BT BRI A (R TER

FRBORHFZE S 2E)

Sy HRAF TR

i B PR A LAE D FEFERE T

WHFE o HE

ZREY D5

8

i}

FH B

KBRS R B 7 R TR R 7 R
PR B I B DB D BRFE & I REARAT = 2 B 2

MEEE

DOREFFIIARTINTHENL STV,
£ S50 K2 JE B2 72 o s

DJRE D8 AFIC

7 B

72 ABEA A U T-DOTIZRWInE & X T,

BELR [ BV LA 0 oD ML RRHERE & I A Ot R %@mﬁ@ﬁ%m&&ﬁﬁ%@rdﬁhéﬂ\%
F I TCTERA XA T H T8

@@Mﬁ@$%@¢f%%é%®\ﬁ@%;f%t
1%A®ﬁmwwﬁﬁwm%@®%haw_owf%@ DR AR, B AT
ST, FRENDOENICRD HiLD Elb«i@ﬂil%t%pﬂf\
6%f®aw%@ﬂbto%@ﬁ%E%@%%%uiL*%ﬁ%@é

NI TThHoTz, S DITHEERIZIE, O%ﬁfﬁ%g%b mmﬁif%@ﬁﬁﬁ
STWE, EBITHABONMNT T3 2 afic
77, TSCOgerml ineDERAZFi~7- A F )P A ]\75%%%@15*35
Hetero (LOH) 232 Z 0 . Z OfERZ DAL LBEIN TE /< 725 & FIRFIC

PN TN
%szkﬁﬁ

f‘ﬁuf%ﬁ’] Ku
T, WWNT, HE‘E%

o THE L TWADTIZAR W) EHEI S
IBWTCHENT 5&H T, Los of
BEEENTE

A. HFEEH

BEIR 1 BE VA 1R O I RRHERE & 0 A CREEIE
TEALIE DRE R L EIRED 1 DTHDHHB, D
BEFIIRTICRA STV, 2T, HERA
BED 3 DR AT, RSO 00 25559 5
BIR 2, B A O RIERE T iEIA & B 5T,

B. BrHEHE

1992 025 2020 4 DRI KPR KT = 75
%ﬁ&%ﬂ%%%iﬁbt#mi@kﬁ@%
FEHERRE VICE S W CREEPERLIE & e E 2 Wt
%fl;‘%\%@qu\ 7‘3/1/70).@?%& Euurh’ﬂigi D *
B ORER BABE O 03 ieiB T X 7= B 87 A&tk
126 ADFEF 213 ADHBE D 845 [HDIIR ABFIZD
wf DA E T, BRI SV TE

% 5mm LA F O/NEABEEERIN LT, &F &, BH~E
éﬁ%& F, RGO, AR, M OB
%\k%%\T&ﬂEEkiULM@iEE%@
EAED 8 AFTIZT (K1), ENENDOHEALIC
Mw%héaﬁ®@ﬁ%ﬁA-%%ﬁ e A,
BRI, AR, BRI K D HE D
B A HET L 72, fRHTIE SAS 9.4 (SAS Institute Inc.,

39

Cary, North Carolina, United States) % U NTITVY,
two-sided significance level T P<0.05 %A &
=H L L,

(R ~DAELFE)
INTEFHA LA EHABRE LT, MmEE
WCHEE LR AT, EEAERS W
IR OEE R -T2,

B
£l
C. HrsmR

106 725% (FRAE 27, 1417.5) @ 213 ADH
HEVED 87 NMEN 126 A THH 7=,

HEED A FEEALIT L7550 B HEERIZ 2T T
189 il (95%CI:143.8-234.2), K\ T, BEEH OB
ERIZ AT T D 145 i (95%CI:114.63-175.37). T
o772, FEWCRBRER 99 (82.25-135.74), TFHEE &
84 (61.05-106.95), B 84 (59.73-108.27) L I8 ji%
74 (52.51-95.40Th -7z (X 2), HFEHricix, A
BEIX 0-9 sk Che b 258 L, 50 ik B | TEOEH
S>TWe, 25 OHIEOEICEE L TUEB L2137
2olz (p>0.05).723, EFHICBWTEBETEH
BEICHILOB N Z o7 (p=0.041), EAZESH L
B O TIXEWERD R o7 (p>0.05)03, I
B RE (p=0.028) T2 5 2 (p=0.0004) Tl



RN Z o7~ (1),
EHIT, BIRABHL T T 2 T o TOAi
LTWAHDO TRV EHERI SN (K3),

D. E%8

AEEIPERELIE (2 38 1 D A BE IR Hi AR L E D
BEER O T HEBERIERD 1 D TH D, £
DIEAEREFFIZNTIIARAREA L, S EIOBFE
T, FEEMEREAVIE O BBED HFETALT BN D
HERIZMT T, RNT, EER 2 S EERIS T T
EH SR TH L Z &, S HICEERABEO R
X772 aBCho THMALNTND Z &N
o,

EIRHBEN 7 7 ¥ = afilin - THELT 28+
& LTI, ISCiEfE D germline DA &2 Ff- 7=
A7 Y%A FBBEEOBRICEWTREIT D&
H1 ¢, Loss of heterozygosity(LOH) 235 = v #
DFERZ DAL B BE N TE 72 725 & [FFF
WCBREANTERLS Y AMEZAE LD TIX
RWINEEZ T, Lo T, ABEOIAEITILIA
WAL r 77 4 A FEDOHARMSGRD EHE
DHE LAVIRUN,

b2A
E. f&vw

A P RE L E O BEIK A BE O - FEEAL 1T IR T
T, FTRABOETT T2 o afict > TF
E‘a—éo

F. 2E3C

1) THEEIVERELAE ORI EE R ONRIE A KT
AV WETEAS
FEEIPEREACAE DRI ER ORI T A K7 A
H R 455:128(1), 1-16, 201

G. WK
1. s

1. Akemi Sato,Mari Wataya-KanedaKuriko
Shimono, et al. Abnormal white matter
microstructure in the limbic system is associated
with tuberous sclerosis complex-associated
neuropsychiatric disorders, Frontiers in
Neurology, section Pediatric Neurology.

2. Hope Northrup, International, Tuberous
Sclerosis Complex Consensus Group Updated
International Tuberous Sclerosis Complex
Diagnostic Criteria and Surveillance and

40

Management Recommendations Pediatr
Neurol123:50-66 2921

3. Aya Takahashi, Satoshi Hattori, Ena Sakai,
B.S., Lingli Yang, Ichiro Katayama, Manabu
Fujimoto, Wataya-Kaneda Mari Distribution o
f Hypomelanotic Macules in Tuberous Sclerosis
Complex: a Retrospective Cohort Study JAAD
S0190-9622(21)02282-9.

4. Koguchi-Yoshioka H, Nakamura A, Tanemu
ra A, Katayama I, Fujimoto M, Wataya-Kaned
a M* Effect of sirolimus gel on sweating: A pi
lot study J Dermatol. el61-e162. 2021

5. Koguchi-Yoshioka H, Tanemura A, Kataya
ma I, Fujimoto I , Wataya-Kaneda M Hypohid
rosis in the macules in tuberous sclerosis com
plex and neurofibromatosis 1 J Dermatol. 418-
419 2021

2 FRRE

1. Mari Wataya Kaneda Safety and efficacy of
topical sirolimus for Angiofibromas; 9
years’experience' International TSC (Tuberous
Sclerosis Complex) Research Conference 2021 ([E f
TSC %4> 2021)  2021.6.17 London

2. Akemi Sato, Kuriko Kagitani-Shimono,

Koji Tominaga, Yoshiko Iwatani, Yoko Kato, Mari
Wataya-Kanada, Masako Taniike =~ The abnormality
of white matter microstructure in the limbic system is
correlated with TSC-associated neuro-psychiatric
disorders(TAND) International TSC (Tuberous
Sclerosis Complex) Research Conference 2021 ([
TSC 5% 2021) 2021.6.17 London

3. MK Kumagail, M Fujimoto2 and MW Kaneda
The microglial decreased phagocytosis in olfactory
bulb is responsible for neuropsychiatric disorders in
tuberous sclerosis complex model mice 50th Annual
ESDR Meeting (Virtual) 2021.9.22-25  Amusterdam



X3  FREHEOHT

X2 FREBODMBE

B Head, Face, Neck

Bl Abdomen, groin

B Upper back

B Lower back, Buttocks
B Thigh

EInner limh

41



#1 BAE DR L
OB, HEBIEEERBIBED 5370 D E

Table 1. Patient characteristics and average number of hypomelanotic macules in each section and group

Average no. of white macules (P value®)

Upper back
n (%), Mean age * SD, Head, face, Abdomen and scapular Lower back Lower leg Upper
Body sites years Whole body and neck Chest and groin region and buttocks Thigh and foot limb
Age
category
(years)
0-9 40 (18.8), 5.7 = 24 6.28 (<.0001)  0.83 (0016) 0.55 (073) 063 (.056) 1.4 (.0002) 0.68 (.39) 0.8 (.0071) 068 (1) 0.73 (.011)
10-19 49 (23), 144 = 2.9 4.82 (.003) 0.35 (027) 0.47 (16) 0.35(.31) 1.51 (.0001) 0.78 (.67) 0.53 (.032) 0.45 (.33) 0.39 (.23)
20-29 35(16.4), 244 = 2.7 314 (17) 0.09 (42) 0.2 (73) 0.29 (.52) 0.57 (.035) 0.57 (.30) 0.54 (.029) 0.51 (.27) 0.37 (.28)
30-39 34 (16), 347 = 2.8 3.53(.11) 0.18 (.20) 0.44 (.27) 0.26 (.56) 0.71 (017) 0.53 (.20) 0.53 (.036) 0.56 (.21) 0.32 (.39)
40-49 26 (12.2),432 = 29 265 (.43) 0.04 (94) 0.38 (48) 0.31 (.50) 0.42 (10) 0.62 (.35) 042 (.094) 0.23 (.95) 0.23 (.89)
>50 29 (13.6),57.5 =70 203 (ref) 0.03 (ref) 0.24 (ref) 0.17 (ref) 0.14 (ref) 0.9 (ref) 0.1 (ref) 0.24 (ref) 0.21 (ref)
Sex
Female 126 (59), 29.58 = 18.6  3.68(.19) 0.25 (.36) 0.37 (53) 032 (475)  0.71 (.0405) 0.7 (.78) 0.5 (.83) 0.45 (.81) 0.4 (.96)
Male 87 (41), 2338 = 149 438 (ref) 0.34 (ref) 0.44 (ref) 0.39 (ref) 1.15 (ref) 0.66 (ref) 0.53 (ref) 0.48 (ref) 0.39 (ref)
All 213 (100), 27.1 = 175
Left/Right
Left 1.85(.07) 0.14 (90) 0.18 (54) 0.13 (.028) 044 (94) 0.31 (.26) 0.27 (.55) 0.15 (.0004)  0.22 (.31)
Right 212 (ref) 0.15 (ref) 0.21 (ref) 0.22 (ref) 0.45 (ref) 0.37 (ref) 0.24 (ref) 031 (ref) 0.17 (ref)

ref, Reference.

*The associations with age, laterality, and sex were examined by generalized estimating equation Poisson regression. Subgroup analysis by part was also conducted. A 2-sided significance level of
P < .05 was determined to be statistically significant. All analyses were performed using SAS 9.4 (SAS Institute, Inc). Age was grouped by decade for categorization of patients by age. Very few
patients were aged 50 years or older; hence, they were grouped together. Ratios of the average number of HMs in each age group were compared to that in the highest age group (50 years and
older).
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