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Embryonic stem (ES) cells, which are derived from the inner cell mass of mammalian
blastocysts, have the ability to grow indefinitely while maintaining pluripotency and the
ability to differentiate into cells of all three germ layers (Evans and Kaufman, 1981;
Martin, 1981). Human ES cells might be used to treat a host of diseases, such as
Parkinson's disease, spinal cord injury, and diabetes (Thomson et al., 1998).«
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Current Status of Pediatric Rheumatic Disease Care in Japan
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Abstract

The rarity of pediatric rheumatic disease and scarcity of pediatric rheumatologists can
lead to delayed diagnosis and initiation of treatment, which for patients with this chronic
disease can have a significant impact on prognosis. On the other hand, recent advances in
molecular targeted therapies with biologics and small molecule drugs have contributed to
dramatic improvements in controlling the disease. Furthermore, treatment efficacy is now
based not only on the scoring of symptoms and clinical examination findings, but also on
quality of life (QoL) and patient-reported outcomes (PRO). Various QoL/PRO assessment
questionnaires have been developed in Europe and the US, and translated versions are now in
clinical use for adult patients in Japan. However, self-assessment is difficult for children, and
their understanding and perception of health, illness, and treatment differ from those of adults.
Therefore, age-appropriate questionnaires have been developed for children and their
guardians, but they have not yet been fully validated for use in Japan. Thanks to
improvements in diagnosis and treatment, more patients are now living with the disease into
adulthood, focusing attention on the issue of how to support patients through this transition to
adulthood and help them understand their own abilities and limitations so that they can
become more independent. To improve care for patients with pediatric rheumatic disease and
their families, the Pediatric Rheumatology Association of Japan, with the support of a Health
and Labor Sciences Research Grant, is conducting registry surveys, developing appropriate
pediatric clinical outcome assessments (COAs), seeking approval of drugs and examinations not
yet permitted in Japan and increased medical subsidies, and developing systems to support

patients in the transition to adulthood.
(HARBERR AR E MRS 2022; 18: 274-281)

Key words: pediatric rheumatology, registry study, patient-reported outcomes, transition to
adulthood
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1864 #1027 7 » A N4 # @ Victor Andre Cornil
WL A/NREBEHREHIEE SO THE. TD%k, bos
7> 513 1907 £ I HFHEE D A NS & 5 s 25 (5
RHIRYE) 2988 S, 1967 FF12id, JIIGEIEIC X
B AR B R R ) > o SBRERERE IR ASERE
ENz. WINBHEEAE L THAATH R CRMm
ENTWDY 1960 4RI A B B B EgHZ O Y
TR F T A NETE & o 7. 1970 4RI
* T PRCSG ( Pediatrics ~ Rheumatology
Collaborative Study Group) 2%, 1996 4EIZRRM Tl
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PRINTO (Pediatric Rheumatology International
Trials Organization) 2%i% 32 S 722 HAETIE, 1991
AEIZHARNEY 7= F RS AR S L, 2003 4 1S
HA/NBEM A& D5 FE L LTHANRY) v F 44
(PRA] : Pediatric Rheumatology Association of
Japan) (ZHIRRIEAE S 7z,

N TR D 2 VIR KA O 127 B 8 981347 SR AR TS
PRSI 9¢ (JIA : Juvenile idiopathic arthritis) T %
7%, LDAAiiE JCA (Juvenile chronic arthritis) % JRA
(Juvenile rheumatic arthritis) &I, JHEID 5
F—3INTWadhorz 2001 FICHEER) v~ F
%45 (ILAR : International League of Associations for
Rheumatology) TS, BHAED JIA IZHE—S N
WAEIC R 5 727

B, 1820 ISV FFOMBE L VAT ¥
S W % 5 9 3 (NSAIDs : Non-Steroidal Anti-
Inflammatory Drugs) T % %) FIVEEDGHE S I,
1876 1223 v b F v FONFHE Thomas Johnson
Maclagan £ > C7tF VYY) F Vg2 HW) o~
FERDIEHRE A% Sz, 1950 SERICA 77 a7 =
YOEWEHThI, 19694 X W Y =g L L
THEBIUHEENEIH ko7 BIEREAT oA
N1 1930 4£12 Hartman 12X A 7 ¥V VRIS $ 5
R OG22 5 WEM &2 #%C, 1948 4 ICRRIRISH S
7. BED U o TR BOGEHICB W TIEFRICEE
LK TEL L O/NRY o= FHEEEBICH LT il
A - MERRREEICH WO N T WA, — TG -
DT LI X ARIERDSIE L 20 5720, FRCHER
WO EWNEBEZFITH L TUTEESILETH S, v
bW 5Py 7= F I (DMARDs : Disease-modifying
antirheumatic drugs) & 1890 4£1Z Koch 23412 HiHE
BAVERD S 5 Z &3S L THh S 1926 12 K4 B
Wig iR s, MY =5 (RA) OFMEIH
HINTZDIF1929FETho7z. Uk, oo Fx -
viha¥xyrsuouxy DR=ZVIIV, THFF
TV, ¥rua74A773IF, AMNMLEHF—}
(MTX) % &Hk4 % DMARDs 25BI% S 7z,

INBY = F BRI O WTIE, 2007 ST [ EME
RV RO F5 & | AFE 7z, 2008
LD MTX ASBIEER Z A 5 JTA 12K L PR B #
Lotz FEWFEANL, 2008 FIC ) X
<7, 2000 I FZ ANVt T b, 2011 FICT T A
YT HRFEEI NIz, 2015 AE TN [ AR R S 1k Y
RONZHEOFE| & 2015 P ITKIFICRKET S 1, BHr -
HE - HHICB W /NERE - NEBHEE - BIEAE
I BRI RO RS ¥ MZOWTREN, X
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MCTD SSc BD APS VS AD
2% 1% 1% 03% 2% 3%

1 Ratio of pediatric rheumatic diseases in Japan
sJIA : systemic juvenile idiopathic arthritis oJIA : oligoarticular JIA RF +pJIA : RF positive polyarticular
JIA RF-pJIA : RF negative polyarticular JIA SLE : systemic lupus erythematosus JDM : juvenile
dermatomyositis SS : Sjogren’s syndrome MCTD : mixed connective tissue disease SSc : systemic

sclelosis BD : Behcget's disease APS : antiphospholipid

autoinflammatory disease

HEY 72 B DIRE & T o 7.

AW RF R AN FALE ) & v o 70 FRER SR D
HEF LWk ) A7a 4 FEzEE, PI1kT5
Z L HUEEL 4T & 72 BU4ETIZ TNF, IL1p, IL-
6, IL-12/23p40, IL-17A, CTLA-4, BLys, JAK 7%
ERA Ry =y M 2 EHEEE LTRITSNT
B, SRIEATEA FEHWRWERHEREE Drug
free remission & H§ 3 2 EHEEE o TV 5.

' %

MidBEIT 1A AKORE L EFZI LT
205 ARV FUHEEDI L, oLl b L0HE
PERER VB R OB R IIRA O ) 7 < F Df
1/50~1/80 T, HHETIZ 1077 AIC10 AFEETH
0, WATIZI0 T AN720 78~45 A& ST
W5 SERERIT RIS S DAETIZEC 10 T AR
1 AKGm, vy = —=db% 10 A 20 AL E
LE3NTWE., g%y 73 =T AL, 2FRT
1HANZLIANESDRTwED, MBS ESSTET
)5 F—=5Z (SLE : systemic lupus erythematos-
us) I EFD15% IZEEEbLN TS, 2016 4FI2EE
SNz DBEII BT 2 &FEFATIE, HFEUERRRELEE
B AU A 2700 FEBI, EHMETY 7= =T AEH
1,000 FEBY, 35 4P K2 FE 7 2513 K9 400 SE40, /N R
SEY = — 27 L 3K 300 FEBIFFAE L T b LR S
7. Hifigk COWRIINEETH 5720, Ll
IBVIVAMIBIRPEEEEZEZONDL LHITRD,
2016 4F & D EINBRKORAORE ) v~ F BH T —
% ~X— Z NinJa (National Database of Rheumatic Dis-
eases by iR-net in Japan)* 7 v b 7 + — A9 HiRA

syndrome VS : vasculitis syndrome AID :

L7z JIA x4t & L7z CoNinJa (Children’s version of
NinJa)’%, 201943 H»* 5 PRAJ CTEZ 10K E %
*5 & L7z PRICURE (Pediatric Rheumatology Inter-
national Collaboration Unit Registry) 32 % — L
BUEBIERSET LT 5 (R1Y).

RELEHKR

bivbhofkizi, HCLIEACEZRXHL, HTOI
Lo THERREYTHLIFACEIRL LD L3564
KB BIEBERE A D o T b, KE  HIRTIE & AR
A BTE, MIHFREBYRIFEACEIRLEIY &
VI RURTH D, ik, ~7 a7 7 —3, BRI,
NK fifd, ~ A Mile, ST Mgz & L7zt $R
T, PAMPs ( Pathogen-associated
patterns), DAMPs (Damage-associated molecular
patterns), il ARG Gl e R BUAAHS G ML 2 & IR SR
HIPUE RIS & o THMAL T 5. —75, #%EI1E T M
fa BN & 2 A CHRFEFRBPEIIN§ 2 %
WIRETHY, L DFRN TN R EELELAET
L. BIRGRIE LSRRI IR X, RSO
BRI X - CRAESNLHUE, ik, 4 bAoA
OEELREEERL TS,

AT HOPHFIH LTI E S A2 EBE L Tn D
B, ZNHEGHE”, BREENS, HENT R R EH
BWRERICX D AkE Lz & X2, ACRERBLS
JET S EEZOLNTWA, FREMEREARSRE T RE
B R EonT e UCEBEEIC A CRIEERED A&
DRRD LB,

molecular
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1. EEMFRMEER (JIA)

F AR AR FEPE B 2 X A @ 16 % A 12 5 5
N5 6 HMLL LEET 2R L TH 5. BIHIHE
RELT, Z2h, ) oo Hilflk, HelEse, WPRE 52
¥, REIBRLEZBED L. B ILAR 5D 7
BN ENTHBRPTDb LT 5%

JIA IZIRREDE WA 5 4 B JIA (sJIA : systemic
JIA), PAEREL JIA, JEMGMEIRMEREI D 3 D12k &<
BB ENRTES. sJIAIZ~Y 707 7=V %l
EL7-ARGIEROREICHESCEBETH Y, 1L,
IL-18, IL-6 72 EHRIEMEY 4 b A A > OB F FE A 3%
ROFLTDH LY DHREICEL WK S HIRGIER
DEFHRBINFICLDMERLEZONTBY, WY
BNERRIEIR 72V TR SR EE 2 A L < &
W, SJTA TR IL-I8REEME L R 57200% <,
WEH & 3% DA R R CTh 5. F72, #HPIC
~ru7 7=, T HMROEEGEELCHED ¥
A MIA VA —=2ICE B~ 707 7 — ViGMALiER
HEVIOWEEDH Y, EEIOFHN 2B E-E2
ORI EBBHENADPLETH DL, HHFELT
3, AF V7L K= o R B (MPT:
methylprednisolone pulse therapy) 2 & % & A
Y7L F=vuy (PSL). HiIL6Hifk= s IL-1B Hi
R X 2 ERMEFEZ HIE 3. 6~7 BIIEMICTE S 08
3~4 ENIEIEHEFE SN E TN RAT S 5.

RO JTA I3 RIED G- L THB Y 4 BEILLT
DEEINLDEER (oJIA : oligoarticular JTA) &
FNUEDLBEHER (p]IA : polyarticular JIA) 1245
HEND, E5I2pJIA KR, VY ~FHWT (RF) B
P pJIA & RF &M pJIA W2 &N TWwWb. oJIAT
138 15~20% THREIBEROEIHVBAONFHICE
Y5, FRICHUBRIURRGE OB E\2 2 OB ASTR .
RF Bl pJIA Tid, BEHTVHARKF TH 2 PUBR
T MY LR T F FHuk (U CCP Hiufk) Bk A
FT7TE L % v K ARA T B A B &
DAS28, SDAIL CDAI %= DA a7 H V5N 57,
PAEH AL JTA CTIESBIHT L BAET CTIER DU 36§ 5 72
®, DAS28 72 & TILEFAli T & 72\ 72 ®, Juvenile
Arthritis Disease Activity Score (JADAS)-27 2SH W
LNTWA. i E LTIENSAIDs ThIET A2 &
DL, FHRPZ L WHEIE MTX 2 PSL & Hw
%. TNF-a R IL-6 DB G- 23/ 5 5 728, MTX ®
FUSEAZ LWWHA121E, $UTNF HifR 5t IL-6 Bk
V5. BER JIA T BB ESB RO PHIC
WHT 5720, R ear bu— V352 P HE
BHTH 5.
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A 5 P 02 P BE B % 0L 2 M 1k B BT & (Psoriatic
Arthritis : PsA), £+ % # % B # B i %
(Spondyloarthritis/Enthesitis Related Arthritis :
SpA/ERA), KRASBEMEHIKICHEHE I NS, PsA 3z
W, IRAEZE, MOLEE2EOLHEHKTHY, TNF-
o, IL-17, IL-12/23 DRIGHRDHHNT WS, H#EL
L T NSAIDs 2548 — IR TH 525, WHMEICH DY
TMTX ZBINT 5. RFEA TG4 L &2, $it TNF-
o ¥t ik, PUIL-12/23 Hi 4k, PUIL-17A $U4K, HLIL-17
ZHRR ARSIV SN S, SpA/ERA I HHME - Al
BB g5 & A4 2 o, BFIAMEIR & L TR
WAL RS, 28 HERERBEOAHZRD
5. HLA-B27 I3 Wi #EH#EIZ A 5 TV B A%, WKk Tl
PR 80~85% T\ 25, DHSETIIEMEHIAZ .

2. 25MITYF<Y =T (SLE)

SLE i, REARBRELEOEEREME ) &8
PEIRESERETH ), PLDNA Hifk 7 Lo H Ok
L B EMAERAMAE LA L, fRREm b L <
MERCHIEE W ET S, TOME, KB, V—TAH
%, CNSNV—T AL EEHRBHERELT &R
T.ORAR & AT — RIS IL 2 CEEM IS
<, BRI 1:55THH"® mAF (1:10~12) &
% E/NR SLE TUEAHR I 5 B 0 e h3 5 v,
WMOPNCEARITRASZ L&D, BARICE > TR
D)5 I — 7 A% (Silent lupus nephritis) & 0,
WHEE L R E D 72 OIS AR %
TFHITERFOLNTWS, H#FE L CIEEREE
WX o TEADBIRPZE D B A, FI2MPT,
MMF (mycophenolate mofetil), HCQ (Hydroxychloro-
quine), CPA (Cyclophosphamide) 7% & 2SiG#E2 H
W 5N A DY, gl TLEAEY A1 3 5] @ Belimumab
ko TAT A FEORN 2R D WJHEIC R > T
Wwa.

3. BEEMREHX (JDM : juvenile dermatomyo-
sitis)

IDMIGEM A B I K 2 KT &, 45
7 EIREOANY F o —7BRTFEEOTy ba o
iz, FEMOFETy bo o HEL EERBOBIEH,, FE
PR 588 - IBRIEOATRIETIHA LD D, £
DM KBEEY RO WL 258 5 25, JDM TIEH
TIF1-y JUR DB EEHY 25~35% L e d i <, $t MDAS
YUK (20~35%), PL NXP-2 Hifk (10~25%) @ B
AR WTE. PLMXP-2 Pk o411, %
WAHE L, BEAKILDSES W bhb. —FTH ARS
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PUAR P Mi-2 Hutk i3/ B Tldfkv. ABEE LT
bFRICEETL2OEMEMRMETH 5. FFITH
MDADS HUAR B 1 o E 58 A ATV R PE Il 9803 AR fy 7 1%
WZHRETL-0FESLETH LY. Btk s L
f%%iyfi%méﬂﬁrﬁaﬁ&ﬁﬁtﬁﬁ%
AT ZEHE | DB 9P X D /RNE» S A E
TY—ALRICBMITE /MR - AR —Z Wi 3EHE )
PERE - ARSIz, 280 - HBICELTH 4%
VERG 98 - RIS RBIWEAT A K5 4 > 2020 4 & hi J*
HER S 7z,

4, Y 1—J UL EREEE (SS : Sjogren’s syndrome)
MBI, R & o AV D18 SE & £
BrHCHARE Y v~ 7 u7) VIlEE R T HOR
PR TH Y, Mo SLE, MEAE, 2 ISR 9%/ K H
Wige, REWHEHMRLE LA T 52 kESS B
BRohs, HEREIZLZWE S, ANREIEE SS i
HEVRMEN TR, ZOMBE LT, MR -
T EOJRIENMITH 5 72012, WEIERIZAE
SNepoizl), MEMHHTREE LTHEINLD
T 5., TDD, SSEEED GEIIIMERRY T 7
7 7 4 — RN AEARDSBRRER) - SRELRRM & LT
VLD, T2, BWIMERE LT, Z8 - K% - M
i ze ESLBL L TRIDTRMADPNDL Z e3Pk
Vo BN, MR, WERRRE S, EARBEE O
AR EAITY Y7 LTHELTW S, HZIERER
BAEMGTPRICGEEZ5 25X ) 2EERIIIZLVLD
D, FLLET QL 2T ¥ 5720, /WNEWIRIE
SS IR RE 2 AEFE L, RO QLK T Z B <
CLERMIfFL, RUNAHEAAT LI EAEID LR TY
5. BETRIEF Y RAEELOR TRV, E
GPRHE [/NBINE X O ARBITHVNEY v~ FBED
EEHA T — & O & W DR FE IO W4 E
[ —ALVR] Btk y b7 — 7 X BN
BEDTAAL] WIZEPEIC L Y ¥ 2 — 7 L VeI
%AODI/VX I U WF %2 PRICURE-SOALA %% 2020 4 X
DR S, BIEPRAJICEESNL YA M Y%
75“%1%5‘5%1,’614\5.

5. REMEEEER
tissue disease)

MCTD & SLE %, GREZHERE, 2 FE LW 98/ B W
KRR OIERDRAE L, MR AC THL UL-RNP Ptk
DBk & R BB TH B, FlRERE LT, LS —
BLIIHEIE L, FEmallicions 2 Lag

Vo FRWLTFHEOMIED 80~90% & MR A3 E W iE

(MCTD : mixed connective
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KThHsb., MRY = FHEEOHTIX01~05% &
WD THi R ERDO—2>TH 5. /WNEMFHE MCTD T

FEREMIIC LA 2 =B, B LFF oMK,
PHE, BHTALHE, £ BRI %57 & D SLE FRAEIR % 529
LI ENVL. BREWLEVIFREE LTI, Al
CIXBRERERR - 5 9/ B2 I8 15 S ARIE IR % 58 B
LA % L, PLULRNP BUMEmERE & L CRI%E S
BE, B Ah O BEFERE U TERPEAS L TWw L.
RAT BNEF R IERNC X 5. BURREREIRE L
T Ol E R A B L H AR Z L < AT
LIENBHLIOEBENLETHL. T728 1/4 DI
BICEBEEZFED LA, SLE L b H HEHIEFIFKL,
WAERDIT S FW T WE D 5. SR X
2019 A IEA G B A FIE [ B OB IR 5 3
PWFZEHE | OISR AR - HIEC X D /ANE2 5
WMAFE T =2 L RAIZHHITE /N8 - AR —3
FEHEDER - AR SNZE TP - BRI T
b [MCTD (AW GHRE) ZHIA F 74~
2021 AMER S N72® WIS L TidEE S Tw
Bl EEROBEICE o TRZY, BIRL TV L L
PNd 5.

#£% QoL/PRO DFHEIC DL T

WA, RHROE A 258 THEE QoL FF- <> PRO &F
iz EH SNTw5b. b & & QoL & H B Mifi ik
S THUY, fEHEICHE L 72 HRQoL (Health-related
QoL) ZEHBDOT T M AL ELTHWS 2D DHER
1980 MR BMhFE 72, Tokd, HHEMRELEHE
RYEFAMiIZ, ClinRO (Clinical-related outcome) (A2
W - AL T — 8, Wi, AfEERR L) 2l
WCHW ST WA, 2004 4E127 A V) 1 £ 5 R 3 o
R (FDA) ZER#EE GO, 53, #E ke %
#9425 729012 Critical Path initiative &\ 9 Kk7 A b
N= =2 AE L, BRIFZEIC BV THW 55 5l
& LT COAs (Clinical outcome assessments) % $i
=R A

COAsIZ K& <422 Sh, PROZ [FEIRK
ZOMFHEOR S -3, BEIrLEHE/RSNL, B
FOWRBEREICET2H5WAHE] ekl B
# QoL/PRO FHii Y — Wik 4 7 & 4 THBFE S,
W ARHM @ Visual Analogue Scale (VAS) o &9 7%
VYTV ONE, AR TR A -
LOREZL &S E0 784G QoL/PRO #Hli Y — L b

LT D, F72, FEEEFRE QoL/PRO &l —
Vi, SLEIZ® 9 % Lupus-PRO *% RA IZ % § 5
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MDHAQ * 7 & 258 % 25, BMWNEW TAV.L-H%H
] A Z &), [TH#FRITE]), [Hhamid] %
L, PREADOIEET D 2 RBWEIERAED R VNS
WEENLD, MNRUIGERT A2 ENTE 2w (KB
2).

/N QoL/PRO BFAM I, 4F i - KA 58 3E 1 X 5 2%
R, REE - FH A L O SAGEREES 2N U2 /M2
VB b, BIRIUCRRNERE % 53 2 720D
KIDSCREEN 7, KINDL-R %, PedsQL™ *® H & i
RIS RV AS M/ 2 U PSR S LT B /NI A R
HOfRERE RPN > — v T, TEARRBRRE ], THE Ao b%
ik, THERobhE |, 2RSS 2 HkEE | 72 &% 3-Ml
$HHMWT, NEHSIC XS HCHEM E R#ES I X
LD D 0, FERCHIRIIC &b, K4E
I OEMMSHE SN TYS, —J, KR
ME Y 2 —)b, [FIEME/Z Y2550 S 7z HARGERK
3D TH R L S HD HAREMOME 2 #7720, H
ROWRPNZE L7280 LW A B L7720 3 2 0%
VDb,

BABATHE & EEEBIRTHIE

ALAE, KR4 T OB W BN 2 BB O 1) 112 HE
v, BIEREZ DL RO AT BIERDE R TH
D, 2014 £ INRHEEZBITHMOBECHT L7 —

Clinician reported
Performance outcome outcome

(PerfO) (ClinRO)

Clinical outcome assessment
(COASs)

Observer reported Patients reported
outcome outcome

(ObsRO) (PRO)

2 Clinical outcome assessment (COAs)
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XU TIN=TIE B [NEIISEREEE T 5 BE
ORATHIESRICH T 2R LIz (K3).
NN ORE - FZIZHDETANVAY T T ¥ —
ERARL, NERASLOERIZOVWTCHCRETEDLH
VIR BEANETHOOREEEE, BIIHLTD
Kl - BFEROREE & 12, Romy A, AiE
RN T 2720 DRI HEI Z2/NERZ RO
BHTHOMOGI L VNERETHLLEEZLNTNDS,
BRI BATERE 2% 5V HRGT 22 EH
ZIELWESDONTED, OFRICAGs 72NV RY
7T Y-SR @A VI UANVADOHER @R -
BTFREROEE @OARRDE)) - RG> 72M%
HiEoHn OWAEBE~NOBITO 5208 T, &
BEARNERFER DY, MEEREZ®HD L LH
KoOONS., NREMERBEZ IS L, RER - EH#
FITREFEOF ORI 2R WCGRIRE L & 2 EID D
505, BEVASBAHOREI LA L AH L THNYT
EBLIHICEIPRTRFDIELEILETHL. BITT
075 ADKERICOWTREL WD 5 D5,
American Academy of Pediatrics (AAP, KE/NE
2#4%), American Academy of Family Physicians
(AAFP, KREZRWEE4), and American College of
Physicians (ACP, K [EWNFLEER4) @ Transitions
clinical report authoring group 23R L 72847 EE
BRI 5T 7% 6 DOMWER RO VWTIT) 2 &
HEFLWEINTND (FR]).

ANBY < F R B FEIE 10 SELLUNIC Drug  free
remission (2 A FEGIE 3 FIFEE TH O BEHE DM DS
VBERFEBIDZ Wz, )< FHRBIZBWT O
ABITTELREIERELEZON TV S, 2018 FEIZId/h
R FERZOBITEERT —F 2 77NV =712k o
T Callahan 5 O#EF A ICIZ, [V 7~ FHEERAR
TF =y 7)) AN W) wwFhEBEOBEZ IS L
TNBETIER LA SNz, S 5122017 ISR
FrEARE [/NE B X OORABATHINEY v < F 8

SA7RF—Y | AHEE  FEN B R
EBTH BEH L EREOREHE AN ERNEDITH)
E AR INEHBESR RAMER

ERREAHE | 2o REAAHE -

NIRRT SRR

BATHIERR
NEEAFEER B OREEL ﬁ

R

TNEIC £ B &8

3 BATIHEE AR OIS
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# 1 Six core elements of health care transition

(D Transition policy

BATRY) Vv — (BITHEOHRPICE) 2K, 12~ 4R THRE - RIKIMER L. TRXTORAY v ZIZERN LT

Tu—FEHET 5.
@ Transition tracking and monitoring
SREZEORERERLL, LIA MY —BHEIT).

(3 Transition readiness

U@hoFey 7V A MEMATL. BERLREELVT 7 TICHT 2 BEZERT 5.

@ Transition planning

FIZF =7 ) A P OFHIiZ T, BEZMEES 5. BTV~ ) —RB2WOr 7 77 Y 20087 5. R %

ey 5.

&) Transfer of care

B OREPLE L TOLIHIER Y 5. BITICLELZEH (Fxv 2 ) 2L, BITY <Y —, BAKOTr 777>
SR HIR M E &) 2EMT 2. AT, F— 2 THEML, WEZZRHCEROES &7

(6 Transfer completion

AR S 6 7 AN, B ERRICHEM L TRUOMR 2179 . WANTIE, BEILEL Y R— b RBHR L o

i),

HOEERE T — & O & ORFHEICED Wz
EEE [V —AVA] Bty b7 — 7RSI X B
BB O TAAL] 25HEE S, 2020 4E121 K
NZIHRHED 720 D/NB Y 7 < F YR BBAT IR A
F AT SNz, F 72, [/NRIE kA 52 9595 V8 Fu
ANBATHIER SR 7 IVHE] 552017 SIS S
T, KW - ¥E - TECBITMER R Y ¥ —
MR L, Tk, 2019 4E X D AZEII - i - HOR -
RHIZHREI N

T/, INFTEFREBKHIEIZBWT, BA47
ARITIRAB X B R RS AR S, HER IR
L TR BIBENEFENERINDE LI ko
7. L2 L, BERAPTHEBEI ML ST ini
CHER OB R LTV A D0, ERBIES
2o TV HRWERBLFIET 5720, HaRERA O
HEE LA ERE, HELSLEEEZLNT
Wi =07, ANRR VRN E B R R L, BT 49 4R
[/NJE I PR e BRI R S 3 ] pRlRe s iz, 2
D%, BEHRBMNOMESIHE ) FEORIMLIC X 27 &
L ERBEOBEEIARL TE 220, PR ITHEICIE
HARAEIC IO CHIE L LTSN, 20k,
WEFBICRE LR EEEZOND L )R, £
DR GBI B R 333 AR (9 BRI R 27 =
W), /NREVERREER 762 B (5 BIBIEURE 24 IR
FTHRENTVE, ZLTUNEERAICBIT 2HER
SPFESRHEDSEL 7 2 720, /N YRR R S R ) B C IR 9
B Z Z T N TWBESAN, AL - 7B
2, BRI OREE T bR w e v ) HENFA
THEIChoTELS 22T, PRIVEEIE
A SRR [H CoaEs BRI 2 ARTZERE] 12
T, SLE - Z5VEM 9/ K i 5 9% - MCTD - SS - JIA/

WMAFEREAF ViR E LT, MNAMLSEAF T
V= AL RIZBWH R & % BB I HE O AME K
L, BENA RTA 2 OVERDHER S NE DBRAL
KENTW5.

BHUIC

WAE, N T FHEEEBWT - BHREA O S
FERE L DITYEHE LT E S, B R AR LET
Hbh. LpLREEFLTNEEHMET HEMIITL
TE L %L, WM 2B X 2 Mgk S AT
5. 202, WTALZHKE LT, o Pt
RDOMFNAZLD [/NRY 7 < F 5 3k MAP] 7%
ARV T FEEHP ICTRAM SN T W53, B
DFGNIERHTA F T4 Y HIER SN, HZRICBT
5 ADBERAF I NS,

Gk, MRV FBRE BB S AL TORBEL
LoTEDRELTA7201C, LYRMIIGEICK 3%
FHMOIEE, #EY) Z%/NRIZBT 5 COAs DL,
Bl N CRFETT D FEHN R WA TR OGN, PRI BB L
DT, MABATIEDO L) —BORENELEINL.
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The Role of the Pharmacist in Clinical Settings (11):
The Additional Fee for Collaboration Enhancement for Outpatient Chemotherapy

Hiroto Tanaka, Tetsuya Wako and Yuya Ise

Department of Pharmaceutical Service, Nippon Medical School Hospital

Abstract

At present, chemotherapy for cancer is mainly administered on an outpatient basis, and

prescriptions for some oral anticancer drugs and drugs to manage side effects are regularly

filled at dispensing pharmacies. Therefore, collaboration between medical institutions and

dispensing pharmacies is becoming ever more important. We have now started calculating the

costs of the additional fee for collaboration enhancement that was newly established in the

April 2020 revision of medical fees. As a tool for sharing information with dispensing

pharmacies, we use regimen collaboration sheets and tracing reports. In the year since medical

fees were revised, we have calculated a total of 666 additional fees for collaboration

enhancement, and we have received 225 tracing reports from dispensing pharmacies. The

challenge for the future will be to further increase the number of calculations and strengthen

collaboration by improving information sharing tools.

(HARER R A ASMERE  2022; 18: 282-288)

Key words: cancer treatment, cancer pharmacotherapy, outpatient chemotherapy, team

approach, oncology pharmacist
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Winter-onset Summer-type Hypersensitivity Pneumonitis Related to a Warm Climate:
A Case Report and Review of the Literature

Anna Hayashi"”, Yoshinobu Saito', Asuka Nakanishi*, Kenichi Kobayashi’,
Hitoshi Saito’, Kazuo Yamamoto®, Masahiro Seike' and Akihiko Gemma'
"Department of Pulmonary Medicine and Oncology, Graduate School of Medicine, Nippon Medical School
*Department of Respiratory Medicine, Tokyo Metropolitan Hiroo Hospital

Abstract

A 49-year-old man living on an island was admitted to our hospital in January with
antibiotic-resistant intermittent fever, cough, and hypoxemia. Based on his medical history,
imaging findings, and a positive test for anti-Trichosporon asahii antibody, we diagnosed
summer-type hypersensitivity pneumonitis. A literature review of reported cases of summer-
type hypersensitivity pneumonitis diagnosed in seasons other than summer showed that it is
common in hot and humid environments as well as in warm regions. The possibility of
summer-type hypersensitivity pneumonitis should be considered even in winter.
(HARBEFRFE SRS 2022; 18: 289-293)

Key words: summer-type hypersensitivity pneumonitis, Trichosporon asahii, winter onset
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#1 ABREHATL
TR A SR I =i A
WBC 6,100 /uL CRP 296 mg/dL
Neut 74 % KL-6 1,437.0 U/mL
Lymph 15 % SP-D 220.5 ng/mL
Eosin 2% ANA (=)
Mono 8 % MPO-ANCA (=)
RBC 434 x 104 /uL PR3-ANCA (=)
Hb 126 g/dL B-D-glucan 25 pg/mL
Plt 31.6 <104 /uL anti-Trichosporon asahii antibody 1.68 positive
AL A BRI A 5347 (02 #5:3 L)
TP 56 g/dL pH 7427
Alb 27 g/L PaOq 79.3 Torr
T-Bil 0.7 mg/dL PaCOq 374 Torr
AST 20 U/L HCOs3 24.2 mmol/L
ALT 18 U/L
LDH 224 U/L PRARAR
BUN 185 mg/dL Jii 98 TR VA BIL R 3
Cr 0.90 mg/dL LG A FPUR fes
Na 136 mmol/L
K 4.7 mmol/L
Cl 100 mmol/L

PRAESE © Ry disi e L.
FIGNE - i FHH R L.

1 MR X MEE
M C4 0 F T AE# 2RO 72,

BAREE @ 72 L.

BRIE © 23~38 ik £ TR DAl T 128, £h

DRI R

AEIEE RO S IAEAE. R IEEREL Lok

DM L.

3, KD (3 EGE L osE.

TUIVF— R L.

TIBATH 2 . IniEes

BUREE : 20XX4E 12 H LA X 0 BRK 12 A TH
LD EYEMASHIE L2, 1 H 1 HIZ 38C B D FsE
RO, FIAEREIIL R EE A F R LAz, EIRDSHE R L7
b1 A5 HIGEREZZZLLR7adyy 0%
W ENDBIEROSFZRL, 17 HEZS LK
FEFIMIE & FEf S 1, A H ICBaAbEE 2o
7z.

A B3 E © 5 £ 1735cm, 1K E543kg, Kk
38.3C, Il 103/65 mmHg, MR 85/% - %, ML
20 [|1/43. SpO. 96% (0. & 3L). EakiEh. O
I, UG TR & D IS S 2 e B R L
VA, R R R 5.

ABERE A L (R @ M Tl CRP 296
mg/dL, KL-6 1437 U/mL, SP-D 2205ng/mL & I
AERDz. BRI A A58 Tld, BERA (Ba
3L) FTPa0. 79.3 Torr & BEFH/DED T 2D 72,

ABEREERAT R B HAE X s s (R1) CTidm
HIREIC3 ) 7T AREE RO 7z, KFRHHM CT 55
(F2) TIEWMMEEICTFEAEICT Y T ABRESR
INEERLLPERLIR R & R 72,

ABethies - IRt ko etk 2 E B LT, wilk
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2 JWEMHM CT 5H (AREH)
W HIIGER S OV F AMEIC S 0 AT R iR /N E LR
R xR 7z.
JERlgAMAN, 45 S5 AAY, /£ S10 12 mosaic attenuation
ROz (KHD).

G U720 820 H &0 e, 25 395 H121& SpO,
DY L7270 OMHER G-I T & La, ABERRCHEN
L 72 5P SARS-CoV-2 $iJi 35 & OF PCR IE BatE, Wy
B CILOW R 3 S e d o 72 58 99 H O il
HAECTHE (K3) CRZEEMNZREOZ. A
BERREIRDSYF M TH o722 &, BLOHMan
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PEAHADH KR 24707z LTHEBREEE L7z, B
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CHARD I TH B Z LAY L 7. F7-AERER
(ZTEBR, EVEEMRO PR E R 72720, HEREO A
(2B TERBEFIE R & FIWr L7z, Db oofi it
W&, SRR [RECENZAW O Tl & LSk S

B3 MERHAM CT HE (G5 9MH)
W R O3 0 77 7 R B Re /N RO R (3
fi %2 72 7.
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~L7z.
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F2 HEFOFE LD
FEhE F 7213 . M 25
B0 g 0T i e L KIS SPD ey RO
iR A E U/ (ng/ Y <F
mL) mL)
1 64 1995 12 S i W - + ND ND R - +
GiERI 1) (B3, S
%R BeEE)
2 24 B 2000 11 ND Ee + + ND ND (i3 - -
GEER 2) E)  (REOREH
30Tk <)
3 67 4 2003 11 @ Ers % -+ 2010 28 [ - +
(R EEE DA
4 50 & 2013 12 N.D EES ND + 585 280 Hi + +
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5 49 4 ND 2 ND hniges -  + 1246 ND JmE#Ho - -
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8 49 B 20XX 12 W H -+ 1437 2205 e + -
(ASHERY)
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Chylopericardium after Partial Arch Replacement Treated with Somatostatin Analog Administration

and Lymphatic Embolization by Lymphangiography

Hiromasa Yamashita', Masahiro Fujii', Syouichirou Iduka', Ryousuke Amitani’,
Yasuhiro Kawase', Takahiko Mine?, Ryuzo Bessho' and Yousuke Ishii®
'Cardiovascular Surgery, Nippon Medical School Chiba Hokusoh Hospital
*Radiology, Nippon Medical School Chiba Hokusoh Hospital
*Cardiovascular Surgery, Nippon Medical School Hospital

Abstract

A 72-year old woman was transferred to our emergency department for evaluation of
chest and back pain. She was diagnosed with Stanford type A aortic dissection based on
computed tomography findings, and we performed emergency partial arch graft replacement
on the same day. The patient was extubated the day following surgery, and oral intake was
resumed on the second postoperative day. We observed cloudy drainage in the pericardial
drain following the first feed and diagnosed the patient with chylopericardium based on
biochemical evaluation findings. Continued drainage necessitated lymphangiography, which
was performed on the 7" postoperative day and revealed lymphatic outflow on the aortic arch
lesser curvature side. The volume of drainage decreased subsequently and did not increase
thereafter following resumption of oral intake. The patient was discharged on the 27"
postoperative day without any additional treatment.

(HARRERIR AR MRS 2022; 18: 294-298)

Key words: chylopericardium, lymphangiography, acute aortic dissection
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CT on admission : Aortic dissection is observed from the ascending aorta to the left
common iliac artery. The dissection extend to the brachiocephalic artery and the right
common carotid artery is poorly imaged : —

it

Bl

B T2 Kk

FiR MR

BEAEIEE © 22 L

BUREE - 2021 48 1 A, RAROME 2 520, i
ROYERD SNzl AR BWEkKIE
KD MR L THB Y, MEDELELZBOTS
D, BEEZF 7 ¥ —ANITTHEME L ko 7.

ABEREBUE © &5 161 cm, K5 57.2 kg, BMI 220,
MJE /2 160/87, 47 104/55, Wk 48 71 [l/4y, #%, 4
SRIVHETTIEIC. PP, DOBORH, R 2 L.
B BARAT NS T OB PR, AR R B RS
W 2 B .

WaRgER CT © EAT KREIIR A & A B BRI 22 T
KEIREEE 2 3o 72, EATRBEIREEIX 55 mm T, 1%
PE BRI KA TE Y, BEHIROEZIIART
b o7z, FEEEIRGBPERLG TR T — iR
b, TOMDTELIFIELBIIRITELRED 5 DLl % 7280

Tw/z (B1).
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PR [ 522 TR B o BT R e L 72, IR 25 FELC
TR BR 520k & LT, s IRINALT AN HE T T 4
BT AL (J-Graft 24 mm, HAIA 751 »,
BOE, HA) Z - CRBEEIR £ TH5 = S REIR A
I i A & AT L7z, TR X 5 RERE 41 45,
PRAMVIEERIRE 1 176 77, B ER 152 IR IRERTIE 39 70 Td -
7z

Mgkt Atk 2 H B L, 3 H HIZHEIIHEE
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Lymphangiography (A, B, C), Post lymphangiography CT (D, E) : Lipiodol is injected through the bilateral
femoral lymph nodes. Contrast pooling is observed on the lesser curvature side of the aorta through the thoracic

duct.

#YH 1M 720 30~50mL @ F ¥ HER A Hife L
7z, W HRAT L7 FL— Y HREMA T TG 214 mg/
dL, T-cho 8 mg/dL (fi¥%: TG 84 mg/dL, ¥ T-cho
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Post operateive day

Postoperative course : After lymphangiography on the 7% operative day, the amount of
drainage gradually decreased, and no re-increase was observed even after resuming meals.

The patient was discharged on the 27t day.
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A Case of Recurrent Bacterial Meningitis in a Girl with Mondini Deformity

Koichi Kobayashi', Jun Hayakawa', Tomi Sano', Emi Yanai',
Hikaru Takeshita', Kouji Hashimoto', Hanako Tajima’, Toru Igarashi’,
Yasuhiko Kawakami® and Makoto Migita'
'Department of Pediatrics, Medical Center for Maternal and Child Health, Nippon Medical School Musashi Kosugi Hospital
“Department of Pediatrics, Nippon Medical School Tama Nagayama Hospital

Abstract

Delayed diagnosis of bacterial meningitis has a significant impact on prognosis and should
not be overlooked. Cases of recurrent bacterial meningitis in infancy may be associated with
underlying diseases such as immunodeficiencies and congenital deformities, including those of
the inner ear. Streptococcus pneumoniae is a highly invasive causative agent, but the number of
patients with meningitis has decreased dramatically in recent years due to the widespread use
of the 13-valent pneumococcal conjugate vaccine. However, cases of vaccinated patients having
invasive pneumococcal infection have been reported due to serotypes changing. We report a
case of recurrent bacterial meningitis in an infant. The second occurrence was associated with
Mondini deformity, for which surgical treatment was planned. The third was observed while
the patient was awaiting surgery, and the fourth postoperatively. This study presents the
clinical course of the Mondini deformity in this patient, which was difficult to manage due to
the recurrent bacterial meningitis, and draws on epidemiological data concerning invasive
pneumococcal infections occurring between April 2013 and March 2021 in Kawasaki City,
Kanagawa Prefecture, Japan.

(HARRERRZAR A SHEGS 2022 18: 299-303)

Key words: Mondini deformity, recurrent bacterial meningitis, invasive pneumococcal disease,
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L7 (RLC DfETHER).

BREER  AEZILAV=ZTHRRKEVTHE SC] O
BRVERZE 3 B & B 72 TT B TR, B2k 47 1 30 AR
¥ 26~86 % (13 64.8 i%). R-LC DAL -38 25 +35°
2o, ZOFHMHEIE-03£159" (SD) TH Y, Pl
D 95% FHEX ML [-40°, 331 THo7z. BHFRT2
e RENDHEIZL 3055 2: 30 OFPHIZH Y, fito
T, TOFRPETIEE305 (£15) OfEEZHEATN ..
R-LC i 545 DI MH D 95% 12X B [—4.0°, 3371 &
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[—15°, +15°] WNIZHDH DT, equivalence test 2k D,
C OJAEFRE T Rline & LCqline (1 o/ L) X
—HLTWBEEZTIW.

o bbb OB L-HEEEZHTs2 LT, T
R /N O AR R 2 BRIR I S e % b - TR
FNFETRAWHE L 2o 7.

Growth Hormone Treatment at Nippon Medical
School Chiba Hokusoh Hospital
(J Nippon Med Sch 2021; 88: 39-44)

BAERAZTELLHBRRICBETI2EFRONEAD
BRRIVE > AERE
BREEE B AW B!
HB#E R

TAAREERIREE (RS S24)
*HARBERFR A I B/ R
SHARER RS T IR e /N e B

RIAR!

TR LB 2002 4E 5 5 HAREFRR TR0
Be/NEFHZ B T/NE OIS FICH L CHEEIRE) & HiE
WREL T &z AN, BREROFHRZBITH L TTo 7
A 2R AR V| VAN X BB O A, HREBH 23
KW ERTH - TR b OREOR R 5T L7z,

Fik IRz ERE AR IVE VTHE SN 0~17 o Tt
D9 B 2000 HFH5 5 2016 4EF TOWIMT, HEMIGHRD R
Qb 2B TELFRI LT —F 250 L7

BR RS EOFD ) HHE R BRIV E VEANIT
BRET o 7o b ORRERIE, RESRVE VRZAE
8 N, ¥ —F —JEfE#ES N, SGA (small for gestational
age) 9N, X—F VIEBEHE1IANTH - 72, BEHREN
LR A IV E 2 iE R & BIG L 72 R ARV v RZNED Tk
b DHEOMPIEERH, SO Y 24 H £ THFET
o7, WESRIVE VBAN XD HREAORRIL 3 FEHE
IR L7, BBRHEERIOLERVE VBB EZ BB L7
BE RV E VR EFED T 72 OB FAL BB
BENSEHER 2 SR EHG L Ao L RRRRR %
RL, FORFEIL 4~5 FERFE 72,

a8 R ANVE Y RZIED Tz H~NDO R RV E
DORNRAI GRS BB E ORI TH o THHTH - T
LEFETH - 7.

307

Presence of Promyelocytes in Peripheral Blood
as a Novel Predictor of Optimal Timing for
Single-Step  Peripheral Blood Stem Cell
Collection

(J Nippon Med Sch 2021; 88: 45-53)

REMBHRERNZEB T B> HORELERT
A BT 2ErEREEROFAMOKRE

HEEE e PR R R
RBNKRE  KHAEEF hp e EREAT
BRITERE S A e RIS L]
IIF—

FUARBERE R 270 g s B L P

Ex L KSR B E~OBHOBIE A, S b H
BTN 2H2HHETH Y, EERIZB VTl ¥ A
IV T OEOEMELE TR PRI TV 5.

ik o Al 2006 4E7 S 2016 4E F T2 HAERNKRZ IS
W BE T AR MR I Z B & 7 o 72 72 ER % BT Y
VAT L 72, 90 HAZERIL L 72 CD34 Bt oo rh e 3.9
x10°/kg (0.3~474x10°/kg) TH Y, MHIZ 20x10°kg
VLEEREUCT & e h o 72 25 B (34.7%) % Failure group &
EFL, RITX7-47 6] (65.3%) % Success group & %
FL7. ZNENOBRE ORI Z WAL 7.

#58 : Success group & Failure group & H#g L TR
I A BEER I H 42 AR I il 2Rk 5510 42 fi 5 iRk 5380 S h
THEBI DA B2 % 02> 72 (Success group 34 A 72.3% &}
Failure group 11 A 44.0%, P=0.008). 62 BI2sH KM
MR 2 A7, i o H gL il 13 5.6 X 10° cells/ul
(1.60~474x10° cells/uL) TH o7z, BRIEFIZBWT,
Success group & Failure group (24503 TUHFRER, HML/IMK,
RIMERAEE TOHBELK L 72 E B2 ENETRD %
Moz,

FEER LI TR MR & B 2 % D A Ofd 7 I
W oOFIEMIMATEHMERO I G H 2 TR T TH 5
WHELED D 5.
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Identification of Novel C-Terminally Truncated
Estrogen Receptor B Variant Transcripts and
Their Distribution in Humans

(J Nippon Med Sch 2021; 88: 54-62)

Rhomboid Flap Reconstruction after
Mastectomy for Locally Advanced Breast
Cancer

(J Nippon Med Sch 2021; 88: 63-70)

FHE P CRFERBRIX M NOSF U ZBREAPEERGED
FI%E & FEB R

AT HREBHRRER /N —5
HARBERER R BE PR AR FERIB I 572 - Rl 200

TR A oy r2%E B (estrogen receptor B,
ERB) 1R SN BN AARE T IR R -
WRT 7V UPEEINTED, TNOORINM MBI &
D, ME ORI 2 HE D ERB A /K mRNA % & ~
NOEHELS. LHL, & bPERBEETOAL Y buy
FIRB L3I F ) AEER BRI 7 Y 2w
7oH L ERP MR AR, 2 0 20 ST ShTw
v, 0720, AR TIEE N ERP A5 T O FF
OB 7V V BELOAT I 4 AERKOTE
AT,

5% 3 RACEHEE RTPCRZ7u—=v 7ExHWT
b MEE2 S ERB mRNA 28D B2 1T -7, WL
72 cDNA EA % & b7/ A4 Licw vy ¥y 7L, RT-
PCR#EZ HWTEZNOEREKDOIEBIRNY — ¥ & T L
7z.

BROEE> DB oM IR % 7> % # O ERB
mRNA Z8AEZFREL, ¢ b ERPEMEFICBWTHEED
BIRHAT T4 AL, TI—T 4720 2O I~
DOMEB L OHBKERLy v o2 RN HHICREE S
N7z 2N HERMIT C K /KA ERB AR K EZ 3 —F L
T3, ERB6, ERP7, ERP Ex. 4.8 X O'ERP Ex. 6. &
ZAbr 7z 512, ERP2/Be. ERP4, ERP6 B X UFERP7
@ exon 7 RIFMEFUR D FE L7z, F7z, BHMITICL -
TINOLERAD e RSB & O TR 2 58
Y —VERRTIEREELT.

AWML X D, b M ERBEIZTOBML T /) A
Wil & AT T4 2 v IHREHP SN LR, Ehbe b
ERB mRNA BXU% Y X7 HOLHIEICHES T 52 LA
HB L7

BETIREICH T 2 EURROERRFICL 2
&

APRALZY BRI EERE
W RISLASA £ v 7 — SR
*HARERR A s e LIRS R
B RESLD A v & — ISR

Ha - B8 BIRETILE S 2 BRI T,
B H~OEEIC L D AEEEOEMHIEREZZEL, 5
POHEMZLEELTEI LD DHEH. ZOMETIE, 20
59 Y AEOTHEBICBT BRI FO—FETH 5 ERL
OHMEOFIZ HigE L, #AME0ME%17- 7.

FiE  RIREITIVE (B0 R E~ 0280, iR
RO R VIEBD) XL, FLEYIBRAN & 1T L 72 68 A Bl
EMGE L7z ERO) B, BEKBICK LERKRTO
TR AT 72 14 Bl 2 B R, MEZIThTHERE L
SAEBI 2 REGHEE L, TR T, Wi G B, ik
QOL %% Felghat L 72.

R O KBRS L B LAEICK
Ehotz T, PRBHBERBECERICEL-72D0
D, T DI 25 537 Th o 72, M A PHES L Oiit: QOL
RS 2 W I3 A e hr o 7.

EE - W EREAME, AROEET S HEEE K E L
HWZ 2 WHPH O RIBTHIUIEBE WL Z 2 T 5.

AR NE — YRR A S TR B 7 B2 R R FRA S L A 2 PRI
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Inflammatory Caspase-4 Actives SIP to Promote
SREBP-1 Maturation in Macrophage
Yinglan Cheng', Sumio Hayakawa', Yumiko Oishi'
VHARBER RS - A
Obesity, hyperlipidemia, insulin resistance and
hypertension are included as Metabolic syndrome (MetS),
which are risk factors for cardiovascular (CV) diseases.
Macrophages play important roles in MetS as
modulators in metabolic reactions and processes, such as
lipid homeostasis and pro- or anti-inflammatory response.
The precise molecular pathways in macrophages keep
being revealed recently. Here we study the wild type
(WT) and caspase-4 knockout (Casp4-/-) mice by bone
marrow derived macrophages (BMDMs). In vitro, we
found that in WT BMDMs, the expression of
inflammatory caspase-4 was increased in mRNA and
protein level, actively contributing to the maturation of
sterol regulatory element binding protein (SREBP)-1 as
early as 6 hours after lipopolysaccharide (LPS)
stimulation, compared with the expression in Casp4-/-
BMDMs. The downstream target of caspase-4 was site-1
protease (S1P), which cleaved SREBP-1 from precursor
to active form for transcription of SREBP target genes in
nuclear of BMDMs. Moreover, overexpressing the
protein of caspase-4 and SIP in HEKZ293 cells also
confirms that caspase-4 directly binds to SIP and
subsequently catalytic S1P into a secreted form. This
study showed a molecular crosstalk between
inflammatory caspases-4 and S1P, would like to provide a
new insight for the target treatment and prevention in
MetS and CV diseases.

Inhibition of Antibody-Mediated Rejection by

Disulfiram on Cardiac Allografts Rejection in a
Murine Transplant Model

WeiLi Chen"’, Etsuko Toda', Saeko Hatanaka', Yuri

Nawashiro', Hana Shimizu', Yoko Endo', Mika

Terasaki', Shinobu Kunugi', Yasuhiro Terasaki',

Akira Shimizu'

H AR R AT A BE

BEMREHINERE - I

Although advances in immunosuppressive drugs, the

risk of infectious diseases and uncontrolled rejection

remain a serious problem in transplantation therapy.
Macrophages are involved in both T-cell-mediated
rejection and antibody-mediated rejection. Disulfiram
(DSF), an anti-alcoholism drug, can inhibit macrophage
migration by inhibiting FROUNT which binds to
chemokine receptors CCR2 and CCR5 and promote
chemotaxis. In this study, we tested whether the DSF
can block the transplantation rejection, especially
antibody-mediated rejection in the murine heart
transplantation model.

Recipient C57BL/6 mice received heart transplantation
from donor BALB/c mice. DSF feeding on recipient mice
did not significantly affect the graft survivals with a
large amount of CD8 T cell infiltrates, indicating that
DFS could not inhibit severe T cell-mediated rejection.
In the absence of CD8+ cells by injection of monoclonal
antibody, DSF-treatment significantly prolonged the
graft survival (>32 days, P =0.001) compared with
no-DFS treatment control animals. Macrophage
population changed and regulatory T cells were
increased in the graft of DSF group. Furthermore,
antibody deposition in the graft and donor-specific
antibody level markedly decreased in DSF-treated mice.

These results indicated that DFS could inhibit directly
antibody-mediated rejection, and the potential use of
DSF to modulate immune responses in the

transplantation rejection.

The George Washington University Clinical Elective
Program
Ayaka Igarashi'
"HARBEFR KRR 6 F4F
I am writing to share my participation experience so
far in the George Washington University (GWU) online
clinical elective program. Presently, I have taken two
courses; the implicit bias and electrocardiography course.
In the implicit bias course, we learned about the
meaning of implicit bias in clinical situations, such as how
our biases affect our perceptions of a patient’s behavior
and how these perceptions influence the patient’s
reaction to treatments. The topic itself is interesting. I
was fascinated by the sophisticated method undertaken
by researchers to uncover people’s biases, which they
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themselves do not even know they had.

Alternatively, in the electrocardiography course, we
learned about characteristic electric cardio gram images
of various heart diseases, after which we took a final
exam at the end.

I think it was unfortunate for the inability to visit the
GWU hospital; however, I learned a lot from these

courses.

The Difference between Mounting in CC/Mount,

Prolong Diamond Antifade Mountant and Entellan
New for ViewRNA ISH

Junxiao Wang', Syunya Noguchi', Takami Takizawa',

Shan-shun Luo’, Toshihiro Takizawa'

REEN NS Sy

INVE VERRFRIE SRR - PE

[Objective] Choosing the ideal mounting medium for
viewRNA ISH will improve the view under the
microscope for long-term storage. In this study, we
compared the difference between mounting media under
the microscope over a period.

[Methods] After viewRNA ISH was performed to the
mouse placentae, sections were counterstained with 4,
6-diamidino-2-phenylindole dihydrochloride (DAPI) and
mounted in CC/Mount medium, ProLong Diamond
Antifade Mountant or Entellan new. Furthermore,
bright-field, Fast Red and DAPI fluorescence images of
the sections were captured under a microscope over 1
day to 31 days after.

[Results] For DAPI fluorescence images, the
background in CC/Mount medium increased since the
next day after mounting, while the background kept
stable in ProLong Diamond Antifade Mountant or
Entellan new at least 27 days. For Fast Red images, both
bright-field and fluorescence fade in Entellan new since
the next after mounting. On the other hand, the Fast
Red staining kept stable in ProLong Diamond Antifade
Mountant at least 31 days. Some air bubbles appeared in
ProLong Diamond Antifade Mountant may disappear in
14 days.

[Conclusion] ProLong Diamond Antifade Mountant is
the ideal mounting medium for viewRNA ISH. It can
keep the section clearly visible under the microscope for

a long-term.

The Potentials of Induced Pluripotent Stem Cells
(iPSCs) in Studying the Keloid Scarring Pathogenesis

Guangpeng Xia', Teruyuki Dohi', Mohamed

Abdelhakim', Rei Ogawa'

H AR BE R R AE T IR T AR A

Keloid scarring is a disfiguring fibroproliferative

disorder that can significantly impair the quality of life in

HEEREESEE 2022; 18(3)

affected individuals. The mechanisms that initiate keloid
scarring are gradually being elucidated but mostly still
unclear partially due to the lack of the adequate model.

In severe cases, genetic factor is thought to be the
main contributor, however, studies haven't been able to
confirm a specific gene dysfunction yet. Histopathologic
studies of developed keloid lesions revealed accumulation
of extracellular matrix (ECM) of connective tissue
especially in perivascular site, so called hyalinized
keloidal collagen, which is particularly collagen produced
by cell dysfunction such as perivascular cells ‘pericytes’,
resident fibroblast and endothelial cells, yet the
underlying mechanism remains lacking in literature.
Pericytes can not be isolated directly from the keloid
tissue, however recently the possibility to isolate
pericytes induced from iPSCs has been reported. Thus,
to further understand keloidogenesis, we aimed to use
iPSCs from keloid patients to clarify the cell character
and dysfunction of perivascular cells in keloid patients
compared with that in normal patient.

Generation of iPSCs from keloid patients and studying
the characterization of disease-specific iPSCs could allow
us to lay the foundation for clarifying the keloid
pathogenesis and developing disease model in vitro using
abnormal scar skin model and, facilitate further disease

research and therapeutic strategies.

The Clinical and Genetic Features of Japanese de
novo AML with IDH1/2 and SRSF2 Mutations
Jiadan Sheng", Yasunobu Nagata', Masahiro
Sakaguchi', Mika Iwakiri’, Satoshi Wakita', Hiroki
Yamaguchi'
"HARERR A= MR N R
PHARBERIR SR 3 24
CHEB RS —IRR B - PIE
Acute myeloid leukemia (AML) is an aggressive
cancer characterized by infiltration of the clonally
expanded cells. The enormous molecular heterogeneity
has become increasingly apparent. Recently, novel
treatment options including Azacitidine added to
venetoclax were approved. For clarifying how they
promise efficacy in AML patients with different
molecular backgrounds, we focused on IDH1/2 and
SRSF2 mutations. They were frequently co-mutated and
suggested an association with a better response. In our
AML cohort, 992 patients (2010-2020) were enrolled.
IDH1/2 and SRSF2 mutations were identified 12% (54/992,
64/992) and 3% (33/992), respectively. Interestingly,
SRSF2 mutation often coexists with IDH2 mutation,
especially the R140 subtype, than IDH1 mutation. For
instance, SRSF2 were mutated 6% (3/54) in patients with
IDH1 mutations vs. 14% (9/64) in those with IDH2
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mutations. These two mutations frequently appeared in
the intermediate-risk group classified by 2017 ELN.
However, there are no significant impacts on overall
survival. In terms of functional analysis, mutant IDH
made D-2-hydroxyglutarate which contributed to the
pathogenesis of AML. Whereas mutant SRSF2 alters the
recognition of exons containing specific Exonic Splice
Enhancer (ESE). Future, we will analyze patients’ cells to
discover novel molecules which enable us to predict
responses for a particular therapy.

A Dive into Precision Medicine
Kai Miyazaki', Nobuyuki Tanaka®
"HARBER KRS 6 F1F
* HARBERF R A7 56 i R 2T S8 0T S A -4 -~
“What if matching a cancer cure to our genetic code
was just as easy, just as standard? What if figuring out
the right dose of medicine was as simple as taking our
temperature?” The thought-provoking speech by
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President Obama was enough to inspire a young man in
the far east to pursue a career as a doctor. My scheduled
clinical practice at George Washington University was
canceled due to the COVID19 pandemic, prompting me
to take the precision medicine (PM) course online, which
had long interested me. The online course, which
included 12 lectures and a final presentation, emphasized
molecular profiling and clinical analytics for
nonmalignant and malignant diseases. My research
experience at Nippon Medical School provided me with
the foundational knowledge to understand the cutting-
edge concepts with ease. Routine clinical adoption of PM
is still a long way off, but understanding its potential and
limitations will be the first step. I believe sharing this
experience will provide others a perspective of PM and
eventually benefit future medicine.
O UN R AT P e
FRIEN HARERR EERR SR > 8 —)
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