W - B L 2k ISSN  1349-5461

Occup Environ Allergy

BARSE IRV VIV —2 5

OCCUPATIONAL AND ENVIRONMENTAL ALLERGY

vol.24-2

20174548

BARSR - RIE7Z LI —FK
JAPANESE SOCIETY OF OCCUPATIONAL AND ENVIRONMENTAL ALLERGY



@{/E‘T&P{B%%go)ﬁﬁgguﬂﬂm:ou\f .............................. PEHE — eeeeereeeeeeeens 1
,Iiﬁy LVE— & HARDITERGLE  oovvveeerrrreeemnnreemnneennnens L U 11
e A
wa
BOLOWEREE 5 e,
~INA F 8H] %> 5 Bronchial thermoplasty ¥ T~ Bk s 17
ks BASE BT S
3% &F ET. &% W
5 =PRI 1 5 TSLPRHAT LB =B E | TG Wi, BT
ST 2 M) ITE S N .
LW ¥ WA IR
Wi
- WA B s Rk
B £ SR RHE D 75\ EEAMAPE RS ETPER 600 1) ooeeeeeeee LB X Kl AE g
R TR AR
M B
- T VIE SN PN
BHRES F > OBMAREE LTT+7 45 % v —% WA B BH BT
iﬁ%{fﬁbf’lﬁu """" %ﬁ# ZA%E_\ %Eﬂ j($ﬁ'”4].
- TNl i, B EZ
T IERE KE
Wi k. BEE EA
MRS, B SEfE
% BT MM, I ReRG
BRI B B - PM25IC X A AR EE RS L DI R
BB 2 it e EAv. FE A
P OEN. EE ¥
WHED 2T Ak
IRy
Hz’gﬂ‘%ﬁ% N ﬁﬁ%? V}b:j‘:_i/i\‘\:/a\,ﬁ‘u ........................................................................ 51
Hz’gﬂ%ﬁ% . }ﬁjﬁy I/Jb:l‘i_i/f\.\%zé ........................................................................ 53
El zlgﬂgg% . }ﬁjﬁy 192)% #*i%%%ﬁ?&ﬁ%ﬁ% ............................................................ 54



B - BT LV F -k

=&

e

eip
1]

24% 25 2017

BAFVEAL W E O 0B E GRS DV T

Pk —1%

R R AF PR A TR BR B PR e o

H A B S A 2 3 O BB R B 0 50 BARILIE © s ot CGF 1RE) LEpIHs (55 271F)
P2odee WORTIE, BIFEERD SBMME LT\wize FA ViR (DFG) ORFRREE
FZHZ MAK) O5EIRIL % S22 MM E OB W FEERIC X 2 58RI (55 38F) 2 1Em

L7

—J7, B EEOREME D S B E B LoD Y RN LT (REACH) Tldin
vitro R 2V ¥ 2 — 7 — OREETE AT TV (QSAR) ICX A HEDHERINT WD, BIEE

WEZHETAHQSAREF N EWLODENT 5,

F—T—F AL B R AL Bl (REACH) & HEAHBI (QSAR) €

TNV

=4 92.5]

W R0 T 053 T AESE8 i R0 H5 il B 7
KRR TRIEMEWH LS H Y HAME
EMEERIE, AL LIICKDHEIMEIA
IR LTS 0 IC B D 2 ] &
2HET AR LTBZ S CBMEED S 5 &
ZRONDWHE] B3R (BB EIZX
0 NS LTRSS N A WHE 12
DHEINTWAD (K1) Ve FHli T8I, 881
FEDIANRNC & 2 EAEVE D22 & ST

T910-1193

P U AR K P <E HTAR B T & H 23-3
fa R A R A E B B R o

e — 1

TEL :0776-61-8338
FAX:0776-61-8107

E-mail : satokazu@u-fukui.ac.jp

ETHLD, FE2HNAMIC X 5 RIEM D%
BTS2 LR L T2 D0, HEIREIEY
T X B RBMEEOWIETH B BAEME
W O IR IRESMZ 5 NzD I,
20104E1 (52) "6 Thb, T TiE [t
FWE O EIREFA S FREE (GHS) 12 12560
W7 HS 3 (B BRI X B i) oo
ML TR LBl (REACH) J® SRk
ALHEmTE 458 7R IEY (7th Amendment of
EU Cosmetic Directive, Directive 2003/15/
EC of 27.02.03) 12 & BinvitroiixEe 2 v ¥ o
— % =X B HEEGE AR E 7V (QSAR)
DORBFEOHEIIZ OV TR D,

CEME DR R ERTOERFHF S HELE
(GHS) ICKZRIMEMEMESREE
1992 £ O EHEBIEFHFE ik (UNCED) 12



EAEVE E 0 438 & 5P

£1 OB EF R ORI R I

AR

VBB O E %)
SKOBEEMEWE & X, TOWEIZL D T LAX R ERE A FR T OME L T 5,
FRRAEEE L 13, TOWMBIC LY T VAR MRS HRRE T D ME & T b,
RO, W VRIS, AR, T LR — OB RE 2 b b Rk,

FFARIE)

JEAEVED 3 2 B O FFRIRE DA 2 BT 212 72 o TEL FBFE OIEO TR, E 7 TBIERNLE ORIERIG DT A TR, L LHEESh
TWARWZ LICEET DS &,

ANHI~OREFEBOREBEIL, KEIZBWTHWEARD S,

URIEEMELY 2 1)
ARG TEIEED Y LSRN T S, IR R0 &) 2 & LREIE TR,

URAEME L D 5350

B E % . PO DY & L TORGE & R0 CTHAER LT
PN LTI S SRR 3 28T (55 1) U,
TARNCR LTHE B < IEES D 5 B X 6NDWE (521 )
MBI L0 ISR L O S S ol (B 3 1) )

HOURE 2B BIHODBOKEET, UTOILLITHD,

1. KEREENE
551 AN LTl BTN D 2
CHIPT A )

WP & MREETER (RUIE) 72SEE /R BEVE D b 2 & RIS, PUSURR SRR R (BT M) [ X D BERUS, Mg EMBEROS, 1z
ZERBROBAERIED 5 B, WIFNNO L D& TREGHRE D, SRR DEBEN SR INTWD, 2o, MPREER & REE () Lo
A LR LIE Y S e b D 2 L

F2mE AMICH L TRELBENLR D2 L EZ LN OWE
CHIpT A 1)
FRICHET 2 6O TH 53, EFAVETIILT L H PRI ShTuhewnwmi,

3B BB &1 k0 ARNCK LRSS N A E
(CHI o 2 148)
(1) 722805 LU O 4k & 3 Tl 7z T 5B B EE O B KB S W THEOBE R 5 = &,
(1) BER LOEEFHIEL, MA, &#&kE [REFKG0 bonwFninTthd L,
(i) AREPUSORHTE R 1L, KA SOMIBER £ 721320 5 FHEIC K 2 M4 3 L QYR B 2 F2E L TR Y . S BICIE
WRERE. BURPELD 2 WY A R A URITD 5 LOWTNNOEDEERLTWDH &,
(iii) BAtEXIRE LT, 27 L bR OB LIBEORBEOWTE AR EL TN D Z &,
(iv) BB 272 Bt IR 2 ERICHA AN TN D Z &,
<EE>
(2) HMOBBIC LS FEaB ((1)~Gv) (COEBEOBRERH Y . AL ((1)~(v)) 1345 LRV ASEY 2RI X 5
AR OO WE RN H D Z &,

2. HEREENR
BB ARICH L THLEIENED & 2 -
ChibT R HE)

BESAEIR & /3 F7 A b & OBWRE BT LTRGBS 23572 DHEBIA 5 2 SLLER STV D T &y Ao, BRERIRDL, Bl sk
KONy FT AL (BRI & OBIEME 2 BN LI Ens b 2 2 &, Eii SNz Sy F7 A NI, sl a T 2@ b2k
DHLDOTHDH T &,

F2RE AMICH L TBELEEER DD L EX DN LWHE
() 2 74
LRICHES D O TH DN, EFHIEIILT USRS S TO ARV,
3R BB £ &0 ARNCR U CREEN RS S h A E
CHIPT £ 78)
W) 22 B G ISAEYE OB KRR & D BHED W2 b DA,

N
N

* {5 21X OECD Guideline 406: € /L » k% H\ 7= Magnusson & Kligman ¢ Guinea-Pig Maximization test (GPMT) CF5t43 78 30%L4 | | Buehler test T
iR 728 15%L4 k., & L < 12 OECD Guideline 429 ~ 7 A % JfI\ V= Local Lymph Node Assay(LLNA) D ki G R (723 8 U | Stimulation Index(SI)

fEAR3LLEE LTS,



B - BT LV F -k

BOWTRIREN AT V2 v 721, F19%,
B2THD, ZOFEZTRSE LD
BN roteo [RET—5 V= FBIUHES
WCHIECTE DY YRV ED, RIICH
M E N7 fERA EMECES 5 08B X OFR
VAT A%, WRTHIIWE 20004 F T
WKHATESLEHICTHRETHH,]2003
AL EEPGRIC X o TIL AR 05 & F0R
O E RSN EEME (Globally Harmonized
System of Classification and Labelling of
Chemicals; GHS) 2 25 &, 2008 4¢ (2 it
FgEHE (H A 2006 452 & 571l 2 4 i A ik
HYIE S NFEREIMGE 5 72.) ZHEEE L7z
GHSD BA M F AL ML, SE P2 I A
HE b MIBIUT L BEAEEORER £ 72135824
7 BN DBV BRI PE OIS ThH B (BUE.
SOBIRAEE O W) 2 B EBRIT I, & D
%), L L. BIFOHEREEBEXLEZD
IEAEME 7 B HE X281 BEASE - E D D 5 1)
B B2REDEBI e D 2 WH & i hd
L hENRE LD O CTREIEEOEMEE %
WHRE LTV o725, MR EY
DIFEEWRREE L [fEf] TGHSOAEE R I i
HAEE (K1) Thbd BMEEREOTEEBR
SifiE [ ] CRITRITEESR (M2) Th
5o

Category 1

&

Danger

May cause allergy
or asthma
symptoms or
breathing
difficulties if
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(ARE)-dependent pathwaylZ & % &5+
BERZ2FETLIE2FHL. ZOFERE
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1. #HEEIC X2 R EEEEQSARE T IV

B EAEEE 2 N A4 Y FariR i &
(Deutsche Forshungsgemeinshaft, DFG) ®
FRIEESERES (MAK) 29 OSh K UfSahh
O IERE B B 2 S AT B A A
# (NITE) OGHSETHEMEXHED R — L R—
D20 20 5 B2 A T IX 5541 2 S8R L 720
LR O kI, ZRITCHEBERNH, 5285
A — 5 — &) FEEGEIR (feature selection)
WCEDERMBRNNTGA—=F =12 ENEFN
DEHFIFIZE Y Neural Network (NN),
Support Vector Machine (SVM), AdaBoost,
Tteractive Least Squares linear discriminant
(TILSQ) D, I B DH X % 1F
B L7z (X3) 27, Leave ten outR7ZEMEIE
73.88~814%TH - 720

Discriminant function, regression equation and informmation of analysis

Y = a;x; &£ ayx, = =+ + k£ ax, * const

Y=zo0
=activity(+)
*toxicity(+)

-activity(-)
*toxicity(-)

Structure-activity, structure-toxicity relationship =

3 MUERENERIC X2 HBI B

2. W& B 5GEBEEQSARE TV
REBEEEYWE 2 3 — g v ML T
(http://ec.europa.eu/DocsRoom/
documents/11825/attachments/3/
translations/en/renditions/pdf) ® & — X
— Y X YR42, R42/43 & F 1 ZAliiREL &
(Deutsche Forshungsgemeinshaft, DFG) @
A RESRRS (MAK) 29 ®Sa, Sah2r b
R U7zo RPHRM R, 0, 57 B Ay A
i (NITE) OGHSHIT HEMEXHD K — &
=726 I b B A EME B OV B R AR TIX
G A HS|RA L7z ALFEWEO ZRE, =
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KICHEER DS 800D /85 X — ¥ —Z{ED
FFBORIN (feature selection) (& ) AR
12085 A—% =128, Linear Learning
Machine (LLM), Neural Network (NN),
Iteractive Least Squares (ILS), Support
Vector Machine (SVM), AdaBoost®D##E,
FERIEBIRUC & 0 HIR 2L L 720 Leave
one outXEMEIL95.33~97.2%TH -
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X 5 BEEQSARE TV - 1 model
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LE R K IERIEEWE % A =40
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USah2» 6. FERZ JH EAEVEY B % S 3T A2
i AR (NITE) OGHSH T g Sk D
R — A= 220 I b 17 AR [ X544 ]
IR L7zo ALZEWE ORI, ZIRICHE 7S
K H8F A —F — 2D FFEGEIR (feature
selection) 12X D AR R/8F A — 5 —I1THKD .
K-step Yard Sampling (KY) #2930 (2% D
SEL 7z, @EOYBEBUL 2B T S
(K4), BEICEHELTYWLIEA, BETY
IR EABTH BT e TE RN
(H5)o KYBTIE, Fthe 2 2WEETES
B2 HBEE (AP) LML 22 HEET
% 3T AP (AN) @ 2 RK0H BIB%
WEDIELLAHETETWBEGEIRELT
WSO IR (KM6). IR
LTWaBEBaEI L. FHzic2 R0 j5)
BIBCT 3R L (7)., EEnBETED
FTHEDET (X8),

4 DT o 2KYETIE, TILSQIZX D
step3 CTRESETE /2, T2, GPMTE
LLNAIZK$ 2 P IR 68.3% (&L
69.7%, $FRE545%) £ 61.2% (J&E60.7%,
FEELEE 62.8%) T - 722980,

KYETEEBEOTFMET V2 ) H LW

YTND T N— T o T HIEERIET & L L
TWwho LL, Y FUVEFEARICEL
o TOHOHWIZRESTHZEH (AmesT X b
#7000 F— % % 23 AT v FIZ& VB4
o BRI/ AHDBH L FIVZEH FETRKELHE
ToTWb X L HEER Y 7 IVEET
bEIZ5ES (100%) HEEFEHT 5, 7—%
fERT CIIHEREZFHUROFEAITH Y. FHl
KA L O72 DI HFEE 100% & 3 % 308
VB, ULEX Y, a2 DQSTREFIVIIHH
B2 I A EVE B O W EB RS T ORERICH T
HHTERGhoT. FRKYEIXEREE
GHETHLIEL b o7,

Oooogd)(b%oo A ;xx : : xxxx
x
Oo OOOOOOOOO X x Xxx x Xxxx
OO 0.0 Xxx X x 5 X
O "05 Q000 o ®X D X KxG X ¥
00 .o 000 X XX xXx x X x
00 2 Pq00 kT
6050 O%ooogo e WS
OOOO%%%O oOo {)&xx}xxxx x x><xx
(o¥e) 00956 x x X x XK x
00 80000 x X x)?(xxxxxx X x
OOooO ”xxx ><x><xx><x

O :Positive

M4 KYB:zoO: Rk X2 =58

X :Negative

x XX
XXX xx
xx Xx

X
3

XX
XX
x

5 KY#EZ0® : FEMIR IR T N

High reliability No classification High reliability

o Qq

6 KY#EZ0® : ZARoRGERIC &2 =550H
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Positive and‘ﬁegatlve samples at both sides were remo\led..and the gray zone
sarpplegwere reconstructed and reclassified in the new sampl?saape
,Aﬁ new AP and AN discriminant functions at next slep S~
Al

M8 KY#EZD® : =Z55HE# B LEAH

ZoMh, KEEEEOMRBEEHNET S
(LLNATEC32%9.4%Aiii 7 LA EA) QSAR
ETFNRT T—MEED T4 NVF ) I L
52 8 EAEEQSARE F V2 ER L TV 5o

3
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Wo24%27% 2017
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Classification and assessment of sensitizers

Classification and assessment of sensitizers

Kazuhiro Sato

Department of Environmental Health, School 1193, Japan

Abstract

The criteria of sensitizer in Japan Society of Occupational Health (JSOH) were group
1 based on epidemiological study and group 2 based on case study. MAK in Germany and
ACGIH in America classified sensitizer based on animal study. We used MAK criteria as
reference and made provisional group 3 criteria of sensitizer based on animal study.

On the other hand, animal experiments tend to be prohibited because of animal welfare.
REACH in EU advocates alternative methods (in vitro test and QSAR). We made some
QSAR models to discriminate skin sensitizer and non-sensitizer.

Key words :
sensitizer, animal study, animal welfare, alternative methods, QSAR
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Allergy to environmental chemicals and the Japanese administrative policy

Allergy to environmental chemicals and
the Japanese administrative policy

Jiro Okumura, Kenichi Azuma, Atsushi Mizukoshi

Department of Environmental Medicine and Behavioral Science, Kindai University
Faculty of Medicine

Abstract

Approximately one in two Japanese people suffers from an allergic disease such as
bronchial asthma, atopic dermatitis, pollinosis and food allergy, and the number of patients
is further increasing. Japanese administrative policy about the environmental allergy was
put in order and the following contents were outlined. First, basic act on measures against
allergic diseases was established in 2014. In this law, basic idea and behavioral guidelines
for measures against allergic disease were set and obligation of Japanese government,
local public organizations, health insurers, doctors, hospitals and schools was clarified. In
regard to measures against occupational allergies including bronchial asthma, rhinitis and
dermatitis, compensation as industrial accident and management on the labor hygiene have
been developed based on decrees. In addition, Japanese government is conducting a birth
cohort study involving 100,000 parent-child pairs (JECS: The Japan Environment and
Children's Study) to explore the factors affecting rapid increase of allergic diseases, such
as environmental changes according to development of economic activity and changes in
lifestyle and eating habits. Furthermore, researches about health risk of allergic diseases
by chemicals, metal and mixtures are promoted by The Environmental Research and
Technology Development Fund of the Ministry of the Environment.

Key words :

Environmental chemicals, Bronchial asthma, JECS, Health risk, Environmental health,
Administrative policy
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Current topics about treatment for severe asthmatics

Current topics about treatment for severe bronchial asthma,
from biologics to bronchial themoplasty.

Masayuki Hojo. M.D, Ph D.

Chest Disease Clinical and Research Institute, NTT Medical Center Tokyo

Abstract

Recently treatment option for severe refractory asthma is increasing. From 2015, we
could utilize bronchial thermoplasty and anti-IL-5 antibody Mepolizumab for these patients.
Still indication for these treatment is uncertain. In GINA 2015, indication for thermoplasty
is revealed as follows; for highly-selected adult patients with uncontrolled asthma despite
use of recommended therapeutic regimens and referral to an asthma specialty center (Step
5) , bronchial thermoplasty is a potential treatment option in some countries. Caution should
be used in selecting patients for this procedure, as the number of studies is small, and
people with chronic sinus disease, frequent chest infections or FEV1 < 60% predicted were
excluded. In contrast, there is fair indication for Mepolizumab, that is eosinophilic asthma
with blood eosinophil count more than > 150/uL. We think that higher priority might be
set to the biologics with clear biomarker than bronchial thermoplasty having difficulty to
predict its clinical effects.

Key words :
Severe bronchial asthma, bronchial thermoplasty, Anti-IgE antibody, Anti II-5 antibody

_24_



B - BETLLVXF—FE 24%2%5 2017

5%
¥ —PURBAEIC BT ATSLPEE T EBREY =R EED
R HAEHINC B3 5T

SRSEASE Y TR, &TETY & MY QLAY BEHREY
ML, YAk &Y 4% 71 WHIERS MiEmme?

D) S ATA ANt 5 =ikt IR NE 2) RS RFEFR RSN
3) HUARHFSLEERIRAE WP & R 4) JLF BRI R

5) SLERFEMBR O/ b it Sl B E it v o —
6) deifEE R WU NER A B

45t - H®] Thymic stromal lymphopoietin (TSLP) (348D i, <2 Al MR 2V LR 4 iR I
Y BIGEBAEIC —EDHEL 52 TWh, FKADINT TOMETIZ, TSLPEIET %M HHUF I
EICS- 2 AR RIIME OB Z T 2T Tz, RIFETIX. TSLPEET Y =HURIEIEICS 2
LHBIERIFICOWT, EEDer 1 PR EDBEZ MG L7,

(V78] ARt 5 824 (AR 19~33 /%, B1:69.5%. JEEEH 89.0%) X412, M. i CK
R MAF R ER L. MERIgEM. PURSFRMNIgENA). #FEDer 1 ®ME R O PICTSLPOERER %
single nucleotide polymorphism (SNPs) T& 5152289276 (C>T) B & U'rs3806933 (C>T) » % 4
¥ ¥ 7 % {F\, Dermatophagoides farinae (D. farinae) ~DIgEBNEDOF M2 0 EEH E LT, BIKRY
5t Der 1B#ERB L OTSLPEIZTEM R EOFHWPERDP O AT v T 74 AFETERERL, £E
O AT 4y 7 GRS EIT - 72,

(iG] 2 BDer 18 10ug/g dustPh B & TSLPRIET L OMICHE 2L HAER PR bR
(rs2289276 ; P=0.013. rs3806933 : P=0.005). \WIFNADSNPsdD. farinaelZxt$ HIgEBIEDAH
HBIEN R REE 5 2 Twi,

[#i55] & =PUREAEIC BT 2 TSLPOBIZTHRE, Der 1BEHR OB L ZIT T2,

F—T—F: ¥HiE&E, Der 1M, TSLPEEZET. RHAEH

_ ®HE

T305-8558 . ..

SR ¢ ET T ASR1-3-1 Thymic stromal lymphopoietin (TSLP) i
SIS EEN SR 71 AV F — kR interleukin (IL) -7kkDH A M H 4 T,
I 2 PR RARICE &, RIEREL Th2 IRk S
giﬂ‘ig 851.3511 &, S 5ICHHIPETHE (regulatory T cells;
PAX - 029.858.2773 Treg) OHREZIIHITH 2 & T, 7 LLF—
E-mail : hiijima-alg@umin.ac.jp KIGZ T 2 EEZZ 5N TWAE D, —J,
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HgFEN 77 57 A FREMRNTC. /NS A
EHIITSLPEATFH B L B 5 2 &2
W IN TS 29, JFICTSLPER T DS
TAEIFEIRIC B 5 —Hi LM (single nucleotide
polymorphism: SNP) T 5rs2289276
(C>T) B X 0'rs3806933 (C>T) I2BT Hxf
SEAT T X, WESIE L BE T 5 L
BEIZ ™ 4V ABWE (poly I:C) HI¥IC X
5% Activator protein 1 (AP-1) #4- L 7-#x5
FEEEO T L FEE L T 5 Y, 3aLEn
TTa AT HMEARTIE, 74 VARG % I
£ o THGE LA A & O TSLPEAR T 5B
DILEIFZ Y, TUVF—REEEET 2
C & ThiEIEREICE S LTwa Ll S h
59, SHIZ, FoHRERERZ EVET 5
7ur7—Xid, Al EEMEICAEET S
proteinase-activated receptor 2 (PAR2) 121
MU, TSLPREAZRAET 5132000, B
TSLPHEADITLHEZFET 5 LAWE S
TWw5 7,

—J, BAIZMERIgEM & multiple
antigen simultaneous test (MAST) -26®%
WPUERR R INIgEM 2 2512 LT, PUEEAE
BB 7 A7 —MirzgElGL, Hx A
DIgEAE /¥ % — »HDust mite dominant,
Multiple pollen, Cedar dominantd & U"Low
reactivity® 4#EIZKRE b Z & &2
Bl (T =25 A5 —48) 89, 2D
ThNE—=2 27 —0F%d &IT, BEH
B, 7TVVF—RBROFEL TSLPEETS
B DD Y IZDOWTHRE L7253, FEsefE
FTl3rs2289276 (C>T) B X U'rs3806933
(C>T) IZBVWT, TNZhXVEETTE:
Fro# A Dust mite dominantFICHEFICE
<y =, BUBEED D 58 TEXLEETT
AT 5 HE D Multiple pollenfE THEICA %
W EREISLY, X512 BERMOBE
WBWThH, BEZICBVWCHREEELO
BEE AR D 59\ Low reactivityRE TX V.15
FTEW SRR L OBENRLH RO ON

729, D), KA 1Frs2289276 (C>T)
B L Urs3806933 (C>T) I2BWT, HFIC
T SLPJEA: LA R Wi L IEAE & B9 % i .#
RFTAS, BHEDOAAE T TIEPUER/EITR L
THHIN 2B 2 b 725 T REME 2 5 L
T&7e TNHO—HOWZERH R L F .
AW TIE Y ZBAEICE 2 B TSLPEIEF D
RRDBR Y R REERE (FH) o X

WBEZITITOuDLhEME Lz, &b,
A VBBWEN A BB E B T BRARBIRT
& DORH MRS L - AR E R S L
LIRE 2472 7210,

MAEXR. FiE

1) x5
HEAINE 2 A S VAR A (biEE
KRFBEFTRHR T 2 54E) o Sk L
P ZEARBIRS L OB Z G L7254 D
WEDOWFEICSML., BEEEFHOSNT:
9I%DH 5. TSLPEIAT DHEEERISNPs TH
51s2289276 B8 X U'rs3806933 D% 4 ¥ v 7
MR TH 7282 &R L L7210,

2) ik

M (MU esdie K, BRREE, BEAEME,
I, T LvE—RR, 7T FE—
BERE & DA M) o PRI CRAS ML AP BRER %, if
E#IgEfE (IU/ml). MAST-26 12 & 2 Hili
FRRMWIgEM (VI Ao v M), BXO
rs2289276. rs3806933 DTS 1 &
Y7, EHITIIEEY YT T — (HAALK
B &) ZEA L. & AR BRig~3%
L CHEEOREZT-> 72, REICDHTZ-
T BEAAE2ERY FHs, ¥ =
RATH A N—IZWY AL, H5» LDHOAMR
ISR ZBRERTIZIDY BRV729 2Ty
Im?dh 720 2502 Tkt z v T4
BEL 720 ML 7z REZ W Ty =Pk
wmEWELZZ, FUVF=RYreavesy
= (Dermatophagoides pteronyssinus: Der p) &
2k 3k ¥ = (Dermatophagoides farinae:
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Der f) OFET LIV7 2 ThbDer 12 (ug
/g dust) ZEnzyme linked immunosorbent
assay (ELISA) 32 CTllE L7z 1010,

B, D. farinaell 3 5 IgERBAEOFH X
MAST-26lZ8WTIVIHhY ¥ MEL0LDLE
L L7z TN ZFho7r— 7 OI4EIX
20014E1 H X 0 20024612 H £ CoOHMIZ
BIZhbhiz,

3) MaHEAT

WEHFIEAT I, JMP 12 for Windows
(SAS Institute Inc; Cary. NC) & H\w 7z,

TSLPHEAZTRNC X 2 405, WA EAEDUR
BOENIDOWTIZKruskal-WallistiE %
PR, BREERI, 7 LIV F— R EBA RO A .
W APUENDBAEDH WD ENT 2 W %
M5 AT gEAE & AR I - B Bk BT o0 B s it
W27 — & OIEB A 1B L CShapiro-Wilk®
WHOE CTHERR L. 2 D#%Student's ¢ Mg %
W CTHBBET Lz, ZhEnftBofEE
. e 5% A & L7z,

E 5D, farinaelEED G IDELEHE L
Ty BEBU I AT 4 v 7 aaHx v
Der 1B# & TSLPEIA T4 L OZCHAEH

Wo24%27% 2017

AT U720 BOLEROBRIUIH 72 5 T,
Der 1Bg#w, TSLPBIZ TR, Der 1W:%
i & TSLP#IZFL RO, Fim, TER.
log (MLiERIgEM) . log CRA MAFEEERED |
TUIVF—REOH M, BYEEPS AT v T
T A RPN XD L AR O B fEP il &
02PN FICEE L CGEIRL 7. Der 1HEFE RIS
DWTIE, FEETO Y PR E R L PR
P, Wi TR 5 L04ERIC D72 5 R
Eak— MR 2 2EIZ L TDer p 1IRE
P32 ug/g dustRii. 2ug/g dustPl k10 ug/g
dustRii, 10ug/g dustl Lo 3H 5T —
kL7

B, AEFFEIE. dvigE KEESE [Eo
WHERR] O&RBE 2T, WEICHI-T
E. FNENLETOHHE, AExH~-LT
MR Z L, ANV Y Y FEE 2L TR
M % S0t L 720

R
1) #e#r&is 5 (Table 1. Fig 1. 2)

13 19~33 5% (hRfii227%) <. Bk
&574 (69.5%) Th o720 FEBLMEEHIT3

Table 1 Characteristics of the study population.

Definition of abbreviations: D.farinae, Dermatophagoides farinae. *Positive response was defined as >1.01 lumi count by

multiple antigen simultaneous test (MAST®)-26.

Variable N=82

Age, years, median (range) 22(19-33)
Gender, Male—no. (%) 57(69.5)
Never smoked—no.(%) 73 (89.0)
Blood Eosinophils(/uL), median (range) 100 (20-500)
Serum IgE (IU/ml), median (range) 65.2(5-2100)
Number of positive allergens—median (range) 2(0-14)

D farinae sensitization"—no.(%) 46 (56.1)
Der 1 concentration (<2 pg/g dust)—no.(%) 30 (36.6)
Der 1 concentration (>2, <10 ug/g dust)—no.(%) 28 (34.1)
Der 1 concentration (=10 ug/g dust)—no.(%) 24(29.3)
Allergic Rhinitis—no. (%) 19(23.2)
Atopic Dermatitis—no. (%) 8(9.8)
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1000
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3

- 10 pgl/g dust

2 pg/g dust

Der 1 (ng/g dust)

D.farinae

Fig. 1. Concentrations of Der 1 collected at
beddings according to D.farinae sensitization
status. There was no difference in Der 1
concentrations in beddings according to the
sensitization status to D.farinae (P=0.607) .
The horizontal bars indicate the median.

% (89.0%) L& %% Ko7z, AN MEFHEER
#1220~500/ uL (FFYAE 100/ L) I3
#IgEffIZ5~2100 TU/ml (Fhoefii65.2 1U/
ml). MAST-26 TO Ry APLEEL 0 A322
% (26.8%) EidE <. HRMEIZ2TL4%
(17.1%)., ARMHIZ142%124 (14.6%) T
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Fig. 2. Distribution of Der 1 collected at beddings
by month. The horizontal bars indicate
the median.
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Table 2 Characteristics of the study population according to the thymic stromal
lymphopoietin (Z.SLP) genotypes.

Variable rs2289276 153806933
<« crer P value <« cner P value
(N=41) (N=41) (N=40) (N=42)
Age, years, median (range) 22(19-32) 22(19-33) 0.929 22 (19-33) 22(19-32) 0.722
Gender, Male—no. (%) 25 (61.0) 32(78.1) 0.093 26 (65.0) 31(73.8) 0386
Never smoked—no.(%) 39(95.1) 34(82.9) 0.103 37(92.5) 36 (85.7) 0.558
Blood Eosinophils(/ul), median (range) 120(20-500) 80 (20-500) 0229 120(20-500) 85 (20-500) 0.190
Serum IgE (IU/ml), median (range) 63 (5-2100) 71 (5-1900) 0.616 68(5-2100)  64.5 (5-1900) 0.982
Positive allergens—median (range) 4(0-14) 2(0-14) 0.186 3(0-14) 2(0-14) 0.194
D.farinae sensitization—no.(%) 26(63.4) 20 (48.8) 0.182 25(62.5) 21 (50.0) 0.254
Der 1 concentration (<2 pg/g dust) —no.(%) 14(65.9) 16 (61.0) 13(32.5) 17 (40.5)
Der 1 concentration (>2, <10 pg/g dust) —no.(%) 15 (36.6) 13(31.7) 0.871 14 (35.0) 14(33.3) 0.721
Der 1 concentration (=10 pg/g dust) —no.(%) 12(29.3) 12(29.3) 13 (32.5) 11(26.2)
Allergic Rhinitis—no. (%) 12(29.3) 7(17.1) 0.191 12 (30.0) 7(16.7) 0.153
Atopic Dermatitis—no. (%) 4(9.8) 4(9.8) 1.000 4(10.0) 4(9.5) 0942

Table 3 Multivariate stepwise logistic analyses on D.farinae sensitization-
Interactions between 7'SLP genotypes and dust mite exposures

Covariates were chosen by stepwise forward selection method. A covariate was retained in the model if the corresponding probability
was less than 0.25. Definition of abbreviations: CI, confident interval.

Covariates rs2289276 rs3806933

Estimate 95% CI P value Estimate 95% CI P value
Age (years) 0.314 0.108 t0 0.576 0.007 0.283 0.064 t0 0.553 0.022
Log eosinophils (/ul) -2.513  -4.791t0-0.551  0.018 -2.387  -4.631t0-0.444  0.023
Log IgE (IU/ml) 2.526 1.382 t0 3.959 0.000 2.434 1.315 t0 3.831 0.000
TSLP genotype CT+TT (ref. CC) -1.051  -1.843t0-0.376  0.004 -0.937  -1.711t0-0.272  0.010
Dust mite>10pg/g dust (ref. Dust mite<2 pg/g

-0.250  -0.906t0 0.396  0.443 -0.278  -0.9571t00.375  0.404

dust or >2, <10 pg/g dust)
TSLP genotype CT+TT * Dust mite>10 ug/g dust ~ -0.856  -1.586t0-0.216  0.013 -0.978  -1.726 t0-0.331  0.005

(%)
100

B 23 ©
o o o

[
o

Positive rate for D.farinae

M Mite>10 pglg dust
Mite<10 pg/g dust

CC CTTT CcC CTIT
rs2289276 rs3806933

Fig. 3. Effects of dust mite exposure on D.farinae
sensitization by 7.SLP genotypes.

P value for interaction between Der 1 exposure and
TSLP genotypes (rs2289276 and rs3806933) were
0.013 and 0.005, respectively.
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Dust mite exposures and TSLP genotypes

A gene-environment interaction between environmental dust
mite exposures and functional thymic stromal lymphopoietin

(TSLP) genotypes on dust mite sensitization
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Abstract

Background: Thymic stromal lymphopoietin (TSLP) is involved in allergen sensitization
by activating dendritic cells and mast cells. We have previously reported that the genetic
effects of 7SLP on allergen sensitization was influenced by smoking exposures. The aim of
this study was to examine a gene-environment interaction between environmental dust mite
exposures and functional 72SLP genotypes on the sensitization to dust mite.

Methods: Eighty-two healthy young volunteers (age 19-33, male 69.5%, never smokers
89.0%) were studied. Multiple logistic regression models were used to identify the
interaction between the functional 7.SLP SNPs, rs2289276 (C>T), rs3806933 (C>T) and
environmental Der 1 concentrations in beddings on the sensitization to D.farinae.

Results: There was a significant interaction between Der 1 mite exposures and functional
TSLP SNPs (rs2289276; P=0.013 and rs3806933; P=0.005); genetic effects of these SNPs
were prominent especially in individuals with high concentrations of Der 1 in their beddings
(>10 ug/g dust).

Conclusion: The genetic effects of 7.SLP on dust mite sensitizations may be influenced by
levels of environmental dust mite exposures.

Keywords:
Dust mite sensitization, Der 1 exposure, TSLP genotype, interaction
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A case of giant cell interstitial pneumonia without hard metal exposure

A case of giant cell interstitial pneumonia
without hard metal exposure
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Norimichi AkiyamaZ), Masato Kono®, Nakamura Yutaro?,
and Takafumi Suda”
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2) Second Department of Internal Medicine, Hamamatsu University School of Medicine

Abstract

A 61-yr-old woman presented with cough and chest radiograph abnormalities. She had
been engaging in polishing work of aluminum ware for 26 years. A history of hard metal
exposure was not evident. A computed tomography of the chest revealed micronodules and
ground-glass opacities in the bilateral lower lobe. A surgical lung biopsy specimen showed
the findings of giant cell interstitial pneumonia (GIP) . An analysis of the lung tissue by
an electron probe microanalyzer equipped with a wavelength dispersive spectrometer did
not detect cobalt and tungsten. Her symptom and chest radiological findings resolved with
systemic corticosteroid therapy. A review of the literature revealed several case reports of
GIP without hard metal exposure. Physicians should be aware that GIP might be caused by
etiologies other than hard metal exposure.

Keywords :
giant cell interstitial pneumonia, hard metal, dust exposure other than hard metal
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An anaphylactic case due to ingestion of fish gelatin

An anaphylactic case due to ingestion of fish gelatin
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1) Division of Respiratory Medicine and Allergology, Department of Medicine, Teikyo
University School of Medicine

2) Department of Emergency Medicine, Teikyo University School of Medicine

3) National Hospital Organization Tokyo National Hospital

Abstract

Here we report a male patient who showed an anaphylactic episode following ingestion
of gelatin-containing food. He had a past history of fish meat-induced anaphylaxis. Based on
results of prick-prick test and basophil histamine release test, we concluded that fish gelatin
was the trigger of his anaphylaxis. At present, majority of gelatin is made from bovine or
porcine skin or bones, thus patients sensitized with fish collagen may not know gelatin-
containing food can be a dangerous allergen. Since the source of gelatin is not described on
the package of foods, such patients need to avoid foods in which gelatin is demonstrated to
be included.

Key words:
anaphylaxis, prick-prick test, basophil degranulation test, gelatin
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Pollen- or PM2.5-induced aggravation of bronchial asthma in our patients
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Abstract

Environmental factors such as pollen and PM2.5 are said to aggravate bronchial asthma.
We checked the outpatients with bronchial asthma treated at our hospital for aggravation
induced by the environmental factors between February 1, 2015 and February 29, 2016.
Using the dispersal volume of the environmental factors available on the website of Ministry
of the Environment, we evaluated the changes of peak expiratory flow (PEF) and its
volatility based on the entry written in the patient’ s asthma diary when the dispersion
volume was high.

No apparent change was noted in PEF or its volatility when the dispersion volume of
the environmental factors had increased, possibly because the subjects of this study were
outpatients treated at the Department of Respiratory Medicine and the dispersion volume
of PM2.5 around the hospital had been within the environmental standard. We will increase
the sample size and continue the investigation.

Key words:
pollen, PM2.5, bronchial asthma
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