R CHHERER] - 1079 HEEE )

107 F AT Z B 52 e BE 4

eI TR

AR ESHERE © BRI R BB ER B R B Pt
PR - A —BEhT
JRENE 5 ¢ R
HHEREARS: 107/09/29~107/10/30
= HE © 107/12/4



RS
S e i B R e BE A S S BT ST P — P S A Y R R SR Rl Tl » R BIOM F B2 SR

BE—faHIT R AL > SIREMH S E R RIS KR - B SRR R B s R e
(St Thomas hospital) 5z Z 752 (Guy’s hospital) > #YE T EINHS 2288 P H & HIHHTE R - ER{EE
AEIE — AT ST S - 5238 R B RN BUET TRERITFE - fEE U (Guy’s
hospital) 1 2 #1H8 (H 1 AR HET TELN AT > SR B ENNGAS TEE G - SRR
T B R E G MRS ER g TAREPRE RS R H AT BRI, - FEE S
[H > 343 ZE i {]-Clouston syndrome(F VRSN 8% B 22 )AL N €881 1Y BE QU K7 ST
FeRTHYE R gk LB © R0 BN R EE - TR RO B
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WK B M I AME = R g E - AlfE —RKiom T BExXEE » #eh 7B
EACTEEH T 2 K2 [ B RIER B 52 — Professor John McGrath « $PR fy & I 1E K2 E E Y
JRA » 3 —EEENALE - BEAKEIT5E Bt R AR Gk
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¢ S E 00— o John McGrath Eid 2 H R BRRIE R » BB mEE T
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Thomas Becket « B2)515 - B e B 2 B AE 15504F Y, « 55 LB Bl a1 72 1472
AV EFE el A EVETEERE - 198598 H1H - Bia B2 K I R F Bl BE 404 K7 i
FHEEFE S o B B2 K PRI 1998 R Bl ff S Bl T 22 i B 2 ) P R Be & bF - Ak
BEK ~ BT SIE 522 0% (Guy's, Kings & Thomas' Schools of Medicine ) -

Guy’s Hospital, London
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FH17S John McGrathZ#57 8 5 == 11 57 g F: R ER A G sk 2 tH AR ARyl » 2881
YNGR T-E T iE (E R S 1l B MLA. Simpson 18 +-EHAf Professor McGrath H1&EHY
GERR > BuEZok iHb—E 51 - IEREEEEENEREE 5347 whole
exome sequencing (£4MNETEF)HVEER > DU S SR RET - BlisE ki
YRR o MEREEEL R 2 A - VEENE A ENFISRE sSAE AN T f#F > SHIEEE
ARG - Bk U\iﬁlﬁfﬁ BTN o RIBLBITT IR ZE B S Y2
?E}?’%qﬂ?{‘ﬁ B EBE JOhn McGrath#i#7 — B AT &k PR R A — i

RERIEE(T —(E4HET - I HE—5as - fhEreEE S0 e -

/\‘:P ﬁﬂﬁffﬁﬁ%f«%@ 2S5 zEP&?JEE@ZFB’J%.E*#.%B’J%F 1£%

HEINETEFgakit - AR T LTS
5o M e ef5Eiraw data ()45, %EZ*%EBZ excel VA=A T

A B D 15 F G H I I K 1L M Q R S T U v AC
1 [Chr |~|Start |~ l'nd ~|Ref [~ ]Alt ~ |EB-MI ~ |EB-CY ~ |EB-CT ~ | Func.re~¥ | Gene.r¢ ~ | GeneD! ~ |Exonicl-¥| AAChe ~ |Gene fi ~ |Functio ~ | Disease ~ | Tissue | ~ |Express ~ | Express ~ |cytoBal ~
17 110659333 10659333 T G #N/A  HET HET exonic ~ PEX14 . nonsynony PEX14:Nl peroxisom FUNCTIC DISEASE . . 1p36.22
39 1 1.IE+08 LIE+08 T C HET #N/A #N/A  exonic  SARS nonsynony SARS:NN seryl-tRN; FUNCTIC . ovary;sym dorsal root 1p13.3
4] 1 1.IE+08 LIE+08 G A HET #N/A #N/A  exonic  CELSR2 . nonsynony CELSR2:] cadherin EFUNCTIC. TISSUE S ovary;salivamygdala; 1p13.3
44 1 1.IE+08 1.1E+08 C T #N/A  HET #N/A  exonic:spl MYBPIL. nonsynony MYBPHL . 1p13.3
45 1 1.IE+08 1.1E+08 CACCGG HET #N/A #N/A  splicing  PSMAS  NM 0011 proteasome I'UNCTIC TISSUE Slymphorcusupcnor celpl3.3
50 1 1.IE+08 LIE+08 G A #N/A TET #N/A  exonic  AMPD2 . nonsynony AM'[ D2:Madenosine FUNCTICDISEASE TISSUE S umbilical camygdala; 1p13.3
68 1 1116189 1116189 G HET #N/A  #N/A exonmic  TTLLIO . frameshift TTLL10:! tubulin tyr FUNCTIC. . 1p36.33
91 1 1.13E+08 1.13E+08 G A #N/A TET #N/A  exonic  WNT2B . nonsynony WNT2B:! wingless-t FUNCTIC. TISSUE S unclassifia superior c¢ 1p13.2
179 1 1219397 1219397 C - #N/A HET HET exonic  SCNNID . frameshift SCNN1D: sodium ch: FUNCTIC. unclassifiasuperior cc 1p36.33
228 112907446 12907446 C T HET HET HET exonic  HNRNPC. nonsynony HNRNPC . . . . . . 1p36.21
235 112907518 12907518 T A HET HET HET exonic  HNRNPC. nonsynony HNRNPC . 1p36.21
236 112907519 12907519 C A HET HET HET exonic  HNRNPC. nonsynony HNRNPC . 1p36.21
296 1 1363123 1363123 C A HET HET HET exonic  TMEMSS. nonsynony TMEMSS transmemt . 1p36.33
312 1 1403858 1403858 G A #N/A  HET #N/A exonic  ATAD3C. nonsynony ATAD3C ATPase fa. 1p36.33
316 11420532 1420532 C T #N/A  HET HET exonic:spl ATAD3B . nonsynony ATAD3B . 1p36.33
374 1 145E+08 1.45E+08 C A #N/A  HET #N/A  exonic:spl NBPF8:N . unknown UNKNOV. 1g21.1
379 1 145E+08 145E+08 G T #N/A  HET #N/A  exonic  NBPF&:N. unknown UNKNOV. 1g21.1
380 1 145E+08 1.45E+08 C T #N/A | #N/A HET exonic  NBPFS:N .. unknown UNKNOV. 1g21.1
428 1 145E+08 145E+08 G A #N/A  HET #N/A  exonic:spl PDE4DIP . nonsynony PDE4DIP . . . . . 1g21.1
478 1 1ASE+0R 1.45F+08 C T HET HET HET exonic__ NBPFO unknown TINKNOV neuroblastc TISSUE S smooth m1 1a21.1




T2 BT LDRBE R - HERE(E2e 8 2Bt s - 3 HAMP 1Y
A NMeRPE AN B R B2 NET7E P BIE s B FIRR R P B 0 8 R =K
TS EI’JEFT?& EREeIRAIHR ABFEMEEE - APEH A S S50 DR A
heterozygous(F &) » M ARG 5% Fshomozygous([F]& 1) » DAL EREEE— KPRy ] 5E
FRF E2(SNV, Smgle Nucleotide Variant ) » 41 | &~

Chr Start  End  Ref Alt EB-MEB-C EB-C1Gene.refC ExonicFw AAChange EXAC_AICADDI13 SIFT scor Mutatik DANN sd
19 5E+07 5E+07C T HET HET HOM ZNF600 nonsynonZNF60O:N  0.0044 20.8 0.113 1 0.739
2 2E+08 2E+08 G A HET HET HOM LRRFIP1 nonsynom LRRFIP1:] 0.0001 20 0.529 1 0.996

FH_EAAT AL > SRR ST DL EAYSNV(RISEE A 7 BY) » IRIZERIRAV ERE fAT 2812 -
SRR T I ESNV (R BRI F BD) - 1E'T — SRR R - T ETER A —(E S 2o AR
g 9 T4 » FIE St SNVLEHE » 1555 % parameter 22 SIFT score, polyphen-
2. FHE ﬁzﬁ'ﬂ,ﬁl}ﬁ—ﬂ/{%ﬂ}_}_{ISNVEdeterlous or benign ° F5iEdeterious > HSJEF IS ([E 28T
LBZEI’JTJ?%%EI SRR » W EsiiE ([EZE S thi ] gE B BUR IV ER » A e

normal variation e

Conservation score
Sequence information
—> Sequence Physicochemical properties
Biochemical properties

Others

Input 3D structure
amino acid Secondary structure Machine
substitution Structure Surface area properties learning
and protein B factor approaches

1D Others

Output
nsSNP
prediction

g

Annotation from SWISSPROT
L Annotation ’—) Predicted scores -
Others

Figure 2: Typical procedure for deleterious nsSNPs detection.
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Annotation based on constraint estimated from multiple sequence alignments

uses evolutionary rate estimation for position-specific

http://mendel.stanford.e

GERP . . . du/SidowLab/d load
scoring to define constrained elements u/Sidow 2 /downloads
erp/webcite
. . . p://sift.bii.a-
SIFT Predicts deleterious AAs based on conservation hitp://sift.bil.a .
star.edu.sg webcite
EATHMM Uses a hidden Markov model to identify AASs likely to |http://fathmm.biocomp

be deleterious

ute.org.uk webcite

Integrative approaches using supervised learning algorithms

PolyPhen

Predicts deleterious AASs based on several sequence
and structural features

http://genetics.bwh.harv
ard.edu/pph2/ webcite

MutationTaster

uses the same naive Bayes algorithm as PolyPhen but
can also classify variants other than missense variants

http://www.mutationtas
ter.org webcite

MutationAssessor

Predicts deleterious AASs based on evolutionary
conservation

http://www.mutationass
essor.org webcite

CADD

Integrated classifier that can score all classes of

variants (include insertion/deletions variants )

http://cadd.gs.washingto

n.edu webcite
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» wiry scalp hair, patchy
alopecia

* Progressive palmar/plantar
hyperkeratosis

 Nails dystrophic

* Normal sweating




75— IR AT T e #Hepidermal dysplasiaZ A8 > MHET IR IR B IR A
A gE/&clouston syndrome(FRIEZ2 B AR E 20 T » H H Fitzpatrick).

Approach to the diagnosis of ectodermal dysplasias

[ No/severely reduced sweating ] ( Normally/mildly reduced sweatlngj

v v ) v v

Severe immune defect No immune defect Normal teeth ]
* HED/IM (NEMO) * X-LR HED - Clouston
 R-HED

V No facial cleft
+facial cleft _J

Abnormal teeth

- Tooth and nail/Witkop
- Trichdentoosseous

V
+ Limb abnormality - Limb abnormality
-EEC +AEC
+ Limb-mammary * Rapp-Hodgkin
*ADULT
*Margarita Island ED

[Source: Goldsmith LA, Katz SI, Gilchrest BA, Paller AS, Leffell D), Wolff K: Fitzpatrick's Dermatology
in General Medicine, Bth Edition: www.accessmedicine.com

opyright © The McGraw-Hill Companies, Inc. All rights reserved.

NEFAMIEE SRR » T 22 clouston syndrome 2S5 3 3888 4 4T Connexin
30 or GJIB6 » [RH:Fef% =T Primer 2 coding gene A H 7K » #E—fif Sanger
sequncing - [N[E £ IH GJB6 Jﬁtﬁélé’j codmg gene region(4RAEFEFI) ©

Exons/Introns  Translated sequence Flanking sequence

T
Y Startiost Stop retained  Synonymous

Missense

Markup

Phase Phase
5' upstream sequence

1 ENSE00003814984

- 368
Intron 1-2 , : 20,22 1,116

2 ENSE00001295958 20,220 74 580 - - 170
Intron 2-3 8,084
3 ENSEQ0003814336 20223495 20.221962 - - 1,634

Coding gene 7L

3' downstream
sequence




PEE BRI B coding gene HY PCR > 41 N EIFT71:

Primer1 (CX30-1(N)) Primer2 (CX30-2)

Pt Neg Con Pt Neg Pt

Touch down PCR (Tm: 50~60)

PEE P AM(E 2 W B PCR product 5 Sanger sequencing (FEIEER?) » 4
mutated point (ZEEE07 AT E TR

missense mutation on (for publish)

13:20223217, C/T
a heterozygous ¢.263C>T mutation (p.A88V)

Ctl: control A: Alanine

P’t :patient V: Valine
R > FAF55]35 [ heterozygous ¢.263C>T mutation (p.A88V) ° E&E;_ggaq
SRR 0 B (EFEERE 2 S A HEEEE A Clouston fE(EEEARE » BT LA o DUKERD

J& Cloustin JiE[E - JFEFERFEMEEOIRAROIERS - et 2 R#E -
8




if] & JEHAEERETE RS R FE AT LFHV IR T RER I - (=)

(B = ~ B4y R RIAZE A LARRVER SR /2 ERIG BB IRAT BT K RHA 7T A A5
Fit o A2 MAA N EZRAETT S ATE T E RIS

(D RMFE SIS - B PtERFEEduardo Calonje3( #5752 f7 3
HEEE & TEEA L8 EREMEMEK - A EREduardo Calonje3(#7IZ 8K
TERINEEELEIM 2 T > Eduardo Calonje % B FEULE Rt - BB A ERIEEESIE 18
f52(St Thomas hospital) » > K7 &2 K RifiEduardo Calonjefd 228 K7 SR HE « Fyfolsi
2 RERE » FRAFTE— TR E L iE A B i s o] DARIE {2 R i SR B AR
AN

Dr Eduardo Calonje, MD, DipRCPath Staff Lecturer
Dr Eduardo Calonje graduated from the Universidad del Valle in
Cali, Colombia followed by training in Clinical Pathology in the
same institution. This was followed by a Dermatopathology
Fellowship in Cardiff, Wales with a scolarship from the British
I;’ 7 Council and a Visiting Fellowship in Dermatopathology under Dr
- Daniel Santa Cruz in St Louis, Missouri, USA. After this he became

a Senior Registrar in Dermatology and Dermatopathology at St
John's Institute of Dermatology, St Thomas Hospital in London, United Kingdom where
he trained in both specialties for 4 years under Professor E Wilson-Jones, Dr N.P. Smith
and Dr Phillip McKee. During this time he obtained the Diploma in Dermatopathology
from the Royal College of Pathologists after being the first person to successfully pass
the exam when it was launched. For two years after this he did a fellowship in soft

He has contributed multiple chapters to major textbooks in Dermatology and
Dermtopathology including Fletcher’s Diagnostic Histopathology of Tumours (since the
1st ed), Lever’s Histolopathology of the skin (from the seventh edition), Rook’s Textbook
of Dermatology (since the 6th ed) and is a co-editor of the 4th edition of McKee’s
Pathology of the Skin. He is co-editor of Clinical and Experimental Dermatology,
Histopathology and The British Journal of Dermatology.

(&} https://londondiagnosticdermatopathology.com/about/)
9



BB 1% 4477 » Mckee’s Pathology of skinffyJ 3£ [5]{F#, British Journal of

Dermatology[é]’j LENWES - BAIE M H A ERY 5 &—H AL a B E0Y R E i BER
BEAT > SN At B T AR R R R R EE 4% ( Mckee’s Pathology of skin, 5™ version)
P FELRN (W TEFTR o ALEEARELEAM) ©

McKee's Pathology of the Skin
sth Edition

2-Volume Set

Authors: . Eduardo Calonje, Thomas Brenn, Alexander Lazar, Steven Billings

eBook ISBN: 9780702075520
Hardcover ISBN: 9780702069833

Imprint: Elsevier
Published Date: 1st February 2019

S LR N R E R EE 8 140005 (3] ~ AT 24 000
R AL EEE E ~ B 1000FIE R FATa Rl o PR H IR REACHEA H e
HERENAK - i EZkE M2 SR EEGPHEERED - 22 EEREEE - %ﬁ
FRUTEIRRBIREAS » —MRAE2-SE T1F H NS - %l IE A B A B 5
Eztul o i A HAREEN - SRS E R E R = o - FEREER
W FEEE2 R ] -

B8 NS LR S B R R AERET o S B RHE RS R b
EI’JW‘% HEH A Esign-out room(JEL I ) IREHIE F - BRE G LAHNENE

FEBERET— /B 1 — LN ERAY RS - B IR MR B E & I -
t{lﬂfmﬂa’]ﬁ KU black box day” (B FDEFTEINEEAYZE ] - UG LERH—
{E”black box”(F = 1)L & A HiF PhAER 201 - 4915~20(E - DUT A RITRIR A &
IR LRSS ~ B R HREE s A 1:

10



\ % > | )~ e -

B~ A2 FARE Sl - A FEEESELREAL - £ TTASFRERET
ERERIH T > TRE GBS E R SR EN RG] A N A ST —#Esign
out(FHEE)E R BT -

|\

&l 71~ EH AT B R BV E R BRI 6 60 - 2T EH sz
Eduardo Calonje#% > J1[E] I (i /22 B RHETHY R E RHEE R R BRIl » 1A 2
RS AE A H B HYBarbara(EX 85 H11) » MUE R ELE R ESRN > B A —EaTwmim
ISR i

|
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FEESES LR BB RNV EL Y] R AR BN S 2 AR ZE B > NI R DUB 21 PR
T B AR - DU T 24 B By sp ] -

D) FE—EZEFLR 745020 > B EAFRAT 2408 H 3P 3T 2% R4 R A /KEE - I% B}
TEEER(E ) » AL/ KB R TR & » WK e BT E— (B A KSR T R E V)
Fio ?’"L‘EEB%TK/@Z% =R Z BiRcystic like Elﬁiiff%(ltﬂll/\)

May 30, 20{]7 § October 10, 2017 ;

&N~ 74t > & B EL&{IH?*fﬁﬁ3$%izﬂﬂﬁﬁ”ﬂﬁ7kﬁﬁ E% \7FE7(‘ B ER(E
&) - {58 FHANAI D RIS R 1R - A R GE (G (D

B - BERRSHTE(ERSA KT RS ETE 2% T KH(subepidermal
blister) 51 + RS BEMR (cystic like) HIAEHEC IR 1)

12
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B/~ BB TR (cystic like)ISE A R AT H (AR 7):

1% 092287 2 Eruptive milia in bullous pemphigoid” G HE S0 D) - Bl
i A {Eepidermolysis bullosa acquisita(1& K MR RN K /KBS RRIE) 28 - (EEBRIE
HRE P BRI e /0 R IR E A A R - R XCERAEREIE ) 1E
—(EREEREIVERME R A S L E RS - NI RS A 2 T RER]
hemidesmosomes & extracellular matrix components i % > iR IE & I FEARE -

(Extensive milia formation during recovery may be associated with immunological
predisposition and/or improper interaction between hemidesmosomes and the extracellularmatrix
components ) (ZE & f}: J Dermatol. 2014 Nov;41(11):1003-5).

doi: 10.1111/1346-8138.12650 Joumal of Dermatology 2014; 41: 1003-1005

CONCISE COMMUNICATION
Refractory bullous pemphigoid leaving numerous milia during
recovery

Shusuke UCHIDA,' Naoki OISO,! Hiroshi KOGA,>* Norito ISHIL** Kazunori OKAHASHI,'
Hiromasa MATSUDA,"' Takashi HASHIMOTO,>* Akira KAWADA'

' Deparment of Dermatology, Kinki University Faculty of Medicine, Osaka-Sayama, *Department of Dermatology, Kurume University
School of Medicine, and >Kurume University Institute of Cutaneous Cell Biolagy, Kurume, Japan

&L ~ —®/ 2K EHJ Dermatol. 1Y 3 E i s H K k@& flmilia GE )Y BEN
13



2) 55 —{fJE A 2655551 » /X 575 metastatic bladder carcinomafJJ5 5 » 4€pembrolizumab(anti-
PD1) &7 6B (E H1% - J85 ~ DURAIF-ZEMIZE HIREF 200 8 1 S FI B (& - Fo e+
—) > BRI RN R2 AT LUETTU R - 21TV R Fradee =i (& -+ )

[+ RefEl -+ — » —R6SERAMER TR « DU T M R T 2 e 8 Y BRI BB
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.—l~_ JI;JJ H TTL/L%Z;EJ dense 1nf11trate obscure the dermo epldermal Junctlon({t, %E’Té}* ji‘élﬂﬁﬁf
;7 - £ A 5% ) (75 _EIE) ~ necrotic keratinocytes in the epidermis(FESEHY FE SRR R ) (G |
&) ~ some eosinophils in the infiltrate(3% 32 4fE 1 5 —LLIERE 14 BK) (/2 T [B]) ~ vacuolar interface
dermatitis(Z% /iR % K7 B R7AC 5 K75 32 ) (F T )

NI » 2281 Psoriasiform (PLEV A-like) drug eruption under pembroluzimab
treatment( Bz S MEEERE S 6ER D BEEY)S - H47#E5 (L) - Pembrolizumab(anti-PD1)
(E 672 F1L 6 metastatic melanoma(FER% RO Z0R) » IRIBEEIVERDS » FERHR
K7 & BIWE F B #E psoriasiform eruptions, morbilliform eruption, lichenoid eruption, vitiligo,
Stevens-Johnson syndrome and erythema multiforme (4782 © iS58 @ S&EEY > 0
BE > SRR S RAEERF IS T MEALDE) « TN EZELLE D EREE B
Pembrolizumabipg A\ V4K » RIFEEFE (B0 ATV 20 » BRENGORZ] - $elE 2 CREK
BFPFLZEGI - LR EFRAEEE 28 -

AR AEREBHSEET AT - BARSREIERE BN (L B R - Rt PS8 H Ay iR R
SRR EE > WA SR GH NG T o TR R RAMTRZ R - AL TS 2
HAIHI5RIE - A LAIILAEE - nfRi e m B LAT&MTJ:@%Z&W?%H?E’JMH LIk
eGSR - (B =&
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&= EEERMEAUEEERBEETERRRE PR R EIER - BMTE 2 dk—ERE R > %
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s AVE R BTN B E 0 AR - EEg2R AR —APERN > RIS EAVR GRS - 7
AR B B SAIPEIEIE ~ BN - SREBORIOE - HRAVIR BUREREIIKEE - shmEgiey
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