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Five-year plan against cerebrovascular and cardiovascular diseases
Kenji Shimada

Department of Neurosurgery, Tokushima University Hospital, Tokushima, Japan

SUMMARY

Cerebrovascular diseases including stroke and cardiovascular diseases are the leading causes
of death among people more than 75 years old in Japan. The major causes of the need for long-
term care in Japan are also cerebrovascular disease and cardiovascular disease, which together
account for more than one-fifth of the total. Medical expenses for both cerebrovascular and
cardiovascular diseases account for 20% of the total, which is the highest by injury/illness classi-
fication. Five-year plan against cerebrovascular and cardiovascular diseases were published for
the purpose of notifying the importance of overcoming these diseases. The 2 main goals of the
five-year plan against cerebrovascular disease and cardiovascular disease are to extend healthy
life expectancy and to decrease age-adjusted mortality of cerebrovascular and cardiovascular
diseases. The five-year plan against cerebrovascular disease and cardiovascular disease includes
5 major measures : developing human resources engaged in cerebrovascular and cardiovascular
diseases ; enhancing service provision systems related to health, medical care, and welfare ser-
vices ; promoting registration project regarding cerebrovascular and cardiovascular diseases ;
spreading awareness of prevention measures and accurate information on cerebrovascular and
cardiovascular diseases ; and promoting research on cerebrovascular and cardiovascular diseases.
The measures are important for all patients, and all the promotions are needed to achieve the
plan’s goals. Here, we describe the outline of the five-year plan against cerebrovascular and car-

diovascular diseases.

Key words : Five-year plan, Cerebrovascular disease, Cardiovascular disease, Healthy life
expectancy, Age-adjusted mortality
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Implementing action for acute stroke based on Japanese National Plan for Promotion of
Measures Against Cerebrovascular and Cardiovascular Disease in Tokushima

Yasuhisa Kanematsu, Yuki Yamamoto, Izumi Yamaguchi, Manabu Ishihara, Shu Sogabe, Takeshi
Miyamoto, Masaaki Korai, Kenji Shimada, Kazutaka Kuroda, Nobuaki Yamamoto, Yuishin Izumi, and

Yasushi Takagi

Stroke center of Tokushima University Hospital, Tokushima, Japan

SUMMARY

Cerebrovascular and cardiovascular disease are the main causes of death in Japan. The
leading causes of the need for long-term care in Japan are also cerebrovascular and cardiovas-
cular disease, which together account for more than one-fourth of the total. The Cerebrovas-
cular and Cardiovascular Disease Control Act, of Japanese national law, was promulgated by a
legislative act in 2018. On the basis of the Cerebrovascular and Cardiovascular Disease Control
Act, the Ministry of Health, Labour and Welfare, Japan, published the Japanese National Plan for
Promotion of Measures Against Cerebrovascular and Cardiovascular Disease (Japanese National
Plan) in 2020. By the example of the Japanese National Plan, Tokushima prefecture established
a cerebrovascular and cardiovascular disease countermeasure promotion plan to progress cere-
brovascular and cardiovascular disease measures according to their own circumstances. One of
the important measures of the plan is improving emergency transportation systems. Patients
with intracranial large vessel occlusion strokes should be served by direct transfer to endovascu-
lar capable centers avoiding delays by misguided transfer to primary stroke centers. Consider-
ing the limited availability of endovascular capable centers, accurate identification of patients with
high probability of having large vessel occlusion strokes in the prehospital setting is importance.
To address this problem, we introduced prehospital scale called Field Assessment Stroke Triage

for Emergency Destination (FAST-ED) on emergency transportation systems in Tokushima city.

Key words : Cerebrovascular and cardiovascular disease, emergency transportation
systems, prehospital scale



PUEIEERE 78%5, 6% 139~144 DECEMBER 25, 2022 (474) 139

B % T ERBRENC LD
T 2 S PEHIG R
A i

B BRI BRSE S SE . WP AR
(F144E8 H 3 A%N) (4F1448 H19A ZH)

iU &I

ARIBCIX, WP 1 AERICRI30T ADSSEHE L, BIR
BR300 N E EHEESN TS, 72, WEFO
I HKERS % MAEZEDS EO TV b, MR FIH$ 5
IZE 5 72 ERBEETHRBAE L A TR 5D 5 RE
T, NS, BREETI A2 5 FERE b BN —&
izl oTWwd, 20X R ALET L7-D1213,
BIEX THiT 52 L RO EET, AEHEROTFHR
RV VETH L. LA LBELZEHAICIE, R0l
BAACE T, BBELZ TELZTREICT LI LN
VBB, 22T, BENIZITDIL TV 5B
L bNbNOW) Ak, SHOBELBNT Do

1. BfEZEE R

INAESE (LN % A2 A MAEDHEL TR AEETH
L0, KRELHUTT, W& HEEZE, 70—

LMt A2, (OEMERZER Y D Do MIEZEDORE &,

HZELZZHBIICE > TS TSI REREREL, B
B 723 & IR, WM RRE, RS, K 22
AR, HEPREE, BEREE 2 &SI 72 B BREE 2 5
FTIEDVZWERETH D, D720, frilie 35 5 IR0
2% 5 2N, NERBE T 2 EREED ) b

HAVE LA TEZ HD, HEERMEL 2> T0h 72,

JHZE R BRI 20 B R BT AE A B L, 1 JK8000f&H
RMRZLETIIL>TWh, TNHLDT LRH, FBED
T, G, BREGOYAR— b,
ESESELRMYMAPVETH L EEZ LN TV D,

JNEY)TF—2a sk

2. WNMEMRMERMER, 77 0— AMeERESE

LR R HE PRI 2 & D AR ER 2 gL L2 b o

ELTRUNIAEAZEY:, 77 a0 — Al ZE ) S
BN, —HBOTEN % B  MEEZEE T R TIHHTE %
recombinant tissue-plasminogen activator (rt-PA) O#F
BRI G- DIB T ENE RO ERTH D, 2L - T,
ERRLTFHROUENROONLE DD L, T2, F
ZERFERIEE O F P I IE P/ IMEE O 521 EHETH
o TAEY Y I3E K bk HWHNTEEHT
HAHD, TORMPBIIWFEZ T T <, BN OHEE
GEWXHHMEAEZRL, HETH LELITHVwL L TWY
b0 —HT, TAEY Y& 7UERILVHBRESN
7z CAPRIE trial’ O#HE2 5, 7 0¥ F7LLVOHE)
PEATRE NIz TNEDEERDHLISHFA I NS A3, 3
KO 2 h0 6§ BN ZE B3 TS, IR
DEDRHALNE Z WD, TIUIE-> TFHROEAL
OGN hr—Abdb, TNEH I ENEEL S
., A Dual antiplatelet therapy (DAPT) D&%
PR IRT 720D trial NI NFE TIATbNTER2Y, #
U2 X o T DAPT OFREAVR S, BITE, SEDIHL
MR T AE) v 2 n ¥ R LA SRS
LI o7ze LA L, EHBEEICEEREILETD
N, @Ik LB IR EBE 2 iS4 5
729, DAPT X2 OARDOHIZLE EDDLRETH
BV F7z, RITH2022412, BHEICH LTS 7T
AT VVHEHTREIC R ), INETZ7OE FZLIVA
J& B (Loss of function allele carrier) 2SHE & 72 % 2
EMBH oD, TITATLNVEFOEEYZIFITL W
HHE L CHRBRICHIFESNLERTH L, LB L2LD
12, 7TAYY yEru ¥ K7 LIVoPERIEHIES BHE
PIRESNDH, YHRAY Y= )LETAEY v LI
70 ¥ K7LV ERGH L -BE3ETd 5 CSPS.com A%
Publish &%, ZofF ML wattrms s, 2
OHFT, B TOMRITEMMEITR SN Do 720,
ZERED O 28 2R 2 5 OB HITE RIS A X2 B



140

FERLT Sz, LLOKEIrSEWHIET A
e O RZLLY (ALK TITIATLIV) AV
DAPT %47\, WM T, HUI/IMUEBERAFNIZ X 2
BWDSTERE 70 578, BHBZNIMERAE 2 EWHET S X
I IBIMMEA XY M) A7 EEZONDLEEIZIEY
OAY = VEHFHTAZENEFT L VEEZ TS,

3. DRMERMEBISE, XEFEAREAZE

—JiT, HAEZoOEREVLEMBIO AR
DI, DR PR S R SE N L T B Z AN RE
EoTWD, LEMREZETIE, /v 77T MIOK
HEBERA LR L, BARSHENTE R o772,
S L 720 35720, MEEBHEIRDEE & 72 555
BNV, ZD LX) EEIX AL RGBT LLE
WY, FRICMERBIIRMZEZ RO 2561213 rtPAD
¥ 5-%0 IS NIGHR C OB AR RN S 2T H b o

20054F & ) AIFTH rt-PA OBGHHFRIZR D, B
BAR D XA S 7228, INEBREIIRDSIZE L T b X
) RIMEEAL VIEFEI2IE, rtPA OREIMENZ &8
BHONERS72T9, ZIUIB LT, ERRTH R
LEENE , rtPA 235 L CHEMENELNT,
M0 A BT AT TN e B 2 E D%\, (1)
t-PA O EDPREN TH o722 & h 5, MEBRBIR
PIZEICHT L Colffe IR M OB/ B ks s, £
DRRDIEFF @A EDRFETHS L o T
& 720 20154F12E, MM FEEBIIR (WSHBEHIR, K ME)
WRAEEES) PHZERE T, ZSED S 6 BRI LA, Alberta
Stroke Program Early CT Score (ASPECTS) 6 LLE,
National Institute Health Stroke Scale (NIHSS) 6 DL
D BE RS B B A IIAR (R O A " kAR S 7z
Z ORI 1R [T © Number needed to treat
(NNT) 32.6L#E s, BUEITOIL T 25505
BIEEDOTTH by T2 T ADERTH D EDTREN
720 FEIEFIA DGR RALH S IS S N72Ds, FIED S
6 R LAED BE IS L COREOMFE SN TS, &
@ Time window O B 23 2 FRALAY M BT O F
R rt-PA$%5-7 &£ @ Randomized control trial (RCT)
LITbhI, ENENOHEMEATRENTWEHI, Zh
5O Trial CTEETH - 7-ONWHEBMTH Y, ~F >~
75 EHEN D ARIR T EIR & R D I A< v F, MRI
T ® Fluid Attenuated Inversion Recovery (FLAIR)
& Diffusion-Weighed Image (DWI) @ I 2~ v F 2%

(1 N 1

LRSI E R

MR angiography

1 ZENSHBIARPHZE B2 126 L CR MR e [ml Ul % Je 17 L 72
B
rtPA #5553 CICMEWRSE 24T - 7275, PIZEMmE X
EAF LN TE LT, MR % 51T L, RS
n7z.

N ADTBRTEIZEETH 720 OF ) RIHTREZR
AT 202 MM L CB 2 EDVEETH S,
W CIERCT ZETHHWONTW/A2Y 7 by 27T
# % iSchemaView RAPIDtv %% U IE UL AR 2255 T 12
WS TWAEDS, B KPR T 202242 H & 0 i
e, (M2) ThtHWwsZEIZX-> TR
OB RBWHEREINCTREIZ R o720 ZHUSEES T,
PEHIRTIC KD L9 R BHEOFHMS TEEE 22 1), SH&IXG
WEZITONLBHEOWME, 2t THFREIIR
MZEBZEOTFHRUEPNFE S NS, T72, FAYien
Uy D ISHER D 72612, )i i A 28 f8 8 <0 AR I
DOZERE, WKBIIRMAZEERE 2 S12635 % RCT 4T
bTBY, SHIMRKLTCWEETHLEEZEZ LN
2,

4. BBROME(L

rt-PA AR A0 e BT IR R O @ WiaiRETH b
B, BENSTELEZTRL, F2L0EOBHITH
AT TV ENERETH D, BENEME LT
i, MR R E v 7 — Tk, BEWNBRE O Flowchart %
R, kben S E CORMER DO D% % L
TWh, 72, TNETTIERL, LV ELOHITHE
DBEEZZ T T2 72012, HEESE, #akk, &
PEli%, Wbte OWEPEETH L LEZTWDH, (X



1 W ORI EY AR 734 P 28 3 @ iSchemaView RAPID

® CBF<30%: 14 ml ® Tmax>6.0s: 35 ml

Mismatch volume: 21 ml
Mismatch ratio: 2.5

X2 ERKEEINRO SRS (LB TIT -5 72 iSchemaView RAPIDy, ST )
HENZ B T309% DL e 25T L 725838 (CBF<30%) A5 & 7 8 THRR S,
NF 7T GRBEOET, Tmax> 6 1) &#&2 LNRAMHEIHRETREN, ZDOLL
W32, 5 CHIF T R R FHI DS FAET A 2 b h Db,

| mEREYS—|
a

Drip and Ship

i

imaeing |

St S N
S o .@ - G5y . R
[ Onset | e h
t , \ w'T - l: »

. l Y
ol SRR -

Transfer

3
\

5

oo |PSC)

5

|
asz%a%

B FUP=IY=)L (AppiRE)

FRNEE s
S5 Tele-stroke

FRALE

M3 A B O fGEIE
B HSEE R, & F ST TRHEE S, FHESLITD b OEBIREEG% S, BT ow ik
BT OHiE, SEIROD A CRZ T & & LT RGE, rtPA 235 S Na03s Ok, FEEYAT
Mo DHFEMER ENEZBND TNTNOREMENGZ1T) 720 OUEERIE, TTRESE, Y7 —
U —IVOEH, BN FRFHRON LR ENELLN L,

141

3) Zo—FlELTiE, WHWEMAT — VO TH %,

B EErEIIRPAZE AN EE D 2 B I A - ATV, i
REINAYT & B s ~NEEW LT 5 2 L 2RI T 53
ATH D, B, HERYFRMBETIL Field Assessment
Stroke Triage for Emergency Destination (FAST-ED)
scale x VTV, (M4) TORT — VI TEBREIR

HEZTFHNTL720080T, BOSFTSERAr— )L
WZHARTHEETH Y, ORI ERAEIR % M85 L <
Whlew, BERNREERIIEVWEEZ, FHLTVWLY,
RER LA v ¥ — DERDES FAST-ED %)
Y 2RSS 4720, FERICY 7Ly MnkxFio
TWiei2&, 7707 —=Yar=lHuwTATILTwiz72



142

FECRBRTT BEE, MED
HRERERA
LTLETN?

BRICERLD
EMRTELD

EEORNEREFFELT RUDTTH?
L BREF60-85%

[F10 % 5]

(A3 HEDHD

b b

[X[4  Join Triage : FAST-ED scale

&, EF FAST-ED score % M&H X ¥ & — 12> T\
PR EIBRVAT AL TS, 2H9TAHILET, %
FANDOW G EOHIRTASA L — X220, T2, 7=
B 2R WeE AR AN ATON D L) 1o TE TV D, HEE
it > % —TlEZ D score |2 & o THE AR M4
(BT D Al % R BERT A 5, & 52 LofTH 2 L A fE
1270, E5IZMERNLE CORMEMED TEEIC R > T

ETWhe F72, HEEOHED FRICHRETH L0,

BEOWSELE MR » F — 125 2R E Hh—RKINEE
Bty =T OIS S bz, ghlt
YH—=DNy FRERIZOZRNDEEZ B ILA,

5. 8bhWIC

MR ZE (L, ZRGE, ZoRMEt, SUEPREE, OB, R
£ OMeTEEE, BEREL ST SERBEELER T
BEMEDSH 0, ZIUHES T, iR D RS <
b BEHFGOEMATRD 5NTVDLH, 5HEHIC
B BRI 5 2 TSN, Lkl kO %
P MAZE SHIZIERKLTVRELZNWEEZ T,

Reference

1) CAPRIE steering committee :

blinded, trial of clopidogrel versus aspirin in

A randomised,

patients at risk of ischaemic events (CAPRIE).
Lancet., 348 : 1329-1339, 1996
2) Wang, Y., Wang, Y., Zhao, X,, Liu, L., et al. : Clopido-
grel with aspirin in acute minor stroke or transient
ischemic attack. N Engl J Med., 369 : 11-19, 2013
3) Johnston, S. C, Easton, J. D., Farrant, M., Barsan, W.,

BEOBICHE
BHYETH?
(ERTELLBE
CRHOBHEE
REETREL

BEAORICHL
AYETH?

(R CEHBEL
UNBASHUER
®

4)

6)

7)

8)

(1 N 1

B IcHEE2ER
BTN
LT EEL

BEOREENR
BLTLERL,
LMY D
HOLMEES
T

B (CBRIRBE
HERTEET
7

(BRTEHLBEL
BABALLLER
®)

R ER il

"E BEOBRIRRAL

EF DBRIRIRL

et al.; Clinical Research Collaboration, Neurological
Emergencies Treatment Trials Network, and the
POINT Investigators : Clopidogrel and Aspirin in
Acute Ischemic Stroke and High-Risk TIA. N Engl
J Med., 379 : 215-225, 2018

Brown, D. L., Levine, D. A., Albright, K., Kapral,
M. K., et al.; American Heart Association Stroke
Council : Benefits and Risks of Dual Versus
Single Antiplatelet Therapy for Secondary Stroke
Prevention : A Systematic Review for the 2021
Guideline for the Prevention of Stroke in Patients
With Stroke and Transient Ischemic Attack.
Stroke., 2021 ; 52 : e468-e479

Hoshino, H., Toyoda, K., Omae, K., Ishida, N,
et al.;CSPS.com Trial Investigators : Dual
Antiplatelet Therapy Using Cilostazol With
Aspirin or Clopidogrel : Subanalysis of the CSPS.
com Trial. Stroke., 52 : 3430-3439, 2021

Pan, Y., Chen, W., Xu, Y., Yi, X, ef al.: Genetic
Polymorphisms and Clopidogrel Efficacy for Acute
Ischemic Stroke or Transient Ischemic Attack : A
Systematic Review and Meta-Analysis. Circulation.,
135 : 21-33, 2017

Yamaguchi, T., Mori, E., Minematsu, K., Nakagawara,
J.. et al.; Japan Alteplase Clinical Trial (J-ACT)
Group : Alteplase at 0.6 mg/kg for acute ischemic
stroke within 3 hours of onset : Japan Alteplase
Clinical Trial (J-ACT). Stroke., 37 : 1810-1815,
2006

Hirano, T., Sasaki, M., Mori, E., Minematsu, K,
et al.; Japan Alteplase Clinical Trial II Group :



9)

10)

11)

e RN BIAR 258 PA 28 85 @ iSchemaView RAPID

Residual vessel length on magnetic resonance
angiography identifies poor responders to alteplase
in acute middle cerebral artery occlusion patients :
exploratory analysis of the Japan Alteplase Clinical
Trial II. Stroke., 41 : 2828-33, 2010

Goyal, M., Menon, B. K, van Zwam, W. H., Dippel,
D. W., et al.; HERMES collaborators : Endovascular
thrombectomy after large-vessel ischaemic stroke :
a meta-analysis of individual patient data from five
randomised trials. Lancet., 387 : 1723-1731, 2016
Thomalla, G., Simonsen, C. Z., Boutitie, F.,
Andersen, G., et al.; WAKE-UP Investigators : MRI-
Guided Thrombolysis for Stroke with Unknown
Time of Onset. N Engl J Med., 379 : 611-622, 2018
Campbell, B. C. V., Ma, H., Ringleb, P. A, Parsons,
M. W, et al.; EXTEND, ECASS-4, and EPITHET
Investigators : Extending thrombolysis to 45-9 h
and wake-up stroke using perfusion imaging : a
systematic review and meta-analysis of individual
patient data. Lancet., 394 : 139-147, 2019

143

12) Nogueira, R. G., Jadhav, A. P., Haussen, D. C.,

13)

14)

15)

Bonafe, A., et al.;DAWN Trial Investigators :
Thrombectomy 6 to 24 Hours after Stroke with a
Mismatch between Deficit and Infarct. N Engl ]
Med., 378 : 11-21, 2018

Albers, G. W., Marks, M. P., Kemp, S., Christensen,
S, etal.; DEFUSE 3 Investigators : Thrombectomy
for Stroke at 6 to 16 Hours with Selection by
Perfusion Imaging. N Engl ] Med., 378 : 708-718,
2018

Yoshimura, S., Sakai, N., Yamagami, H., Uchida, K.,
et al.: Endovascular Therapy for Acute Stroke with
a Large Ischemic Region. N Engl ] Med., 386 :
1303-1313, 2022

Lima, F. O, Silva, G. S, Furie, K. L., Frankel, M.
R., et al.:Field Assessment Stroke Triage for
Emergency Destination : A Simple and Accurate
Prehospital Scale to Detect Large Vessel Occlusion
Strokes. Stroke., 47 : 1997-2002, 2016



144 Il
Treatment for patients with acute ischemic stroke

Nobuaki Yamamoto

Department of Clinical neuroscience, Institute of Biomedical Sciences, Tokushima University Graduate School, Tokushima, Japan

SUMMARY

The number of patients who develop acute ischemic stroke (AIS) increases year after year.
Accordingly, the number of patients with disability also goes on increasing. This situation af-
fects increment of medical expense in Japan. Therefore, managing the stroke patients is the
urgent need. Recently, antiplatelet therapy and mechanical thrombectomy have been advanced,
rapidly. Dual antiplatelet therapy for minor stroke patients during acute phase was reported to
be effective to reduce neurological deterioration and recurrence. Furthermore, the evidence of
mechanical thrombectomy by stent retrievers and aspiration catheters for large vessel occlusion,
indicating internal carotid artery and/or middle cerebral artery occlusion, was established several
years ago. This advancement of medicine might be helpful to manage the AIS patients. How-
ever, we suppose that it is not only important to advance medicine, but also make better system
to treat AIS patients. First, developmental education to the people is needed to prevent AIS de-
velopment and call emergency services as soon as possible after onset. Second, to make efficient
emergency transport system is thought to be important to shorten the duration between onset
and beginning of treatment. To achieve this objective, we have used application, named JOIN,
to contact emergency services directly. Lastly, we made protocol in hospital for shortening time
from door to treatment. Because increment of the number of AIS patients has tendency to in-

crease for some time in the future, continuing to try described above might be needed.

Key words : acute ischemic stroke, mechanical thrombectomy, antiplatelet, protocol of
stroke treatment
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Muneyuki Kadota, Tomomi Matsuura, Takayuki Ise, Kenya Kusunose, Koji Yamaguchi, Shusuke Yagi,

Hirotsugu Yamada, Takeshi Soeki, Tetsuzo Wakatsuki, and Masataka Sata

Department of Cardiovascular Medicine, Tokushima University Hospital, Tokushima, Japan

SUMMARY

As the world’s population ages, so does the number of people suffering from heart failure.

Therefore, managing heart failure has gained clinical significance.

advanced significantly in recent years.

Heart failure treatment has

In the last 3 years, novel heart failure medications have

been developed, and catheterization of patients with valvular heart failure has also evolved. On

the other hand, more elderly patients with chronic heart failure are being treated by physicians

other than cardiologists, particularly family physicians.

However, community collaboration in

heart failure has some drawbacks, such as the complexity of medical treatment and the increased

burden on caregivers.

To manage heart failure in the community as a whole, stronger commu-

nity collaboration among acute care specialized hospitals, convalescent hospitals, and clinics is

needed.

Key words : heart failure, community collaboration



PEIEERE 78%5, 67 149~154 DECEMBER 25, 2022 (4

B & pEd - BREREHSEDIC

% (<<

oA B
T R B I o B AT FE 0 [ 2 0
(R4 4E11H 2 A%A) (R4 4115100 ZH)

Btk B R K oM T T, TEERFRROEEL &
D2 TEL 5 AS—IFRgIcim L, HEE LR
WA L7z AR IRT, 30/ 5 50RO
BB NI, BTN S o722 b
EREBITH Do KEMBIEE FHIT 5720120,
%&k%ﬁ%*@ﬁT%%<%%#%éo%®tmu
WRE 2 KB S N, A b L ADRRREAY, B
T,ﬁ&&%ﬁT»%ﬁﬂﬁr%K%ﬁﬁﬁﬁéﬁ,%
WSEC H R RS S A xh & b b, MiZEke | I3
BB TTRITRETH A L, BITICOWTIE, #HEHIA
DIERFEVEETH 5,

iU ®IC

TlX, FEME N7 7 HESSHRIEOMIZIEET S
%¥ﬁ%%uﬁkabﬂfwéoE%%;ﬁ%%ﬁ%_
SREWEZDL 5L TVAHEREL [ HilF
T 7 HE T D R MR R R & B L RS
5, 10994, 13614F, 14984, 16054, 17074F, 1854
4, 19464 ICREDRFATR SN TV B Y, ERIETIE
ﬂﬁ@?i&& LESMPONIELETLE LD

, ST b BE K BEEIE L A A NI BEE & R
waé 2014EDORAAKRES TIE, 104EDL L, B
EDFEDO LN TV 5D,

CITIE, B - IREBEREKHIROME I B 55
IR DR E DZALH S, JEEREIEIZ OV TR
B o 2R RIZOWTHET 5,

&

LR IR BRI DSIEAARAE & AT - 720= TN 0 FIRFE AR
WCBILC, REAMREFORREFHL b L ICERT 21TV,
RRUCHT 5 AR 2 & N2 UM% 3 FEH OSERMEE D ZAL %

4) 149

IZBT B ZEIRIEIZ DOV T—RilE b E R & L C—

Mt L 722,

S

RESEHT 5 AF [ |2 S B B SRR DSIUARAR R 2 AT o 72 FeIR
FEARI34, 638BITH V), FD54%\2 372 52, 4956113 fFH
ATo 7. F72, U 3EMTIZL, 7026 OMFITHRT L
1, 87261 (69%) DfFH % 1T > 720 BEAISFEDOFIH L
*“&@%ﬁﬁ@ﬁ%% IZOWT y e R ITo 728 2
AH19954ED “9 HI 2BV T DOIREELZBIDH SN
t(%l%oﬁwyowf%lwﬁﬁkmﬁ;$%%
To7zk 2519954 B L 19974 Dl 512 BV TH E 7
BmARRO Nz (F£27), T, BREREETE
BHEZI LD o720, BERICHIML TwzoT, filigk
B L OTEBR R BOME 12O\ T19904E 1 H A 51997
HELR2HEFTCORBOEALEZ B LA (M12), R
FBBEO HHOHR CIIEEOLFIE T ORI RS
A5, 19954F 1 HIZEW R 88MASRED S, 19964F,
wwﬁi$mmkﬂﬁ®n&~/%TLto —J,
DO THEZDORD SN2k T, TEERIERER L
mﬁ&@iﬂwﬁM#&%ﬂ,w%ilﬁmu%hum
DY—7 % ERAEMERL, 3HFEFTHRVTVS (X
12)e FNLLREIL, wwﬁﬁé‘zwfw%ﬁaﬂﬁ
OV =270 5N TWDEH, KBFESREICBWT
i,w%ﬁlﬁ~u@®$®¢§tﬂﬁfﬁ% b2
HbHF, 19974 1 AIZIZERRE -7 230w 5 (X
22))0

£ B

KRBT 35 & VLR IR T BB AR PRAFIEE SR 8 SR 2ED
W, BEBERDRRE S, KRB TR % €78 XI5
& LTI9465 4 Hp b, JLHIL CIIAA T 2 568 X &



150 R

F1 MEICBT LRI ROLREEDZL GER ORI

4 1
1990 1991 1992 1993 1994 (1990~ 1995 1996 1997

EHOME 1994)

UIRIER O BAE 533(304) | 551(303) | 566(331) | 555(343) | 589(436) | 559(343) | 599(452) | 503(426) | 526(454)
2 ZsmA 8C 6)| 16(10)| 23(19)| 28(19)| 48(43)| 25(19)| 30(28)| 40(36)| 34(29)
3uH, G 20010 | 2r(23| (20| wuCiy| uciy| 20018 25019 18018 21(19

7 [a 5 21(18)| 26017 | 15(15)| 20019| 25(25)| 21(19| 15015 19019 13(13)

% fffcﬁﬁjggj oC 9| 13C13] 12010| 20019| 1619 14C13)| s 8| 16(16)| 10010

ALET 10 8| 7C ] 1006 105 n(w| 10 7| 15015 8 8| 1515
7% 76| 76| 6 6| 76| 55| 6 6| 7| 8 & 9 9
8 20l 15(10) | 18(16)| 22(16)| 20(18)| 22(2D| 19(16)| =21(18)] 15(15)| 9( 8

9B 243(35) | 202(37)| 217(47)| 238(55) | 229(58)| 226( 46)| 179( 44)*| 194( 53)| 219( 47)

10f% 202 o ol vl 1ol vl 1| ool 1ol 1D

;i@ﬁﬂ&UK%UD 41| 120100 40 3| 3C 2| 1w0C1w| 9 | 16013 1 9| 15(14)

IO 4 2| 1 | 16C 0] 280 9] 200 5| 17C 22| 31C 2| 26(10] 16( 5

o At 896(429) | 893(440) | 922(482) | 940(502) | 987(642) | 928 (499) | 946(621) | 859(618) | 897 (633)

(*p<0. 05 y 2H5E)
FRYSHT, 3 7 b B 19904E 7> & 19944F DO PIGf & FEHEF%, 19954F, 19964F, 19974E D% y 2ME 2 FIWVT, BRET L7 19954E 0 H 4%
DATHEIZET L7,

£2 AT B 2 EEFROEAFEEDOE BEH)

1990 1991 1992 1993 1994 qﬁfééiﬁo 1995 1996 1997
it 15 8 16 12 11 12
Z DMDIEGNF 0 0 1 0 1 0
A 24 28 29 23 25 26 16 18 16
T LIVEF— - iR 5 14 5 5 6 7 6
MR - AR 6 2
k118 56 48 40 66 52 52 50 44 49
TigER SR 290 274 286 266 317 287 325 333 315
Mpae % (g LAt 15 20 21 16 17 18 21 10 18
fili 4% 24 23 27 32 29 27 49" 18 43
TH1L2E R 14 30 26 20 35 25 34 36 31
E73 5 3 2 4 5 4 3 2 1
LA BT 4 5 6 3 3 4 5 4 4
ES S 3 3 1 6 4 3 2 3 2
SRk 2 2 1 3 1 2 0 0
Eol 34 39 28 30 26 31 17 8 5
TV — VR 28 28 56 59 44 45 49 8 16
Z Dt 2 4 2 0 1 2 1 0 1
AR 6 10 14 2 8 8 6 4 5
& Gt 533 551 566 555 589 559 599 503 526

("p<C0. 05 y 2#37E)
BERAT, 3 %D H19904FE A 5 19944 D FIgMH & T 5 1%, 19954F, 19964F, 1997FE DML x 2iE & Fv T, HEMRET L7z, 199545 & OF
19974E DNl g THENI M L 720



B SHL T 3315 2 2B D W C— R 4 & L — 151

PEERER IR

100 - C 5 wmm i o-e— 55t

50

e w1 T A T
1H 58 98 1A 58 98 1A 5A 9A 1H 5H 9H 1H 58 98 1A 58 9A 1A 5H 9H 1H 5H 9AH
19904 1991 19924 1993 19944 1995 1996 1997

iti %

L CL9464F 5 A > 5 FLIRFEADIRZE - EHIC X B8 HiG S Tw oY Bt - IREERE KR0S T
TWho FPICARIT [FEFIZRI SNz BRI b CIEERFE A 1% 1 HR 2 Sk i 228
RETHE LS EHPHDPTHLRELUINOETOIE FHPZW L EPRESNTVLY RHEOHRIT

&7

®] &
AP n
Hi:’fk,—t-:&

X nz

GTHRS

DH| & &2

I )V TlE

COF mmzz —o— 55t

1A 5A 9RA 1A 5A 9A 1A 5A 9A 1A 5A 9A 1A 58 9A 1A 5A 9A 1A 58 9A 1A 5A 9A
19904 19914 19924 19934 19944 19954 19964 19974

1 WEHIC B 2 IEBERIEE DS X O 40 H BIER

1A 5)51 98 18 58 9)51 18 SJEI 9A 1A 5JEI 9JEI 1A 58 9°A 1A 5)51 9H 1A 5H 98 1A 5R 9AR
1990 1991 1992 1993 1994 1995 1996 1997

2 KBTI B T B hfige 0 HBIHER

LONEREINTEY, WIETHo TOHEKE  MAHNICBEIT 2 RIEETH Y, HILIZOWTIE,

L LRRIE L 72, MR IENH - TH & A ENBEIROP I ZZPIEL 2B TH Y, B

DO ZFEE L 72E, TOMEROARN2E KOPE@EIBEDLNILDEEZLND,

RERY, EHEHEDIO~1% DML L TW5D, Trichopoulos D 57 (%, 19814E7 7 A MEIZ BT 5
ek, Rt H H I HRIGA + vmv@mﬁf@ﬁ% FTIE, BIIEE L EREFRORBIEEI LML D 5
IAHEINTHENIY, KBBEED AL P C b, 9L EEICIRS 2w e LT
FTEREFTLAT 703 %4»@“% Lo TAAT VD, KFEEIIBWTHHER, BHICBWTORE

ZHOBMVECERIC X 2RMEHIFEE L2 BREBRERICIZEREIHIML T 5 (KM12),



152

BiJi2 B CIRIEBR 2R R X D FH IR0 bt
TBY, #EMICBITLEFEREOEAL L FICH
E%@vax_;é%&%mwﬁTﬂomﬁ%K
IoTh7pIhidbntEZLNL, 512K 1?
T19954F 12 %&ﬁ&ﬁﬂw%ﬂtﬁm’ﬁbf
Bartholomew's test (2L % ML ¥ N &247o 72 &
30~50i XD FEVEIZ BT —EEY 2 A58 5, 1(
PEIZDWT, ZBALIZRRD SN h o720, T ORRIZES
BROERFEMAEIZ BT L EHEE DI TIE, TEERERE
BB IOWETIEm, BT & HmoENITd 5
SODHEMITH T H BN LML VEETH ), HED
BEENAIZE B EICB TP B DL 5% 5o
TWeZ &2 Lt TH 5,

F 31219954F 3 A31H ¥ CICHEREIFCMAMEL, K
FEIZHHE DD D LRI L 7EBI O FRER Z R T, GBS
REERTIE, BIMECERSLE OIHEENS {, KB
IR K EIIRIE I 2L, o MU A R A 7 & I A

DLDLF b%ﬂéobﬂ%u WRIZEDHA DL AR
BEL TWD ERBEINS, ERERZX wWbhwbIa

VIV T AERETH o7 E 2 O D, WIS RE
BT, 20ROZEPFELMERFEETEL 2o TH
D, TERIRROER LR, A ML AL RELFHSR
LizeFEz bNiz, —F, WkiREETIE, k& o
RE TR KRIEMEM %03% <, A ML AIZ X 2 Rk
REDIERTFANCEE L /2 E 2 DN b, TERERIEERTH S
B, AMLERLFEMEEEZ OND, HILEREERTIE

WM EEA 1 E (B Booh, ANV ADORE
HREZ I CENI2EE 2 NIz WRERREETIE, D)
D 2 BN FRD Sz, b, Mgl TWwizE
WRBED R L, B2 2 A ENTERL holzl:

#3 19954 3 A31H ¥ TIZEKD

oA W

O, LD TH -7z,

IS DK EREIEE THT 5720121, [ﬂl&?ﬂﬁkk
RIERREORT 2 CLENDH L. TD72OITIE,
KGRI & Y ,xbvx@%m#,iﬁf,%ﬁ

PEREE T 12 BRBUREICO AR TH 578, PiEFERH
R RFESE S HR) & Bb b o MliZEHe (I3 EE 208 B T

FHWRETH B L, EITIZOWTIL,
BHEETH 5,

C ORI FTZ B DI, ?htkﬁ@‘%&@%
HEHET 2 EDNTELZDTHY), KRB ERIC
FEMZR BN 21T 7207 T &, PR S R R S8 N
REETILEN DL EEZ D,

R M~ DIHHIE

X ®

1) HARMEOB S 2 EmERA R BEMER, 772
809, 2022

2) VERTBARE, FHEZ  METIC BT L BEIRO R
IRFEAK DIE R & D2 L. HARAB AT REE 4
(1) :3-6,1999

3) Dobson, A. J., Alexander, H. M., Malcolm, J.
A., Streele, P. L., et al.: Heart attacks and the
Newecastle earthquake. Med ] Aust., 1565 : 757-761,
1991

4) Tofler, G. H. Stone, P. H., Maclure, M., Edelman,
E., et al.: Analysis of possible triggers of acute
myocardial infarction (The MILIS study). Am J
Cardiol,, 66 : 22-27, 1990

5) Meisel, S. R, Kutz, L, Dayan, K. L, et al.: Effect of

Iragi missile war on incidence of acute myocardial

WD B o 72 LHEE E NTBER A

MR C R
TARBIIRAEA LI
AL ZE

e L P L A
ESNERNIIPS
RED AR A B

B R B R B 2
i ZEAR e

AR SOBE el

— = = W = O 00 W oo

(e 30

R E 16

SUE SN 9
REENE 9

LA RIS 1

I B 1

WATR 2 R 2

D) NaE (BEERE) 2

& it 49




9)

BRI B B ZEIRIBIC D W C—miEER SR & L T—

infarction and sudden death in Israeli civillians.
Lancet., 338 : 660-661, 1991
Suzuki, S., Sakamoto, S., Miki, T., Matsuo, T.:
Hanshin-Awaji earthquake and acute myocardial
infarction. Lancet., 345 : 981, 1995
Trichopoulos, D., Katsoutanni, K., Zavitsanos, X,
Tzonou, A., et al.:Psychological stress and fatal
heart attack : The Athens (1981) earthquake
natural experiment. Lancet., 441-444, 1983
Woo, J., Iyer, S., Cornejo, M. C., Mori, N., et
al.: Stress protein-induced immunosuppression :
inhibition of cellular immune effector functions
following overexpression of haem oxygenase
(HSP32). Transpl Immunol., 6(2) : 84-93, 1998
Gordon, S. A., Hoffman, R. A, Simmons, R. L., Ford,
H. R.:Induction of heat shock protein 70 protects

10)

11)

12)

153

thymocytes against radiation-induced apoptosis.
Arch Surg., 132(12) : 1277-1282, 1997

Weinberg, Z., Oliveria, M., Lerner, S., Tao, Y., et
al.: Modulation of stress protein (hsp27 and hsp70)
expression in CD4+ lymphocytic cells following
acute infection with human immunodeficiency
virus type-1. Virology., 233(2) : 364-373, 1997
Shioiri, T., Nishimura, A., Nushida, H., Tatsuno, Y.,
et al.: Kobe earthquake and reduced suicide rate in
Japanese males. Arch Gen Psychiatry., 56 (March) :
282-283, 1999

Uk HAME, Sibm, WA, EEZRL b FA3
[ O S SE PR IER SR DH 72 BRI AN T ORI
Mead — BCp - SRR S BT B IR RS R %
L= FEAEOFRE, 42(13) : 30-36, 1995



154 LRI
Strategies for sudden death in the disaster area after the next Great Nankai earthquake.

Akiyoshi Nishimura

Department of Forensic Medicine, Tokushima University, Graduate School of Biomedical Sciences, Tokushima, Japan

SUMMARY

Number of sudden death cases from cardiovascular disease and pneumonia increased tran-
siently and number of suicide cases decreased transiently after the great Hanshin-Awaji earth-
quake in Kobe City.

These events were more common among males than females and especially in suicide cases,
thirties and fifties particularly showed a reduction in 1995. Although mortality from direct and
mechanical force by earthquake effected to females more than males, acute and subacute psycho-
logical and/or physical stress after major quake effected to males more than females. In order
to prevent disaster-related deaths, it is necessary to prevent thrombus formation and decreased
immune function. For this purpose, appropriate water intake and stress reduction are important,
and it is effective for immune dysfunction and gastric mucosal lesions. In addition, antibiotics
and gastric mucosal protectants may also be effective. Pulmonary embolism can be prevented
with appropriate exercise, and with regard to dialysis, it is important to disseminate information

to disaster areas.

Key words : sudden death, earthquake relational death, psychological stress, physical stress
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Ventilator-induced lung injury: VILI
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Trends in mechanical ventilation strategies for acute respiratory failure

Taiga Itagaki

Department of Emergency and Disaster Medicine, Tokushima University Hospital, Tokushima, Japan

SUMMARY

In the second half of the 20th century, the polio epidemic led to dramatic advances in posi-

tive pressure mechanical ventilation. However, it has become known that mechanical ventila-

tion itself exacerbates lung injury and increase mortality (ventilator-induced lung injury, VILI).

Over the past 20 years, numerous studies have been conducted to minimize the risk of VILI, and

lung protective ventilation strategies consisting of low tidal volume, low plateau and driving pres-

sure, and the use of appropriate end-expiratory positive pressure, became standard of care for

acute respiratory distress syndrome (ARDS).

Furthermore, in recent years, it has revealed that excessive respiratory effort exacerbates

lung injury (patient self-inflicted lung injury, P-SILI), and the importance of controlling excessive

respiratory effort has been recognized. However, strong suppression of respiratory effort leads

to diaphragm atrophy, which may affect patient outcomes.

Therefore, lung- and diaphragm-pro-

tective ventilation, which consists of monitoring respiratory effort closely and maintaining the

effort at an appropriate level, has been proposed as a concept to avoid diaphragm atrophy while

preventing P-SILIL

Nevertheless, the mortality rate of ARDS is still high. Today, there is a need to move away

from standardized treatment and to tailor ventilatory management to the individual risk of each

patient.

Key words : Mechanical ventilation, Acute respiratory distress syndrome, Ventilator-induced

lung injury, Diaphragm injury
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Current topic in reproductive hormone

Takeshi Iwasa

Department of Obstetrics and Gynecology, Institute of Biomedical Sciences, Tokushima University Graduate School, Tokushima,

Japan

SUMMARY

It has been revealed that reproductive function and metabolic function interact with each
other. Disturbance of metabolic/nutritional conditions suppress reproductive functions and con-
sequently induce ovulatory disorder and infertility. Some hypothalamic neuroendocrine factors
are involved In these alterations. Conversely, gonadal hormonal milieu affects metabolic/nutri-
tional functions and stress response, and these actions of androgens are drastically changed by
estrogen milieu. These interactions may play pivotal role in homeostasis and adaption to some

adverse conditions.

Key words : hypothalamus, kisspeptin, GnlH, estrogen, androgen
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The current condition of medical safety in Tokushima prefecture

Ikemoto, Tetsuya. MD, PhD, FACS.

Division for Medical Safety, Tokushima University Hospital, Tokushima, Japan

SUMMARY

Medical safety has been focused drastically for the last 20 years due to some shocking re-
ports issued simultaneously all over the world around 2000 (ex. “Bristol Inquiry” or “To err is
human”). This situation might show that all people in the world lose so-called “blind” trust and
peace of mind for the resent medical care, and started to arouse suspicion for advanced medicine.
In that meaning, it is considered that people’s feelings have reached “the saturation point”, thus
we health professions have to adopt a more serious attitude for this situation. In Japan, symbolic
medical accidents have been also occurred around 2000 (the misidentification of patients at an ad-
vanced treatment hospital, the erroneous injection of an antiseptic solution), that was the driving
force of dramatical changes in medical safety (ex. law revisions) and of the establishment some
governmental systems, such as Japan Medical Safety Research Organization. Tokushima Univer-
sity Hospital, which is only advanced treatment hospital in Tokushima prefecture, may be expect-
ed to establish concrete systems for medical safety by using PDCA cycle and OODA loop, and
to realize the advanced medical care. It might mean that Tokushima University Hospital will
take the initiative in developing medical safety of other hospitals in Tokushima prefecture, there-

fore the role of Tokushima University Hospital is very important.

Key words : patient safety, advanced treatment hospital, OODA loop
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LEOMBENZENENED SNz, 72, SF-36DiE ]
&EMDQ DEHT) (p=-0.255 p<0.01), fTEHOE
bt (p=-0.222, p<0.05), HEMEEE (p =-0.211,
ayha—)b (p=-0.178 p<0.05) I
B HAOMBEA, SF-36D & A HKE & MDQ @
Frh ) (p=-0.344, p<0.01), FHEMEE (p=
-0.301, p<0.01), =¥ b= (p=-0.339, p<
HaAOHBA, SF-360 0 H# & EIRkGE O

oA

B &S (p=-0.287, p<0.01), &%

-0.249, p<0.05),

DE (p=
arhu—) (p=-0.224, p<
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OEFT] (p=-0.307, p<0.01), 1TEIDOZAL (p =
—0.303, p<0.01), HEMEE (p =—0.353, p<0.01),
aybha— (p=-0.237 p<0.05 ICHELZED
M Z N ZNB0 iz,

A#EHTIE, A REREAEEIR DT SF-36D 16D
i A & MDQ O &5 D FEH (p =-0.187, p<0.05),
SF-360 H & &&EIHsE (kith) & MDQ 0550w (p
=-0.203, p<0.05), SF-360.L ® K & MDQ ® 47
EMEE (p=-0.194, p<0.05) 12, TNZNEE
A OHEDTFED bz, BitE O BREBAEER A
FIZBWTIE, SF-360 HkHEEE MDQ OfaA (p =

0.05) \=H &4 OMMA, SF-3600L0OMEEE MDQ 0,200, p<0.05), #H7) (p=-0.322, p<0.01),
%4 KA B 5 SF-365 MDQ OHE ST
SF-36
vty NN LI AL
MDQ B ikt %;gj% oma 0wy %E;%(g;) O b
JF A 0. 020 -0.018 —0. 005 -0.031 —0.066 -0.071 0.021 -0.011
£y 0. 008 0.022 0.021 0.042 =0.091 —0.069 0.002 =0.022
1T D24 —0.037 —0.037 =0.025 —0.052 =0.120 -0.115 -0.033 =0.060
A [Efciwii P -0.021 -0.038 -0.011 —0. 050 —0.082 =0.095 =0.022 —0.056
KGR 0. 005 0.001 -0.018 -0.019 —0. 095 —0.031 0.031 —0.050
5 E M =0.078 —0.057 —0.009 -0.121 -0.199 = -0.137 —0. 065 -0.122
R DE 0.024 -0.028 0.021 -0.013 —0.079 0.016 0.001 0.036
I huE—)b 0. 057 0. 000 0. 080 —0.056 -0.109 -0.015 0. 060 -0.002
Ji A -0.017 —0. 060 -0.034 -0.081 —0.065 -0.059 0.019 -0.020
) 0.023 -0.020 0.007 0. 009 -0.120 -0.036 -0.012 0.014
fTEh D21t -0.026 -0.027 -0.032 -0.033 -0.127 -0.068 —0.050 —0.042
s AR S 3R 0. 030 =0.028 0.027 =0.030 =0.094 =0.097 —0.006 -0.016
KGR —0.009 0.027 0. 058 0. 040 =0.045 0.024 0.033 0. 029
5 E W —0.043 -0.076 —=0.009 —0. 081 -0.207* —=0.107 =0.070 —0.066
Ko D= 0.013 0. 020 0.011 —0.036 —0.038 -0.012 0.052 0.052
I hbua—)b 0.021 0.017 0.045 —0.093 -0.126 —0. 006 0.030 0. 006
JFE A 0.017 0.018 0.015 -0.063 —0.096 -0.111 0. 040 0.011
g 0. 006 -0.010 0.011 —0.045 -0.123 —0. 095 0. 004 -0.037
e DAL —0.008 -0.020 -0.002 -0.004 -0.071 -0.119 -0.029 0. 005
s SRt ] -0.007 -0.038 0. 004 -0.051 -0.078 -0.077 -0.022 -0.034
ViGN e —0.044 0.029 -0.011 -0.010 -0.053 -0.056 -0.006 0.003
SER -0.062 -0.041 -0.030 -0.082 -0.113 —0.093 -0.014 -0.033
AT DEY -0.029 —0.049 0. 007 -0.118 -0.170 ™ —=0.068 -0.014 -0.035
Iy hua—)u 0.023 =0.002 =0.011 —0.103 -0.125 =0.038 0.062 0.047

Spearman AR AR OME -
SF-36 : MOS 36-ltem Short-Form Health Survey versionl. 2.
MDQ : Menstrual Distress Questionnaire.

*p<0.01 : False Discovery Rate #fiIF.
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#£5 KRNI BT HRBAERORES T 2 B30T 7236 O SF-36 & MDQ DAHBI T #5 R

SF-36
o mEEm ‘ Py WAk OREE
MDQ HERE e ) TR e D Wi o COEE
i A -0.003 -0.002 -0.016 -0.039 -0.072 0.105 0. 004 0. 060
E) 0.114 —0.042 0.017 0. 060 0.008 0.027 —0.047 0. 002
e 24t -0.026 —0.004 0.009 0.015 -0.033 -0.064 -0.105 —0.009
SERAS  HEHR I -0.050 0.011 -0.162 —0.040 -0.023 -0.180 —0.035 —-0.124
FIWEE KRR -0.029 0.153 0. 058 0.082 0.092 0.014 0.114 0. 140
1358 1 1 0.053 0.075 0. 064 0.126 0.045 —0.041 —0.046 —0.194 **
BT DE 0.038 -0.009 —0. 046 —0.045 -0.034 -0.136 -0.104 —-0.151
1 s oy hua—)v 0. 009 —-0.070 —0.099 —0.054 0.003 —0.088 —0.146 -0.073
I A -0.252* -0.143 -0.222* -0.204 -0.166 -0.120 -0.238* -0. 146
£ -0.184 -0.290 * —=0.028 -0.257* -=0.363* -=0.313"™ -=0.290*" -=0.420*
TTEIDZAL -0.133 -0.164 0. 004 -0.204 -0.232* -0.172 -0.307 " —=0.343 *
SERAS  EAEAER -0.123 -0.203 -0.260* -0.292 * -0.182 -0.167 -0.19 —-0.194
GREE IR ETEE 0. 060 0.045 0.010 0.013 0.047 -0.032 -0.033 —0.007
e -0.213* -0.138 -0.089 —-0.126 -0.270 * —0.246 * -0.381 " —0.406 **
RATDE -0.137 -0.131 -0.115 —0.084 —0.006 -0.204 -0.217* —0.142
Iy hua—)u —-0.220 " -0.209 * -0.131 —0.156 -0.191 -0.277* -0.285* —0.273*
I A 0. 065 0. 069 -0.078 0.019 —0. 089 0. 096 0. 057 0.051
£y 0. 005 0. 002 —0.029 0.024 —0.188 0.032 —=0.043 —0. 087
frEhD 21l =0.047 0.043 0.083 0. 057 —0.052 —0.002 —0.059 0.034
SERAS  E RS 0.072 0.113 —0. 084 0.023 —-0.104 -0.017 0.047 0. 004
EEIAY: /& st —0.042 0.092 0.014 0. 056 0.027 0.021 0. 084 0.070
T8 A =0.094 0.021 -0.151 0.039 —=0.075 0.027 —-0.012 —0. 158
B DE —0.063 —0.092 —0.038 —0.045 0. 044 —0.110 -0.169 0. 004
i Iy ha—)v -0.141 —0.093 —0. 086 —0.059 0. 004 -0.037 —0. 065 0.013
‘ I A -0.251"* —0. 048 —-0.342* —=0.195 —0. 060 —0. 094 -0.021 -0.077
£ -0.311 " —0.313* 0. 009 -0.272* —=0.2556* —=0.344™ —0.246™" —0.307 **
T8O 24 -0.174 -0.116 0.011 —=0.190 —-0.222* —0. 146 —0. 100 -0.303 **
SERAS  EAREARR -0.196 -0.102 —-0.237* —-0.298 ** -0.113 -0.171 -0.076 —0.108
SR IR ETEE =0.027 0.043 —0.038 -0.035 0. 008 0.018 0.051 0.019
S ER -0.322* -—0.181* —0.063 —-0.247* -0.211* -0.301 * —0.287* —0.353*
LT E —0.105 -0.131 -0.102 -0.027 0.014 -0.214 —-0.249 * -0.167
I s ey —-0.265* —0.255" —0.141 —-0.194 * -0.178 * -0.339 " —-0.224* -0.237*
I A —=0.079 —0.105 -0.110 -0.119 -0.076 0.031 0. 008 -0.021
£l -0.016 0.062 -0.037 0.114 0.001 —0.055 —0. 058 -0.103
1TEIDZAL =0.024 —0. 064 0.051 0. 086 —0.003 0. 007 -0.103 -0.011
SERAS BRI 0.016 0.110 -0.122 —0.050 —0. 057 0.038 0.051 —0.087
FIVEE JROETR —0.089 0. 066 —0.003 0.018 0.073 -0.019 0.014 -0.015
S ER NS 0.001 0. 036 -0.127 0. 008 —0. 067 -0.135 —0. 065 -0.194 *
ST DEY —0.057 —0.045 -0.187* -0.108 -0.073 -0.116 —-0.203* —0. 065
T Iy hu—)u -0.018 —0.090 -0.038 —0. 048 -0.077 —0.059 0.032 —0.049
I A -0.290 * -0.179 -0.290 * —0. 205 —-0.335* —0.209 -0.176 —0. 200
)y -0.322* -=0.392* —0.203 -0.239 * -0.267* -0.402* -0.390* —0.348 *
1TEI D2 -0.233 -0.131 0. 063 —0.145 —0. 280 -0.116 —0. 060 -0.174
SERAY  BAR AR -0.106 —=0.099 —-0.082 -0.117 —0.095 -0.174 -0.024 —0.047
VKRR -0.121 —0. 006 -0.121 -0.076 -0.104 0. 045 -0.011 —0.086
58 1Y —-0.224* -0.181 —-0.236* -0.219* —0.258 * —0.284 * -0.305* —0.369 **
ST DE —0.008 0. 096 -0. 064 0. 098 0.131 —0. 084 —0.008 0. 066
oy hua—)v —0.283* -0.217 -0.157 0. 004 -0.103 —0. 242 -0.139 -0. 146

Spearman NEMZFABIARE DORE © *p<0. 05, *p<0.00 ; False Discovery Rate #fi1F.
SF-36 : MOS 36-ltem Short-Form Health Survey versionl. 2.
MDQ : Menstrual Distress Questionnaire.
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A Study on Relationship between Psychological Well-being and Menstrual-Associated
Symptoms in Female University Students

Rie Tsutsumi, Masahito Tomotake, and Shinichi Chiba

Department of Mental Health, Graduate School of Biomedical Sciences, Tokushima University, Tokushima, Japan

SUMMARY

Female-specific menstrual-associated symptoms are regarded as a factor to lower
psychological well-being. The purpose of the current study was to clarify the relationship
between psychologocal well-being and menstrual-associated symptoms. We conducted an
anonymous survey using self-report questionnaires, in which the MOS 36-Item Short-Form Health
Survey versionl. 2 (SF-36) and the Menstrual Distress Questionnaire (MDQ) were administered
to 382 female university students in order to evaluate health-related quality of life and menstrual-
associated symptoms respectively. Data from 311 subjects were analyzed to investigate the
relationship between the two scales before, during and after menstruation and in strong and
weak menstrual-associated symptoms groups. There were significant negative correlations
between the SF-36 subscale ‘vitality’ and the MDQ subscale ‘negative affect’ before and during
menstruation. In the strong menstrual-associated symptoms group, significant negative
correlations were found between subscales of the SF-36 and the MDQ before, during and after
menstruation, suggesting that psychological symptoms of menstrual-associated symptoms might
influence their physical and psychological quality of life. We concludes that to examine coping
methods in order to reduce psychological symptoms and to provide individualized education are

necessary.

Key words : psychological well-being, menstrual-associated symptom, female university student



PUEIEERE 78%5, 6% 187~192

R %

DECEMBER 25, 2022 (4 4) 187

FERITIE T — 714 =5 —DEF = [SHROER] Nzl

B JRT, R T
BRIk WA ERIIEL > ¥ —
(FAA4E10H14H M) (HR144E11H 25H %)

WA, BRIRAFZE T — 7 ¢ % — % — (Clinical Research
Coordinator : CRC) D¥EHIILHIL L, EBNEN L
KLTETWDLH, ZDL) %W TCRC O¥EHHH*
BRI 5 = & EIRBEE 7 - T\ Bo CRC OREHHT
DIODIETH DO [XHROEKR] L) HET
THEANEZPEICT A2 L, EBOBTICEHTD
%o RWfFeo Hiylk, CRC O BARWEE AL, X
FEOEKE L W) BT T CRC OZIRNE % HIEIZT 5,
CRC34T, KJEAHWT, 7= 7 &L 5H 2175 726
CRC o¥#Z 1213, [Mget~o3dz] [Bcs 03] [
BT O] [RBREMETHE OREO g &
figde] [GEBRIES & OZEM] [ B 5HOMEA~ D]
[GCP (Good Clinical Practice) ®E5F] o720 % 7
T) =L L o7z, RIFFROMERIL, SRR EH
FHBOEWICHEE T 52 LT, CRCHPEBEZMD7:
DODOLETH DB TE, ERMIEFTITH 2 &1
59 %o

fERFseEa — 714 +—%— (LL'F, CRC) X, GCP
(Good Clinical Practice ; ICH E6) @ A K A » 20
D, BEEMOD &, FREICERIIZESE-BTE 5 LD
295728, [FEhl, #EELIEBRKEE OMOFER %
HoTWwWb, 5612, CRCOEKIZIE, GCP %5y L,
HEROMGERYE - B - BRI RN DI, W
DEEEDHERNDO LR BRERE LR EH Y, 2
NODOEHE R LHCRCOBEETH LY, T4
CRC DHEHIILZHALL, EHBHNELILARKL TETV D7,
CRC OZEHHH %2 IS5 2 I3 & 22> T 52,
M FE TIZIE, CRC O¥MIL, RERBLGET, RERFERT
B TR & Vo 72 I - T S Twn B
W, FNSDEBEMMTD D DOTEPWHEIZL TWD
WEE v, 22T, CRCOZKELEL* | XIEOE

5 S i || =8

oW on % M a & &

M IS A 2 & T, CRCDSEBEMT D720 D%
ThHLPERHTE, BERMICESZT) 2L I2HFEST
LEE R, AZEo Hiix, CRC O EARMZHER % Hh
WL, HEOEKRTOHE LT CRC OLBNE % HHELC
ERAE

B &

1. WigeosmE

AWFFElL, CRC & LTREHDOFE#M 1%L, 24
HOFEM 24O 34T — 7 WE L SIS L
7oo T HUEIX, 20224E6 HIZHEML, ATid7 A
o770

2. T — YL LTI

KWFeEiE, BEST 202 %M - HAETLFETDH
L, K] ExHCTT— s L T2 T- 729, K] i,
BRI GHTIC LIELIZHWSNTEB Y, SHEaEz
PRELH LWEEERIEL Z L ICEHT, BFEICLEH#
FOMFEIZH b TV LY, w2, [CRC O ERKZE
Heidr ] bw ) BB L, CRC3 %D H HIZHE
L, ZOWNEL, —DOEHRANEL LD EIHIZTVE
ER L 720 RIS, ZNENDTNVOEREZMRL, T
NV OBERNEDPEL L7277 3) —128EH L7z, ZL
T, W73 )—0OWNExTED, KON TIT) —%%1E
WL, INWRO LI 7T -2 R L7z, TR
12, E0nFIT) =12 S TEESRV—FD TN,
EONT T —IZHEPT, JEWHOINIES, FLA
WObLENTTY = RE L, AT T —HOMHER
RaeE#k L <, 7)) -0 fbxyRL, hT7T
) =&ALz 77 3 —HOMHERFRT 5 TR
L, 773 —HOMEMBREZER LT T5720K
AL L 720 RIS, FE D4 T CRCI0% ([F—HiRk



188

HF#n20-500, K94, BE1H, CRCOF v THE
FI 34, HAMRKRFEHAZHECRC2HEZET) (12
LECTEBENELZEA L, 77T =25, 7h 73 —
ZHATE TP ZMRELTHH o7 LT, o
DI WERIL, EEP L FRITBIEL.

® R

1. CRC OEAKM 7N (£ 1)

AKWF7eTlE, CRC O BB ML, 72507
FI) =k, 48ODH THF T —DOXENHS L
otz [MFRRBE~NOXLEZ] T, 17TO%7Hh 73 —
LR E Y, BT FTT 5 ETEM Y 28T 572

#1

OB T w

DOEEN R TENE DG TN [HBREOXE] T
&, NoH7h73) =L R D, BEH « LE
T 50O EBEN L LRANENE N, RERFEMHE
HEOHM] TIL, 7TO0H Th T T) —PHLNERD,
CRC X, WwBRFEHETHIE % i < GidaA A, (R 5R S HE
BCHBRA FITTE D L) I2T 5720 DOREB O R
BEANOIF L & ) SR E E 7z [TRBRSE T
OREDIA L] TIE, 30037 H T ) =5
e, [RERIKIEE L EBRERGTEEOREL I
L, MEEOBHRADORLY & )G TN HERIKE
FHEOLW] T, 2200 T Hh T T =0HLrE R
D, HEBREHORECECHNELIL L, RRKEEIC
RRT B &) HEARNE TNz [(HESHOME

FERIFZE 2 — 74 & — & — DOIIRHNE

[WFE#~ D3]

(G BR gL AT i O PR

BEREDNIVT AT ) == 7

WeBEE S — IV OVERR O %
WA B OB

TEERE R E IR - 727 — & Uk

BB B L 727 — & O, EDC ~O AR HH
JE B EHERR DS 12

FEBI RS H R O 3%

[ RSO - WET O H%

WM B AR B S~ O E R OB IR
TEERFE R LT O %

e O

SAE $iiti~o iz
F=5Dr) == T O
RT3
BERICE S 5 SCEORE O

BB T Tt &, B EER O TR
HBRERD Ay ¥ 2 — )V ok L&

BRI AT I35 o HL A

FIEEOHBE (BANLBIE0Y 32— arbEd)
WAER, WA, N2y, BRE RO B
EERIE TR & TEE OBLE 2 e, IE S O

BRI T & FIHE OBYR £ 50, KSR ~NRV G
LS OB X o THiH S 72RREA O X AL

PP ERTE D X )12 2720 DRFAL

(BB ET 5 O S o 3L & g

IRFEE S, IRERFE AT E 2 O IR s O R & [ DR
R &R ERIE R O RE DI
PR & BRI O RS OO R ) HLY

[GBAOEE & OZ]

BB OIS ONEZ T
R H O R EOWNE 2 ARKEE R

[Bebrr D 34%) [H G OREFEA~DIE]

WEBR S T8 D HEfif PR & o0l 7 1 — DR & AR
W XIS DB KRNI H A~ DI

L e AOE YN E S TR OB & D FE

% (FFFE) BUFoHRm &30 AR EA O EAE

BB 7 & ORFHASIE

BERHEVPHEEREERL, TR TES L) 2lHbY | [GCP OiE5F]

WERFE ORI > 774 7 v A (EFEEE E&L) ~OEbDY
KBEAT ¥ 2 — VD

BEBRE O N AF RO i

B HAHANOLIE

Ji VA IR IR RF OB ERE + KIEN DR

GCP bL—= 7
=y ) rratn (BRI
B~ ORI

GCP FEHF AN DRIE




BRIRIEZE 2 — 74 & — ¥ — OFEH & LIEOBIERAN D7

NOFE] T, 400N T AT T =HHL LR
D, BIELERE L oMiHE T 0 — OVER &R &
BRI RN CORELSIIRNAE & L TH N7 [GCP
DHF] T, 420FTH T T =S ERY
GCP ML —=r 7, GBIKEHEDE=5") ¥ 73R,
WEAE, GCP O ZEMFA 2 &, CGCP ICHE S 2 BANE
WEENT

2. NEZLMEOFMHOF
WEOLTHOCRCIONIE, HFT) =Y T H 5T
) —ZHATETW LD 2R L7z

BIZAE, 7hT7T) =0 [MEEHOFH] 1, #
BEVPHHTLLDTH D720, il B o50iz)
WZEEINTW2S, KHEE 2R b o TEM & @)
LTV DI EPLELRT— 8 2 [UET 5720 DK
BThbLEEAYPD Y, &EE [FIZEE~OIIR] 274
T REE L Uz, T H T T -0 B
HOWNERORE | X, BIREZFT TR, s R
KHEE I 5T, le LTEELRARTH 5, I
12 CRC 1B O3t s i 2 [ Bs o8 A R |
WCREMIT TR EER DY, [HEEOZE] 10
W7ze T, VI WERER, () FHOTHE
ERIELTWA, FIzIE, 7 h 73— [FIlEED
HR | Tl HEFETEINFELROERE, BT L T
OHENTWLHEEORE ke &S S FIHEND
HHT, FIEEZIHT L L) EHRICIE, TIEE®D
RS D DY Ialb—YardEaEInTn

189

L0, (BEMzEIZ0Y IaL—Yareagt) &
MR L7z SNHEDBITRLAEHIC, ZNENDOh T
T =BT h T T =, KENEEHRATE TS
AR EE I HRE L 72,
3. AT —oERX (K1)
CRCOFHENEZHNILT 2L, K1 Eho7 %
A0 ET LD 0I1E, [GCP DHEsF] THY, 4
TOHTFI) —DHEBEE 25, REBEZHENLT S L, [
BRERMFTEEOREM] »OBFE D, BBREMMKES &
HERFERRTHE O EO g L @k] 217w, [1E5
KEH L O] &2 L, BN - MENICHETE 554
Wi x g, 2 LT, WBRERRZ S LT, GRE %
SIZEMTED LT H7-0, BHERE L EEL [%
B HOREANDLIE] 2179, INHO—HOBWILE,
EHER T — % 2 WEST 27200 [EE~0%E] Td
HIERBRL, ZOEE FIC [HEEOIE] "5,

Z =

AR, CRC OEBNEFIIL L L T 5755, CRC O
EFHRIIRICE T AW 13D R 6 R T
i, CRCOZEELELTT7T 20X EEMHMIZL 72, CRC
X, GCP A F7 A IZAID, BEROMERYE: - Beaik -
BHEEOMHRS, WBE O & WRERER LD
CRCOEHDH L7120, TNILH DM EH 5 CRC OIE
NEZXEZ 5o

‘ WERB D& ’

BERIFES

IS

EDRTH

[m%%mmﬁ%}<ﬁ

REIDIBDOEE

O

i)

NDZIE
A

BREEHEE | | nesmitusons

DIPAR

DHBERRR

( GCPMET }

M1 SeEoBEM



190

1. BROBAEORERND LR

CRC i, BERFEMETME P FNGE OB, HERIKIEH
B OREDHRORL I R, HERIEFERTIE 1216 -
THOBWT =5 ZEL, 15 =4y Mo TH
THNIERIR T — 5 2 A§ 5 7% EOWMEE~D LI
&, GO AEOMRD 12D DT 27> T b

Mo DOFHEIL, IFFICHEERIIET, CRC & L TOHR,

Py, EHEEIIPLE L SN D, CRC & L THGEL AN
W 5121, 6 ~10FRTE V) #HiERH DY, CRC
ELTCORBO-ENPMbLNLEZATHLN, TNETN
DEFT L OF M ERIEA, L0 X )2 TSR
R, EBROBMNEZERTE 02V T, F—A4TH
i ERTV A,

2. BiERE OREAN DR

BB ORI, HBREIEERELEAHEL, T
IZHLTE 5 L) b)) R, EANEE LR EOWER
HOREEOMHERSL, BANERORER EXIT> T

%o F72, CRCIE, BHREHORHFIZECHNEZMIL,

BRI IEBRIKHE E R ICEOCNEE KB L, HERE R

EOBENS, WEREDNL L L THRBRICSMTE S L),

W O THBANOSIMOM 2 BRKL T b,
3. BEATEOMEDR & WEbRE PRAE DX LA DX AL

CRC &, BERFEMAT M E P FIEE 2 i &, PLE
2RO, GBREEEE R EE NERIZE S S B 2 EK
L, BRELOR DY) e SHER R L, #RE
NOFLEAT ) o HEKFE L BN A L, RO
—HEZ X o TWLEETH 5, GBS OR 7%
DIk &, CRC OWERE ORZEMEDORFEDE T, L

EUISH A 5 2 E03H %o MIZPFHEB L 725513,

BERD T — L R TRIE S OBIADR ) LY 2k 0 &
CHElF, BBRE O THRBMOBERICTIHIRY, HERIK
EE LA ER, METEL2 02 AHB LTS, Wk
RGBT % A#T 5121, CRCOITI 2=
r—avEENDRO b D, FiZ, HEEEHAR
FILDH D CRC L, HEBRERMIEEFICHEY, LELZT
JIE % B\ B 9 2 W REMEDSH K, IEBRO SR Tk
AZWFETLEHDHY, a3 22— 3 VEEHON L
&, A NCERDO TR L, WL RO BANE
BlEELT, F—LATHLIEDWLETH D,

4. EBROEHEEOMERE~OTIE
WIFEEANOLIRIE, FERMERANDOIRR, 7%
DONE L 21T, BT %EY A7 24 (EDC)

NDAN 2 EOZHLH D L5, T— 5 oeet, —HM,

o OEET o

IEHEE DR DS BB OB OMR D 72D ZEETH 5,
CRC I H IR EROIERE TE LT R TES
EEBEL, FHERE TS ICEAEUDSH D L) EE
TWa,

5. HEHOMBEAD LR
BGOSR~ TR, HHIE~OLIRKIE, E
BROMEHHS O, S 7 o—0fERz &, HERIC
Mb 2 ToOMRED, HEZRE#KTEDLH)ICHDDY,
BEERICH L TE 525 &9 RBREORSEYIT-> T
%o CRCIZ, 1hBR% MFIAICBIZE L, BB MmN &
BN T v A% L) 0SS, TEPLELR L ZAHIC
AL T L IEREROLEZATH S,

6. GCP DEF~DIE

GCP OHFI2IE, E=4 ) ¥ 7RG, BEENORIG,
GCP EHFAENOIG T EDH V), BEROMGEE - F
- BEEANOBRICEE 2 X TH 5. GCPEX
bk, WEBENOHEILRKFLT - PHEHTERL
B EEMED S B 720, CRC IZH 12 GCP DE5FATT &
TV DR L 2 SHEHZ BT L T\ b,

7. BROER

4, CRC OEBHZMM L7722 & T, CRCIZZHEZR
¥BrEL T, ZLOTEET>TLIENHLNE
otz AWIEDOMERIE, CRCHEBEDER THE -
2R, D700 E LTS0G0 6% L %o
IR L L THMTH L EER D, S512, A
FEDFERIL CRC D7D 7217 TlE 2 <, WHIRICEbD L4
TOHIZ, CRCHREDE ) LREEEL TV IL0% -
THHI)DICHDEELRMAL B 5,

e R

KAWL, —RETITbN R TH L 2 LR, K]
EERCIZ 17— T OMIETH 57280, —HAbid#EL
WEER D, FIV—TEEER L COLHPICE R % 49
THIER, DA Y a—TONETH = S
FHEEHVL I EBZEPLETH L,

& &

AWf7EIE, CRC DIFTNEE LT, 7T20h 7T —
48O T AT I) =B L e o Tz AWFTEDOHKS
RiE, EMLEHT [SEEOBER] 1ERT L2 LT,
CRCHHEBZMDIODTIETH b 0ild#TE, T4



AL

E

BRIRIEZE 2 — 74 & — ¥ — OFEH & LIEOBIERAN D7

EHEITH I LIHGT D,

&

BRI BRIRI T > & — GBI M &

FRiZ

X

1)

2)

3)

EHZ L F T,

[

Speicher, L. A., Fromell, G., Avery, S., Brassil,
D., et al.: The critical need for academic health
centers to assess the training, support, and career
development requirements of clinical research
coordinators : recommendations from the Clinical
and Translational Science Award Research
Coordinator Taskforce. Clin Transl Sci., 5(6) : 470-
475, 2012

THF - EBRIPRFAIC BT B ERRIFZE -\ RS
ZERRICERTTT 2 2] BRRSBR A EE $ 2 720124
AR BRTIE T — 7 4 A — & — 12 X AR
TROFEMTIE. REOH WM, 244(13) © 1191-1195,
2013

AT, Wi EE, EASES, iy
B — 74 A — 7 —EBIZBIT L FEM O
Mo EFIZHE T 5 ME. The Journal of Nursing
Investigation., 2(1) : 21-26, 2004

7)

10)

191

JIE RS - A8 il AR E 0729012
HrOL AR, BN, 2017

Norikoshi, K., Kobayashi, T., Tabuchi, K.: A
qualitative study on the attributes of nurses’
workplace social capital in Japan. Journal of
Nursing Management., 26 (1) : 74-81, 2018
AR, EARBES, &R, WaRMR
FEREETHE D S ATERIC B 5 EEB A 3718
®ikA . Clinical Research Professionals., (35/36) :
44-50, 2013

H LT, SERANT B ORRR SR D FE i D&
HE\ZBH9 5447 (3 GCP : Good Clinical Practice)
TEAT 72 DIGERIZ 3B1F % F R O ENZ B % SCHk
&, 4~ % —9 3 a ) )V Nursing Care Research.,
15(4) : 153-60, 2016

ANESR, VLIAET, SOREESE, ERid I M
Bra—7 4 % — % —OFEBKIZHET H058. HHEEH,
11(5) : 371-375, 2001

NS, BEHIET, HTIF, SRS M B
PRIFZE D — 74 h— ¥ — DILFEDIGEE & BREREL
DY, BERIEM 51(2) 1 71-76, 2020

Morin., D. J.: Harmonizing Protocol Complexity
with Resource Management and Capacity Planning
at Clinical Research Sites. Therapeutic Innovation
& Regulatory Science., 54 : 978-987, 2020



192 OB OFEET w
Transforming the duties of clinical research coordinators into the meaning of support

Kimiko Nakano, Akiko Matsushita, Marin Sagawa, Akiyo Akaishi, and Keisuke Ishizawa

Clinical Research Center for Developmental Therapeutics, Tokushima University Hospital, Tokushima, Japan

SUMMARY

The duties of clinical research coordinators (CRCs) have become more diverse and its scope
has expanded but remains unclear. Clarifying the content of support from the “meaning of sup-
port” perspective for the CRC's duties was considered useful to recognize what their duties sup-
port and perform their duties. This study aimed to extract the CRC’s specific tasks and identify
the support they provided from the meaning of support perspective. Three CRCs collected and
analyzed the data using the KJ method. Seven categories of CRC support were identified ; “sup-
port for researchers,” “support for participants,” “understanding the study protocol,” “sharing and
resolving issues of the study protocol,” “negotiations with sponsors,” “support for building roles,”
and “good clinical practice compliance.” The results of this study can help CRCs recognize what
their duties support and contribute to perceive their duties as support by transforming diverse

duties into the meaning of support.

Key words : clinical research coordinator, duty, meaning of support
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G 5 2 EEIRSI N TV EY,

ARTIZE ) BEOTFHENPRENICHEL TV 5 —
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THHIIEWE 2D ) b, HIVHBEEER D - H AIDS
TR EZSE L CHO TSN IERZ [Wa %
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T s s Z &k, BRICEREOMIMAH %5 AIDS
DIGHEFE THIV ERE AksnTnwWoZ L 2K T 5%,
W E D) AIDS SIEFI, SAEBMMEICB T 5 HH
HIV &gE B L P AIDS BEOEFO I 6, wERD
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A WAV %% BH72 (K2B)
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20104F LAWE o> L N AR AT 12 503 2 HIV MHER %, ik
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(A) AIDS e o MER, (B) AIDS fefEm B LA O &
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PCP : pneumocystis pneumonia (= —% ¥ AF Afili4),
CMV : %4 b xHa )X, PML : progressive multifo-
cal leukoencephalopathy (GEFT14: % B0 1 INE)
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WA OHER 2 X 4 127§ COVID-199%AT LR 72
20204F LARE X HIV AHRREL - BBt B Iz L7z,

E

EBROR#E LT, &EFY (2001-20204 F
FERER30.2%) L H L TWE %) AIDS BAEFAE KA
40.5% (2001-20204E) L@V &I 5N, HIV &
GIEDZW OBNAIRIE S Do FEIZ20204F B LR 1%
BRI NEL D) AIDS & LTHEREEINTED, Thid
20194E12H 12564 L 72 COVID- 190 #5282 X 2 1-fd
¥ 0B, METTB L CEEEREOZZOEZ 2 Eh
5, HEEGE HIV BE OB W EE 2 2 > TV 2 1] RE
W%z b, EB EEENTIE 6 RETIZB W,
T HIV AL - IR - B/ TIThiiTwieds, #
Bla a5 AV AEGIER D 72 D FE BT B L O
B )BT Tl D — Bk & 7 5 7219, iz kY
COVID- 19347 Bif 1 I A C4E I #9600- 1, 000447 H A1 C
V72 HIV A 503 20204E 31710, 20214F2221 & 72 1)
BTS2 B 1 RGBT H, COVID-1934T
FHEAER L, 0001 R t2dp o 72 & DA, 20204E6171F, 2021
FEAT0M & FIRIIAD LTz JEA S @A HIV S & B &
DI XL, KIS BIT B 4H 3 E D HIV itk
UL, 17214, HHARIE54, 56114, F12i82:20
FERTROD L VEERTH - 7210, DLEd S RETTIC
B 5 HIV EGER SRR EOHM /NI EE R EE L
TEIFSN S,

F 72, HIV IR 2 Ehi L T IR,
MDA EZRET L LTWBZ S\, Lo Lk
P55 BRAEFT O Z R A IC B LT, BAR AR RAER
B F TR L T B BRI IZ A e w12, B Tif3e T,
HIV e & &g 0 HE £ TIERMTOMM 2 H %
DR L, HIVEFEORAR» O EEEMEEZ ST 5 F
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A%, COVID-19IC L A MEFHEDOPIEIZ LY, BI4E
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LR OMAE K D 720 (VX FE L RS 0O BARN 72 H
R OREMNIZOWT, EHFEREBEOFFEGER M LN
B L2479 R EDOTRDPUETH 5o BT
B S DEGFRA32% & EEEICH L TE L (R
67%, Blk14%), TPV O &G L E o 72 (8
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FE (13%) 7 &5 A% S 7zo AIDS $RIEH BT 0%
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EH 5, SHICEBREREICBI 2 REBOBIED
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Clinical characteristics and future issues in patients with HIV infection and acquired
immunodeficiency syndrome in Tokushima Prefecture.
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SUMMARY

[Introduction] The survival rate in patients with HIV infection and acquired immunodeficiency
syndrome (AIDS) has been improved dramatically due to the advances in anti-HIV drug
therapy, while aging-associated complications become a critical issue. The incidence of sudden
occurrence of AIDS without prior detection of HIV infection, so called “Ikinari AIDS”, still
remains high. [Objective] We retrospectively analyzed the incidence and clinical characteristics
of HIV/AIDS patients in both Tokushima University Hospital and Tokushima Prefectural Central
Hospital. [Results] Eighty four patients (74 males and 10 females) with a median age of 39
years old (range 16-85) were enrolled. Thirty-four patients (40.5%) were diagnosed with
“Tkinari AIDS” from 2001 to 2020. All 4 patients were diagnosed with “Ikinari AIDS” after
2020. AIDS-defining illnesses were diagnosed as follows ; pneumocystis pneumonia in 21 cases,
CMV infection in 8 cases and candidiasis in 6 cases. All patients over 60 years old were suffered
from AIDS. Other complications included syphilis in 17 cases, hepatitis B infection in 12 and
herpes zoster in 7. [Discussion/Conclusion] In Tokushima, the incidence rate of “Ikinari AIDS”
appeared to be higher than that of national average. COVID-19 pandemic hampered the public
health care services of awareness-raising activity for HIV infection and telephone consultations
about HIV, which may become more lease asymptomatic HIV patients without diagnosis. For
early diagnosis of HIV/AIDS, it is becoming more important to share information to make
early screening of HIV infection among medical staffs, such as medical doctors, dentists, nurses,
pharmacists and MSWs.

Key words : HIV, AIDS, Ikinari AIDS
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b B OB F o ®mOE A B K
TR RFRFBEE RS e

(54 4E10H26H%2AF) (4F144E11H 2 HZH)

iU oI

MMETIREE AT O 2-6 %2H L CTBHLD, fiis)
MR 2 & 2 < b T il (SAH © Subarachnoid
hemorrhage) 1%, ¥ EDPTDH 5V ITEE R HBiE
JE% X7 THIFOEVEETH 5%, FFICEo Mk

WZBRENIRIE OB R OBE RIS 5 2 L 54, 20
SRR SN T AT LN EETH S,

DIVOILUIEANBIT S, JIEBHICL 2 A b
T RZIRFE S MR R B IRAG 2812 & 2 AT 15228
b2fFET 52 LI X D IEIREMRE T v M ET IV 2 HE
L7729 REFNVTE, b b EEBL 2 SFEEM (5
SEMBENIR R M BIIR) |2 S A EE TR R M BN IR % 5E
O, BEIFEFMVOMEIIBVWTRKEY - —Thb
interleukin-145 (IL-1p8) °figst~ ) 7 A5 REEHE T
& 5 matrix metalloproteinase 9 (MMP-9) @ F5-% 32
DB EERELTNDET,

Nod —like receptor family pyrin domain containing 3

(NLRP3) inflammasome 3 & H#EAMEKTH Y, Gk
fLi2 & D) IL-18%° MMP-9% A L, RIEXERET 29,
NLRP3 & it 28 DB HR B OB I G ST b
A3 IMEIARIE AR & OB OME LT L A L,
—75, sirtuin 1 (Sirtl) (ZE&{LE! Nicotinamide adenine
dinucleotide (NAD+) KAFMHEHL 7 £ F VLR TH D,

DIMERBIC BT 5 SIERCOEE 2 FIMHE T TH %
L s T, L L, BBIREHEIZBE T

NLRP3& SirtldZENZOWTIE, 2B I hTni

e

*Sirtl O 124 9 NLRP3/IL-14/
7 B
H OB H OB R % H OE R

Vi, £2°C, TAMNOFURZIRETIE, TA MO
Z71K (estrogen receptor : ER) % 7 v L ¥l —
¥ a v &S L7z SirtlofR T2 & 5 NLRP3DIFH AL A,
BRI A 2 2 AR 5 5 AR 2 2 C, M &2 1T o 720

&

TRTCOBWERRL, HERFRFREOMEImHZ
B&O&FE % 521F, National Institutes of Health Guide
for the Care and Use of Laboratory Animals (Z#EHL L
TEHEN L7z,

MBI 5 E 7V TORGT

10:8#5 Sprague-Dawley M= v + (230-260g, 48JE)
%GR LA I o0 A BT IR [ R R (OVX+T v
N EIEREHEE (OVX-F v b)) O 28572, 2D
%, SHBDIRAGZE, SRS EOKGH L WA E B & &
TV, WMERE 2 FE L7z, 3XTO T v ME, WMBIIR
FOFEHZ LY 6 B2 S519AORK (90H ) CTHBIIRE
WHROBIE1T-7- (Fig. 1A). 1BEBLNIZFHR O
BCHRLELATy ME, ARSI L7z (KEES L),
BIEHICT v FHFEC LA i A ) 2 RE T %
Y, BBV, SOg/El (KEDOHKI0%) %2z 514K
FERADE R LA IS INE IR R 2L A EE b AL, ST
T2\ SRR CIMBIIRIE AL 2212 & 5 SAH OF % R L

720 IMERIE L, tail-cuff auto-pickup ¥ (Softron, HIT,
HA) 2T, ST, FHEk28H, 68,
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102 R L 72,

IR aX v kE Y 2 L — % — Bazedoxifene DA
AL
Bazedoxifene (BAZ) % #5935 2 £ 12X % ERs,

Sirtl, NLRP3DFEHDZEALIZ OV TINEIIRE 7 v b€
TOVTHGET L, INENIRIE I DS EEN D28 % AT L 72,
36D OVX+7 v » % MBI RIS 55 6 38 B 12 BAE2
228250, —HIR PR oZEIc &5 1210 mg/
kg/day ® BAZ % (1 H 1M, &) &5L, 59—
J571% vehicle control & L7z,

SRR L 9 ZPAIG

BREI AR OB L 13H D T v ML MG L, Fl
47z sham, OVX-, OVX+F v M & BAZ %45
L720VX+7 v b (% 51E) % By RHA#%E 1% 10:8 H
124 %/8T RNV AT VT e FCHlRE, WEFRENE T
B D IEHRIMEINR % M ALAR & & S ICBRILL, YIR %2 1E
% L 720 YIF 1L elastica van Gieson THefn L, Il &
s DAL % #1% L 72 ERa (abcam, rabbit, ab32063),
ERp (rabbit, ab3576), NLRP3 (rabbit, ab214185),
IL-15 (Cell signaling, rabbit, #12242), MMP-9 (rabbit,
ab76003) (Zxf 9 B PufkE M L, m#4LIZ 1L DAB
buffer tablet Z M L, xflgtmiIA~ bF ) T
175720 st 21X, ERa, ERB, NLRP3IZHNZ,
Sirtl (mouse, abl110304) 2k} AHifETUIF % 50K
o Sz, HfRIE, BZ-X7108HMEE (Keyence, Osaka,
Japan) THEA L, 10000um?d 7z V) @ B 1k 1 fi % BZ-
X710 O WHEIAENT Y 7 b7 = 7 TR L 720

IMAFREZ B 15 5 mRNA f#H7 (RT-PCR #id)

Al 2 HE A L 72 4F e 2 & b 8 72 sham, OVX-,
OVX+Z v b (% 8IL) 75 MMEY AR 5 #4108 H (12
RIFFEME TH 5 B RKWENIRZ RN L, mRNA L
NV % RT-PCR # 4 % Fl v TILEL L 720 MagNA Pure
RNA isolation kit (Roche, Tokyo, Japan) & MagNa
lyser (Roche) 7% Fl\» T4 #t O 2L 0T 56 1% @ total
RNA % 578 - i L 72 Total RNA @ cDNA ~ i
#2512 1% Transcriptor Universal cDNA Master (Roche)

T

m
Rl
5

%, RT-PCR (2% LightCycler 20 (Roche Diagnostics,
Tokyo, Japan) ZfHifH L7z, PCR &%, 95T 1047,
95C 10, 60T 10#, 72C 8 ¥ D ¥ 1 7 )V % 40l4T\,
ERa, ERB, NLRP3, IL-18, Sirtl, MMP-98 & O* 7/
VT IVTe R3-) YR e Fu s —+ (GAPDH)
@ mRNA 5 3l & % Wl % L 7. #% £ &, GAPDH &
mRNA FEBIF 0 L TR L 72,

TIA4 <=, LT T ZH\w/2, ERa : Forward : 5'-
TGC ACC ATC GAT AAG AAC C-3, Reverse : 5'-
GTC TCC TGA AGT GCC CAT T-3s ERp : Forward,
5-CTG CAT GGC TGA GCG ACA A-3, Reverse :5'-
AGA GAC TCA TGG GAC TCA GAT-3's NLRP3:
Forward : 5'-TGG ATC TTT GCA GCG ATC AAC-
3, Reverse : 5'-CAC TCC TCT TCA AGG CTG TC-3\
IL-18 : Forward : 5-TGC AGG CTT CGA GAT GAA
C-3', Reverse 5'-AGC TCA TGG AGA ATA CCA
CTT G-3, Sirtl : Forward : 5-CCA GAA CAG TTT
CAT AGA GCC, Reverse : 5'-CAC TTC ATG GGG
TAT AGA ACT TG-3's MMP-9 : Forward 5'-CCT
GGA ACT CAC ACA ACG-3, Reverse : 5-GAG GTC
ATA GGT CAC GTA GG-3's GAPDH : Forward : 5'-
TAC ACT GAG CAC GTT G-3', Reverse : 5'-CCC
TGT TGC AGT CAT A-3,

v A R R T OGS

b M ANIMAE N B MAE  (human brain endothelial cells
HBECs) 4, ScienCell Research Laboratories (Carlsbad,
CA 92008, USA) #» 5, b MIMEFEHME (human
brain smooth muscle cells : HBSMCs) 1%, Cell Biologics

(Chicago, IL, USA) 5 ATF L7z,

I b0y REZREOMPBEFEICIE, A tar s
Bde L7z DB IRIME % 3N L 725528 (phenol red-
free minimum essential medium) #f#/H L 729, &KIZ,
HBECs 3 & " HBSMCs 1210°M @ ERaZE1E AT
& 5 propylpyrazoletriol (PPT, Sigma, H6036) £ & O°
ERB < & 4K 1 H 38 ¢ & % diarylpropionitrile (DPN,
Sigma, H5915), Human Angiotensinll (Sigma A9525),
17B-estradiol (107M) %@L, 24FE[ALEE L 7214,
Western Blot #4728 | 2l & [RIIX L 7z vehicle control
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1%, 17B-estradiol, PPT, DPN B & UF Angiotensin II &
FEEETTCOZA My yeg&Ey VRBIMELZRNL
TR A VW 72

Western Blot f##T
PUTNIE, T T =B/ RAT 75— BHEAR
277 )V (Cell Signaling Technology #:, #5872) % &ir
RIPA buffer THEILL 7z, ¥ > 787 HiltkL, BCA kit
(Thermo Fisher Scientific, USA) % Fl\vCTH#llE L,
5 2578 (30ug) % SDSPAGE T4 L, polyvinylidene
fluoride membranes (immune-blot PVDF membrane,
IO-RAD) 2% L7z —¥ifkE LT, ERa (rabbit,
ab32063), ERA (rabbit, ab3576), MRERI—F LERE

i (endothelial nitric oxide synthase:eNOS) (mouse,

ab76198), Sirtl (mouse, abl10304), NADPH oxidase
4 (NOX4) (rabbit, ab133303), NLRP3 (rabbit,
ab214185), IL-15 (Cell Signaling, mouse, #12242),
MMP-9 (rabbit, ab76003), p-actin (Sigma-Aldrich,
#A5441) % J 72, Amersham ECL prime Western
blotting detection reagents (GE Healthcare, UK) T
Hi L, Lumino W % 45 #7 %€ i (Image Quant LAS4000
mini, GE Healthcare, UK) # & F NIH Image] 1.52
V7 b T TR L7z,

AT

HEEH#AT 1213 Prism version 7. 0 software (GraphPad)
V720 IMBYIRIE A 2L O 56 R B O T 121X Fisher's
exact test Z [ L 720 SAH 7 L AEFF 31X logrank &
ETHA L 72e £ DT — %1%, one-way ANOVA
FEAT L2 C, Kruskal-Wallis 1T - 720 2 BER D
7 — %1%, Student’s t-test * WV THMT L7z, 77— % 1
FIfiE+SD TR L, P <0004 ICHEIAE EAEDS
HbHELT,

® R

C BRFFEMAE (B RKNEIR) (2B T NLRP3DFEH
W& ERaDRIUKT %2872,
OVX+F v b & OVX-F v b & INENIRE F S E %
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19k, 20 28ME2S, BIMLESFES N, JIE
WHOFEIZ L L2 MEDEITR SN a2 o7 (Fig. 1B),
OVX+T v MEOVX-F v MIINTHEREOHINZ 720D
7z (Fig. 1C) o MMBIARIEHEZL 1L A28 B IR R 12 K EDIR 12
AL (Fig. 1D), OVX+J v ME OVX-F v b & Ibig
L CHHBIIRE R OB ESHEIZE < 47% vs 16%,
p=0.03:Fig. 1E), SAH IZ X 2B % Emh o 72 (Fig.
1F)s

OVX+7 v + OWESFFEIMNE TdH 2 HAMBEIIRIZ B0
T, ERa 38 H & T & ERp, NLRP3, IL-18, MMP-9
DOFEBEH %O (Fig. 2)o mRNA LX)V T,
OVX+7 v b OB RIFIMNE Tld ERa DT & NLRPS3,
IL-15, MMP-9D bE5 % 58572 (Fig.3),

X R buS Y RZAREO R MR BT
NLRP3® E51d Sirtl DK FIZBE# L 72,

OVX+7 v b OBZIFFEIMAE T Sirt] DT % 5295 T
BY (Fig.3), TA bur v RZIKE (E2-) @ HBECs
& HBSMCs 12 B \» T & ERa & Sirtl®d & T, NLRP3
O LA EZFED 7 (Fig. 4A and B)o HBSMCs 128\ T,
Angiotensin Il DRMNIC & » THIMMEIKRGE % 558 L 72
W Angiotensin Il Tl&, Sirtl%° NLRP3MDFSH |2 #2248
FRED o7z (Fig 4A)e 2O L XY, BIELD
TA BT Y RZDTH Sirtl DT 22 NLRP3D 512
WL TWA I EHPRIEBENT,

T AMOF YRZIZE S ERa L Sirtlo KT I,
NLRP3, IL-18, MMP-9D3EH 2 ¥m S €72,

I A buy /R ZIKFED HBECs TlX, ERa & Sirtl
DT L, eNOS DT & NOX4 EHIZHM L TH
0, LA ML AOES2RE SN/ (Fig. 4B). F 72
NLRP3® E&- & —F L T, IL-188 L " MMP-9D %8l
FREZRO (Fig 40).

IA has v RZIKFED HBECs Tlid, = A hasr >
TdH 5 17B-estradiol #i{MT 4 Z & 12 & - T ERa, Sirtl,
eNOS DT & NOX-4, NLRP3® F&i3dezE L7- (Fig.
5A)e T A MuF YR ZIKEED HBSMCs 2B\ Td,
ERa, Sirtl®f&F & NLRP3, IL-18, MMP-9® k5%,
17p-estradiol ZIN$ 5 2 & 12 & - T3 L 72 (Fig. 5B) o
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Figure 1 : OVX+5 v b & OVX-F v b IC BT 5 BhIRE O Frii
A FEETO Na— v, B WMEREFENS L OFES 2, 6, 1008 HoUGHWIME. C: MBIk
JEFE 10 H R E (FHE160L), *p<0.05, Student's t-testo I =SDo D : OVX+F v h OHi
ZEBBENHR & P2 RIMEIAR OB BB IRFE . E : OVX+ 5 v b & OVX-F v b ORBIIRIE 24 0 J8 4 5
#*p=0.03, Fisher's exact testo F : OVX+3B L N OVX-TF v MIZBIF % SAH (Subarachnoid hemor-
rhage) 7 L OAEFESR,
sham OVX- OVX+ sham OVX- OVX+
. - . — —
-\ = Slaen,  TOm e = 2,
ERo NS = NLRP3 = T— 3 <
\ . lumen —~ ‘ W <
: - —_ -
ERB N IL-1p = \
N
AR IS MMP-9 - N\
X bl R
(EVG) X ]

bS 15 ERp E 15 MMP-9
13 )
S S S =
3 10 —— 8 1.0 R
:
o &
2 0.5 *§ 0.5
8 c
o

0.0 0.0 0 0 0.0

sham OVX- OVX+ sham OVX- OVX+ sham OVX- OVX+ sham OVX- OVX+ sham OVX- OVX+
Figure 2 :

ERa, ERf., NLRP3, IL-18, MMP-9® % iEflfkdts & Elastica van Gieson (EVG) 4eft, YIH 13#
BOMTRT LI ITEBRMEIIR CERE AN L 720 REIIMAEDHZ L RdWiln2mRd. Bk
1813 BZ-X710Cf#MT 3 +SD. *p<<0.05, Kruskal-Wallis 5o

Rl
5

INnesDZ kX, SirtlB X OERa DK T MR L A
ML A%B|&#Z L, MEEIZHIT S NLRP3/IL-1/
MMP-9EH O L% & 729 &% 2 517 (Fig. 5C) o

-ERaZHMIEHIEEZ, =AMy Y RZIZX 5 ERa
L SirtlOK B X NLRP3D 7 2 dE 3872,
I A has /R ZIREED HBECs 3 £ U8 HBSMCs 12
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ERa mRNA ERB mRNA Sirt1 mRNA
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Figure 3 :
OVX+Z v F, OVX-7 v b, sham 7 v MIZHB1] 5 ERa, ERS, Sirtl, NLRP3, IL-15, MMP-9®
mRNA f##t (RT-PCR#2E) o “PH+SD (&HESIL), *p<0.05, Kruskal-Wallis #7E.
A
ERa Sirt1 NLRP3
HBSMCs 15 ¥
ERc W o “* 60kDa * * N
ERB ‘ L e - : - *
Sirt] s s s bl 110kDa g
NLRP3 - 1350n § 0.5
B-actin w 42kDa -- l' ’J_‘
An;ﬁf::; o P + o+ - - + o+ - -
(105M) (1/3:%:; -+ -+ -+ -+ -+ -+
B C.
HBECs
ERo. Wil % 60kDa 15 r ERa eNOS Sirt1 NOX4 NLRP3 HBECs NLRP3 IL-1B MMP-9
15 «
ERB SN e 5902 * * NLRP3 S | 135kDa

eNOS| M W 130Da

X
IL-1B W e 17kDa
g "0 g 10
2
. & MMP-9 W oDa £
Sirt1| W S 110kDa g
© v
k] -actin A 42kDa O
NOX4 Wiy SN o702 © 05 . a&f 05
+ -
NLRP3| g 9 135k0a ' ’_L‘ E2
B-actin 'e—— 202 (o o
- + - + - + -

E2 + - +

E2 + -
Figure4 : HBECs, HBSMCs I8BT4 T A bu s v /RZDF%E:
AT A bOr yRZIREE (E2-) C, Angiotensinll (AngIl, 106M) #00ZE 72 1ZIEA0N L 72 HBSMCs 128
7% ERa, Sirtl, 38X U°NLRP3® Western Blot fi##i, B: TA Masrrdh by (E2+) &, Flldz Aoy
> 7L (E2-) TH;3E L 72 HBECs I28B1J 5 ERa, eNOS, Sirtl, NOX4, # X ¥ NLRP3® Western Blot fi##T.
C : HBECs 12813 % NLRP3, IL-15, B X1 MMP-9® Western Blot f##iT. 3 £SD. *p<0.05, Students
t-test, Kruskal-Wallis #% o
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Figure5 : = A b1 ’7’77{2&(;’;@ (E2-) T» HBECs 3 X U HBSMCs |2
BT % Western Blot fi##T.17p-estradiol (10°M) OFEMIZL D, T A }\ o4y REZKETRS

At HBECs (2

N7z ERa, Sirtl, eNOS O & NOX4, NLRP3® 525t L7z, B : HBSMCs (2

*3 % 17p-estradiol DHZEE,

BT % Western Blot f#

Mo 17B-estradiol (107°M) ORMIZ L > TTA a7 R ZIKAETH 572 ERa, SirtlOZFUKT, % 5 N

NLRP3, IL-18, MMP-9® FH-258# L7z, ¥ £SD,

BB My RZOEEORAIA,

B W T, ERa, Sirtl®o & F & NLRP3® I 5 1, ERa
ZHEBERE (PPT) O
6A and B), ERAZZEMRIEHZE (DPN) OUINTILR2E
EN7%» o7z (data not shown)e T A b O 7V ZHAK
V2L —F—THsBAZ ZNBEIRIES v b ETIVIC
BETHILIZLY), TAMAF U RZIREEIZ L - THI
2Nz ERa & SirtlOfK T & NLRP3D FAIZIEFILL

(Fig. 6C), SAH Oz & vy R Ak Sz

(Fig.6D)o T A NOF VZHREEY 2L —F—12L 5
ERa & SirtlD s % 4 L 72 B IR o 1 2L o 7] fig
PEATRIE S 7z,

E

AL TIE, SIEMHHICL > T A b RZE
FHE L WMEIRE S v P ETF IV OBBIFEMETH S
HBAMEIIRIZ BT, ERa & Sirtld & T & NLRP3/
IL-18/MMP-98 I O iH AL A L T % 2 & & 3
L7z F72, ERa & Sirtlof&F, NLRP3® E&1x, —

Ly shzy (Fig

*p <0.05, Kruskal-Wallis #5€. C : BMEIIRIE O 1L

A bar U RZIKFELTEY, Angiotensin I D #IN

B I NG hoTe INHOZEIFZA MU UK
ZI2 &% ERa & SirtlOfKT 25, @IMEOFZE L35I
NLRP3#% i LT 2 W fEtE 2 R L CWvWb, = A b0
YR ZIREETHi#E L 72 HBECs Tl&, ERa & Sirtl®
BTIZEY, NOX4D L&F & eNOS DK T %789, ik
FE# 0412 X - T NLRP3, IL-15, MMP-9%° 5§
LEEZ LN, IS DZE{IE, 17p-estradiol, & %
Wi ERaZ B ARERSETH 5 PPT 2N % Lo L
7275, ERBZHAMRMEMIETH 5 DPN TREILL %2>
7zo DLE XD, MREIREHZNL, D7 < LB ESIICIE
IAMBTYURZIZED ERazra;U“Sirﬂm&T%ﬁ\L
72 NLRP3/IL-18/MMP-9%% s O iEHALICERK L T %
T EHIRIE I NI,

ERa & ERBIZH 7 2 Mg LMk L TS F & F I
fEM L, NLRP3% ERs & OBIfRITFEELHMIZ L - T
R LEHEINTWAEE9, Zhang 1%, B2 L 720K
YR O I BE 12 NLRP3DSEHLAS A4 2 & & % 35
LTWaH, bbb ORI LY TiE, NEIIREICS
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Figure 6 : HBECs, HBSMCs B X S BEIZ BT AT A PO X U ZFEEY 2L — ¥ — DR R

ABEXUB:ERaxzHERIEHHE TH % PPT (propylpyrazoletriol, 10M) %y F 72 13 IEARMI TR 2 L 72
HBECs (A) 3 X O"HBSMCs (B) 2815 ERa, Sirtl, 3 X 08 NLRP3® Western Blot f##T, -3 +SD,
#*p<0. 05, Kruskal-Wallis #7E.

C : vehicle control # (VC) 3 X U Bazedoxifene (BAZ, 1.0 mg/kg/H) %#¥%%5 L72MENIRIE S v b oifiE
BET® ERa, Sirtl, B L U NLRP3OHCHEGM, C: BAZ ##% 535 &, WMEIREZ v PETVIZBWT
SAH (Subarachnoid hemorrhage) 7 L OAEFHIM AR L7z, *p <0.05, log-rank testo

VT ERs ZIBULT & B L 72 NLRP3iG AL Dt 13 A
5N 7o 720 Novella & D in vitro TFZE T, BIRA)
MoxabaryoREICZL) KEETA NI AL 2D
HREUPBRT T2 e2MELTHEY, =2 barro
WRIIE KR TH D AR SN T WD, AR
JEOMENIRIE S v P EF IV TIE, IIERHEAIICE ) =2
FEFYRZAFELEINTE D, IR LA RO R
FAEMREEICEDLREZ L0 L Tnis eEZHN
7oo SirtlOE AL, b b ERIR N MR 12 BT
NLRP3DOFEMZ T 5 Z LAVREN, & 512, & Ml
BEEHMICB W T Sirtlid, DNA BE & NREZ %
MOREL, BIIRELZEIHS 2 L HE SN Tn5Y,
Sirtl DT %S NLRP3D & 144k, IL-18%° MMP-99 L5
FIEEL, WEIIRIEWREO—DDOBERIIR DL I ENER
b7z,

I AU N7 YT A17S-estradiol DFG1%, KEIIRD
Sirt1ZH % [E &2, eNOS ZiEMH L L, JHHEFR LI X

LEROEA L BIRELOEREESE, A sy
ZEMREY 2L -5 —THAHBAZOKG b F72, Bk
DAL & BIRBEAL D AR 2 B L 2% A% 5 Sirtl O 5Bl %
B L7z 25X NTwDEY, Lzd>C, =Abasr
Y F 2L BAZ O 5%, SirtloKTFIZ L - Tl &R
ENDLEELRENZBYSEDLEEZ LMD,
AT, WO DRERD S %o BXBEDIRIE (£ 11
B OIS % SRR ENIRE AT S, £ DRI
WL C, SAHZ 2723, CORMEREZ v MET WV
DA EPRBIIRE T TR LT Wiz, HEL
7o INEIIRIE DRI EL R B 2 E AT E 2SRRI ENIR
FOBIHR B LN TELDolz. EHI, NHMEIRE
TEB L OBHEPLH T THLI L xEETLE, b
NWHNOWIETHRDN TR AN = ALK 5 E)
WRIBIEHEANDHF G2 HERET 5 2 L IZTE v, [FERIC,
HBECs & HBSMCs % H 27z in vitro i{Bx TlX, = A
07 2 RZIRRE 2 ER IR L 7228, BRRBIG TR S
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Activation of NLRP3/IL-18/MMP-9 pathway via depletion of ERa and Sirt1 contrib-
utes to intracranial aneurysm rupture in estrogen-deficient rats

Tadashi Yamaguchi, Izumi Yamaguchi, Masaaki Korai, Kenji Shimada, Yoshiteru Tada, Keiko T.
Kitazato, Yasuhisa Kanematsu, and Yasushi Takagi

Department of Neurosurgery, Graduate School of Biomedical Sciences, Tokushima University, Tokushima, Japan

SUMMARY

Objective : Subarachnoid hemorrhage (SAH) due to rupture of intracranial aneurysm is
often a devastating event. Since the incidence of SAH increases, especially in menopause, it is
crucial to clarify the detailed pathogenesis of these events. We tested our hypothesis that, under
estrogen-deficient conditions, activation of vascular nucleotide-binding oligomerization domain-like
receptor family pyrin domain-containing 3 (NLRP3) inflammasomes via down-regulation of estro-
gen receptor (ER) and sirtuinl (Sirtl) facilitates the ruptured intracranial aneurysms.

Methods : Ten-week-old female Sprague-Dawley rats with and without oophorectomy (OVX*
and OVX  rats, respectively) were subjected to hemodynamic changes and hypertension and fed
a high-salt diet. Using human brain endothelial cells (HBECs) and smooth muscle cells (HB-
SMCs) , we tested the effect of estradiol, ER agonists.

Results : In OVX™ rats, the frequency of intracranial aneurysm rupture was significantly
higher than in OVX™ rats (p=0.03). In the left posterior cerebral artery prone to rupture in
OVX™ rats, the levels of the mRNAs encoding ERa and Sirtl, but not of that encoding ERS, were
decreased and the levels of the mRNAs encoding NLRP3, interleukin-18 (IL-14), and matrix
metalloproteinase 9 (MMP-9) were elevated. Immunohistochemistry, the expression profiles of
these proteins were correlated with their mRNA levels. Treatment with an ER modulator, ba-
zedoxifene, normalized the expression profiles of these proteins and improved SAH-free survival.
In HBECs and HBSMCs grown under estrogen-free conditions, the elevation of NLRP3, IL-15,
MMP-9, and the depletion of ERa and Sirtl, were counteracted by exposure to an ERa agonist,
but not an ERf agonist.

Conclusions : The down-regulation of ERa and Sirtl by estrogen deficiency may contribute
to the activation of the NLRP3/IL-18/MMP-9 pathway, facilitating the rupture of intracranial

aneurysms.

Key words : estrogen deficiency, estrogen receptor, intracranial aneurysm, NLRP3 inflam-
masome, Sirtl
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A case of diaphragmatic eventration with marked improvement of respiratory function
after diaphragm plication.

Keisuke Fujimoto, Koichiro Kenzaki, Takuro Matsuda, Takako Kubo, Toru Sawada, Shoko Norimura,

Akihito Hayashi, Nobuki Nanki, Hiroaki Muguruma, Kazumasa Miura, and Akiyoshi Yamamoto

Chest Medical Center, Takamatsu Red Cross Hospital, Kagawa, Japan

SUMMARY

A woman in her seventies visited the hospital two months after experiencing dyspnea on
exertion. After chest radiographs and computed tomography of the chest showed elevation of
the right diaphragm, she was referred to our department for further examination and manage-
ment. Respiratory function tests revealed restricted ventilatory impairment with a vital capacity
(VC) of 1.28 L and a %VC of 54.0%. Since there was no evidence of organic disease causing
diaphragmatic paralysis and a slight movement of the diaphragm, we diagnosed the patient with
right diaphragmatic eventration. Since she was symptomatic, we decided to treat her surgical-
ly. She was operated under general anesthesia, left lateral recumbency, single lung ventilation,
and lateral open chest between the eighth ribs. The relaxed diaphragm was elevated, horizontal
mattress sutures were placed. Considering the risk of diaphragm rupture, a 2-mm thick Gore-
Tex sheet was fixed to the chest wall and diaphragm in a tent-like manner. The patient was
discharged from the hospital on the fourth postoperative day. A chest radiograph postopera-
tively showed good diaphragmatic movement. Respiratory function tests also showed marked
improvement, with a VC of 2. 00 L and %VC of 86. 3%. The patient’'s subjective symptoms have

disappeared, and she is currently outpatient observation.

We would like to thank Editage (www.editage.com) for English language editing.

Key words : diaphragmatic eventration, diaphragm plication, diaphragm rupture
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The experience of a COVID-19 cluster in a clinical training hospital

Koki Ishida", Emiko Nakataki®, Noriko Bando®, Kenya Miyamoto®, Mami Inayama®, Soji Kakiuchi®,
and Takashi Haku®

U Medical education center, Tokushima Prefectural Central Hospital, Tokushima, Japan
2)Department of critical care medicine, Infection control center, Tokushima Prefectural Central Hospital, Tokushima, Japan

% Department of respiratory medicine, Tokushima Prefectural Central Hospital, Tokushima, Japan

SUMMARY

We experienced a hospital cluster of COVID-19 in April 2021. The index case developed
respiratory failure during hospitalization and was diagnosed with COVID-19 on day 8 of admis-
sion. Eleven people in the same ward were diagnosed with COVID-19 in relation to the case.
All the patient in the ward were isolated. The ward stopped accepting new admissions. A
task force was set up to conduct COVID-19 screening, infection control, patients and family sup-
port, and public information. No new cases occurred after day 12 of the outbreak. We started
accepting new admissions to the ward on day 24, and declared convergence on day 47 of the
outbreak. Since COVID-19 epidemic, our hospital had been developing infection control such
as preoperative screening and providing education to the medical staff on infection prevention,
which was not enough to prevent from the occurrence and spread of the COVID-19 nosocomial
infections. The author, who was a clinical resident in the clinical training hospital at the time,
experienced the outbreak and the process how it had been converged. From the resident’s per-
spective, we analyzed the factors that caused the outbreak, and discussed the efforts we had tak-

en to converge it.

Key words : COVID-19, Hospital cluster, Outbreak, Nosocomial infection
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Differenting Cushing’s disease from myasthenia gravis : A case report

Yushi Kamei”, Kohei Muto”, Yuki Yamamoto®, Tomoyo Hara®, Koji Fujita”, and Yuishin Izumi”

UThe post-graduate Education Center, Tokushima University Hospital, Tokushima, Japan
2 Department of Neurology, Tokushima University Hospital, Tokushima, Japan
% Department of Endocrinology and Metabolism, Tokushima University Hospital, Tokushima, Japan

SUMMARY

The patient is a 77-year-old woman with a history of diabetes mellitus that was refractory
to the medication and dietary restrictions. Four months prior to the admission, she developed a
dropped head and ptosis that worsened in the evening. These symptoms were improved by the
edrophonium test and the 3 Hz repetitive nerve stimulation testing was positive ; nevertheless,
anti-acetylcholine and anti-muscle-specific tyrosine kinase antibodies were negative. Further
examination demonstrated sustained hypokalemia and high levels of cortisol and ACTH. More-
over, CRH and high-dose dexamethasone suppression testings were positive and MRI demon-
strated pituitary microadenoma. Based on these findings, she was subsequently diagnosed with
Cushing'’s disease. After the resection of the pituitary tumor, ptosis improved with an alleviation
of systemic edema, suggesting that it was caused by an eyelid edema. This case uniquely illus-
trates that Cushing’s disease may mimic myasthenia gravis. Differentiation of the two disorders
Is crucial as treatment with steroids could compromise the interpretation of diagnostic testings
for Cushing’s disease and might result in a disease exacerbation. In this case, the history of

treatment-refractory diabetes mellitus was helpful cue to differentiate the two disorders.

Key words : Cushing’s disease, Myasthenia gravis, Dropped head, Ptosis, Eyelid edema
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ENL v, TIO EEMESG oML LD, #HL 2l

1) Y OEHEE & BB H KT & EBI IS

5720, TORESHPEETHL, LirL, EHIEHE
BIREOBVWNS RERETHL I EHNEL, BNICHE
ETAHIEHENTIELRVD, LIZLIZREZHAH

HTHLY, bhvbhld, VI MRS F Y ZHEY v F
B L O 5 09 2 #E B FIRBRIMAC & % FGF238# IR+ > 7
)Y TR S E CREMG RS L, HEOSEYY)
B2 & 0 i S iz TIO O —ER % B L 720 T
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Wit 9 %o

RIZRECR

EBIHE 2179 1CH72 ), BFICHEOEE, Bk
DR, EBFEENOW N EFEETE L2 L, ZORE
bAFIGREE LW &, EAFRORELZIT) 2 &,
MRAKTLTFETHY), ZOEE LEXELZ TS
C LB ECETHM LAZ 2572,

E Bl

B IOTH, Wik ARERNET, FEERIEL &%
WEIN72Z Lidve X- 34FEE D O i B 2 HH
LTw7 X- TR ICHRBIR O BRI EY DD,
WL DR ART B L 72720, GERENF 2%
L7zo &) Y IMfES L O ALP IME & & b 12, EHEH

FL X MR TR BT OFT A2 % ), YAM fi : JEHEST %,

KIREA7% & FHESRT, [EEICIE FGF230 &
bALNI2Z s, FGF23M AR > M M E ¥k
FEAEEDI, X A2 HIZUR 2 BNAZs L7,

SRR Tl HED143 em £205% K & D17 cm,

N NI O

X-14E1 A5 8cm DMMED B - 720 FAEIZEE DM
Easd 0, TR ET B L OV g B B o> fi R | R & )
W& RO 2RO 720 ZERREEEEBIZIE 2cm KO
SRRk OO BEIRE & il AT L 720 FETFR UM CIE=AMM 3/3,
FRETEEG 4+/4+, EREZUERG 4+/4+, BBRERG 3/3-,
KBRDUGER, 4/4-, WiCE R 5-/5- LML EERL O T
KT ARRDT,

I - PRI TR ) » BB (TmP/GFR)
DOANT 2 LY &V IAE &K ¥ MUEICARE ) G2 i
%1, 25(0H):D OXF, ®mEi ALP Mg, IfiE FGF23
13146 pg/mL & FRAHIED SNz (), JEHE X Mk
T, ST & HB L CHEHEMZ o #E4T & B iK1
EaRo (K1), MEE#RLSEL CT Ti&, W)
B, B, %SISR EI R, —HBIL R
FELTW (M2), mMBREE I I3Hke TERS T
G % SR 720 PlRHIPH R ERAE R ER ) 8
HERIIERCE L dh ol YV NATF U ZR/IEY »
FTIE, ERRMREIEE ) ICE£RE %2380, FREOERKIL
24WEHIRIZHIRAL L, B RS ECRl L 7 NEE S F AN
BTHhHUEMENEZ 5N (M3). EREEER MRI
ARG LAE S, A0S 1 BRI, 1.0x2.3
x1.9 cm KOMEEERE #8772 (M4). JERITHER

ENNUAE v

JIlK=A AALF

WBC 4, 600/ uL. AST 15 U/L

Neut. 74.2% ALT 9U/L

Lymph. 19. 0% LDH 199 U/L

Eosino. 0.7% ALP 405 U/L
y-GT 29 U/L

RBC 357 %104/ ul. CK 55 U/L

Hb 11.7 g/dL Alb 4.0 g/dL

MCV 101. 8 fL BUN 19.0 mg/dL

Plt 384 %104/ ul. Cr 0.44 mg/dL
Na 141 mmol/L
K 4.0 mmol/L
Cl 105 mmol/L
#filECa 8.7 mg/dL
1P 1.8 mg/dL
Mg 2.0 mg/dL
Jiiikic 105 mg/dL

TSH 0.811 xIU/mL (FEHEfH : 0. 61~4. 23 uIU/mL)
HEHE Ta 0.97 ng/mL (4l : 0. 70~1. 25 ng/mL)
PTH-intact 71 pg/mL (FEHEfE © 10-65 pg/mL)

B ALP 118 ug/L (FEiEA © 3.8-22. 6 ug/L PAFERR)
TRACP-5b 1820 mU/dL (¥4l : 250-760 mU/dL FAfEf%)
25(0H)D 6.8 ng/mL (##4H : 30 ng/mL LI L)
1,25(0H) 2D 20. 8 pg/mL (FEHEfE : 20-60 pg/mL)

FGF23 171.0 pg/mL (FEH#EME © 30 pg/mL Aiif)

1) > B R
% TRP
TmP/GFR

84. 3%
1.43 mg/dL
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Wi, KL LARE, WEME T3 —Th o7z, T2
FERCTHA L FE~EES, TIEFBE THEES LR
L, &N =9 A eI me g R % 52

&, FGF23EAEIEGICTIE L 2 W Th o 72
DL X Y, FebkakdEEB o lE R A3 B AR IE S O W] REME DN
WEEZ RKBEEIRZERI 2 5 O 5 7 — T OVERIIL TR A
HALB L NI OBIRY > 7 v SRS S
7289, W3 » BT O 5 B O 5 9 2 R ERIRFRIM I
£ % FGF23EH R > 7)) v 7% fi-72 (M5). HAEIT
iz FGF23i& 13270 pg/mL Hifa TdH o 7273, LMD
! JEEER - EEIR - KRIRERIR O FGF23REE T 2 &
I i 4 11170, 925, 326 pg/mL Td o 720 HEEE RO FALH
i IR C FGF23REN R m A R L2 2 L2 b, ERERE
B BUK DAL & M2 DTN FRD 5N Do I ONER A FGF23REAENEG & & 2 b, BRIyt

X 2. MfEaEE s CT
Z3ET (A% B X OBHEE (ARE) 2o,

~ =

M3, VY MNAYFUSEAEY VT K AWM 4G 24BER TR
TEJRARERHIL ST 0 (28R 2 8, (AR SRR I3 248 (] e L WIBRAL L 726
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4. FEREEZ MRL 72 T2WI £ @ Gd &%
FEREREIERR O B TR (1 JCHD), BIRTIESEIEE, REP XA, WNEEZIH—TH o,
T2EFHEIE THIN L FE» S EES, F Y =7 L85 TR KR8 VSR £ 20

%o

HRBREAT
FGF23 : 277.0 pg/mL

AR SR
FGF23 : 230 pg/mL

R R
FGF23 : 271.0 pg/mL

5. FGF23ERIRT > 7)) > 7

TERBRERAR
FGF23 : 326.0 pg/mL

TE R T B
FGF23 : 925.0 pg/mL

TE R FHIR

kFGF% : 1170.0 pg/mL

IR BRGNS E BERE R O FGEF23REL DTN B IEE T % o
JEAGE AT 5 D AR IR © FGF 2310 H i FEAM e il & 7R L 72

B} T [F BB o N 55 4 AR & AT o 720 di VR A o 9 B AR
FHMA T, HE $+0C, MM EmL, )L
HFH 2 AKACRZ RO, BaMikEZEMLO &R
Aoz (K6). EGE T, CD56 - CDI9 - SSTR2
BRI, ERG 25—EB125505ETH ), FGF23
FEAENER & L CHBITH %) > FRIE IR I 32 R 0E 55

(phosphaturic mesenchymal tumor : PMT) ®JFP{4
ELTHFELBZWITRTHo72 (M7),

JEE 45547 AT 3 HLC A I AR FGF230 BE 1 R DL M L2
TL, &Y % TmP/GFR & # L2 ZIEHAL L 72,
e R desEsA o, JE BHETE ISR 3 HAERE, %

BIEIRIE 1 7 ARRECHE L. F0E) v HodsE
PRI R T S EGE L, EVEERHRITO gL 2o
7o B BAETR ST R L 72728, BB TIT ) FETH -
7o N TR BAET @ & RNEE & DR E 2 ), Rksb 2 b
Ll odze itk 6 M T T T 1 RTORMBIAT, B
BARESIREL 20, BEEL 7.

Z

Eb)

TIO &, FEEGH & BRI pEL S D FGF2312 & 1 18
PEOIEY ¥ M & 75 BASBEAE BT ), .
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6. FHEAR (v27u) & HE §«f

WIRAT S« BT % T & 518 mm KOS R 2 8 2 720, KAt~ $ 725 2580

2T 5o

HE Jeft - SRGETEMIL AT L, IR#EF 2o A IR % 30, A M i 2 ERR T o 42

BEHHABENL,

CD36

CD99

SSTR2

M7 RS REL
CD56 - CD99 - SSTR27ASKHRIF 12 FtE, ERG A" —#IZ55F 2 7R L Tz,

BT, BATHEEE WET e L oERE R 59,
TIO DFERIZEATETH Y, KRGEDEE, EEOH
THMETREIEICEY, BVl ERNbLHY, BHE
D QOL IZE Rz % T TETDH %

TERESS 12, Th (46.4%) LA (25.7%) 12
L ALNY, KA IEEMET, RBHED 2 VIdE
I HIEET A ) CERIE R 3R ME S (phosphaturic
mesenchymal tumor : PMT) 7%%70~80% % i % 739,

ERG

RS R0 i R 7 & O BEAEIESE 25 TIO 2 El 3 5 2
LA SN TV,

— M2 TIO CIEHES; o5 4 1C & 0 BRI E R %
ADL OB ARG ESESLNL 2 L0630, EE R
EORIEOBM DT ICEELTH L, LoL, W
N BHEBRECHERIR AL =7 R L L BRSNS
L%, TIO OFIEN HZ WM E COMMIE, ¥
35ETH Y, 2EDNICHI S NZERIZ20% 128 X
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9, 0% DFEFTIXZW £ TH ~25FE 00> Tk 57z,

ENBY, TIOWEFEDLNIZHAETYH, HMEREIL, RE

DRVNERIEFZETH DI DL, BRICHET S C

EbFINTE LW, LIZLITRESHVSRHETH %,

RAEZWIZIZY~ N A Y F 2w AEY v F, FDGPET 1) Shimada, T. Mizutani, S, Muto, T., Fukumoto, S.,

X #®

|2 & % functional imaging, 44 FGF23#IRkY> 7 ~ et al.: Cloning and characterization of FGF23 as
TREFERESINTVLEY, L2LENL, VY A a causative factor of tumor-induced osteomalacia.
5 FUHIEY v F BB WL FDG-PET 2 & % J/(ES Proc Natl Acad Sci U S A., 98 : 6500-6505, 2001
DIKJEB LR IZ 2N, 0.36/0.80, 0.36/0.86 2) Endo, I, Fukumoto, S., Ozono, K., Namba, N., ef
EENTBY, EEIEZE L W), T4 TiE%Ga- al.: Nationwide survey of fibroblast growth factor
DOTATOC % H 72 PET-CT 2AEALIES: O RAEZHTIZ 23 (FGF23) -related hypophosphatemic diseases
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TIO 28T 5 4 & FGF23EIRY >~ 7)) > 7T, X 3) Feng, J., Jiang, Y., Wang, O., Li, M., et al.: The
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Tumor-induced osteomalacia diagnosed by somatostatin receptor scintigraphy and per-
cutaneous venous blood sampling for FGF23 : A case report.

Anna Suzuki”, Takahito Asai*?, Kiyoe Kurahashi*", Hiroki Yamagami*®, Yuki Tojima*®, Tomoyo
Hara™®, Yukari Mitsui*®, Sumiko Yoshida*®, Shunichi Toki®, Itsuro Endo*”, Masahiro Abe”, and Seiji

Fukumoto®?

UThe Medical Education Center, Tokushima University Hospital, Tokushima, Japan

% Department of Endocrinology and Metabolism, Tokushima University Hospital, Tokushima, Japan

% Department of Hematology, Endocrinology and Metabolism, Tokushima University Graduate School of Biomedical Sciences,
Tokushima, Japan

Y Department of Community Medicine for Respirology, Hematology and Metabolism, Tokushima University Graduate School of
Biomedical Sciences, Tokushima, Japan

% Department of Clinical Research, Shikoku Medical Center for Children and Adults, Kagawa, Japan

6) Department of Orthopedics, Tokushima University Graduate School of Biomedical Sciences, Tokushima, Japan

" Department of Bioregulatory Sciences, Tokushima University Graduate School of Biomedical Sciences, Tokushima, Japan

® Fujii Setsuro Memorial Institute of Medical Sciences, Tokushima University, Tokushima, Japan

SUMMARY

We report a case of 57-year-old-female with progressive bone pain and proximal dominant
muscle weakness. Laboratory test revealed hypophosphatemia with decreased TmP/GFR, high
bone-type ALP and elevated levels of FGF23. Radiograph and CT examination revealed multi-
ple fracture with decreased levels of bone mineral density. She also had 2 cm of subcutaneous
elastic soft tumor which located on the base of left big toe. Moreover, somatostatin receptor
scintigraphy revealed increase uptake in the tumor with high suspicion of the culprit tumor of
tumor-induced osteomalacia (TIO). To verify that the tumor generates FGF23, we performed
percutaneous venous blood sampling. The FGF23 level in the left dorsal vein of foot was highest
those in other veins. These results strongly suggested that the tumor produced FGF23 and was
the culprit tumor for the disorder. The patient underwent resection of the tumor. One day af-
ter surgery, the serum FGF23 level in a peripheral vein decreased to less than the measurement
sensitivity, while serum phosphate improved to normal range. Two months of following sur-
gery, clinical and biochemical examinations confirmed the successful of operation. Although it is
sometimes difficult to detect the culprit tumors in TIO cases, a combination of localization studies
may improve diagnostic accuracy of the culprit tumors. Furthermore, percutaneous peripheral
venous sampling would be clinically useful for cases who have the responsible tumor located on

limbs, hands and feet.

Key words : FGF23, tumor-initiated osteomalacia (TIO), percutaneous venous blood sampling
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7351412 5\ C ER g & SirtldEF, NLRP3, IL-14,
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8. UV-LED irradiation reduces the infectivity of
herpes simplex virus type 1 by targeting
different viral components depending on the peak
wavelength
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Herpes simplex virus type 1 (HSV-1) is an enveloped
virus that mainly infects humans. Given its high global
prevalence, disinfection is critical for reducing the risk of
infection. Ultraviolet-light-emitting diodes (UV-LEDs)
are eco-friendly irradiating modules with different
peak wavelengths, but the molecules degraded by UV-
LED irradiation have not been clarified. To identify the
target viral molecules of UV-LEDs, we exposed HSV -1
suspensions to UV-LED irradiation at wavelengths of
260-, 280-, 310-, and 365-nm and measured viral DNA,
protein, and lipid damage and infectivity in host cells.
All UV-LEDs substantially reduced by inhibiting host
cell transcription, but 260- and 280-nm UV-LEDs had
significantly stronger virucidal efficiency than 310-
and 365-nm UV-LEDs. Meanwhile, 260- and 280-
nm UV-LEDs induced the formation of viral DNA
photoproducts and the degradation of viral proteins and
some phosphoglycerolipid species. Unlike 260- and 280-
nm UV-LEDs, 310- and 365-nm UV-LEDs decreased
the viral protein levels, but they did not drastically
change the levels of viral DNA photoproducts and
lipophilic metabolites. These results suggest that UV-
LEDs reduce the infectivity of HSV-1 by targeting

different viral molecules based on the peak wavelength.
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These findings could facilitate the optimization of UV-

LED irradiation for viral inactivation.
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AR E 2, B~ —h—3IER Th o720, &
# CT THAZEIZ 15em KO R 54 & B IEAT T washout
%8 72, EOB-MRI J-#ilatH Tl defect & L CHi &
nWFMilE gLz, BROfEmMEEZEZEEL, £7
TACE %47\, # D% Lenvatinib # & A L 72, 27 H
ORI E TIUEIES /N 2 PERIFGEERR % halT L
7oo FATEEM 4 FER3255, HiMl=120mls 72 & PHE 2
CHZBEEL 72

BT R CUEIE S O RS 5 A CTRERL & T
BY, RMRIEEED T, Mty gmicc ¥
W~ — 5 — @ Vimentin, aSMA 7% 7%, PEComa
THME DL ENDL AT ) —< < — 71— D HMB45,
Melan-A 23014 Td - 720 SCHRFRNIEF 5 LBt %
JENE 5 38 D PEComa 7 & DIENH 525, TOHTH
FFE% PEComa l3E N TH ), WIFNoOMETHEKR
JE 955 C AN & 8 53R EE TP BR AR M S LT
720

[Z 0]

Fr#ifa I & o B 2SR T & - 72 PEComa @ 1 4]
Bl % 4B L 720 HAEOETIFICAE U/ R o
washout D&V — v & 2T L EHOY;4, PEComa
T SHICE S LEND Do
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19, RERE RS BB 20§ 2 G ng — Rs et
A ATRESY A I v 7 OFA -
KRB Fz, WE BE LB fk—
(T BRI HVRE)

R iE—

(5] PIAARDIEIC L) 2 A BE O AL HE
BL, SREEEEZHET HEEPEZ T,

(B8] FRrvEdisRoFE2F LW ADLIEKT 23Kk
BRE ISR B IR R L, BRI AT %) 72
FAIVTHRHALNICT LI L

(WFze 741 ] @k ma ks — Mg

(FeE] Kb 1 Mk, ey 526l

[RF 5] 20124F-7% 5 20194F 12 KB F e fE 15 IE 5 & 25
N, FPRFEEDPRAONI27TH 2R E L, &
BHIHE 2R LR AL 768 (O#) &9
BEi e s X h o 722060 (P #E) 1208 L 72,

[F=7 7 bha]

W EPTEMR T TH % Mirels score (Zii /BB,
FWBEN/ KEEDOA4HEAZ 2N Em i, 12585
7 —A I), Linden % (‘B R E##30mm Pl EOKRIE) 12
DWTCHIA L 720 TS0 %E 1 Mann-Whitney U test
B & U Fisher O IEfEMEZ FH\v, p<0. bz EFEED D
& L7

[ 3]

Mirels score (& al S/ EHR/ S0/ B/ K& X) 13,
O (8.6+x1.2/1.7+0.7/2.4%0.5/2.6+0.5/1.7
+0.9) &, P# (7.1+0.8/1.2£0.5/2.5*0.5/2.3
£0.5/1.2%0.4) HTHY, GFtA &R - K&xs0
SHH TZHMICHEEZ RO/, Linden 1, O
X D57%, PEIEHDIS% IS L, “HMICH
AR,

(#55

RV B L OWREPKE WSS, BB IRET
R LRI L FMMAD—DOHEEEZ LN, &
FEESHER 2 D TR RETH D, KR A ik
ISR L7 A G R O BIENEHE AT F L,

20. KRR RST 2 L 72V AT 5 F &~
PEBRE I 2 FHHEOTRRK
H Rk S OB, EREORE, ERHRIEA,
A B (RRS RSB E hSEA e iR R 2R EE
FOEF)

FE

%
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M Rk, AW LR, EHEO®REZ NI %
Al R, ME RAE AE RN EEREEE
HHHR)

ey B UK R mE
et > ¥ —)

fE A (BERKFERFPEE ML IR
)

AR (R LR e R BT

"
354

& (F #a

B
>

c

Ve

[BW] 2279 F 2135 { OREHEOBEHREEHRICH
LNTWAEA, BIER & L TEEEDEAFENEH N
EDBHOENT WD, VAT ITF ViFREBEEDFRHIHE
TINDBIEANIZ% , LW TPIEOENARD 5T
Wb, 22T, AWETIE, #EfsTRET—5 N—AfF
M, KBUSEIRIEBIRANT 2 722 AT T F V58 E
EYHEEEMOFER, B L OFOFEROH N2 LT
%720 DOFENERRZ 1T 7 o 726

[H#E] EETHRET— % X—Z2TH 5 LINCS kH
BERIE B 38 7 — % N— 2 T& % FAERS % v
T, BFREOFDPS AT T F U FEREL BN S
LAREVED S HHH il L, BEETHREEME L,
E 512, COTBL6Y 7 A% AWT Y AT I F ViF ki
EETNEERL, ZHEBRE ST 2 -5 —, ZHTE
Ev— N —BLOWHHEENFTMI L) BREEORE %
S L, FREEEMEER O Y A TS F AR
R A AREE L 720

[# %] LINCS fi##7 5 £ (" FAERS fE#ric & - T, ¥
AT T F v EOBHIZ LY B EEOIHIBRIIRE S
NAMFEERLE L TCT72 /) 74 75— b2 &R
oo VAT FUEGICEVERLCBEEEETVY Y
AT/ 74 77— Me dHEREORS L2 5,
VATITF VHEREREEYAEICHNT A2 LS
Mo 72,

[#5am] AWFFRORR LY, KBUEEBIGHRENT I LD
i L 2B FEERGDS Y AT 5 F v HERBEED T
HANZ 7 B BEMEARIZ S 720

21. HHEESE 2R % augmented reality navigated mi-
croscopic surgery O F 4
FEARTERAS, FI SUR, Ml Bt HRA Mk,
I —K WE i (EERFERIED

[izt®ic]
Augmented reality navigated microscopic surgery
(AR ZAMEE N FAMT) 1 BAMEE O B P AT AT 52> &
BONTMGIERTHRET L DT, BeE,POIEH
HFHEDEETH b AWIFEO H I ERES 25
AR BAMEE T F R OF A2 i3T5 2 £ TH S,
(5]

20214F 9 H 70 520224F 4 HIZHRIIES 12 AR SRR T
Tt 2 54T L 72 51 (REREALAE S 2 1, A RS PN 4 41 e
B 2090, WEREAEEN - YMIES 1B 2Rl Lo il
A7 CT, MRIM{%7%>5 BrainLabtto 77 =277
My TRV, B - BEE R EFEITRST L
EEOREEY ZER L, TP BmEEE IC AR HIfR & L
T LR 247 o 720 MRTETENC 2L L 72 IER, AT )
GPHE, AR B & RO EE A E O % EE (navigation
mismatch) #FAEL 72

[ 5]

TRl EHE B L - RERT L3952 (25-924)) Th o
7o EBITHEMMOGIHE X RO L h o 7228, 14T
navigation mismatch % &% ® 72, Navigation mismatch
RO TERNI M S N CHEEMNIC T Y BT 5K
R Th -7,

(8B L U%H

AR BAMEE T T IE L5 2 R H, BRI T
HYHEHELEICHLTCOEHTHL EEZ LN, —F
THEMEE AT HEEOWE, MG S/ER L 72
AR E{5 & A7 b O REBS AL V2 FFEEDA U 5 W] R AN R
X WA

22. VPR PEATEIR ORI & 2 DR & sk
e A IR RS A ®RE, B W,
G TR PR Bk, B IEG (REEEMR)
(O =v )

[T LDIZ] RO EBIRERS TR AR
(RSA) %L I ENEVY, ZOHEEXH T M
LTV, ZLTHRATIEZENHEL TSI L
BN, TOBDOBERRLER LIS TRV, &
IA], Z DREAEZAL L RSA OFRE BFRIZOW TGS L7z,
[J7i:] © R0 LB B\ Tl B T4 R fli 4 T
L7z 1 A, P 1 FAEOLERIT RSA 0%x
AL 720 ZF20204E T/ANFEAE292 N, RERAR250 A,



20214E T/NFLE29T N, HhEE2TINTH B T72, ik
EREIZB W THREEZ L S EZOGER M S RSA ©
BAagid L7z. 24U320204E, 20214F 12204842 5 901K
DANTENZNIGTALI8TAE SR & LTz,

[#5H] :RSA 1220204F /N4 TIE202 A H129 A (44. 2
%), 2021453297 A143 N (48.1%) & %k < TRE
% 5 172020204 D A TIE250 AP 106 A (42, 4% ),
20214F 13271 NH1I2 N (41.3%) & /N k FBEIZ 3
SNze 72721, DTOTIEDHLH, HHEEDHBZD
BHIE XA L Twize A RSA Tl 2 1 T34 A
FI3A (3.7%) L AETH-172,

[Z%2] : RSA I3/ TIEERIZED S NP,
NTIZZ DRI A7\ OB BN B 238 5 X
WRENWZ EDMEROFETH 5o FHFEEIN & I OHED
BRI IERT L, R ~ — o MBE T, &KiE
MIFE N — TR L DT 5, Lo T, BEFTE
CROLND RSA I [IRAYTRVWEWIEZLS L0 f#
RO THAL] LEZINL,

23. CAF OFEAH 2 1R19 & L 72i6FE O %
AR A4 F (EGCG & Sudachitin) o] Fefk —
IR PR b R M, HI SEE
ik mik HROHER MR FH EmH TR
MHE 8, BT &, BH Std (EERAN
% - BAEYLEL)

-77

[iFLwic] BECEEh T O FF 2 HL— b

(EGCG), BB OIFEMIEEHETTH LAY T DRI
HEENLRY A MFIIALT TR Y ¢ sudachitin @ 2 FE
D7 7R A FHEFEEGHEFAR (CAF) DA
HAEGEL, EAEOPIEERZ RO 72720 5.

(7] v MERMEZEM (HIF) 1%, KRRk s
HF#5 52 LT, CAF #{EH L, RT-qPCR T CAF
DFRB AWML 720 CAF BT A MEMERETH L
RAKXTINVI bFF—+ (PFK) LRI T ¥ AK—

7 — (MCT4) D5EBL% T L 7zo MlashFLER E A %
%€ L 720 CAF @ conditioned medium (CM) % Jiw»
TR 2R L, A OB GE & B ne & 5T L
72 K12, EGCG, Sudachitin # CAF 12#5-L, CAF
ORERH & FEHBE~ORELHER L 72 S HI2MCT4
[l=E#]Cd 5 Bindarit 12 & - T, CAF O#ECH & PUiE
Bl % 5Fffi L 72 (Chen, Nishi et al. Int J Oncol. 2022,
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Oncol letters. 2022) o

[#%] CAF Tl&, PFK X MCT4 &8 L TH Y,
Mlas iR EE > L DB A 2 & T, oIS
RL7zo CAFHO CMIZ L - T, FEMlfgoaige <
FEREDMEME £, EGCG, sudachitin #:5-12 & - C PFK
R MCT4, FLEEMEAZDMET L, CAF ORE % fE S
5 Z & THES IR A RO 7z IEFAMESMIZIC T T 5
MR SN olze €512, MCT4HEA]C
Lo THBREAMT L, HEGRIRZ RO,

[#7] EGCG, sudachitin #° CAF OHH# 2 KT &+
PUEB R R A2 IS T 5 2 & C, EEM/NRBICBIT A%
ETRRN L GHEDO—D L R LD 5.

24. BB TOEIEF A NTIRICIZ BT % Ak AR
DERGEIZDOWT

T se, Ok EE, B BE RE AT
i ek, HIL BN, NEORFE, WE BT
A R B ol ik FHiE (ERRAL AR
ke NER

T 358 (2% HTAZA=Hm ke NE R

HE fE— (FERRERENER)

B RO RN ENEZT SR L, Bo
MREFIIREREDHR & 7% 5 2 LB LN TS, RIE
IS & ) SRR A TR IIE L TE 2
boo, FLPTIEFER 8 7% i SR RSB & A7
HIIREED 2 DA TH ), REIFZ o FEBNITE
IR39:H 4 H T LB, WRoksfrbh, Wt
HIHZIR R OE DT 2 RO 5 731 THiZE L 720 Apgar
1000 4 5 TH
0, FEAERE RGO 720 B~k S 7zo R g
BEORERELG 72 L, Ak SRR & U AR & G L
720 FEMIPECEIIFED H ALY, BHER MRI M R0 i i i
BETRE IR SN %o 7z, BEERIZIE TRBEI%
kit LT A%, AEfR11 2 H IR R CEEE ORI NHF
Tdhbo BEAmBEEIIER 6 KM DINOFERLETH
0, BEAMiR%E DL\ B BE TR A LD % @ 80 L 2 H i
L, BIERSBATEL0PRELHETH o720 Fik
JRARFE T HIE L 72 R OIRREIZH IZZAL S 5720, HFET
(AR IR 2 FERE VT RE 22 6 FEIH LA I B2 oD R il Tt
EEROIZHE D IR LRHl 2 AT ) ARl 2 BEA L7z $72, fikk
BROWDIREEZ EEFEANRHE T 5 & & 12, sk
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EoAE B A JRARBE IC B b & FAHRR T BE 2 BRI D) &
DT Do EERNOH AR THIA L 72RO REE %
SAEFEFEBRT 5720, EYIRFRREZ BT TE 5
ERAEHZER L I ENEETH L,

25. BRI KRG SRR AE O 1 61
FRHEOREE, &L 55A, ZHEE
FH s B i PR 7 )

i B (SRS =R B R &R

Hrlg ST (e L 37 P L B s SR 2 )

FiA dhile (R RS BEE s 3822 i 72 B S 2L
F5rE)

R W& (15

B (05 A2

T IRELA BT )

FEBNE86RE T M, S88, 4 BRIk % A IZ20XX 4F
9 A SR ZH LIze ¥ CT THE M2 ER72mm
KO Z MRS % B 720 HEMAZHE cT2aNOMO0 & 7%
Wi L, 20XX 410 H BEMESE T A4 B bR & f61T L 720 9
PG R R A R (WRERE +3E5E) 2 & b2 )k
W R HEM i yE (MTSCC), WHO/ISUP Grade 4,
pT2a Th o 7ze MO THZ 1Bl ZRE L2720, Sk
HIE L% B LRkiE 9 5.

26. FENRILIRM S L D OAEDOFEHLUGE 2RO 72
Cardiac Disturbance syndrome @ 1 i

WE e, MHE Sz, W BE, IuHE L,

W A, K BFR HH O M ' sk

Y B, Robert Zheng, ¥ 5.6, HiF R,
vafE BAZ, REROERAR, R GO, Jlum &
WNEOMISE, BB 2 MmO Bl UK FA
wA R B B Rl BlE EE RN
TEERAFER)

mie 2% (F

M)

[Lret] BEIRIEZASHE L, 65mLL O ERE TIZH 7 %,

FEBIREEBE O S BICHEET L L SND, B
WRERZEFEIZ BT, 2R OMlIKESLEG AT 2T
LIERINSS ), Cardiac Disturbance syndrome (CDS)

EHHEN T WD, BEIIRICIMATENREAY IS BN D
D, RAHE % f 0 SR SRER I BRI B AR X
Twbo FEF] X- 1 FEICAEBBIRAE I L TR B

DRI AT % FifT 1, PR OoAias - BIEEAETYHE 7 +
O —F D74 X 4FE 3 A & 0 S5 ERENFN A - &5
FEE RO DL L 912750 XA 4 FISRALME ¢ L4582
ZaIN, CAEMEOTZMTAIR L % o7z, FIRE -

NPPV O HIC & Y R L L7z b oo, MBI
B X OEAMEIEZZELCRY, BRI h ~
THIY v 2mg B L7z & 2 A ERERED S0k 7 B I
ROz, Bk o — TEBEIREGIIZ4. 3m/s D
I T K O B B IR A E0 12 B 3. 2m/s DR IMLGE %
RO 7 Ay, TEIE BRI A2 (259 B R R i B B IR Bk ok
MOFErE Lize HFER L) B0 FH gD
Boh, TokoME - FEay ta— Vb BIFTH-
72o [E2] AEMNL, ARB BAIAR IC S 7 B ek &
BRI a—MEEITo /2L 2 A mEE IR
RIENHWT S 7ze RIEB O L H 12, BIRIEAL) A 2
W, DA D) RS G B BRIk A2 2 I
BLLERH D EEZ LN, A, BEIIRILEM I
LD AR EDF IR U % 7% 72 Cardiac Disturbance
syndrome @ 1 5l & #E8% L 7272 05§ 5%,

27 W k) Db B HIREEN > T~ -
EhERzE~
A A (T E R RGP

FAT OHER]

[T5] ERoOEEL - AR RdR SE 5, Kl
RAT AN - A5 v TOHNFERRIIMZ, TI7F >
il % & & COVID- 1903t It T, {5 U 1 4 o> Hb Ja =
FEIZATTA D> T B o FAZ20054E & 1) #ef o> S5 HT
DRIRBECENE L, BEERES RS R) vk o
THIA TV & 2AD, WmEIMECTTMz 372,
DEHRPLHELE LD D, [EF] 63 B, 10 &
DIEENE Ky 7 &2 Twize X- 54, finfl CiEaEG,
X 4E8 HOMERT, HARREROW Ch/zatExiE
1 A= MUV, MEBAFTEEL 720 e LT\
HPHENCEF LSz, Kavkss. MEh CT ik
THEET 2RI, BHROBEE>#O, %
%3 HHOLBED X A CEMEEHAHHL, N
A RNV R EDT STz, IRBHEOEMIZ, BE
YR & 2. LHERMIGEITOZR CRMSIN, 25
7 HBICHEBARTFIREEIC T, S RIS A
WiEITO#EIE L Fook plate & W72 B4 2 1) 72
(7 HARS) . BEERRIZ, BBETY L) 24T\, B



B L7ze 12H1Z3RETHT (3 HARE) % 320F, #B Bt
[£%] COVID- 1985 TIRIEDS %2 <, #BR AR TG
&, B MEETE E IR FE o Thize ANEREOM
TR T O Lz, #MsEtr 7oz, s
AR - ) X HCCEOFIR D 505, VRO HhIs R
HEOMFFZ L,

28. FMCTHI LB P & HIB L 7B 5 o> 1 61
ke SGR, OREAR E M WS A RHERER,
E¥F RO, EHBOCES, EHE R MR #A
T N 7N 1 2 N AV % T o
@il MR (R RS R S BE R o R A 8 s PR 2
(R
B A (R R B EER )

BE S AT T, 20XX 4£10H 12 CT <& Pl 23
2B L) Y SERE A D L HE OIS * el HRR
B, S ITE M (RCC) i bz, i
MW 2 H-FTIHIVAE) LT+ =RV T
(IPI+NIVO) ##:% fifT. 20XX+ 141 A OB TR
EUEOY IV I — <25 S 2 ds, WIEERE R H
unclassified RCC A8 5 [H ¥t <& ) RCC & L T IPI+
NIVO #EafkfE L7z 2 A CT CHEBHZS (L Hi/IME
MThole LeLAEFRDZD IPIHNIVO #E %
HIE L2 2AEEIIIEARL, 4 XD =RV 7Dk
TIRHETB L 722 Kikfe L, 6 HIZiGHEE Y+ M) =
YMIER LT, TOBLEEOHKITMEL, 9 A
EHIRRENTEAL L ABE & o7z JEHIC X HIHEMHEY
RO 7O REIFIEE R L — V&7 L72AY, +2
Tl OPAZE b RO REIIEEURTT & 7 o 72720 BSC O F
#E2, 108 4 HIZKIRENIZo ZDHBROEIBROHREF
AIERRE I ClE 7 < B LBUARRGARE & HIBH L 72, EiHk
DGR ACENEIGAIE & FIB L 72 B LW iEs &
RERL 72720, HTOXBNESRE 2 IMA TS T %,

29. b b FAFHk % F v 72 Patient-Derived Xenograft
model DI
KEA  F, e REERES, BHEOKES, LB R,
AEOE RE FA, MmN OB, AR JRE,
IE B, s IR, el R (e KRR
W2 [B% B 38 AR SR B A PR S k2757 )
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B A (FERRERBER L)
Ry B (R RERSiE et 5 —)

[BEi] BEHROAMME RIEAE~ T AR T~
i3 % PDX (Patient Derived Xenograft) &7 )V i ff
PMLERE By & L7-WRIC B W TEE LRI FETH
%o PDX & 7 WIIIHFIEM IR L HEMIH 21T 720
WHHTH S, SRILF TR MLA TS PDX W5t &
B L7 BT IICOWTHRET 5,

(5] WEREAKED b &, 20164 ~20214F O
B CUWIRZRATA O PDX € 7V % E8 L 3 [ DL E%2 %
PR AT R Z B ETVEFER L2, 7 PDX E
TNERMREIL, ) ¥ EEE LM 12D W RS
BIVZRRA L 720 S S ICB R F Wi (g2 & (Positron
EmissionTomograpy/Computed Tomography (PET/
CT)) Z&H\w/zin vivo £ X — 3 ¥ 7 TORBELIFEAM
TiTo 720

[ER] REMICHNATEDLPDXEFMIZONT
PR¥E bR HR19E 7OV, BN SE 11 7V, A2 RE
Neuroendocrine differentiation 1 €7V, FEZkE 1 E
7OV, WIVBCEERE 1ETV, BBEREE 1ETL,
FEEERMIEE 1 E7 VA #iL L 7z. PDX E7 IV OiE
BRI DWW TR B2 PDX €7V (n=3) TO
g >/ EiERS 62.5%, FEREIIRY) >~/ EifRE2 81. 3
%, Mitx# 12.5% 72 - 725 Wi 3. PR # Neuroendocrine
differentiation PDX €7 )V (n=3) TOWKE"Y » /3
778 100%, BERENIRY > 23R 50%, fidnts 75%
7207z BN (n=3) PDX ETF IV TOREHE"Y /3
i 100%, - REIIRY >~/ 8HiEmE 100 %, Mz
B 100% 7257z PET/CT Tl&, FICHE# >/ Hifz
BaRETE . BRENIRE RO TIEH
W2 EETH - 720 KE) v/ H B © SUV max (H
IR B Rz (0.8-1.4), iR #E Neuroendocrine
differentiation (0.7-1.9), &3 (0.8-1.6) TH Y,
arhuE— LV (0.2-0.5) CHELTHEERY - T
FHLTW

(K] WIRERHA PDX EF NV EBT L 720 WY ~
INEHER 2 EREBRTO 7 2/ 7 4 TIEM L ERE
TIWEAEECX 72, PET/CT # /2 in vivo f A —2
YT ORERESRE SN, Sk, EILEEEZD S L
TWFFEIZIEH L Twn <,
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30. NUT IV I TORKERICBITLE > T4 VRS
HOH D FERR &

AR T, g Fz, MHE w2 Il &,
B, REPOBRRR WUME RAT, AN ISR
fEEE B, b EEL il R, s il
AW W=, EH O BE (EERERBEE ARt
TEIIEER AR RE )

SR Fgr (W IR A B 55

[#5] £EAD COVIDINZ L B/80FI v 212k,

FHIIRHET ) TAOEAY DSHIR S, GEkD L5
WCHRBIGIC CHRESALMDPVEV LRI BIFEE D
DEEFHEFE2ZTHLIEDHIRENL L)k o7
FaZ, S FIvZIIBWT, AU I v EHVEE
FHBIZWHRE MY MATTELD, +v 94 VES
B SR A0 E O L - BFRECHETIEAR
HHTH o7,

(] Ferix, FAELIEHBIHLT, 77— b
HEEZIT, VT4 VHEBIIRT 2FEOWEE, #
B OMIRIE 7 L1220 S AFHIZHE & IERAE %17 - 72,0

(3] ZEidd v 94 VIR & & B I2ER,

MHIZFEEED ST, FEEEE - BEsHoh, Sr
TIVIHROAVIAVIEEEFLL TN DT LM
BL7ze ZEEMITCIE, WMEESBVWERL X, B
B TZHTELT 7L ADBEDPFEATH 72, ME
e LT, RENEWRRINELGESNSLZ ENFEIFHN
Tro —77, TEEEBZ, 42 TA IR ) IR EA
YF L WEEZTWBRIEDPHLRE o7,

[Ka] 4> 94 V8EIE, E¥EICE > TR, #
FREE L B ITHTHEE & MR HEIIRIFTH o7z, 5B Y
AR FIIBITTHIZLENE Y I 4 VEFIL, #
75 R R E BT 5 2 ANBIFREE Hiko—>
EEZ BN,

31. Nivolumab IZ & 1) treatment free 7315 5 L 72 §x
PEEERED 161
oo WA, REAR E Ak
BHEORMS, ¥ B, EH O E, MR A,
A AR, A AR, T A, mAE IR,
al R (B RFERFBEE S = 7e 5w R 2 F
ForEF)

Bk, A ARMEREE,

[#=] sV A3 2 Y1 0a 4, i
B A HEERLGIEF v 7 R A ¥ PHEE) TG &
o TWwWh,

FRICOE T v 7 B A 2 FHEEIC X L EYEE L
B2 GBS 17210 T%  Treatment Free 735351 5%
FEBIS S ST, 4l YEETRER L 72EFID
WTHET %o

GEBI] 67 2cte 20XX 4 9 B AL B 1ok L CHE
JE G A B Bl (CCRCC pT1bNOMO) o 20XX+ 5 4F
3 I R AR B L AL YV RE C M e BB YD B A e
17T &L CCRCC D inf & B & 1172, 20XX+5 4E12H
CTHETESY) v NFiEmE (E#E L, EREIR
JER, FEEEE) FFR, 20XX+6 4 1 A ICiEB Y
MORRE K35 1 WkiGH#E & L C Sunitinib BAtG & % o 720
BERAIER < 20XX+ 6 4£ 5 H 12 Axitinib ~ZEH L 7278,
20XX+6 E1F AT ) v oS EEicH kL
Nivolumab (28 L 72, 3 [0l H O 51212 eGFR 50
#%h 5 eGFR 20-24F TEALT (Grade 3) % #2%, Ll
# Nivolumab H1 il & 72 o 720 —F THBEFIE L)
VONEIEERE I Z AT/ L CR 2 15720 20XX+9 4F 4
IR f TG C CRAMERFL TV %,

[#%%2] Nivolumab 2 & 1) Treatment Free 735 5172
1B 2B L 720 ST R &3 %0

32. (EEEALMERIFE T ICT % BRE L 78 fl o o
7 A VA EGE (COVID-19) &
HIH AR, RRZE MG REEE AW S R,

MR EW, B OKE, AH RE (EEEAZLHEE
FBENEL - ARA R

FEgE 6, RS B (B RERTREE EE=
TR B IR R 2257 B )

win W

B (M7 B e L)
Wik AT (7 RS

[E ] #8090 B 130 R B 105K O #uls A s B T b 5 o
JEYE NABHE R 2 N EHE SAFE O/, 20204E 7 A &
D COVID- 198 FEDZIT ANEIToTWhH, ZNET
DY AT IR EE T IRET 5o

[77:] BEFOMIIRIR 4K, BEGSERIK 4 KD 8 KT
EH ARG L 720 WA —BRRICY Yy —= v T %
ARL, mR2TKE TRIFANTREL L7ze WEINFHE
12X BT — 2 TRELIT, BHOA YT 7L YA



mz, EEEpEMaIa=r—>3>7 7Y [Joinl
EHWTE Y I A4 v ETIHEREIE L, BB E
U720 BRELDRE SN DIEFNIDOWTIE, MHAEIZET
ANT wdH LT LR HIREEER, [Join) THHEE
L7 ERTFRbE L, IR EPE Bk OB 12D
THIFE L 72,

[ 5] 20204 7 A 7> 520224 5 A £ TI2395% H8 A B
720 4EHIE 1 ~1038% (CP15946. 0f%, moufE435%) ., =

FEFEZEE218%4, HARE 1 824, HEHETI 9B/ TH o 72,

AL LTI, LATTYELSIB, 77 EESE L
200, ENVNXETENLIH, HP)TRT A LATER
71661, v ru <7276, FERI AL LB, )
TFZT2HBITH o7z 9 HDIREF AL L
N, 1RAIFETCE N7,

[F%2] RonzANB, WEREOFT, [Joinl RET
HNVTHEL AT A VS B0 ) V=A% W5 2

LT, EBfioBHEZERL S>>, £ DOEHFLZIT AN,

PR BRI 2R e 155 2 L ST & 72,

33. kNI F = TR L 72 RET Bl G #ERT Pk
i o> 1 51
b Rl (R RSR B R ERRIME £ >~ & —)
R S T oS S i R L ¢
AN, CKRH wEA, KB R, R IER,
iR B WM L (R e - BERNED

FEBNZ6% el X4E 3 H, ks ) v EilER % &
FRICHIE 223 L, A R 3ERSEMiE ¢ T1aN3Mlc stage
IVB (HEP LYM 0SS) t##r&i/z, EGFR #&nT4
BRAT KON ALK e gk ek, PD-L1 TPS 1375%
UEThotze BEnT /S VIREIIRBRIGEEETCh ) £
SN T oize BEANBMNSN, FELAPL D
VKRTFF o+ APLFELF+RLT7TY) AT, F

LY FLIV+TLAINTT, FOHBS1ITHEI N,

X+ 2 11 FICENR Y >SS oA 2 320, #ilk
MEB R s MBI L, ELB D) oWx 2 L7, &
sy v RE &) BAEREITY, SRR VR
HWCTHEHETFEREFEMR /2L 25, RET G &R
Tk TH D Z DKLz, RET HEETH L+
WARWAFZ TR L8 2 A, R0 (2B LG/
L, EEB®) > bEEE Lz, 5 MiEH%32H HiZ
grade2DIF FERR A % L0 72 IS R & R A EF R 1L
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RO, 55 71 Aft L 72 B b iRk Th b o
F—BZFREIITON TV L EHAIIBWTYH, ERE
ZBIEF/SANVREDBME ZE T NE EER 5N,

34, G AT CIE AR 2 2 L 7o SRR SRk 1
J% (acute promyelocytic leukemia ; APL) ®—
SHEHE (BRI A IREESHE L Y 5 —)
ST, BINAET, KO EF, AR ZHig,
JROD S, S¢H b, B 5% (F g

¥4t] APL \& PML-RARA &1 %A § 5 Al
FREVEAIMEC, AR IR M A R (DIC) %
HGPEF %0 PML-RARA 1%t (1517) I X DR S LD A5,
RARA F#AEF OBAMFESAY PML {5 IHA SRS 2
L EIZEY, REAmATE (1517) B S
cryptic APL & FEIZIL 5 H 2 RREDFAES B o

GEBI] 18m%, k. [FFR] 32, WHEEE. [BEAEE]
Rl s Lo [BUREE] X4E2 A Ta L) ERREHR)S
WL, miEmERE 2w sih, 3H 7 HIZHFHC
ABEL 720 ABLH:, &5 ORM %R, MK Tl
1M 2k %2195, 200/ul. (Hi & #Ek 97.0%), Hb 11.2g/
dl, I/#iE 3.205/ul, PT 19.3%, Fib 123mg/dl,
FDP 48. 2ug/ml & 58 % 78072, 5 RiMTE Claars ¢
B 95.0% LML CHY, APL, ThIZfE) DIC &%
WL, REBXYLF A VEEE, BHEIDA S VE Y
v, VI G ERMGL 7. DICIZAH LTy 2
YEFUMNRBYREY ) VERE L. $E3WWHIC
EREENNIE, CTICCTERMNIELE, ML m%E 2
0, EEAEREEIT) DE 4WBIKIRE Nz I
#H D RT-PCR ¥i4: Tl PML-RARA %# i & 7295,
FISH T PML/RARA ¥ 7 FVidkeit S h$, getaffs
M CIRIEFEHZIITH Y, cryptic APL &2 L 72,

[#£% - % L®] Cryptic APL 133#% ® APL & [fl#k,
LF A VEEDE THDEENLD, 8FN) YV I—
IO T IR REEATHI L4, APL
ZWNCES VIR DL H 5. ML RO FHOFEM
EAHTH Y, SBROEFAOER-ILEIND,

35, YR MNRYFUZHEKT T LR T LT
BN O JHIEZ WS BE T & o 72 i & ik LhE
(TIO) »—Hl
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WA B (BERERBEERERTHE > 5 —)
WA A ®I EC BE KE b AR
IR, ik el (F Ao - AEED
B i, HHESFET, 2 R (ERREREY
BEILE - PoT i R PRS2 50 B )

At iEm (R Hsees - i - AEEE)
Tl f— (7 EBEEREY R

g R () AR AT BT )

AR WS (BRI eERNY 5 —)

GEBI] 574tk S4mkiRe | C MBI % H . €D
EYOFROMELHINETHIEITL, #fiix )7,
TmP/GFR ®&TF (1.46mg/dL) % £EHKY »isE (1.6
mg/dL) &&H ALP E5- (118ug/L), I FGF23 I
5 (146pg/mL), 1K) » MIEICA$H Y & 721,25 (OH)
2D DA (20. 8pg/ml) H3FEO Sz, H{EE B
Bk, Z5MEET, WEOBEIR L2072 L
5, FGF23BF#AL Y » MEMEEKALIE & BT L 72 /2
FEREFTIC 2 cm KOG OERE2SH Y, v~ bR ¥
FURHERY v F CRBICERE RO, AT
FGF231 £ 13270pg/ml §it2 Td - 724, Mo L E
Ik - R EIR - RBEEHIR O FGF23IEE 132 211170
925, 326pg/ml TH V), JEREHEFEE O JE R A FGF23 7 A
[ L £z 57z, TIO & LCRESMHZFEL T
Who [EFE] TIO X EMMES O 2MIC & ) iHEL A

DL EDNS, TORAEGMPELTH L. LI LRD 5,

TIO ERIEHBIEIHREOBEVNES LR TH LI LNE
, BRICHEETAZELENTERVWD, LITLIE
REZWAWETH 5o B TIE, VY MR F U2
TR VF LD RMEEEREIROEHEEZONT
WA, RIEBITIZ S SIZERY > 7)) v 7 a8y A
LIy, HEEEGORESW 2HEI 2 DL L,

36. ABeHhPgslEz ok L7z, MEEBIIREAEKEIZL 2
REEPEANAEZED 1 B
i et (RERTTIRBEEETHER)
el E— BA KBk BEA #E S
fER B2, Rk AV (R BaEsbeL)
=R 3y (R Bfike A

HEEE,

FEBIIZ, 204E RIS BE ZE D BEE D & 5 80 AU 14, 2 H
DRI & DA ESD LB L, BH 4% %%

L7zo DWI (MR) Tid, fHMIC T 7 FHmE T 250,
AR BRIA Y Z 7 28 2 0 720 MRA Tl
T 5 I B AR S N SHBIIR 2> & 0l LT 0, HEE I
BIORIEH < IRV Td - 72 A PHZERPT I <, {BIP
J &I STz T 7 FRREED BT BT\ IS5
L7z&EZ, ABELRERZIER & Lz, SHEBE MR
A CIEMEEBIIREEAGHR IS IR M (240cm/sec.) 735
N7z, GHEEEIIREATIEE T OMRET & OH T,
PRI ERDAPIR CTh o 720 BRIRIIFEHIL T 7 F 1%
FHETOLTE L2 VEHIRED, BRI G020
EOE 2 AT L7z EMEBEIIREAATRIZ0% DL E D E
g T, L EBIRIL PICA 2R E L CTRKEIIR &
DZEAE L, B EIIR D & EBIIR~ O ML 13 IEH
12w o ) SN HEBBIIREIGEEEERZAE A 4
Bl DRAEIEIZ B L T AT REMED R I L, A
MBS 2 5HE L7275, 551990 H ISR - S RE o
HEMEZRZL, BB DWI T/hMO—EIZH 72 7%
EET Oz, F0WH I, fAHEBEIIREMGES = Jhnk
LAT Y b &RE L7z MENGRR S EAERRE -
REE R kG L T 7o, BREMERIImR, BH#EIC
U LIS BRI Tdh o 720 AT OCHME R 212 TH
Y 5o

37, EFRISEFREE 0 B 2GR L 7oA R s R S R
L BRt (JA /R4S ST ERL > & — il
WrHEE)
mE BE (F RESER

20, LT 5RO REIRET SN, BER, 1
ML W ZRDaT 7T %Mo AN Tz &
ERIHEA D W7 &5 D MIMLISHERE T 257, H T OB A D
5 OEYIRME I Z F0 720 FTRYEE %2 3070 P bt 5
bIRMD FAAZHE LN, FER T ORI A EETH A
WM SRR BT D EER Tz MRFBHTHY, it
R EFEE 2 00 b O — AN BLT, 28—
oy MR THE— T D) & % o B R ERHE S D
R HBCEERZHT b RN CH o 720 FMuvabi
cEAIR, BERFWEECESE NN 52
AN L RFEEZ W72, BEMMN L. BT E
T SHES — R BRSPS 2212 & & sk Ep e A i T



HY, Pk A Xo Tk ESZ, %H, BA%D
TEORDINEE T - 72RO TH o 72 2 & 2 iR
L, W BIT 2 ER R EHE L Z 2 2R L o
7oo [EBH] BHIEY ZERESIRMEEIND -0 ICEHE
T4 T OREAITH D Accessibility 7% i i
HOL NNV TRELZROIEHTH o7z, MEETOE
Bl RhEe o 2T, X525 E TIN5,

38. &k A RUKENIREEE % & 72 L 72 Marfan fE & HE D
— 1

Tl BT (R R R R s~ 4 —)
i B, VMR B, R #EZ K4 TEK
i RN, HH O R G, HE SEX
R
EOBRRE, ME ORZ, R
A IS, fiE B, Lo
I L, A R, A
EBRAFNER)

b, e
R, UK FHA
= W BE (R

H R B~

EBI] 40t Bk, [BEERE] SinE, @SiRiE [R
TRIEE] BE © ASREIRE 2 KB R % il T 225R7E, il @ 435% I
|2 Valsalva {F B IR 5k L Rl [BmE] X-2
£ X0 Valsalva 3L K (& K47mm) % 52, Marfan
SEBEEEDS BN Y B CEMIIC 7 20— 7 v 7 Y
|2 Valsalva il iZ 3 K@ CH 0, FAlrnE % MEF LT
Wiz, XA, AR LD ZROKEERKASHBLL, R
NIZ &) BBl Ba s N TR RE % 5RO ik
EHBl. 2 OB%GEFIHATHBL L S B B 25
Tani. (BRI R] B E192cm, AET7lkg, GCS :
E1VIMI, SREEEEIIIFIRAE L, BRI 3 [BRbitatt
] MPEREA R DO EIEOIREETH 1 Lfided: HHE &
#bto Point of care #E U CTld, LIEHIFE 2 5RO % 7o
7275, SHEBRRNIC flap % 52D 7oo (O R 26 L % ik fot
L7275, OIATBAAME & 9 Rebefk 1 R CIETHERR &
o lze FRITCEEHRZWI S L ORELESE Tk, KENIR
F & ) 20mm B o Valsalva i (2 8 482 - B WiE o
entry % 70, REEIE I SBBEBIIRE X VLR EB)IRE
e B EAAKRBRSEEMVHEE CHEELTBY AR
KEVRIFEEDOBW L 72 o 720 TMBEIRETIX, 4T
OWHIMNIEEB X OO F AR O %R, BiMERE
ORI, BT OBNE &% &R EO KBk
B OPT L& R 72, [#5FE] 2tk AT K Eh IR g i %

Robert Zheng, HE ©n6, &iF k.
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& 72 L 72 Marfan JEMEREDO — B 2 #%Ex L 72T, HTD
LR E S E N2 THET o

39. EJEMIMEAE L DEHIEE L7727 v v TIHD 16
Bt Kb (ERRAmEERERIMEE > 5 —)
Kk WP AR MR, BEE R s wEE (R
I RhAE PR
B At () Ao - AGEHPIEL

ERI] 77 cte IR & I L2k L C PRI &
HHEFIREIT> T2 UEHIZZ Loz R4 A
HASLE TR T L700%% L. —&KIMEI
HCIEHELS cm, AES2 kg, HEICIHAS i BE %
B0 720 MIREIET R TSR §E 0 5 1%
T, IRZPMLE ROz, WL a7+ = A5B
LT A Ay 7B TRENE RO, 3Hz E
FSERBR TIX10% O EE % 78 72 P AChR $iLiE, L
MuSK $ifkizet:Tdh o 720 —J7, IMiEH ) 7 LKME
M I VT =B L OmsE ACTH &1fl, JRpa)vF
V= VRIS, CRH #B&MTE, 155 MRI C MRk
EANAEEIRO SRS RKIBIGE RO 7 vV TiRE
Wr L Pl & 5HE L7z [BE] RBIOBE TN IE7 v
YIRS X BN, REPIMEITEEOBED
HAEE % 5T 2 IRERES X o Eitic i s ok
EZ Oz WD) OHERIZHNIIMEmRE, N
BEEGOLIENI DI, 40, B ETIE O %
HAICE L 72 Fa 7+ = 2808k, 714 A%y
7k RGBT TN OB RSB TH -
720 AIEFITIEUCHEREFHISAE L LTA T 14 FhE
PATo 7, I E E NEEIC L7221 E ) TR, 7y
VY IROSEIRE B SRR O, TR RO
BNIEZTDH Do HESUSHEIZZ LWEEIRG & 5 M S
R D—B & o7,

40. B & 2 TR ERUN IR (TMA) O —
Bl
ROHP 8 (R RN B R BRIHME £ >~ & —)
WHIFE RS, EH A Wiy B SHEET,
e B (E BEAE

GEBI) 73m%, F%,
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[FEpeksE] M 44E4 H X BICIEH:, THRIAHIL,
B EE T, Hb 10.2 g/dL, LDH 1341 IU/L, #% 4 7% I
ko MK, Plt 2.87 /uL, Cr 5.0 mg/dL & & IMHAEE
I, MMREA, BB RE 2RO, EIER R
¥ (HUS) L #ZWr&h/o ADAMTS I3&F 7% <, ff
HEEFIEETH - 72720, atypical HUS (aHUS)

MEEDNTz. X+ISHIZHUBEAREE 20, ABESBH LD
¥ 3 FOIMHEENT & 3 2 Bl oImAEssH (PE) 27b i,
EIMPEA I & M/ MR OUEATTRD Sz, IR
PERUNMAEE (TMA) O R KRR O fg i85 858 CT 12
THERE RO 5N, EIHLENEGERET, B
PR E B 5B 12 10mm Ao 2 BT BR300 S 17z,

aHUS O JF A & SN A Mtk #EF RS, HREFRE
BOSN o ST, EBRMEIZED 255
72O TPE &7 L, M/MEE 5T LIRS 228
5, X+54H B &Rl a b/, ik, X+56H LD
PE K17 CH MM 1077 /ul L EZ RS, HiEE
M aEO ST, JREDWEML, BHEELUHEL TV,
[Z5] EHEESIC X 2 kM TMA 128 L, PE % v,
WBE I P =T BT ENTE, TMA 2T
W ZREDORREPEZETEEOBRE T TMA OUEED A
% O T EHEORIEDSTRETH D L EZ BN,

41. TSPOT - AWM 7 + 54 7 =0 VP EEMET
& o 72 FRFER D 1 #1

TN i (BRI IEREZEEE LY 5 —)
SR R NE Mk &I KR KT
iy HeE]L FEA ER (A RERAED

[T5] 1 v —7cor-yEEEMRE (IGRA) I3
W R X 2HCEE SN/ ZA v —7 20
Yoy RPETAHIEICKY, REEHEEEOEEY HE
TEMEETHD, T AKXy N®TB (T-SPOT) L4
AR + 54 7202 TdhbH QuantiFERON® TB
TI— )V F7F A (QFT-Plus) #°H Y, Wb iGEhik
HEOMZH e LCEH SN TwS, ER] 90m%E,
Telhe BERRIE, MR RIS CTEESD, XE3HERLY
FMEFE B 3T D 72 DRI ABE L TV 7o BEREASHERE L
SEEAE RO, (LIREBHER S EEDI, X4 H28
FABZSINE B 09 CU B Ictmbe L 7zo ABERF OWE I HTIE I
BHRIIEECTH o 7225, Kkl CT CTHillL#IZ T >~ & A
G DS FERLIREE % 5B 720 RIS C b vz 72

W, MAA V=7 R, V77 ¥yy, ¥ T h—
VPR % BAGG L 720 12 HIEIEAE B PCR Falk, W% -
PRAPFUER AR A ORI B A B L, SRR
ZWrSHEE L7245, T-SPOT, QFT-Plus w1 b
HCThol, [EE] BEOTHHEREETH LI 2H
D5 ¢ IGRA 2BEM % 2 L 72AER 2 #2572, IGRA
T, BRSO & L CHERZEAS, i
DFZWNIEAERR, HOEHPLETH 5, IGRA DR
2B 7o TIBEEOTRESEZ SFHICB &, AT
Wiy 5 LEH D 5

42. SGLT2MHEFRPIMR N O > v 7 74 Ko I 8 s 22 8%
RV, BERIRMES BT Y R A RO 1 RRAE
Ttk 2 TR RGO 1 61

K flE— (JA fEREA SR EE Y~ 5 —)

& aEth WH O R, KR @ & B
L ARLER, Bk Bz, Ol EoR, ESUEE— (F
A

ik Bz CH OBk PR B EEURE— (W
TR REEREEBE R BRI JE AR B R - R
5 HF)

GEBI] 725, ik [BUREE] 2 BUEIRIE O ZHZ T
LET, T2T 7 NVF F0.75 me/#, HFr)TaY
100 mg/ H, 71U 27 53 F40 mg/ H, A FKRIVI >V
500 mg/ H® 4 #5972 57255, HbAlc 8 ~10% &
EMIEIARTHo72, X-5 HICHETEREZ, S AR
AMED D, X-2 B2 SROBIABE L o 7275, HEIR
TR O MNIRIZ kB, X H ST N < kb E % 52
O, MEEICHARRE SNz [RE] SRR E3VAM6D
EEEE ROz, BBUI R, HECT THL 2R
WAXRRD B o 720 BINRILIE A7 A 5347 C pH 7.07, AG
28 mmol/L & AGBARMD7 v K= 2 %38, Bl
MAEME353 mg/dL, JR7 b vk (2+) THY, HRAK
Wr v 7y F=2 A (DKA) &@MiLize 41 A ¥
R B L, L AL T Y F—2 2L
720 a4 1% ® HDSR 1312/305 & sRABEAE IR T %2 380
720 T2 T 7NF FB I ORI RME TP L, S
AVA) VERBEIEFLTL S ) Héte LTERL
7o [EE] ABlIxY v 7 74 v b SGLT2MHEZE D NAR
ZRERE L T\ 7272012 DKA OFSEDRE S N L # 2
5N 7z, SGLT2RHEHE 1E CKD R UL % &0 #I5 A5k



KL, SRAEG OB RA TN LAY, BT
SO Y R B ERS KR 502y v 7 T A FIED
REZAT) SO TEETH L LER LN,

43, FIGHEEEIRELANE R & 2 5 N2 PR TCERE
» 141
M HUE (R RFIREERRRTHME 2 > ¥ —)
W g (R R RFBEIE 3 AT 785 5 e B

)

MM AL, A0 sk Bl B, =i R
BPH O AIvE, W L W OBR KK
sl WiE (7 HERRAED

CREBI] 51k, Zothe [BUWEE] “AEM X 0 BkoKE
HTIMZRROTEY, BEAETH 72 K7 7 AME

DR H 1T L BEN TR A B I BB 2 580,

LERHIHAN & o7z, B REELE NS % 1T L

BEEDICAVHEOFHFIREICH LT AT 7))L
REEATCIRM L 720 #5153 v 7 CT ORI T
(&, PRSREEIAR, ZEREAR, [FBSEIAR ICBIAR & RO E
BWE x5 ) T 220720 PIIRMCIE, PIIRAR L
BICIEIR L, REEIR. S HEIREOTRA % BD 72, B
FEBEER L WEDSH V), PIIRIE TCHERE 2 /R I2 3 5 BT AL C
Holzo WHRIFERTIE, MHEEEAEEEE (NRH)
DO MNE O ZEHE L F O LR, —H O PRI Tl & %
b WBHEMEIL R % 7B, 9 o MO PIRE TTH#EE &
TELRWHRTH o7z, [FR] L& RS HIRE X
R & BARDSARE & H VI3 L NV CEEERE L, B
EIRDH oI & 0 IER, THiZ & OHELEERE &
T EFMLENTVDE, ¥ r ¥ FEPZVEE, Mk
JETUHEEEZ R T2 2 eAH ), AEE RS2 R K
RERRICBMSND T LB LV ERE SN TV D, HIF
v v ML AR SO B EDBRSRIRE NS 25, T4
IVR O3S, T A VEREEZ T L, BiFk

AR O WTER S i ST b T E TERIET,

SMGTEIC & 2 I 3L STV 583, SERIERESIZ T
EAERWIZO I ESE ZMA THET %o

44. FRIR THIPHEE 3 HEER L 72 SOFA 2 sl E
DREBI AR 7T
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e F (FEBE P YRR HEF L Y 5 —)
JIFB—HR, AR %, mik B OB OER
o OBA(H HeHEtrsy—)

[1Z U ® 2] quick SOFA (sequential organ failure

assessment) A 7 (LLF qSOFA) 1%, #&stdk—
MR B\ CHERIUE % RIS RIS 5 720 128 E S
2=V TH b, BIMEDTHRTEE T Th 200, &
I, Eo3mH LMK, 2HEAMU AW T
AR AY I HIME 2 B8V, s S Ol 2 179 2 &
PRSI N TV D, WMMEZEE) 2 & BIHF L FED
BRI WIATHEIRIC L > CTEETH 5, [HAY] PIHA0F
1BEEHREER L 72 qSOFA 2 ST LA EOFEFIZ D\ THIERN
BB RL, [FiE] Weo® ERERDTITE. R
20224E 4 H11H 2> 5 H31H OF H H #5512 BB Eot
krzH L, WEINHMEEDSBEAIEY L72190610 9 &,
FelBElslZ gSOFA 2 B ETH - 723161, Bigt gk h
VT L Ea—, [#E] 10 A HBHE (32.2%). s
P B 1Z75i% (59-85)0 ¥ 3 v ZI8EANL. OLLETH - 72
D106 (32.3%) o PLRIEZ 25 L 720131541 (48. 3%)
T, MHEHKG T CORMIZPIME 2 RE2Zo 72, [#
£2] MCIME 2558 o 1L B IE IO PR 33 G- F T ORI
ZBLIIFR LD o720 FEIRIZB VT IS E
OFRITER LI, Bd 2 EHIUE & )8 O U E
HEETH DL, FFRREBICL ) ERE BV F — A B
DFEEE D 720,

45. IR THOIRHME R A5EER L 72 B B § % RLak
ftFoE
RAREEN (BRI IR BE 2B E 2 v 8 —)
A B ITR—RE, sk &y, BT K
BN #EHEtrsy—)

[T5] WEIMEEIC L > T, BEIRIFECOEET
Hbo % DEBIHE SN LR, bR
WD THb, —HTHADZEIZBDR, WENRE
DIRY #4795 2 kid, BRICWEETH B, [HIY] f#Eat
K THMMUHMEE S L2 2RV R, Eo &
)R D B EERT D D] 20224E 4 A11H
A5 5 A31H O H HEh 12 Y askr 22 L, W
MPHMEE SR Y L 221900 2 R E L, HVTL
Va—%1To7. [##E] 1020 (53.7%) HBEETH D,
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A5 O LB 13755 (60.0-84.8), SOFA 2 S Ll ko
FEFNE3LBITH O, 11661 (61.1%) 75LEIZ AR E % -
T\ 7z 06 M A — 57— £ TOFEERIZ 6
528, WAL T £ TONFIERERIE 1 FE204, BT
HHKR G- COFEMIZ 2B/ 20 TH 0, Faslk
OFH AN S EEI25Th o 720 [EE] 2208
M OKBRET, ZHERAIEG 2R L 722 &8

Diro 7. PIRHFERG £ TORM R HEIREAEREH 12,

BRLTOWALD ORCEL T, Bty 3 v 7
XS APUREEIL 1 R DINOF G032 S, fadt
KRR IR 22138 TPHR/SEVERESINT
Wh 7z, R Bk L 22RO B oo CREER Y
BT ENTEz, WHEMZRIRYED 217) 2 &£ T, fi4
DIEBIDHIZFR BN E R FRTENTE T,

46. BRI L IR, MBI,
BB 2 2k L 72 —1)
RS (BRI hRREERESEE > 5 —)
I &G, Y e KHE A, BT R
BA K&, NTHE—R, =54 "2 I
RFF S, N wh—, R e, AR iz (W
bAxe))

TR DB,

GEGI] 671k, X- 64, B IIx L CHIFIE &)
Bl U8 D20 > /NEiTEE % AT L, pT1bN3aMO& 221t

ST, APHABYLRE L LTSIl E LR,

SEMOEM 7+ u0—%T L, Z0O% XE2H
X0 REEEE, WA, A EE, HA JHEE L Yk

W& o720 CT TRREZNICEREF RIIEMTE T,

EHOFIHLGE D EEEESEHE L, £REER
B LB SNz MEIKE O OEROIFE %R0, %
FIAMALE2 Tl & 12 group V, adenocarcinoma & #

ENTze Mk SIER L7z 7oy 71k, BAEIEO
— R ENEE M 2SR AE L CK7 M Y CK2085 1, MUC6K%
HTHY, WEEUEOE/RE—FH L7z, BHICKH LT
IREZ 42TV, M MAME AR S & 2 NEHE, Ml
9 o MFLE % f5fil S 7ze BHESER MRI C, ®iEO O
FAMENE 2 528, REIRTE - FR ki 212 X B BHEE N
JETTHE L 2 bz, DR X ) BIEESRIC X A 458 ER
%, RS, Rl OB, SRR LS, &
HALEFRD (SOX k) RO EMBE %217 o 72, BHZE
WHETCHEIZRT L TIEME FL =Y RO VP ¥ ¥ v b ik

BT 2 AT, IR, WA, BRLAGE L, HEBk
2 E TE o 7. B OB A TIIRERER30. 16-0. 69
%EMTHY, EEFMEBRMELR2 47 AL FHREAR
Thbo, BEAAFTA 2 TIIHREMREREDDH 2 HHE
FEFNZ 0 L Ta FIRRE DY B T o LRk 2179
LRI NTB Y, FHICBH LEREIT) 2L
HETH b,

47. Bowen i & %% L 7= Li-Fraumeni JEfEHE 2 B
PEE ek (R R R RHE 2 >~ 4 —)
g BEek, KO FRA, &Y EE, O ILTHERRR,
EWH —F, &R HRE, OBA — (A 2Hst
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