (13.6%)
2 15 (18.5%)
3 3 (3.7%)




9. S L E DR RIOMEDE

HE (B A$
2L 66  (81.5%)
1 10 (12.3%)
2 2
3 i
4 2
# 10. 5' L EORERIOEAOMEHR
T G A
%)) 13 (16.0%)
L 62 (76.5%)
HREEA 6
# 11 S L EORBKRTOMEER

goE ] A (%)

EEALKS 19 (23.5%)

BE AT > Tk iz 3 (3.7%)

i TN Sl N R A

59 (72.8%)

#= 12. S L Eoi2Efi ofiEEE

5T4R ANE (%)
Bic e ALLLE 2 (2.5%)
wiz4—50 3 (3.7%)
#ic1—3H 9 (11.1%)
BT 1 AR 34 (42.0%)
E{HERLN 33 (40.7%)




