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EDITORIAL

6%&15%EBEITLET,

[ADCHFRE . 5 FAE R &ERE Y R Y 4]

Wi (5%2%) 1251 &H&. ADCHFRAL 5 FELRERE Y ¥R Y A% L LT, Dr. Harry Malech (K[
NIAID-NTH) & /hERteA: (HRERKPAERRZ - 2 B0, R KR FEERAIIEIHE R R) 12X 5
WEHEZTOWIBI L F Lze UK S, 145 48B3 C Prof. Ulrich Speck CKEIA A 3— - 1) =v ), Prof. Luis
Felipe Flores-Suarez (A % ¥ I Faculty of Medicine, Universidad Nacional Auténoma de México and the Instituto
Nacional de Ciencias Médicas y Nutricion) 3 & O'David Jayne (3EE /4 > 71 v Y k% Addenbrookes¥ile) &
DFAADyvardBZdyF L,

[FEv 27 2]
1) FEKFN AL B S EAEDN N F L EGIEFEEH, X F 2595 D5
7 7 /-7- REAZ T 72wk R PR - 2R & Le Than Hai EV/NEREBERER COREEOFTANXZHIWL £ L7,
I3MEHICR B HREE IR 5 DN A OEFEEBEIN, 3HEICRS [P Ay 2T T (B
Hﬁﬁiﬁﬂﬂ\iﬁ%ﬁ@‘] 077 A5) ] TEHDNNF AL - 788 DO HURFE ADCH TOWHEORT 2L £ L7z,
2) Stem Cell Transplantation Consortium J)%

F 72, 200540 S ARFIBT R & LFFZEL TE 72X b ﬂ‘ 2 Vinmec EIEEBE BT ZERT R GoENZ/N R R)
2320184 6 H1SHIZHE23MH#E 7 ¥V 7 B2 B SN2 &I KA ADCHO 5 B4ERE &Y v RV A TRl
SNF L7 (5582588, 20O, Vinmec EBH B BUIZEA 2 851 L7z kL HFHE - 2K & Nguyen
Liem fif & & @ [ T Stem Cell Transplantation Consortium K D W% %217 T, 20184E12H11H I S 7z
#5 1 I8l Stem Cell Transplantation Consortium &XiED M2 L T L7,

[Nguyen Thu Thuy X A& A1+ % i)
RETREE, AEIDLEYX A2 XHADOEBERFAE L L THERFPRFARE R B L OV ADCHE
THZE L 72 Nguyen Thu Thuy S A EAELZIGL/22 & TY,

WHREADCHFIE, b M DOERZ S F AT, RO BIUEFIEICHE T 2M AL L UCHFRHEL. TORR
ZHFTETLTE) 75

We are pleased to issue Vol. 6 No. 1.
[The international symposium continued of the 5th anniversary of the ADC]

As the international symposium continued of the 5th anniversary of the ADC establishment described in the previous issue (Vol.
5 No. 2), two lectures by Dr. Harry Malech (NIAID-NIH, USA) and Prof. Keiya Ozawa (Jichi Medical University, the previous
director of the Institute of Medical Sciences, The University of Tokyo) are documented. Sequentially, there was discussion with
Prof. Ulrich Speck (Mayo Clinic, USA), Prof. Luis Felipe Flores-Suarez (Mexican Faculty of Medicine, Universidad Nacional
Auténoma de México and the Instituto Nacional de Ciencias Médicas y Nutricion, Mexico) and David Jayne (British Cambridge
University Addenbrookes Hospital) in the satellite meeting.

[Hanoi Branch of Teikyo University]

The attentional topics were visit of 11 Teikyo University medical students in fifth grade in hospitals and medical institute in
Hanoi, and also the setting of the Teikyo University Hanoi branch with the signing ceremony of the memorandum between Teikyo
Univeristy Charman/President Yoshihito Okinaga and the National Children’s Hospital Director/Prof. Le Than Hai. Also eight
Vietnamese doctors and researchers visited Teikyo University ADC for training course supported by “SAKURA SCIECNCE
PLAN” (program of Japan Science and Technology Agency) and it was their third times.

[The Stem Cell Transplantation Consortium]

Prof. Nguyen Liem received the 23rd Nikkei Asia Prize on June 13, 2018. Prof. Liem is the director of Research Institute,
Vinmec International Hospital, Vietnam (the former director of the National Children’s Hospital, Vietnam) collaborating with
Prof. Kazuo Suzuki from 2005. He gave a lecture at Teikyo University ADC 5th anniversary memory international symposium
(Vol. 5 No. 2). Afterwards, when Teikyo Univeristy Chairman/President Yoshihito Okinaga visited the research institute of
Vinmec International Hospital, he communicated a tentative appointment with Prof. Nguyen Liem for joining with the Stem
Cell Transplantation Consortium. Accordingly, the first meeting of Stem Cell Transplantation Consortium was held in Teikyo
University on December 11, 2018.

[Ph.D. degree for Ms. Nguyen Thu Thuy]

A Ph.D. student Ms. Nguyen Thu Thuy from Vietnam has been studying in Teikyo University Graduate School of Medicine,
and ADC supported him four years by a scholarship of the Ministry of Education, Culture, Sports, Science and Technology in
Japan to take degree of Medical Doctor Ph.D.

Teikyo University ADC will continue to promote a study on infectious disease control and education in future, and will return
the results to the society on the basis of the 5-year results.

WitE R : B3ARMY  Editor-in-Chief : Kazuo Suzuki, Director HHR - A Editorial Office : Fuyu Ito, Ph.D.
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ADC 5th ANNIVERSARY INTERNA
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" Global HIV Control and Challenging to Antimicrobial Resistance

201846 A 22H (&) 15:00 - 18:00 ERER KM Organizer: §i<15 ADCH Fi&

Stem Cells: Ageing and Clinical Trials

B - ROFHHRYRY SR

201846 A 15H (&) 15:30 - 18:00 X PHH2F M2 Organizer: #4155 ADCH A&

Session] FEf:# SRR (ERKSE)
r5a—/3LHIVaY ba—)LICHIH =B O E R
BBt 4R, &g
(ERERTAARE L S— BRAERT)

Session Il EEf& : Dr. Phung Thi Bich Thuy
(National Children’s Hospital, Hanoi, Vietnam)
TR LAOHIVERIEEE]
Associate Professor Dung Thi Khanh Khu
(National Children’s Hospital, Hanoi, Vietnam)

Session Il FEE: IUIARRTF (FFHRKEF)
I 2 AWIEAMR)RELTIRD 18> D HLER
il ERSR (A WEABRES FREMAES)

Session1 EER:[RALEESHZ (RRERKS)
rEmSMEOI o7 EmnEERER]
BHEEEZE (RRXZEHMH FTEXERE)

Sessionll ER:EHE F#E (FHKF)
[Creating human cardiomyocyte model using “footprint-free”
genome editing to understanding cardiovascular diseases|
Dr. Minh Duc Hoang, Vinmec Research Institute of Stem
cell and Gene Technology

Session Il EEE: R RBEER (FRKF)
I'Memorial Lecture: Stem Cells Transplantation
(it RFEE D FZRRA. ) 1
Prof. Nguyen Liem, Director, Vinmec Research Institute of
Stem cell and Gene Technology

WK T V7 EREASE R BT (ADCHE) 1320184: 6 H 1 HICAIRR 5 FEZ MR L7z ThEid&al T,
20184FEFEWE M2 DA RV MR L F L7z, 6 H22HIZ, [ADCHIAIRE 5 F4FR &Y v RI 7 4] #3HE0K
FHREF v X AR KHEETHE L, FRADPSL LD HAIZTBIM2EFT L (BEET), /2200
BIZIE 794 VYRV A-T (BELT) =6, E28MH&E7 Y7 H%%E L7z Nguyen Thanh Liem
BIZIZTHH N2 E T L2, 45Tl THURICHEBESNE LY UV RIY T A-TB L UPHEKEICOWTH
AEETHXTT,

20134E 6 H 1 HIZH R BRI 1237 - 72 YR BN B b B %2 - BB 2 S 5 720 1I2Al% Sz ADCHE, 4
BLZOMEEHMETL L LB, TYTICBTBGYERHO -0 DEREZ R Z @ LT, 72— 2NV AV A T—
BELTZD 9,

June 1st, 2018: Our Laboratory ADC celebrated the 5th anniversary of its founding. There were a variety of
symposiums on the 5th anniversary in 2018.

On June 22nd 2018, an international symposium for 5th anniversary of ADC establishment was held at the
clinical auditorium of Teikyo University Itabashi campus.

And on June 15th 2018, Satellite Symposium-I was held at the meeting room of Teikyo University Itabashi
campus. They were topical theme and many people participated in these symposiums.

ADC was established on 1st June 2013 to promote research and education on infectious disease from a global
perspective. We had many questions from participants even at the social gathering after closing and the event
was ended successfully. ADC will continue to promote research and will contribute to society by publishing the
research.

XA IRIT
BH=
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ADC 5th ANNIVERSARY INTERNA

4754 bURIIL- T

B aEDRAHR
Gene Therapy and Gene Managements

BHEF : 2018%F7H25H (K) 15:45-17:20
S5 K2F 1048EEH=E
Organizer : #8KA#15% ADCH#H Fik

[ADCHIEIR 5 FFRL SRS Y YR YT L] D 1D [$774 M YRy A-T1] % 201847 H25H (K)
WRFHAEF ¥ V7S ARFM 1043 RBICTHES L E L7

{470 51&. Dr. Harry Malech CKEINIAID-NIH). EWNA51&, hEitsed (AGEMRFHERR - %8
%, IO RFER IR R R ) ICBB L\ wWie72 &, TRV 2 E E L, FALEAEF O THET
HY. RELLDHFIZTEM772&F Lz,

On 25 July 2018, An International Symposium (satellite symposium-2) of 5th anniversary of ADC establishment “Gene

Therapy and Gene Managements” was held at Teikyo University Itabashi Campus. The topic was about recent top researches
and many people participated.

BINEDEETE

Bi& Opening Remark #$A#MSE ADCH Fik (FRKXZF)

BR  HEERER (FRAZE EFH AR
[REACAEABD B TR - MR
NERHER (BBERAZEREETTHRaRE)

ER : AHEERER (BF  ERSEAERKR)

[Lentivector X-CGD Gene Therapy Clinical Trial and Progress
Toward Gene Editing Correction of CGD|

Dr. Harry Malech (NIAID-NIH, USA, Laboratory Chief)

]
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Opening

SeSSion I Prof. Keiya Ozawa, M.D., Ph.D.

Professor Emeritus, Jichi Medical University, Visiting Professor
Division of Immuno-Gene & Cell Therapy (Takara Bio), Jichi Medical
University

ADC 5th Anniversary L
International Symposium

] L.
Gene Therapy Comes of Age: FER %155 5 Bk RIEE
Focusing on CAR-T Cell Therapy

Foeiya Creawa

Professor Emeritus

Visitinig Professor,

\ Dhvininm of fmsmne-tene & Call Therapy (Taksrs
—

Jichi Medical University

HESNB/INER L

Dr. Harry L. Malech, M.D.

S ] H
eSSl 0 n Chief of the Genetic Immunotherapy Section, and

Deputy Chief, Laboratory of Clinical Inmunology and Microbiology
in the National Institute of Allergy and Infectious Diseases
(NIAID), National Institutes of Health.

erapy Clinical

BEREBDDMIBERE
Harry L. Malech, M.D.

Laboratory Clinical Immunology and Microbiology

National Institutes of Health
Bethesda, MD USA

I Symposium for 5th Anniversary of
_NIH_..u ADC Institute in Teikyo University
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ADC 5th ANNIVERSARY INTERNATIC

5 FMERE YUY RY Y AMMARE -1
Vasculitis Related Symposium-1 with Prof. Ulrich Speck and Prof. Luis Felipe Flores-Suarez
August 10, 2018

SRR ST VARV LAOMEAHE L CEROER ST 2 RIFAMEIEL L

1 HIE, 20184E 8 H10H (&) (2R ZRNELOHE YT % Prof. Ulrich Speck (Mayo Clinic, Rochester, USA)
& Prof. Luis Felipe Flores-Suarez (Faculty of Medicine, Universidad Nacional Auténoma de México and the
Instituto Nacional de Ciencias Médicas y Nutricion) B2 AZBHEX L. ADCHF X ¥ /3N—, R KZFEFAEBNEF
IR =T - BEE 7OV — T EHEZ. BRSOV — TSR, TSR - T LV X =V — TR O A B)
FhHHATOWL DOPDREFNICOVWTHETHE, T4 Ah v v arzirng Lz, HOBHTLA2 G % @S
2T, REAERZRHMEZY L7,

WD | I DHENE (IRY). 1% B8R, Prof. Luis Felipe Flores-  BTE. ISR (AESSUETR) |cCRIRSNAMEX
Suarez. AHKIEFIEEER - &K, Prof. Ulrich Speck. $#AFMBEFE. 1L LETDERTE
I EERET (POR)). S5 kS —Ae3438 (ADCHY). PSS+ (ADCHY)

5 MRS VU RY Y ABHEIE -2
Vasculitis Related Symposium-2 with Prof. David Jayne and Associate Professor Toshiko Thara
September 5, 2018
OEDODF20I8FEIHSH (K) IC2MBDIMEREHEZBM L. EE > 7)) v Y K% Addenbrookes i bt D
Prof. David Jayne & SR8 & T3 (R VLEERIRE:, BHRS) LT 4 Ah vy v a v zfrwE Lz,

=
('
)

l'.i-J

-l‘l

i

=

1
EDD : FERSEL (ADCHY) . BARE—HEHIR. BEREEETRE. PKELEER - #R.
Prof. David Jayne. $#$AMEFR. LH RE5% (AR

6 ADC Letter for Infectious Disease Control Volume 6 (1), January 2019



NEWS Teikyo University HANOI E

WHRSEN ) A P ks - BT
MEMORANDUM OF UNDERSTANDING SIGNING

AND TEIKYO UNIVERSITY HANOI BRANCH OPENING CEREMONY
August 21, 2018

HRORF ADCHITE (ByARME) A5 200540 5 b &4 EV/RERE: (VNCH) &4 7V s HFIC$ 54t
FfgEx A % — b L. 2O, 2011412 Phung Thuy WF7E H OEMHAHICH D L7z ER2 S, HAR - XM F A - 74
) ¥ VEBHFIZ X % e-ASIA JRPCVNCH (Dr. Thuy 2V — % —) & ERS ADCHHISLFRZE 2 o £ L7z,

COHEEDS, 20164 7 Hi KA VNCH & AL B & 2k L. O 34EEFHER 5 AFED [N ARG
FEEEFEBLTEE L

FEH AN E D S -0 [FRRFN I A ] ORBEPLETH S 2 LAHRET S, 5120184
8 H21 HIZ vk K - 445K & Le Thanh Hai BRI TR AT S . S5ARFIE 25808 7 £ LT RIS
) F L [FERKRFENI AT &, STA v 7 2Bz 2 RKikiEshE Lz

fixi B L O o BT IE, IARKMEE, JICAD K ALY F 2R /NNEHE. EFICSML T
W2 1I AN DR IR R TR 5 A L AR B 2 G0 R R OBRED IR L E L,

From the background that Prof. Kazuo Suzuki, Director of Teikyo University ADC started collaborative investigation about
influenza in the Vietnam National Children’s Hospital (VNCH) since 2005, and cooperated with graduation of a researcher Ms.
Phung Thuy in 2011, she works as a project leader in Vietnam side of the e-ASIA JRP program which was performed among Japan,
Vietnam, Philippines. VNCH and the Teikyo University ADC will consider to continue collaborative investigation.

Furthermore, based on an agreement of Teikyo University with VNCH in July, 2016 for collaboration, the medical students of
Teikyo Univeristy have been carried out in Vietnam infectious disease training for these three years.

It was considered that setting of [Teikyo University Hanoi branch] was necessary to achieve forward training and collaborative
investigation. Therefore, a conclusion type was enforced between Dr. Yoshihito Okinaga, the President and Chariman Teikyo
University, and the Director/Professor in Le Thanh Hai, VNCH on August 21, 2018. Director of Hanoi Branch is Prof. Kazuo
Suzuki. Thus, the [Teikyo University Hanoi Branch] was established with two rooms in the S wing second floor.

In the ceremony, persons in relation to Teikyo University including 11 Teikyo University medical students and 7 staff who
participated in the training, and persons in relation to the VNCH, Embassy of Japan, and JICA, attended the opening of a conclusion
type and the branch.

=~ X R &L

MEMDRANDUM OF UNDERSTANDING SIGNING
AND TEIKYD UNIVERSITY HANOI BRANGH OPENING CEREMON!

v gEkT

HKEEFRAFEER - #ROKE . B
President Yoshihito Okinaga Director of Hanoi Branch
Prof. Kazuo Suzuki

TEIKYO UNIVERSITY HANOI BRANCH
= nqazmoazx ) ( nJ4%m BE )

= - _‘__+
e - @7

BO MON NHI

N i Y ERAy

Tk Ly

TEIKYD UNIVERSITY
HANOI BRANCH, VIETNAM

BRAFZN/AZFARANM L
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NEWS The 1st Meeting of Stem Ce

Stem Cell Transplantation &3 ® Consortium ZXa (v 7% 7) -Ist Meeting
December 11, 2018

1. B& Opening : $#AKfME Kazuo Suzuki
2. B mKEFEEER - 2R Message by Yoshihito Okinaga, President and Chairman Teikyo University

AFAENVBRII Y-y T AE—NARKICEET
20184E12H 11 H

WHRYE HHE - 2R okl

AT DRNVERT 2 — 3T L0 IR O RIFZEIC 72 ) BRI S A BIEE D 2 DFR—MZ XD,
E—RHEZHNZAZENTEXF LA EIZETIIEHBLETET,

RKAVI—=ITEERDE->WFIE. RET V7 EBRIEGSE U FERTIN R T 5 AR B EIZBBR & Fi/-h T
W5, Vinmec Research Institute of Cell and Gene Technology ® % 4 L 7 ¥ —C& %4 Nguyen Thanh Liem JGA4: 25,
NSRRI DTG kwf$%E§®ﬂ&$%®xTAkw%ﬁwT%%VAW BUIEMEE RS, Z20%E
FHATIONAZEZHY T,

AT L VICHT B AP RIS S 3 MES ORISR 7 iE RS T EREIR BB RIS B W T,

W) EFoN2 X910 E L7z, LALADS, KEBIIBIT 2 AT A VOERIZBWT, 2R o3ERME
ERTBEOEMERCHTIZOWTIE, RETHICHHINTYSE LTV T, IZ7 0N~ 7 UHIICEL FTLD
BB ORI A L BEE L RO TOW LB H Y 9,

Sk, Nguyen SEAEDR S NIZBIRIFZFERBICOWT, I EMEEFZHAENRSL Z LICEEZEDL L &L I,
X DREN RN HEEZBEAL, BRLNVOAZL LT, FHEWNFIBICE W TH ERRMEHGICH 2 5 2 M7 2 A l§
b, ZLTZOHRBHESENL, JVEOBHITHLEHIN, XA T4y bEZITEAL2EZHR T LD
DAY= TAVHETLOTHL LAFHELTBY T3,

DEF LT B0 TB) TTEROBNRZZOLDVBHVEL EFEF LB, J0RLWOHD
VEREINEFTIEE2HEHL L, SHEBIRZSETWZEE T,

3. HEX > /N— Attendee

#m 8 Membership

XA F—HFA Y —  HAME (FRAZ ADCH FiR)
)—&—  =HIEM (%Eﬁ(—?—l’iﬁ B/NRRIEIR)
FRAZE BEEER | EFEARIEBEMRARIBIR HAEA R Y 7
it 7 EFEIEIESEM
FARE  TARC #H#® (7 KNAH—)
RRAZERM BEEE  SMAEME > X —#ills FEFZHIF
RREXEmM FREE ZE GuhX - REH
BRERKE /NERHLERE - FEHIE GRAERM - fiRER)
EiED B AR
EEDE MFE% BREEE
ER=BEHk HHEZ KRR
AN hF L Nguyen Thanh Liem, Directo (Vinmec Research
Institute of Stem Cell and Gene Technology)
KE : Harry Malech (Chief, Genetic Immunotherapy Section,

®IEDS | ARESEE. MRESLE. HHEERL.

EIRRYBE A = RS NIAID-_NIH, I_Z)eputy Chief, Lab. of Clinical Immunology
HBIEDD | ISR, SAMBAIE. SHIEASE and Microbiology)
4. Nguyen Thanh Liem &40 [BR 7V 7E| SERES XV ADCHSASEREREES VRIITLTD
BERNA DA
- - RESULTS
STEM CELL TRANSPLANTTION FOR
INCURABLE DISEASES IN CHILDREN Patients’ characteristics [ 70 patients) :
Ngwyem Thanh Liem et al & B2 made | 55 5%] and 18 female (13.3%)
Vinmee Research instituie of Siem + The severity according io GMFM was as folowed
eell and gene Techmology - 15 childeon SO with kvl V' (The roat s i)
. = 13 childenn (43.4% ) wath ipssd IV
Spastic cerebral palsy 01 child (3% ) with vl 11
— « 01 chilld [32%) vith el 11

P | . Type ol P
M + Binloral spassc: 57 (05.7%), Undaternl spastic: 3 [4.3%)
1

[ swsmieoe |
5. ®EI20194%1A29HIZVinmec Research Institute, Hanoi TO£iE BADS3LEBMFE
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ADC LABORATORIES-1

The Graduation Ceremony of Medical Doctor Ph.D.
September 19, 2018

4RO R F AL IREOEER T L U TERRFPRFREE AR B L OV ADCHECTHIZE L 72 Nguyen
Thu Thuy & A2520184F 9 BICRFHE L2 HUR L. B T2 E L7z, Thuy SAIE. 9 HRISR M FAIZHEL.
HIEEE N A BRRAETHF L LTH TV E T, SHOGEESIFINE T,

Ph.D. student Ms. Nguyen Thu Thuy from Vietnam has been studying in Teikyo University Graduate School of
Medicine and ADC supported for four years by a scholarship of the Ministry of Education, Culture, Sports, Science

and Technology in Japan and took degree of Medical Doctor Ph.D. Now she works as researcher at Hanoi Medical
University. We are hopeful for her success.

BEEHLEFMARMRKI VETIAZRS (EH5) $HAMBHE. Dr. Nguyen Thu Thuy.
EAMLERR. HARE—AHIR

Dr. Thuy 503X > b Message by Dr. Nguyen Thu Thuy

It was lucky for me to get the Japanese Goverment (Monbukagakusho) schoolarship in 2014. Professor Kazuo Suzuki
supported me to get the Ph.D. schoolarship. And I am very proud of becoming a Ph.D. student in Teikyo University.
Professor Kazuo Suzuki and Associate Professor Shoichi Suzuki directly taught and guided me to perform my research
project at ADC department. We worked hard and overcame failures to get the good data. As results of our efforts, our data
was published in Tohoku journal of experimental medicine and I finished my Ph.D. course in Sep, 2018. I also attended
many useful lectures of Professors in Teikyo university.

Furthermore, I and my family got much support and help from all members of ADC lab. That made our study and living
in Japan easily and comfortably. We had many happy memories in Japan that we never forget.

I would like to thank to Prof. Suzuki, Asc. Prof. Suzuki and all members of ADC Lab. I also thank to Professors and Staffs
in Teikyo university.

BRI KA REZY VRV T A
December 25, 2018

20184F12H25H (K) TEIRRFAGEF v > 78 AT BRI KERERmR A Y v R Y7 ARSI E Lz,
WHARFVAETLEHELRMIEY — AL == XDflifliz HD. TOMAZ S F LT SMEORIIRT 5 &
ZHMIZ, PIOEF v VRAERWIERRY Y R A0S E Lize RA Y —5RKIF2600:12DIF Y. ADCHE
"o b 5HFOFEEEITVE L,

[RRARZAZ—] -

o SAARANS e FoyEmERamERR(OCORR | | 5 R e e s
7 7 EB S HBF T (ADCH) et S || e T e A
%:@:ﬁiﬁﬂ:% 7“ AV AE BV 7“%% — 7“ T — /3L & aKey : EIRERE - BAEI. /(> Sy SEAE, SOVA, EIREN o i e .

-t R4 X7 > S RARIEBIE(CBID S TS -

BEA L OGBSI H 7T — (. J%, | it st
7)) O¥PRMT YT v AR - RG]

o IARE—
55 FLFF YT —EOREY [HOSCN] ofs
DIEH

e ENFE—
16B3~7054 FIZLBHMA VY INVIZVFAY
4V AT

o (REEINY —
.94 v IV U HERRLZ/NED 4573 = T s, o mereevas
¥—¥ (NA) f#hr _,1{3 i
I. % ¥ Y SRR RN KET V<7 AN =

DY
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TAVP PLAN Records of TAVP Trai

TRAFEN M LEM/NRHERS KUOEL/N/ M ERKFEDEMBEFEICKS
TAVP-TASP: 2 5 A IR -FRAEHETOT T L

EZER S F£4
ARFEFRE [N D FLTORREEE]

August 19-26, 2018

FTRAFPEFRE 5 FEDNMNFLEE =T 1 x—&— HAMNSB
015D [ELOLHA LV AT T V] #RBEEELRLE, —WEET HIC [FHRAFEN N F AE/NEREES X
ORI A ERPRFE E DA HHGE ] 2/ L E Le WS, BS54 ARG LE%ER ] ohiz [X
FFATORYSE] ZHMAANTIEE T L7,

FHMIZ, R T V7 TRAEL TV L EIYEDOFEIREFREZ L, FBRIHEICT > EFEAZOET I E L,
MR IEE, EERPE - TS, BBV AT LA - 772208 EEDTHEE LT,

20164F 128 1T IIAE 7 AL B2 W9 AL, KEREELDH Y £ L7z (ADC Letter Vol.4 No. 1. Vol.5 No. 1),
GAEIE. ENE BB EEL S EAENLOBME R Y F L7

Coordinator: Kazuo Suzuki

In order to develop the Sakura Science Plan of 2015, in July 2016 we signed a “unit compatibility agreement between Teikyo
University and the National Children’s Hospital of Vietnam and the National Hanoi Medical University.” At the same time, it
was incorporated into the fifth grade medicine “public health practice”.

Training of the Medical Students in Vietnam

The main objective is to observe the actual condition of infectious diseases occurring in the world and Asia, aim for a
medical person from an international perspective, including clinical practice, international health and preventive medicine,
medical system, access point of view learn.

Seven students participated in 2016 and 2017, and there were great results (ADC Letter Vol. 4 and Vol. 5 No. 1). This year,
more than that, participation of eleven fifth graders participated.

2%  HE %R (&) —4-). EH @8 (&R . B KK (K5 - £23UERRR) . RH 8 (RS8R .
REBEF (W7U—-4-). XB B (BFEMR). RA Xt (B#ER) . TR EX (S5 - £RUEKHRR)
MR EB (BT7V—4-). /MR RIE GEEF). Bl 2k (BER)

MEL /=538 :
NI FLER/NRHER N/ A1)
ICU. MIkes. fBIREs. BEME. A, BRKEE. fth
B/ \/ A ERLKE | EEERS
Vinmec EERRH KUFE Stem Cell FAZEET
BAKXERE (/N A1), JICA (UNA)

Coordinary :

28R MB (7O 7EBRLEREMER FrR) Kazuo Suzuki
AR EAR (727 BEREEREAZER  8FTR) Shoji Kawachi
R BT (28 #HIR) Shinji Nakahara

=15 #7E (ADCHA. /NE#®L EAf) Kazuhiro Takahashi
FH Kith (Batz>&— [EARH) Daichi Tamai

$57K E— (ADCHF ###%) Shoichi Suzuki

Tran Huu Dat (BRAY KFHE, EHE) Acknowledsements :

Ak E¥  ZE President Yoshihito Okinaga

Local Staff in Hanoi :
NCH : Hai f®kz&. Dien &lfzR. Thuy ZRF—7.
EESRE. mEARY T
HMU : Thu #5148 (REERD

Ak BEF BI¥K Executive Vice-President Hiroko Okinaga
Rk Bk #HFFERR Prof. Toshio Nakaki

BA A #HFFEE Prof. Kazuhisa Tsukamoto

AAR ZF FESAREGES #3% Prof. Takayoshi Ohkubo

KBRArPa1—Nl

20Mon

9:00-9:30
Opening Ceremony

21Tue

9:00-10:00
Branch Opening Ceremony

9:45-10:15
AM Laboratory visit 10:15-11:45

Cardiac intervention,

10:30-11:45 Cardiology Dept
NICU visit
PM 13:30-16:30 14:00-17:00

Emergency Dept Vinmec Hospital

Lunch

22Wed 23Thu 24Fri
9:00-9:30
Closing Ceremony
9:00-11:30 9:00-11:00
Infectious Dept Respiratory Dept 10:45-12:00
Embassy
13:00-14:00
13:30-16:30 HUM Lecture Infectious Dis
ICU
15:00-17:00 15:00-16:30
SICU JICA
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ST 20184 Certificates for the Students

= /NIRRT
National Children’s Hospital (NCH) & K O'FEFT (RICH)

Eir/\/ 1 ERIKE
Hanoi Medical University (HMU)

VinmecE 5wk
Vinmec International Hospital

JICA Vietnam

JICA 55l &8 RFLEEREE L
with Ms. Kyoko Takashima

Embassy of Jaoan, Hanoi
BARKXFEEEICT.
BE B4, FEERXREL

with Dr. Yutaka Tsuneoka
and Ms. Ai Chuman
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Reports of Students
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(3) NICU
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(4) REGiEFR
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DNy FIZ2 AU EBREZEIPETH) EBREOREENRTETO R oI NI SN, Tha 2 THEE
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THERIEVRTE2e RN FLATIREAGHEHREOT 7 F V%572
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ER i% Emergency & Poison control Department & IF-iX 71, Reception & triage area, short stay area, consulting
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(10) JiCA

JICAIZHADOBNFBAZEED (ODA) 24T BB E LC, B%EE LE~NOEERH 24T Twb, JICATIES
BIALBHEZH 2 EDTE 2, WENRMFATEHERKEDNH ELTwD Eidvni, $R2FEHIRICE > TH
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5th year medical students in Teikyo university

Reo Uegaki, Maki Osada, Anna Kakihara, Kenji Kasai, Yumi
Kuwahara, Kouki Kosaka, Yutarou Tanaka, Daisuke Chokyu, Runo
Nagashima, Kohei Miyagawa, Tomoki Yasui

We got an opportunity to visit Vietnam this year as part of public
health practical training.

This practical training in Vietnam is the third year, and we, students,
are 11 people.

It is difficult to introduce everything studied in this practical training,
so we will take up some of them.

(1) Environment of Vietnam

Through public health practice in Vietnam, we were able to gain new knowledge and experience.

After 5 hours flight from Japan I landed in Vietnam, and we were wrapped in sultry heat I have never experienced. Everyday
we walked down the narrow roads of buildings and buildings up to the National Children’s Hospital, and the sight of the road
which is congested with a lot of motorcycles was fresh for us. In addition, I felt the difference in traffic rules with Japan, seeing
that there are a total of 5 people including three children and two adults on a motorcycle and they’re wearing masking cloth and
driving a motorcycle by preventing suction of exhaust gas.

When walking, it was natural that a house that could be broken by wood was standing beside a fine apartment made of
concrete, and I realized that the gap between rich and poor in Hanoi City is big. Also, raw garbage with a bad smell was
scattered on the street, and we were keenly aware of the immaturity of the garbage
separation and collection system.

(2) Laboratory

In the laboratory, there were the latest research facilities, such as the latest
model of PCR. NCH was a huge hospital where the latest instruments were
equipped, so many samples were sent from other hospitals to them. We were very
surprised to hear that they could deal with 450 samples in a day which were ten
times as many as that in Teikyo University Hospital.

(3) NICU

NICU was divided into 2 units and there were rooms for mothers and their babies. One unit was for stable condition patients
and the other unit was for the patients with severe conditions who had congenital heart disease or need ventilator. With doctor’s
permission, mothers would be with their babies. To our surprise, there were only women staff (120 doctors and nurses). We
thought that the quality of facilities in their NICU were the same level for that in Japanese hospitals, but patient isolation was
not enough because parents who don’t trust primary care doctors sent their babies for them, so there were huge number of
patients in NICU. We felt the necessity for improvement of medical staff quality in Vietnam and education for patients.

(4) Infectious department

In the infectious disease department, we could see patients with measles, Japanese encephalitis and parasitic infections that
we would rarely see in Japan. A measles outbreak occurred in 2014 at the hospital and about 100 patients passed away. They
thought that they should have put patients with measles in quarantine. After that, when the patients with measles were isolated
from last year, 300 measles patients were hospitalized, but no one had died yet. From this fact, I was able to learn about the

]
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importance of taking measures against nosocomial infection and isolating patients with
airborne infection. Many people in Vietnam do not know whether they had a measles vaccine,
I thought that the countermeasure should be take for this.

5)ICU

The ICU was divided between severe patients who need intubation and the patients with
mainly minor injuries like pneumonia. Isolation was performed against resistant bacteria such
as Acinetobacter and E.coli. There were mainly patients with pneumonia and septic shock.
The patient who was most impressed for me was a child who was paraquat poisoned. He was
involved in his mother’s suicide. Although paraquat is a herbicide, its use is prohibited in
Japan. Although it is still in use in Vietnam, it is expected that such accidents will decrease
in the future as usage will be stopped next year. In addition, ICU doctor said that they should
create the system to decrease these accidents that is more like abuse. Vietnam is currently
engaged in environmental regulations and establishing rights to children, but in the other side
Vietnam still has these reality we’ve never known till we visit.

(6) Respiratory department

The respiratory department has 50 hospitalized patients and it is divided into
3 units based on severity level of patients. Most of the hospitalized patients have
pneumonia or bronchitis. And we were surprised that they lay on woven mats
to prepare for the heat because hospital rooms had no air conditioners. Also we
knew that some nosocomial infection measures were taken there, for example
patients with adenovirus were treated in isolated rooms. However we realized
that patients’ families who came there didn’t put masks. So we felt there was still
room for improvement in infectious controls.

(7) SICU

SICU is a place where postoperative patients are being followed. In Vietnam National Children’s Hospital, one out of 4 or 5
people managed by SICU was a postoperative patient with small intestinal obstruction. This includes children who have Down
Syndrome with small intestinal obstruction and in Vietnam there are many children with small intestine obstruction.

In addition, because this hospital is the first children’s hospital in Vietnam, there are many cases where patients who have
caused anastimotic from rural areas are carried. Hospitals in the rural areas of Vietnam have a slightly inferior doctor’s skills
and patients often die of anastimotic due to insufficient equipment.

(8) ER

In VNCH, ER is called “Emergency & Poison control Department” and there were 4 areas of it, Reception & triage area,
short stay area, consulting area, and Short stay area. First of all, patients who came to ER were checked their vital signs and
were sorted by emergency at Reception & Triage area.

Patients in imperious needs would be treated in ER and the others were sent to each department after history taking at
consulting area.

In short stay area, there were 28 beds divided into 4 parts (neonates, respiratory disease, severe patients, and others). Each
part held 5 nurses. There were 15 doctors working at ER and especially residents were working from 5 am to 10 pm. At severe
patients’ part, we saw a boy with a fever and convulsions who has been hospitalized for 10 days. Although his pupil reflection
was negative and his recovery was hopeless, because DNAR wasn’t applied in Vietnam hospitals, respiratory apparatus would
be continued until they want to stop it.

Short stay area had some isolation rooms. One for measles and tuberculosis, another room was for diarrhea, fever and
convulsions. All the different patients were put together, which could cause second infection. The number of patients visit ER
is 70-100 per a day. You can call an ambulance by dialing 115 for 500 thousand Don (approximately 2,500 yen), but it takes too
long time, so most patients tend to come by cars or motorcycles.

(9) Embassy of Vietnam

At the embassy there was a lecture by Dr. Tsuneoka, a medical officer. The content of the lecture was about infectious
diseases in developing countries and it was stories based on experience in the developing countries where Dr. Tsuneoka
used to work. Dr. Tsuneoka considers that there are four factors for infectious diseases, and the four factors are environment,
culture, education, cooperation and lectured on these four factors. We still need to take measures against infectious diseases in
developing countries and it is necessary to cooperate between countries.

(10) JICA

JICA is engaged in Japan’s Official Development Assistance (ODA) and is engaged in international cooperation with
developing countries. Although medical standards have improved in Vietnam in recent years, the disparity is still largely
depending on the region. JICA is concerned that regional medical care has not become established and actively intervenes
in this problem. JICA also visits directly to the 54 ethnic minorities who cannot speak their mother tongue, offering medical
knowledge as well as treatment and vaccination. JICA cooperates with Japanese industries, educational institutions, local
governments, civil society, etc. in various ways, and supports comprehensively the creation of a fair society / country.
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TASP PLAN Records of SAKURZ

HA - 7V T7TEHEPEF A VARSI, [SOHFA VAT T V]
Japan-Asia Youth Exchange Program in Science
N F DA BRRRFEN October 29-November 7, 2018

ME&ME Visitors for TASP Training Supported by SAKURA Science Plan of JST
N bhFa 8% (HV/ARIKEE - N A4 4%, B RFEE /NP - A—F3 ¥ 4 4)

Hanoi Vietnam National Children’s Hospital Ho Chi Minh Children’s Hospital 1

1. Dr. Sinh Thi Tran, (Ms), Molecular lab 1. Dr. Vo Thanh Vu, (Mr), Pediatric ICU

2. Dr. Huong Thi Thu Tran, (Ms), Infectious Dis Dept 2. Dr. Ma Phuong Hanh, (Ms), DHFever Dept

3. Dr. Xoay Dang Tran, (Mr), ICU 3. Dr. Nguyen Thi Hong Thien, (Ms), Surgical ICU

4. Dr. Tam Thi Thanh Pham, (Ms), Emergency Dept 4. Dr. Nguyen Thanh Trang, (Ms), Infectious Dept

TR T V7 EBREASENT 7EFT (ADCHE) T, 20184E10H29H ~11H 7 H £ TJST (H AFAHAMRILEEHE )
DEFETHLIHAER - TIVTHVEIA LV ALZHFH [SKOFA VAT T /] 2FEfL, NXPFADDLEHD
WHsE (REi7 4. WIEB 1 %) 220 ANE L7z, SHlE, XM ACHHET 2 KA, 7. [BaYE] [%
EEW| (N F X)) T4 ] T —<WMELZITVE Lz, RESHIERPEL &85 CORERZ 4. EGeH)
HOWHME, HERORHENT 7 >~ B, HRRATRRLEFL TOWME, £ LT, REEF, HEH, WFIehtixo e
PEBLE L7ze 207 A4V ALMBERIMEN OFEBERERRLIZENORNN L & RFEOHBERFAEL K
g%gﬁ;b S 512, ADCHIFE #5 L T B850 5eaT OREERIE ) 3 X OVBEEIER RS CRERR A gLX)

We organized SAKURA Science Plan supported by JST from Oct. 29 to Nov. 7 in 2018 in ADC Teikyo University.
Contents of the Training
1. ADC#HMTOHECHBN

Introduction of Professors in ADC and ADC Staff

AP E. ADCWIA Y v 7., EFERHRS B (ADCHE, b)), EREERAEA:

2. B INMMAE—T7 1 (BEM BMEE). EERE

Trainings and Lectures: Biosafety and Safety Control in Hospital
3. EBRENHE : ADCBREEMRE., I a1l— 3 EH

Trainings in ADC Laboratories and Healthcare Simulation
4. BEBPE. ARBER. VIal—Tarv. BER

Lectures: Infectious Diseases, Public Health, Healthcare Simulation and Faculty of Pharmacy
5. EXHMBRIRZV R Amikk. NERL BELR. RLFHIEHER, hIUEEE. EHIEE. BERIFE 22— BEEOHRR

Tour of Teikyo University Hospital
6. FE 1 FEDEE [HRICPUIS<KEREA] OFTOMBN - NN FLATOREESS

Joining with Medical Students in Teikyo University 1-year’s lecture
7. 24 . ADCHREES L TV S EERMART S KO INEREA S5

Visiting RIT and St. Luke Hospital-University
8. MEETIRES SUVEER

Certificate Celebration and Farewell Party
#i% Acknowledgements

Mk RS, ADCHIBEZ S A v 3N— (55 FElfE, W )IZRRE] MRS — S R, 1LF i, BkEAL R D 7
EEMEO KA T ) EFEH. REROBKBOALRSF, WAy v 7 AT UEE, SHEZH#EWN, L5
THEME) . R, RAHIEE, PRl FHES. BAB L WK LYy —DAhREE,

WHEA4S <2 —JU Schedule of TASP

Arriva! at Narita / Tokyo Airport KRy 7 —
Checleiy Toyoko inn G ey ey
ADC it o 13 : 30 5 PEZE A &R
11 : 00 MNER (8. =ff) 15 : 00 e aiB (14
ADCHF . 13 : 05 giAs (Fl1) : 1 AEAR2SE THEFHCRIE: < Rl A | FHC A
11 : 00 W BEZ B G N) 15: 00 3% [N A FL—7 7 1 —] MHEE (E2RGH)
. e e # 13 : 30 ke
10 : 00 A BERHBIMES (k) 20 MR e s o) s
09 : 30 EEFEMAD (58) RSB FERTRA
JST K
13 : 00 & %kfA (k1)
10:00 ¥ 3 2L—¥ 3 Y (&F. 1K) 14 : 00 FE24EE (R
14 : 45 45 (DF)
10 : 30 HeEgmahi (ORAH) %D;%%)fﬁgj’aﬂgg‘ LML

Check-out Hotel

I EE—————————————————————.
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TRAF EFABH R

Teikyo University Hospital

NICU

/NERl Pediatrics

BRER T3> & —. JWEE
Medical Engeneering Department

SRPREEHIER Parmacy Department

EZE
School of Medicine

Simulation Center

i
BESAREEFHE Public Health Department
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ADC #ZEFh

ADC Laboratory

1 EARE [HRICNIXAKEREAN] Class “Worldwide Researchers and Medical Staffs”

Fol - EHEEERER R

Visiting RIT and St. Luke’s International University

[EEmEER] MR RIT

HAFRD 5 DHMER T RS E S OEHES

Certificate Celibrate and Farewell Party

ERMERRAZ®R St. Luke's International University
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Reports of Visitors

SAKURA Science Plan

<D
o  [BDE

%& ,mgtn:c TEIKYO

Name: Tran Thi Thu Huong M.D.

Country: Vietnam

Department: Infectious diseases department, National
Children’s Hospital, Hanoi

Position: Pediatrician

My job

I have been working in the Infectious diseases department since 2008, and my
daily job is to treat patient with infectious diseases in Vietnam such as encephalitis,
meningitis, septicemia, influenza, dengue hemorrhagic fever. I have participated in
some researches with other countries in the world such as study of encephalitis, hand
foot mouth disease, influenza...I always want to find out many causes of encephalitis

to find the best treatment to reduce mortality and sequelae of patients.

Summary of my training course

I felt really lucky to be taking this course. Although the course was only for 10 days but I learned a lot of things from Japan.
The first was my impression of Tokyo, the city was crowded, interspersed with modern and traditional but clean and neat. The
weather was very pleasant with beautiful scenery. Japanese are always on time but friendly and kind to help foreigners like us.
We visited many places in Tokyo like Teikyo University and Hospital, St. Luke International University, Research Institute
of Tuberculosis and I was really impressed the way they work and their warm welcome. As an doctor majoring in infectious
diseases I really admired how they monitor and prevent hospital infections, take care and treat patients, and distribute drugs to
patients, as well as the teamwork system in Japan. In Japan, modern medicine was developed, but don’t forget the infectious
diseases that are still very little in your country such as tuberculosis.

Potential Collaboration
I hope that in the future we will have more opportunity to collaborate with you to investigate infectious diseases, as well as to
find better diagnosis and treatment for patients.
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Name: Tran Thi Sinh Ph.D. —

Country: Vietnam

Department: National Children’s Hospital

Position: Researcher at Biomolecular
research of Infectious Disease

My job

I have been working in National Children’s Hospital since
2006. Now, I am working as a researcher at Biomolecular
research for Infectious Diseases. My routine task is
performing different types of molecular tests for detecting
various pathogens. Besides, I am responsible for laboratory
quality management in accordance to ISO 15189 standards.

Benefits from Sakura’s Science Program

The training schedule gave us an opportunity to visit clinical settings, laboratories in Teikyo university and different research
institutions such as ADC and Research Institution of TB. I was impressed with the safe control and infectious disease
control activities at Teikyo hospital. The interesting presentation on current research topic at Microbiology and Immunology
Department of Teikyo University not only updated my knowledge in molecular research area but also open the potential
opportunity to collaborate between our institution and Japanese researchers. The tour to Miraikan museum opened my eyes on
the innovative achievement of current technology. Lastly, I had excellent experience on enjoying delicious traditional Japanese
food, seeing beautiful Mt. Fuji and meeting kind Japanese people.

Future collaboration
I believe that the future exchange programs would strengthen the collaboration between National Children’s Hospital and
Teikyo University in both medical research and medical training.

Name: Pham Thi Thanh Tam M.D.

Country: Vietnam

Department: Emergency and Poison control department,
National Children’s Hospital, Hanoi

Position: Pediatrician

My job:
I have been working at VN National children’s hospital since 2010, in taking care of basic
life support for ill children. I’m also part of poisoning control term in my department.

Summary of ten-day training course

This program was based mainly on Teikyo University and Teikyo University Hospital
Session topics which covered emergency medical engineering, pharmacy, biosafety,
safety division, infection control and medical examination. I also visited the Research
Institute of tuberculosis in Japan to understand how to control tuberculosis in developing
countries. When I went to St. Luke’s International University, | was very impressed on how they managed safety for patients
and prevented infection.

In addition, I’ve learnt a lot about Japanese culture and high techniques from National museum of Emerging Science and
Innovation. Also, Japanese people are very kind, polite and hardworking.

R
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In contribution:
+ Improving my knowledge on infection fields especially in biosafety and how to control nosocomial infection.
+ Benefiting to coordinating clinical department laboratory.

Future collaboration:
+ In the future, I hope we’ll have more opportunities to exchange students between NCH and Teikyo University.

Name: Tran Dang Xoay M.D.

Country: Vietnam

Department: Pediatric Intensive Care Unit, Vietnam National
Children’s Hospital, Hanoi, Vietnam

Position: Pediatrician

My job:

I have been working as pediatrician in PICU since 2014. I have 3 missions: treatment for
critically ill childrens such as ARDS, septic shock, fulminant myocarditis, etc...; training
for local hospital Basic Pediatric Life Support, Advanced Pediatric Life Support, etc...;
and research about critical care medicine such as severe Bordetella pertussis, Influenza,
and Enterovirus.

Summary of Sakura Exchange Science Program:
During 10 days in Japan I visited Teikyo University — Hospital, Research Insitute of Tuberculosis and St. Luke’s International
University, | have more expericences and knowledges about your health care system. I see some similar system in Vietnam and
I learned from your modern system of digital medical record, risk management and hard working. It was the first time I have
visited hybrid operation room, and I also was really impressed with pharmacology department preparing medicines for patients.
When I come back home, I hope to change something to make my department can do better.

We also have some social events to visit wonderful Mt. Fuji by shinkansen, visit Miraikan and I like Al techniquies which will
change life in near future. I enjoyed Japanese foods, Japanese cultures and made more friends as well.

I would like to say many thanks to Japan Science and Technology Agency, Prof. Kazuo Suzuki, A/Prof Shoichi Suzuki, Ph.D.
Fuyu Ito, Ph.D. Ryuichi Sugamata and others in ADC helped us during this training course.

Future collaboration:

I will support for Japanese students who will become Sakura Exchange Science participants in Hanoi, Vietnam.

Furthermore, I would like to take part in the Ph.D. of Public health in Japan and promote research cooporation between
Vietnam National Children’s Hospital and Teikyo University.

Name: MA PHUONG HANH, M.D.

Country: Vietnam

Department: Dengue Hemorrhagic Fever Children’s Hospital
No. 1 Ho Chi Minh City

Position: Pediatrician

Job Description

I have worked as a pediatrician since 2008 and my working schedule is from Monday
to Friday. I do the physical checkup, analyze many medical test results and provide
appropriate treatment to my patients every day. In addition, I also receive new patients for hospitalization, and constantly
provide consultation to those from other departments whenever their test results showing some abnormal signs. Generally,
my department diagnoses and treats various diseases such as: Dengue Hemorrhagic Fever, Anemia, Hemolysis Anemia,
Thalassemia, Hemophilia and so on.

Benefits from Sakura Science Program

This was my honor to be able to participate in this wonderful training program which was organized by Asia International
Institute of Infectious Disease Control (ADC), Teikyo University. All of the people were so kind, enthusiastic, and friendly.
Everything was so wonderful to me.

I was guided to visit so many places, such as: Pediatric Department, Pharmacy Department, Nursing Department, Operation
Department, Clinical Laboratory Science, Microbiology Department, JATA (Tuberculosis) Department... and I also had
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precious time to visit the St. Luke’s International University. Overall, the medical equipment and the facility were so modern,
clean, and in order. The patient receiving process and the treatment stage were so standardized and strictly followed-up by the
Standard Treatment Guidelines, this kind of operation was really helpful to avoid human errors and easily to be traced back in
case any errors may happen.

One of my most excitements was the Pediatric Department; there was room for children to eat and to play with smart designs
for education purposes. In addition, each department had some caregivers to play with the children, so that their parents could
have more free time and able to concentrate on their daily works. Furthermore, I was so impressed by the network of infectious
disease control in the hospital which appeared in all clinical departments. This arrangement was really helpful for patients in
term of early detection, rapidly isolation and timely handling for each contagious case in order to prevent cross infection. Last
but not least, I also received a lot of guidance and valuable advices by many dedicated Professors and the kind-hearted staff of
ADC during my stay there.

Beside the intensive training lessons, I was so lucky to be able to enjoy the Halloween Event in Shibuya district where young
Japanese and foreigner alike dress up with elaborate costumes. I also visited the Mount Fuji, the highest mountain and the well-
known symbol of Japan.

Then, I was strongly recommended to visit the National Museum of Emerging Science and Innovation, known as the Miraikan
in Odaiba District of Tokyo. Over there, I could experience the advanced technologies which have become part of our everyday
life, and learnt about Japanese technological innovation. Having said that, I also had wonderful opportunity to visit some big
shopping centers in Ginza, Tokyo and enjoyed Japanese delicious foods such as: Sushi, Sashimi, and Yakiniku.

Once again, I would like to say thank you for providing us such an excellent training program. The content was really
informative and useful. I strongly believe that I can apply a lot of things for my daily work in Children’s Hospital 1 Ho Chi
Minh City.

Potential Collaboration
I sincerely hope that ADC will continue and develop this exchange program to have more short-term and long-term training
courses for young doctors in Children’s Hospital 1 Ho Chi Minh City, especially in the field of Infectious Disease Control.

Name: NGUYEN THI HONG THIEN, M.D.

Country: Vietnam

Department: Surgical Intensive Care Unit & Cardiac Intensive
Care Unit (SICU&CICU), Children’s Hospital 1,
Ho Chi Minh City

Position: Pediatrician and Intensivist

Job description:

I have been working as pediatrician and intensivist in Children’s Hospital 1, Ho Chi
Minh City for 14 years. My work is to deal with very severe patients. I have worked in
Emergency Deparment and Pediatric Intensive Care Unit (PICU) for several years; then,
I was assigned to take part in the team for the implement and development of the Open
Heart Surgery program in my hospital, and have been working in Surgical Intensive Care
Unit & Cardiac Intensive Care Unit since then.

Summary of the 10 days training course in Sakura program:

We have had a very busy schedule in our course to visit many departments and places such as: Pediatric department, NICU
department, ADC laboratory, Pharmacology department, Safety Control department, Infectious Disease Control and Prevention
department, Clinical laboratory department, Medical Engineering sterilization centre, Microbiology department, Simulation
center laboratory, Public health department, Faculty of pharmaceutical, JATA (tuberculosis), and St. Luke’s international
university hospital.

Everything in each place was very modern and was operated very well and logically. We found many new things, and above all,
we admired the moderness and especially the way of working everywhere we visit. Devices and equipments may be almost the
best ones. Japan’s way of working is very precise, detailed, and professional. Especially, the cooporation between departments
and other parts and throughout the whole mediacal system was great.

We also had time in weekend to visit Mount Fuji - considered the symbol of Japan, and enjoyed very beatiful lanscape
there, with yellow and red leaves at beginning of autumn, which was so great. We visited Miraikan museum with impressive
developed technology exhibition. We experienced Japanese culture, with very nice people that ready to help us from heart;
dilicious food; cool and cold weather that we never get in South Vietnam... All are unforgetable events and memories.

Benefits from Sakura Science Program:
The work of taking care of critically ill patients was relevant to many fields including clinical and laboratory ones. Every day,
I also contacted the laboratory department, the pharmacists, microbiology department... to solve some problem in treating my
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patients. Knowing the way other departments work and what devices and equipments be operated in those departments helped
me a lot in solving problem when treating patients.

Especially, gradually in my working, I have realized more and more important role of the controlling for plenty of risks in the
department when treating and giving care for severe patients. Without controlling the risks, everything we try all our best to
do to cure and treat our patient will be gone away at all. For examples: a very difficult surgery of transpositon of great arteries
(TGA) that all the team rush into the hospital at midnight to do and sucessfully operated, but after 7 days patients collapsed and
could not recover because of CLABSI (central line - associated blood stream infection), how regretful and grieved for it that
everyone feel! We have now tried to elevate the quality of taking care of patients and do the programs in controlling infection,
safety...

Besides, I also take part in some training couses for my staff in the hospital and other hospitals, and the way of training I have
seen and have had chance to participate in Japan’s hospital and university such as at Simulation center in Teikyo university
impressed me much. It is a promissing way for training and improving the effectiveness of training.

Potential collaboration:

The visit at Japan thanks to Sakura Science program opens a new promissing up-and-coming collaboration with Japan and our
hospital, especially with the place I have visited as Teikyo University and Teikyo Hospital, St. Luke’s Hospital...in many fields:
laboratory work, microbiology, training doctors and nurses and all the hospital staff about basic and advanced life support with
more modern equipments and devices, and especially: the fields in controlling risks as Safety Control and Infection Control.

I would like to say many thanks to Prof. Kazuo Suzuki, all the staff members in ADC laboratory, Teikyo Hospital and
University as thanks to every place and unit I visit in Japan, and Sakura science progam.

I hope that the program will continue in the future to give chance for more persons in the staff of our hospital to visit Japan,
to be able to approach a modern and proffesional medical system, to help improve the quality of health care and uphold the
relationship between Japan and Vietnam.

Name: Vo Thanh Vu, M.D.

Country: Vietnam

Department: Pediatric Intersive Care Unit of Children’s
Hospital 1, Ho Chi Minh City

Position: Vice Head of Pediatrics Intersive Care Unit

Job Description:
Children Hospital Number 1 is one of the leading pediatric care, research and teaching
centers in the southern Vietnam. The hospital has 1,600 beds, 1,649 staffs, the last line of
treatment for pediatric patients in Ho Chi Minh City and the southern provinces, where
medical and nursing students from medical universities and doctors from the southern
provinces practise. Besides our hospital cooperates with many international hospitals,
universities such as: England, Australia, Taiwan, CDC.

Pediatric Intersive Care Unit has 25 beds with 16 doctors and 45 nurses. My deparment
is one of the most important departments in my hospital for taking care of pediatric
patients, supporting medical students, nurses, and provincial physicians in practising pediatric field and cooperating with
international universities and hospitals.

I have worked in the department for 11 years. My everyday task includes;

- Treating children with serious illness, especially those with serious infections such as sepsis shock, severe hemorrhage
Dengue fever shock, hand foot mouth disease and hospital pneumonia and sepsis requiring mechanical ventilation, supporting
shock and dialysis.

- Guiding new doctors and nurses to pediatric rehabilitation techniques,
updating new treatments and techniques in hemodialysis.

- Participating in the hospital researches and collaboration researches with
other domestic hospitals and abroad ones.

Benefits from SSP

After a 10-day tour through the SSP, I learned more about Japan, Japanese
people and learned many things from the faculties at Teikyo University
Hospital. The weather in Japan was cool and fresh, the university
campus was very large, and canteen food was very delicious. Through
communication with Japanese, I realized that the Japanese people were kind,
friendly, close and had professional working style. I was deeply impressed
with safety control department, how infectious control department worked
to find and control the infection, how pediatric department and NCIU
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cared to children. The infectious control department worked quickly, timely to find and control the infection, through which I
have more knowledge to apply in my department. I was very interested in practising in the simulation center, outside activities
such as visiting JATA (tubelocrosis), Miraikan Museum, St. Luke’s International University Hospital and Mt. Fuji. I sincerely
thank the SSP, Professor Suzuki and his colleagues for giving me the opportunity to explore Japan and practise in the Teikyo
University Hospital.

Potential Collaboration
I hope in the future the SSP and Teikyo University Hospital will support our hospital and our faculty in training and developing
infection control system like Teikyo University Hospital. We look forward to farther cooperation between the two hospitals.

Name: NGUYEN THANH TRANG, M.D. |

Country: Vietnam

Department: Infectious Disease Department, Children’s
Hospital 1, Ho Chi Minh City

Position: Pediatrician

Job description:

Treat children with infectious diseases such as: HIV, hepatitis, typhoid fever,
malaria, hand foot mouth disease, encephalitis, meningitis, chicken pox,
measle, etc.

Oversee and collect data for the database of patients with meningitis, hand foot mouth disease
« Participant in TREAT Asia Researches

+ Manage HIV children in Outpatient clinic

About 10 days of SAKURA Science Plan:
It was a great pleasure for me to attend this program. It was one of the best memories I’ve ever had. I not only spent interesting
time in sharing the experience from the advanced scientific technology and in conducting exchange with Teikyo university and
research institutions but also explored beautiful Japan, kind people and fascinating culture.

This exchange program gave me an opportunity to visit many places in your universities and your hospitals. Both of them
has the modern infrastructure and equipment needed for treatment and training. I was very impressed with your safety control
system, especially biosafety control system. You even have a private manual of annual safety management which is really
useful for all staffs in protecting patients and in preventing occupational accidents and diseases. Risk managers presenting in
all departments help to control the safety in the hospital. These things will be a good reference for us in setting up our safety
control system.

The quality of infectious disease control is the most important thing that I would like to learn from your country. I really love
the way infectious disease control department managing and isolating all new cases of infectious diseases every day in each
clinical department. It helps to diminish the spreading of the contamination effectively.

The medical students and staffs here have a lot of chances of practicing and training the skills in Simulation Center Laboratory.
Assessment list, recorded video, simulator dolls, high technology equipment and creating real clinical situations are really
excellent for diagnostics training and clinical training. The environment of Itabashi Campus is very fresh and comfortable, the
lovely cafeteria is the good place for taking a rest, discussing or studying.

Research Institue of Tuberculosis and St. Luke’s International University Hospital were truly two wonderful places to visit. We
experienced pleasure in understanding how to control tuberculosis in your country and how the hospital practice safety control
and prevent infection.

Besides spending time in your hospital and university, we also had the great time to visit some beautiful places in your country
(Tokyo station, Shibuya station, Sensoji temple, Tokyo Skytree, Fuji moutain, ect.). Spending time to visit Miraikan- the
National Museum of Emerging Science and Innovation was one of the
most wonderful time I will never forget. We enjoyed learning advanced
science, including earth environment, robots, space and life science. I
absolutely appreciate your perfect preparation for this exchange program.
I’'m definitely satisfied.

Potential Collaboration:

I hope that the relationship between your hospital, your university and
ours can strongly develop through learning, research exchange and
training, especially SAKURA exchange program can be expanded in Ho
Chi Minh City in the future also as in Ha Noi City. We hope that not only
short term program but also Ph.D. program and master program will be
opened for us to conduct some researches and expand the knowledge.
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SPECIAL REPORT
JIliE% update FRIEERIERMT Z2h/DIC

HHRZE L & — KERBoRBLS IR 832 HANRRSS 28 BE &
Update on pathogenesis of Kawasaki disease vasculitis

Kei Takahashi, M.D., Ph.D.

Professor, Department of Pathology, Toho University Ohashi Medical Center
Chairman, Japanese Society of Kawasaki Disease

Kawasaki disease (KD) is a systemic vasculitis that affects mainly children under 5 years of
age. Although over 50 years have passed since Dr. Tomisaku Kawasaki first reported KD, its
cause remains unclear. We have been performing a histopathological study on vasculitis of KD. In
addition, we established a murine model of systemic arteritis by injecting a Candida albicans cell
wall polysaccharide. The arteritis that develops in the model shows a predilection for manifesting in
the coronary artery and aortic root. Careful observations of human and experimental model provide
principal information for the pathogenesis of KD.

NiERR DR

NG 19674F (I E S X 0 #E S 2 A W R o S AR EEEE TS
5V BPMEITFHREFEZEZONTWEPEHOMERPELE SN, 22 THEEIRE
(2360 < BIIRIE O MARTE N E R 2812 & 2 I OIR BT T 2 REBIOFEAED S 002 % D (- XWEH 24072,
BAE, FrB % BB FUZAER15000 NI L, BREBERKIIBBHTAEZ-MZ 5. MEAOOWD DM T - CTHRESR
BESIZERZRITTVSE?Y (®1),

JEIHE ORI W E FZICAHTH 525, MBI 3 EOEENTATAFAE L7222 & BFET S /NEB SN AT A
Y FATIIBEE AL BB T2 2 L. FRHEBHPHEER LX) IHDEIND Z L. 6 20 H KGR ORI
COMBINCE =2 2 AT 5 —MEOREBEREZIRT Z & 7 & OEANEBIIAT 5 2 O BN T35 5E IS L Tw
LILEWREDY, TNFEFTIZ) Ty F 7. YA VA, BHOMBE R A — /=Pl EAWERE LTRBINTE
TeHEMED DHERE LN TRV, —F, AR TRAEFRIGENDD S0, B, FEAFELINLSD
FERE Y A 7 A T SR O FIE I HENER A G555 2 L2 RT, TN F TIXFCGR2A, CASPS3, BLK,
ITPKC, CD40% L3R BIEZ Rz THEm L LTl s hTtnws Y,

BEICIZRE T 7)) v OREIRKERYS (IVIG) (EMaD, —HER
ETAEY Y EDPHBEEPILL ITEIN TS, &
FE[FRAE 2 12 & AUZ 2% 5 B 0935% 12 IVIG ik : = I
AT b N, 13% 2 IVIG & steroid D F I EE A 7% X '
NTwb, L2L. IVIGHHG s BEDI8% X N
IVIG B E$ 5- O A TIEREDBA T 5 TH Y, ZOfEHD
SO MEEPHEDSFFICHEAEL TWb, B - #hiFSHE Hm

% & U CIVIGHE# S, HUTNF-q #A), 58 ) 3L,
MAERHHEE L A LN T WD, BAEDOZMEH L
MAE A PHEFEFRIE 8 %5y, HEIEIF23%TH) ., 5L i EEETEELE PRiRERERTEEEEIEIRRIRAR1E
THIF0.019% ICFHWL T %o (M 1) E24EEE) EHRHELERE

NISRREORIBLEIRTR

FANZ19854F 12 BEFR K 27 P& 24 50 KA 55 B s BRAA I 78 2802 AR L LV SR BB 35 o0 25 N IE 5 0 s B4 Y M 28 % 1R 3D
T2o RIS 56 e B IR 25 0 FEAR 9% B AR 1513, B9 5%, Naoe 59, Amano 57 ¥, Hamashima &9 (2
IHE SN TV, S HICHET 2 IIERENIR R OMBEFIFS 2 ZRNT A EUTO X ICh 5, 1) MER
FEERIE U ORI R B IREENT 12 U B A% KEIIRD S/AREINR £ TEHOBIRISIHZ X0 5. 2) lEesst
BRA T L LTRESH, BEENEIIRICMERIELLZLRZINTDH S, 3) &G EIOIMEJIZITIZE LI
RE D LN =7 IE L2 A ICHB LR T %0 4) WEIZHR/ ~707 7 —VOEBEILORD, 74
TV A FEIIIENTH S, 5) BRI 2 &EOTMIMAERZIT % . REHEAROLRE DI S kv,

Volume 6 (1), January 2019 ADC Letter for Infectious Disease Control 25



AVERNE R OEBIRI L5 & 2 6 MM ORMIOEEAE BT 2% EHIREO R S M OMMENZELIL%
KiEf 6 ~ 8 HACTHITRILE S N2 BRI O K MEVEBRBIVEZSE & E L 2 Z81L T, T M D 250 & Sk 12 i
BKIED 720 (BB B0 2 O, JOEMIBEEIZ I & SISO BIBIE S W2 DR TH B 05, 48 ~10HH 2
HBLC 3 LBIIREE 28 O SIE IS 5. WABONIK/ <207 7 — Y, WM. THEGMILZ 21213 TNF- .
IL6 7 EDRIEVENA N H A ¥ /BN A ¥y FHEET 5 EARBLTB Y AL S U7 R A AR 1
A LB BRI SRS 7 S 2 O Ly AU 1S L CRIEAVE L 2 EE A BN D Y, kA diiE. SOE. I
PR, MRS, AL A SIS 2N MU v 2 AEATH ST A A ¥ ¥ CARMENINAS SR TR LT
VBT EEPSPT LY, REIRIG R IR H R L SO — 2 ET B IR A &
DESHE L AFESNB R, %10~ 1205 H EICBIIRIEAA 5 & & 5 2 10 5 (@2, il
BEBEAY 2 SERIRRRE L 72, R4 12IH5R LTy X 4095 H G132 3R LIRS 5.

FAERINLO W e b JIEHIUL RN b 72 o TIRAFT Do BUIRKI 2 L L 2235 bl 7 BUIR S 3lA 25 0 L
MR SE D fabiidids B0 BT, ERBIIRKIASRAT L 723, IRE I IR 2 1 R AL DV RO FEA - HHHER Tl
PERRAE AT 72 5 SN B0 BINICIZHIHNRAET 2 1S X 5
PR ZEIR AR BN B. S 510, BANNEL 2SR
EAL B C IR RIS — 3 L C R B O MR IR AL % 800 5 |
T EAB Y KIAFRAE L IO S (R
WRAEALHE DM T2 % 0 %2 20 —Ji, BIREOmRYE —
B ZE R\ FEBGI AT U 7o Ay € ORISR OB WL |
% BT 5o & L CHBGEIE b HAENBILEI X ) ks |
THWEDD %o B OB — BV 2R L7z L
WS N2 BIROS <\ b AL MAF SRR 2 (B2 Jiemaais
ZEAHREShTRS Y,

JFFEMERSYMET IV Z A= RERET

MHE T N HEARE 2 72w BRI R 2 D 2 — T, HHS W AL L7 v YV Wik T v
A1) MY (Candida albicans-derived substance, CADS) 2 & A JIIGRHEML < 7 A RIS RFFLE T IVITD
WTHE 2D TEZ, ZAGH, SARMBEE, REMIEEERD) GV, » v UV HEAERE RE>2 oMl L
7z Candida albicans Water Soluble Fraction (CAWS) 2% & MERKFRENEZET L L2 M-/, CAWS
da-vvF v, B-TNVH RGOS VXIEAEERTH) ., T ARMICL D MAERBEFIIKRELEDVD S,
375, DBA/2. C57BL/6N, C3H/HeN O I3 % J&Z M 1XE WA, CBA/JIZBUT B &2 ik wio, —J,
CADS#FHHEIRSEE T IVICB VT, MEFRIFFERTH S C3H/HeN & BiFRTH S CBA/INE 2R L TS
FUSRLAKEZ LCNIZER L, EBE2FET S5 CEBREBEEEETORBA~ Y ¥V 7 &7 28R,
851 et R b Ak B IS F A RIEZ M EIR & IS R SIS T A 2 LS ko 1217,
KETNVDOINE RIBEE O BT OB LT TR 5,

ARETINTIRD HHEICREINS DOILEEIIR & KB
EEARER Ty LB O 29 (X R BYIR 53 M6k 1 £ > L 775 g A% 8 ik
WZIRB L BNEIIR IR S ey (’3), LU EE)
MR W B R, B BBk 2 &AM S5, BIIRIEZICH
B9 2 MO K% #iE CD11b Bt T, CD68RHL~ 7 Ak
BRI RS, F 72, CD5d %\ id CD45RB B Al
JaAs T K AR T Do BRI (A Ml P IS & R 72
L. HEEEETREOHERN - SR OB 205, 4
BB IR WHIPH T REBMIEZ X U &7 % ahfiie o £5k '

BRDEND, 74T )4 FEFARD 2 LidfiChs, B Canddaalbioans BERAHFCMIA

AKMERETNVICBWTR MyEZ0 7)) 28595 L MEROFEEZIIH S NS, 2512, JUTNF- a #H
535 EMBERIZEFELIIFIENDL Z 95, TNF-a i ZARKEFNVINERFEED Key cytokineD—D L # 2 5
ns 19)O

WA JIER O FIEIIE HARREN G55 L ORFEPTEH SN TS, RMEETVTHX—FI 7 AR
SCIDX Y ATMERIFEINL Z b, MERBEIZHRBERDVHEG LTWws NS ND, T2 7
VYT WRHREWE IR ESMC L o T v F VEESEAL LIS RFREENEALT 5P, X512, TLR2,
4 MR~ 7 A TIEME RIIF E N WD, BROEZEERKD 1 OTHHT77F 02 (a~v v Fr=ifh) RiE
Y ATIRMERIZFEEL 2w R, SoXH)ITREWE D a~ >~ F Y 2SPAMPs (pathogen-associated
molecular patterns) & U T RFIEICE ST 5L DH ). RET IV OME RIIEMRES D L3085 012

26 ADC Letter for Infectious Disease Control Volume 6 (1), January 2019




7;:") Tw5s (| 4)0 [ﬂl”&:‘f’(’—"‘ﬁi j:z) N4 ‘j")l/fﬂl_ﬁﬁﬁﬁ‘% 67b) "__,.--'"'- g .{-“11 -'""-\
CZE B REREREICO TG TE 0L HfFs ;
N5

iz |

AR O BFZ R BEFLT SV E Le2E# R0 | w ff',ﬁ‘ff’,}"" " wrr,;f:-,
SR 72 L ¥ JIHR B R G 00 B AT L &2 /
BECE. R SR E A4S, 2LT, HAN S ;;QLLM___J‘\-/
Wi 2 % 58 U ANBRR & 1E Lab & F 2 SO BIRE 0 )5 4 1 o
TINAZAWE RN OHEEHEIEDOTEE L —T, # = M

BRE 7V B W TIE KRB FI F BRI AS L & 7 o TR 2175
TNTWEF, CAWSZRMET & o T 2 BTHEPFR % =
- ORI AT S AECEALE U BT 3 ARSI E N R E R T AR SR 0 S T8RS, £ L THAD
WIHKFET V7 EBRIEGE R sET (ADCHE) RS T THEIET~y V7, fpEra 7)) VR N LkE
rya7)ry7ud ey MRS OMRICBWTRY TELZ THEZH VTS ) £ Lz, 8% OFROMTHE
DLESHICESTVWAZEZWDTEKLTVET, BIREMITOI D IEHHL EFET,

(K 4) Candida albicans EAR D FREEIRY FAEIRE

SE3
1JIGEE FelkOFFRNE R 2 09 /ANE o 2k 2 B R Rk R E e (H BRBIS0B D BRIRIMBIZE). 7L
F— 1967. 16: 178-222.

AN HAZE X~ & — NG R A E G A Y 7V — 7 52410011k 4= E R AR, 2017.

.Blﬂll%#ﬁ?%iﬁlﬂﬁﬁ%ﬂ‘d\%m NG ORI Zestam B AR 723, 2016.

RIS EIE H AR (%ﬁ) JIGHE 27 7B & i+, 2018. 33-36.

CHEHBAR. Al )R (MCLS) BT 2 i RB IR O 95 B = ARG — FF 1B IRBY IR %€ & BRI DT RESE A D Y

HWIZDOWT -, IR, 1981. 21: 899 912.

6 .Naoe S, et al. Kawasaki disease with particular emphasis on arterial lesions. Acta Pathol Jpn. 1991. 41: 785-
797.

7. Amano S, et al. Pathology of Kawasaki disease, II. Distribution and incidence of the vascular lesions. Jap. Circ.
J. 1979. 43: 741-748.

8. Amano S, et al.: General pathology of Kawasaki disease on the morphological alterations corresponding to the
clinical manifestations. Acta Pathol. Jpn. 1980. 30: 681-694.

9 .Hamashima Y: Kawasaki disease. Tr. Soc. Path. Jap. 1997. 66: 59-92.

10. Takahashi K, et al: Neutrophilic involvement in the damage to coronary arteries in acute stage of Kawasaki
Disease, Periatr Int, 2005. 47: 305-310.

11. Yokouchi Y, et al. Expression of tenascin C in cardiovascular lesions of Kawasaki disease. Cardiovasc Pathol.
2019. 38: 25-30.

12. Takahashi K, et al.: Pathological Study of postcoronary arteritis in adolescents and young Adults: with
reference to the relationship between sequelae of Kawasaki disease and atherosclerosis. Pediatr Cardiol. 2001.
22: 138-142.

13. EfG % M M JE RIS THET L 72 09 e A B VR 0 i BEALRR 2 AR ET . Prog Med, 987 7: 21-25.

14. Murata H Experimental Candida induced arteritis in mice Relation to arteritis in the mucocutaneous lymph
node syndrome. Microbiol Immunol 1979. 23: 825-831.

15. Ohno N Chemistry and biology of angitis inducer, Candida albicans water soluble mannoprotein beta glucan
complex (CAWS) . Microbiol Immunol 2003. 47: 479-490.

16. Nagi-Miura N. et al. Induction of coronary arteritis with administration of CAWS (Candida albicans water
soluble fraction) depending on mouse strain. Immnopharmacol Immunotoxicol 2004. 26: 527-543.

17. Oharaseki T, et al. Susceptibilitiy loci to coronary arteritis in animal model of Kawasaki disease induced with
Candida albicans-derived substances. Microbiol Immunol 2005. 49: 181-189.

18. Takahashi K et al. Histopathological features of munne systemic vasculitis caused by Candida albicans
extract an animal model of Kawasaki disease. Inflamm Res 2004. 53: 72-77.

19. Oharaseki T, et al. The role of TNF-a in a murine model of Kawasaki disease arteritis induced with a
Candida albicans cell wall polysaccharide. Mod Rheumatol. 2014. 24: 120-128.

20. Tada R. et al. Vasculitis and anaphylactoid shock m mice induced by the polysaccharide fraction secreted
into culture supernatants by the fungus Candida metapsilosis. Microbiol Immunol 2011. 55: 357-365.

C1 W~ W o

. ______________________________________________________________________________________________________________________________________________________________________|]
Volume 6 (1), January 2019 ADC Letter for Infectious Disease Control 27



PEER-REVIEWED ORIGINAL AR

The gut microbiota positively regulates anti-tumor immune
responses through the activation of CD8" T cells

Ei Wakamatsu' and Ryo Abe***

"Department of Immunology, Tokyo Medical University, 6-1-1 Shinjuku, Shjinjuku-ku, Tokyo, Japan,
*Strategic Innovation and Research Center, Strategic Innovation and Research Center, Teikyo University, 2-11-1 Kaga,
Itabashi-ku, Tokyo, Japan and *Tokyo University of Science, 2669 Yamazaki, Noda City, Chiba, Japan.

Corresponding author (*)

Ryo Abe

2-11-1 Kaga, Itabashi-ku, Tokyo, 173-8605, Japan
E-mail: r-abe@med.teikyo-u.ac.jp

Phone: +81-3-3964-9402

Fax: +81-3-3964-9402

Received November 29, 2018
Accepted December 26, 2018

Keywords: gut microbiota, CD8" T cells, IFNy, exhaustion

Abstract

Inhibitors of the immune checkpoint molecules PD1 and
CTLAA4 have been used to enhance the T cell anti-tumor
immune response, leading to successful treatment for
some tumor types. However, not all patients benefit from
treatment with these inhibitors. Recently, it was reported
that the gut microbiota boosts the anti-tumor immune
response to immune checkpoint therapy. However, the
mechanism(s) by which the gut microbiota enhance tumor
immunity are not fully understood. Here, by depletion of
the gut microbiota, we asked how the microbiota influences
the anti-tumor immune response, in particular examining
the activation of tumor-specific CD8" T cells. We found
that the number of tumor antigen-specific CD8" T cells
in spleen, and the number of activated CD8" T cells in
draining lymph node and tumor tissue in the absence of
the gut microbiota were reduced. Furthermore, tumor-
infiltrating CD8" T cells were impaired in their ability
to produce IFNy. These findings suggest that the gut
microbiota contributes to the prevention of exhaustion
of tumor-infiltrating CD8" T cells and to the activation of
systemic CD8" T cells.

Introduction

The gut microbiota plays a crucial role in homeostasis of
the normal intestinal environment”. On the other hand, certain
gut microorganisms are associated with the pathogenesis of
inflammatory bowel diseases and colon tumorigenesis*®. These
observations suggest that the composition of the gut microbiota
must be tightly controlled to maintain a healthy intestine.
Recently, it was reported that gut microbiota dysbiosis
influences the pathogenesis of not only intestinal diseases but
also several systemic diseases such as autoimmune diseases,
metabolic syndrome, cancer and allergy*®. It has been known
for decades that oral administration of antigens tends to induce
immune tolerance rather than activation, leading to suppression
of allergic and experimental autoimmune diseases®”. It has
also been reported that short chain fatty acids such as butyrate,
which are produced by certain members of the gut microbiota
as metabolites of a high-fiber diet, ameliorated autoimmune and
allergic diseases®”'?. These reports indicate that gut microbiota-
induced immune responses and/or the gut microbiota itself are
strongly associated with immune homeostasis, not only in the
intestines but also throughout the body.

Developing tumor cells are eliminated by the immune
surveillance system before showing clinical presentation'”.
However, once tumor cells make the transition to the
progression phase, they establish a tumor microenvironment

that is immunosuppressive, leading to escape from immune
surveillance. Several mechanisms for this escape have
been identified. Tumor cells can express immune inhibitory
molecules such as PD-L1, which upon binding to PD-1 on
tumor-specific CD8" T cells inhibits their proliferation and
may induce apoptosis. Tumor-specific CD8 T cells in the
lymph nodes draining the tumor are chronically antigen
stimulated, leading to a state of “exhaustion” characterized b?/
upregulation of the CD80/86 inhibitory receptor CTLA4'?.
Recently, neutralizing antibodies to the immune checkpoint
molecules PD1, PD-L1 and CTLA4 have been developed and
used therapeutically to break the exhausted status of tumor-
specific CD8" T cells, and have shown good efficacy in some
patients and with several different tumors'>. However, this
immunotherapy has been successful in some patients but not
others, even for treatment of the same tumor type, therefore
many researchers have explored ways enhance the efficacy
of immune checkpoint therapy. Gajewski’s group found that
the particular member of the gut microbiota, Bifidobacterium,
enhances immune response to anti-PD1 therapy in a murine
tumor model'. It has also been reported that Akkermansia
muciniphilia, Faecalidacterum and Bacteroidales are abundant
in the gut microbiota of patients who responded well to PD1
immunotherapy'*'®, suggesting that the gut microbiota has
the potential to promote the immune response to tumors and
enhance the effectiveness of immune checkpoint inhibitors.
However, the mechanism by which the gut microbiota
enhances tumor immunity is not fully understood.

In this study, we asked a simple question of whether the
global gut microbiota, but not a particular genus, influences
the anti-tumor immune response, especially the activation of
tumor-specific CD8" T cells, and find that the gut microbiota
is required to suppress the exhaustion of tumor-infiltrating
CDS8" T cells. We also find that depletion of the gut microbiota
reduces the number of tumor antigen-specific CD8" T cells
in the spleen. These findings suggest that the global gut
microbiota contributes to the escape from exhaustion by tumor-
infiltrating CD8" T cells and the activation of systemic CD8" T
cells.

Materials and Methods
Mice

C57BL/6 (B6) mice were obtained from Sankyo Labo
Services. All animals were maintained under specific pathogen-
free conditions in our facility. All experiments were performed
in accordance with protocols approved by the Animal Care and
Use Committee of Tokyo University of Science.

Cell lines

The Lewis lung carcinoma cell line expressing LCMV %p33
from a minigene (LLC-gp33) was established previously'” and
maintained in high glucose DMEM supplemented with 10%
FBS, 2mM I-glutamine, 100U/ml penicillin, streptomycin and
Img/ml G418.

Antibodies

PE-anti-KLRG1 and efluor780-anti-CD44 monoclonal
antibodies (mAbs) were purchased from eBioscience (San
Diego, CA, USA). The LCMV gp33 tetramer was purchased
from MBL (Nagoya, Japan). FITC-anti-CD8a, biotin-anti-
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TCR, PE-anti-CD3e and APC-anti-IFNy mAbs were prepared
in-house.

Flow cytometry analysis

Cells were treated with FcgRII/Il mAb (laboratory prepared)
to block nonspecific binding. 7AAD (BD) was used to exclude
nonviable cells. A Canto II (BD) and Gallios (Beckman
Coulter, Brea, California, United States) were used for analysis.
Data were analyzed using FlowJo software (Tree Star, Ashland,
Oregon, United States).

Intracellular staining of IFNy

Isolated tumor-infiltrating cells were stimulated with LLC-
gp33 cells which were stimulated by IFNy to induce the
expression of MHC class I or PMA and Ionomycin for 12 h in
vitro in the presence of monensin (Sigma-Aldrich Inc.). After
staining for surface antigens, the cells were fixed 4 % PFA,
then permeabilized with 0.5% Triton X-100 and stained with
anti-mouse [FNy mAbs.

Inoculation of tumor cells into mice receiving antibiotics
water

Mice were provided water containing ampicillin (1 mg/
ml), metronidazole (1 mg/ml), neomycin (1 mg/ml) and
vancomycin (0.5 mg/ml) ad libitum. At 1 month after treatment
with antibiotics, LLC-gp33 cells (1x10° cells/ mouse) were
intradermally inoculated into mice, and then tumor size was
measured every 3 days.

Isolation of lymphocytes from tumor tissue

The tumor tissue was minced into small pieces. To isolate
lymphocytes, the tissue was treated twice with 0.5 mg/ml
type I collagenase (Roche, Basel, Switzerland), 0.02 mg/
ml hyaluronidase and 0.01 mg/ml DNAse I (Sigma Aldrich,
St. Louis, Missouri, United States) for 30 min at 37°C. After
filtration, cells were suspended in RPMI with 10 % FBS.

Statistical analysis

Statistical analysis was performed by a two-tailed unpaired
Student t-test and a Kaplan-Meier method in Prism6 (GraphPad
Software, San Diego, California, United States). The p-values
< 0.05 were considered significant.

Results
The depletion of gut flora increases tumor growth in mice
To investigate whether gut microbiota influenced the
anti-tumor immune response, we intradermally inoculated
LLC-gp33 cells into mice that had received antibiotic water
(ampicillin, vancomycin, metronidazole and neomycin) for
four weeks previously and continued to receive it for the course
of the experiment (Fig. 1A). At first, to confirmed whether the
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depletion of the gut flora influenced T cells, we analyzed the
frequency of CD8", CD4" T cells and CD8" CD44"" population
in the peripherally blood lymphocytes (PBLs). The frequencies
of total CD8", total CD4" T cells and CD8" CD44"¢" population
in PBLs were not differences between control and antibiotics-
treated mice (Fig. 1B-1D). Compared with controls, there was
significantly increased tumor growth in mice that had received
antibiotic water (Fig. 1E), and also a decreased survival rate
(Fig. 1F). These data imply that the depletion of the gut flora
attenuates anti-tumor immune response, resulting in increased
tumor growth.

Activated CD8" T cells are decreased in lymphoid organs
and the tumor of antibiotic-treated mice.

To dissect the influence of the gut microbiota on the anti-
tumor immune response, we analyzed the activation status of
CD8" T cells in spleen, draining lymph node (dLN) and tumor
tissues using antibodies to CD44 and KLRG1 as activation
markers and the tetramer of gp33 to detect tumor-specific CD8"
T cells. Compared with control mice, the numbers of gp33-
reactive T cells but not total CD8" T cells, CD8" CD44"¢" cells,
KLRG1" CD8" T cells and total CD4" T cells were decreased in
the spleen of antibiotic-treated mice (Fig. 2A-2F), suggesting
the possibility that the gut microbiota can influence systemic
activation of tumor-specific CD8" T cells. Different from
spleen, the number of total lymphocytes, total CD8" T cells and
total CD4" T cells were reduced in the dLN of antibiotic-treated
mice (Fig.2G, 2H, 2L). Also, CD44"e" and KLRG1* CD8" T
cells in dLN were significantly decreased by the depletion of
the gut microbiota (Fig. 21 and 2J), but the number of gp33-
reactive cells was not difference between control and antibiotic-
treated mice (Fig. 2K). Different from dLN, the frequency of
total CD8" T cells in tumor-infiltrating lymphocytes was not
difference between control and antibiotic-treated mice, and
most of tumor-infiltrating CD8" cells express CD44 in both
groups (Fig. 2M, 2N). Meanwhile, the frequency of KLRG1*
CD8" T cells and gp33-reactive cells tended to decrease in
antibiotic-treated mice (Fig. 20, 2P). These data suggest the
possibility that the gut microbiota also activate tumor-specific
CD8" T cells in the local lesion.

Gut flora increases IFNy-producing CD8' T cells in tumor
tissue

In Figure 2, the frequency of CD44"e" CD8" T cells was
similar between the control and antibiotics groups. It is reported
that CD44 is highly expressed on exhausted CD8" T cells,
which are hypo-responsive to antigen stimulation and have
impaired production of cytokines such as IFNy'®. Therefore, we
considered the possibility that CD44"¢" cells in tumor tissues
of antibiotics-treated mice were of the exhausted phenotype.
To address this, we analyzed the ability of the in tumor-
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Figure 1. Depletion of the gut microbiota promotes the growth of tumor cells in vivo.

(A) Experimental design to analyze the influence of the gut microbiota on tumor growth and survival. Mice were given untreated water as control or
water containing antibiotics (ampicillin, metronidazole, neomycin and vancomycin) for 1 month. LLC-gp33 cells were inoculated intradermally and
antibiotic treatment was continued until the experiment was concluded 1 month later. (B-D) The peripheral blood lymphocytes (PBLs) at 4 weeks after
the orally administration of antibiotics were analyzed by flow cytometry. The frequency of total CD8" T cells (A), CD44"e" in CD8" T cells (B) and
total CD4" T cells (C) in PBLs. (E) Graph indicates mean = SE of tumor size (mm?). Mean + SE was calculated every 3 days from 11 control mice and
7 antibiotic-treated mice, which survived until the endpoint. P-values from student’s t-test: *p<0.05, **p<0.01. (F) Survival rate shown by the Kaplan-
Meier method from 11 control mice and 12 antibiotic-treated mice. *p<0.05.
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Figure 2. The gut microbiota influences local and systemic activation of CD8* T cells.

CD44- and KLRG1-expressing CD8" T cells and gp33 MHC tetramer-reactive CD8" T cells in spleen, inguinal lymph node (ILN) and tumor tissues
of tumor-bearing mice at 4 weeks after cell inoculation were analyzed flow cytometry. (A-F) The number of total lymphocytes (A), total CD8" T cells
(B), CD44"¢" (C), KLRGI1" (D), tetramer* CD8" T cells (E) and total CD4" T cells in spleen. (G-L) The number of total lymphocytes (G), total CD8" T
cells (H), CD44%h (T), KLRG1" (J), tetramer” CD8" T cells (K) and total CD4" T cells (L) in ILN. (M-P) The frequency of total CD8" T cells in tumor-
infiltrating lymphocytes (M), CD44"¢" (N), KLRG1"* (O) and tetramer® CD8" T cells (P) in tumor tissues (n=4 for control, n=3 for antibiotics). P-values
from student’s t-test: *p<0.05.
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Figure 3. Depletion of the gut microbiota impairs IFNy production by tumor-infiltrating CD8" T cells.

Isolated tumor-infiltrating CD8" T cells were stimulated with [FNy-treated LLC-gp33 cells, or PMA and Ionomycin for 12h. The ability to produce IFNy
was analyzed by intracellular staining. (A) Representative histogram showing IFNy" CD8" T cells. (B, C) Summary data for the frequency of IFNy-
producing CD8" T cells stimulated with [FNy-treated LLC-gp33 cells (B) and PMA+ Ionomycin (C). Data were pooled from three experiments (n=10 for

control, n=8 for antibiotics). P-values from student’s t-test: **p<0.01.

infiltrating CD8" T cells to produce IFNy. Consistent with the
frequency of gp33-reactive cells, the tumor-infiltrating cells
from mice receiving antibiotic water rarely had a significantly
reduced IFNy response when incubated with [FNy-treated
LLC-gp33 cells (Fig. 3A and 3B). The IFNy response was
similarly reduced in T cells from antibiotic-treated mice upon
stimulation with PMA and ionomycin (Fig. 3A and 3C). These
data indicate that the depletion of the gut flora induces CD8" T
cell hypo-responsiveness as well as a reduction in the number
of tumor-reactive cells, consisted with the enhanced tumor
growth and diminished survival of antibiotic-treated mice.

Discussion

Recently, it was reported that gut microbiota enhances
the anti-tumor immune response induced by the blockade
of immune checkpoint molecules'*!*!® But, how the gut
microbiota enhances anti-tumor immune response, especially
CTL activity, remains unclear. Here, we showed that depletion
of the gut microbiota led to increased tumor growth and a
reduction in the number of tumor-antigen specific CD8" T cells
in the spleen. In addition, tumor-infiltrating CD8" T cells were
impaired in their ability to produce IFNy in the absence of the
gut microbiota. Together, the gut microbiota might influence
CDS8" T cell activation both systemically and locally, leading to
the enhancement of anti-tumor immune response.

In this study, we demonstrated that depletion of the gut
microbiota decreased the anti-tumor immune response. But
the question remains, do most members of the gut microbiota
enhance anti-tumor immune responses or only a few? Sivan
et al. demonstrated that the anti-tumor immune response
depended on the source of the mice, and thus was different
between mice derived from Jackson Laboratory and Taconic
Farms, and this difference was due to differences in the gut

microbiota'¥. Also, recently, the transplantation of human feces
to germ free mice showed that mice receiving a fecal transplant
from a human responder to anti-PD1 immunotherapy had a
significantly enhanced anti-tumor immune response, compared
with mice receiving feces from a non-responder'®. On the
other hand, it is well-known that bacteria from the genus
Clostridium strongly induce the development of regulatory T
cells (Tregs) in the intestine, and it is thought that such Tregs
influence immune tolerance systemically'”. These reports
indicate that there are several constituents of the gut microbiota
that can contribute to either the activation or the suppression
of systemic immune response. However, in our studies, the
depletion of the gut microbiota reduced immune responses to
a tumor. Therefore, it is possible that the majority of the gut
microbiota might activate systemic immune response rather
than promote immune tolerance.

CDB8" T cells infiltrate into tumor tissues to eliminate tumor
cells. However, tumor cells and the tumor microenvironment
gradually cause CTLs to become exhausted T cells, for
example via PD1-PDLI interaction. These exhausted T cells
are hypo-responsive to TCR stimulation and impaired in
cytokine production, and lose the capacity to kill tumor cells'.
To break the exhausted state of CD8" T cells, antibodies to
PD1 and PDLI1 are administrated into the patients with several
types of tumors as immune checkpoint therapy. Recent reports
showed a relationship between the therapeutic efficacy of
antibodies to PD1/PDL1 and the gut microbiota, and suggested
that particular members of the gut microbiota enhance anti-
tumor immune responses via blockade of the PD1-PDL1
interaction'*'>'9, However, the mechanism by which the gut
microbiota enhances immune responses mediated by PD1
blockade is poorly understood. In this study, we observed that
the ability of tumor infiltrating CD8" T cells to produce IFNy
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was impaired in the absence of gut microbiota, suggesting the
possibility that the gut microbiota suppresses the exhaustion
of tumor infiltrating CD8" T cells. It is reported that PD1*
LAG3" exhausted CD8" T cells are more dysfunctional than
PD1" exhausted CD8" T cells?®. Based on these observations,
it is thought that the above identified species might suppress
the terminal differentiation of PD1- and LAG3-coexpressing
exhausted T cells, leading to good efficacy of immune
checkpoint therapy. But, to properly address this issue, further
experiments are required.

In this study, we have described that the depletion of the gut
microbiota by orally administration of antibiotics reduces anti-
tumor immune response. But, we have to consider the direct
effect of antibiotics on immune cells, because it is reported
that antibiotics broadly influence immune response such as the
number of immune cell and cytokine production®”. Here, we
confirmed that the frequency of CD8" and CD4" in PBLs was
not difference between control and antibiotics-treated group.
However, we cannot exclude the possibility that antibiotics
influence on cytokine production from these T cells, and the
homeostasis and the function of other immune cells. Therefore,
to clarify whether antibiotics directly influence on immune cells
and suppress anti-tumor immune response, further experiments
are required.

In conclusion, we demonstrated that gut flora activates
local and systemic immune responses to tumor, leading to the
inhibition of tumor growth. We believe that our observations
will increase the understanding of anti-tumor immune response
and immune evasion by tumor cells.
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The 25th Japanese Society of Novel Action of Macrolides
July 6-7, 2018

F—= VTR EINE L7zs ADCWIDSI1E, & X HE—i#il & 44O Tran Huu Dat S A
WRELITV, BELERRHEZ L TEE L,
BMI6EB~ 715 1 NLeucomycin A3IZ &L B804 ¥ 7 VI V7 A )V ZIEHRRFE O IFHT
H X —
B Anti-influenza 2009 pandemic virus activity of azithromycin derivatives
Tran Huu Dat Tran Huu DatXA

The 24th MPO Meeting

20184 7 J 6-7 HIZH2ml~ 7 0 7 4 FFAEHAMARPROLRMEI Ry v a ‘ ’

September 1-2, 2018

20184F 9 H 1-2 HIZ 55241 MPOfilf 7843 23 ALl & R 7= PR ARl 57
FZERe ChfiE S E L7z ADCHFD X >3 —id, 13IT4H DT
KL, BIEEIEFE L EN SN, RELLZ2HEEZD X
L7z kIO MPOMFZE4Y1E, 20194E11 29-30H ., K & K%
THEEBENGAESMIEANE LTSN EPRED T L

We held the 24th MPO meeting in Hokkaido University
from Sep. 1st to 2nd. We had lively discussions. Next MPO
meeting will be held in Tokyo on Nov. 29th-30th, 2019 with
the chair Dr. Yoshitomo Hamano (Juntendo Univ.).

[ADC Staff’s Research Presentations)
m The study for anti-influenza A virus mechanism by LM-A3
macrolide
Sugamata R, et al.
®m Anti-influenza 2009 pandemic virus activity of azithromycin derivatives
Tran Huu Dat, ef al.
m Hypothiocyanous Acid Suppresses Polyl:C-Induced Antiviral Responses by Modulating IRF3 Phospholation in Human
Airway Epithelial Cells
Thuy Thu Nguyen and Shoichi Suzuki, et al.
m Tuberculous pneumonia-induced severe ARDS complicated with DIC in a female child: A case of successful treatment
Shoji Kawachi, et al.
® Administration of Anti-GAP2 Antibody on the Candida Albicans Water-Soluble Fraction (CAWS)
Fuyu Ito, et al.

INTERNATIONAL MEETING AND

L1~ b (2018.7.1~2018.12.31)

Attendee of the 24th MPO Meeting

B2 ANV b RERE
2018F 128118 () 2 1[@ Stem Cell Transplantation Consortium&s AEPIE REE
2018F10A31H(K) FIR NAAEF1) T EBR(EHE WIS BN A —T 7+ EBE ER KEFE I S—F
2018%10A29H(A)~11878H(K) SAKURA Science Plan 2018 Vietnam» 5S4 844
2018%9A5H (9K) Prof. David Jayne (UK) ADCHiz5RS ADCHt
2018%9A8180(+£)~9A28(H) £24[E MPOMIES ADCH# EEXS
2018%F8A31H (&) TAVP &S ESESFEE 114 ARERAR
2018F8A19H(H)~8HA26H(H)  TAVP Training for 11 Students (5-year) EZ/NB#HRR. /\/ 1 ERIKZ(ED Hanoi, Vietnam
Prof. Ulrich Speck (U.S.) and Prof. Luis

2018%8A108 (&) Felipe Flores-Suarez (Mexico) ADCHIzAR ADCH
201857 25H ()K) ADCHIBISISRE Y754 bV RY 42 Dr. Harry Malech, /)NE#th#i% KER BEE
SEDA N MEER (2019.1.1~2019.6.30)
=k ANV N RERE
201956/ 7H (&) B [BREDTZv I 7T K] AREXRKGED RRESRIE. TR TR TFER
2019458148 (K) FEHEETE R RAEF v N\ AHEEZES. ADCH FRERAHE
2019%5R 138 (A)~6ATE () E¥H6HELE(3R)BHBSC Univ. Pennsylvania, Philadelohia, Cambridge

-~ The 19th International Vasculitis Philadelphia PA, United
2019%4778 (8)~108 (K) and ANCA Workshop States of America
2019%F2A23H (+) %2/ Stem Cell Transplantation Consortiumas RA ERMR
2019518298 (X) %1[E Stem Cell Transplantation ConsortiumER&E $AMSB . MIFES. HFiEsE Vinmec, Hanoi, Vietnam
20191 A11H(®) F2R M AtF1 )T HBR(BAE)  WWE BEMNAFE—TT(BEEER AFH BERE
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