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Form#EZETEHETHEZ. BFEEFHFHEL L. EZE0LLH
TSR EEERTS RN YICCW

BFEERcHNEETERTHGTE. TaskOBRIC2WTREBRTERaNTWIEET YD

Task CIEET M REEROHICH 5, BECHENEESPLOREENTTaskH E I S EE
FELTVEAEFECESL-L0EEES L ICEETNERV BT, (EESEIL RN L
EXTEETRETLTVWART, TNLERTEH B3 SREFR BV AHIELC, P47V
BEEAETNICES S,

LOEFOECS RS, EESE

CO|l=l|n| | =[]
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) & RA

T I7AT > AShkEX|
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ﬁ —
771
STUDY TASKS:«

+

VYAWRTUS -3y -

H

Medically Qualified/ Trained/Licensed Staff (41

Pharmacist (FEZ) |
Medically Qualified) Trained/Licensed Staff (440

Trained/Qualified 5taff
(F b= e s > 7)

1. Obtain/Conduct Informed Consent
([E&E R )

14. Manage Sl receipt,"storage,-"temperature monitor
;III |I. i} PUSih]

(RAERTE 0, 949,

18. Support for Informed Consent
CELEE R R

2. Discuss medical content of Informed Consent
CIC R [EAERIPE iRl - )

15. Prepare Study Intervention (51}

(AABIE DD

13. Recruit study subjects
(LR Y

Fn—F)

3. Determine eligibility criteria (inclusion/exclusion)
CHEFRTERGE

16. Dispense Study Intervention (51}

(SEOHHI L)

20. Obtain medical/medication histary
WA e S T G HE ol

4. Perform Physical Exam
LR, GEERD

17. Perform 5Study Intervention (51) accountability
(B EE R OITE)

21. Collect/process biological samples
R O fR L

5. Make study-related medical decisions
{ .II-.IhT o | |.|"|. L\ I I""“Ht‘u-

22. Ship biclogical samples
OO )

6. Evaluate study related test results
Lo S e R S T T

7. Assess AESSAE causality
(R YS/SAE O [E BRI

23, Use IWRS/IVRS/IRT
(IWRS/IVRS/IRT 1]

22T DA Z

24, Make (e)CRF entries, corrections and queries
{EDC AF1/MsaES 7 = ) [B¥)

8. Assess Safety notifications

(AR oo SR

25 Submission and query resolution of study data
{imaging, Lab data, ECG, PRO etc.) (&=}t

oz WAL i, HEfE=— 2, ECG, FRO LMD )

7 DIERX

HAEEERHFEC

X X7 DIBEC

Normal study work in our hospital is specified. In principle, personal delegation is unnecessary.

|'_| ]I'I'l]”"]I it

Sl FEFHE LT IR L

 IEEEE A 2T O Delegate 14 E

BEEHEIT

et a, )
Murses Collect biological samples (#4420 , Measurement of vital signs, height weight, etc. (¢ 28I, SEIIEAE L), Administer ‘ (Delegate L/ fd\ L\)
[ESHTED e randicina CHEAERS Y Dharialamieal finetian avammination fnlaetrnrardinmeane abe | OB RITERES e (0 8 0l A Ly 0 20 _ e
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VARTFUHSY -3y - AT D1

Complete when staff exit
during the study

Complete upon assignment of site staff (A £ » 7 O{T@EICE T HE)
(GBI CER R T LRSS
Signature
My signature below indicates Study Role Study Task(s) Plinitials and Pl initials and
Name that | accept the study task. Initials qasn & {Select from key) date End of task(s) S
(BB RTSERTEF TS (EE ) (dd/fmmm/yany (dd/mmm/y00) {ddframim gk
2] el
Example: K| study Coordi 17, 18, 20 pme 30/1UN/2018 bme
: ; ; udy Coardinator |18,
Katarina Koordinator 3MAY 2017 30/ TUNV2018

Kataring Kaordimator
Pl vty

Sub Investigator

1-8, 19-21, 26, 29

Study Coordinztaor 18-26
Study (Eoor:ll!"atorf 14-26
pharmacist
pharmacist 14-17

N I|:|7’._

= VA& T =51

== A5
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35,
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CEERRI D,
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EEN
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[FEXE - P2y EXE
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RSRTER (AA/HFEE

-PI
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Pl SIFEROBHEOBBICHENDDIEHREAF UIZIRIC
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#ID.

€N
« AILTADHE
« PIEFHRSE

AT

oz

BREENS (KA/RESD)

-PI
.Sl
-CRC
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+ CRCRI#FBRENBEODKRFEDZERT D,

(FF]
HOREESR

(FEFT]
* DILTA\DECHE
« PIEFHE

- EEXE
c AT

oz

oFE

-Pl
-S|
-CRC

+ Pl SIZP Y FOUBHEEHIET D,

<Pl SIEPEY EXE - BRXBEERT D, (Fhi. 26
[2¥a)]

- OFERIANTEE[C

PRV EXE - BEXE
* AT

- RBRESREE/BREDRD -V IEE

[m:3

[mEs:3

-PI

+CRC

Pl SISIIEADMEEZEHIRIT D,
<Pl SIBIEAZRET D, (BAFRER
+ OFER>AARRERI L

EBEELED
i

WERB IR OEIS L TREDIE

+CRC

- @ARNE
* AT

WRESREE/WREDRD -2V TEE

oz

+ CRCId, BHDBRERABEICRIOEFIvIURNE
ZAVNEREERUIRINEECSH U T\ DD'ERT D,

+ CRCIZT 0 kD)L TIIHIBIAEE UL EIRESES L URINE
FELICDNTI BRIKBESICHRR I DU-IEFICTRBEEET)

B CRCIZPI/SIIC THRERS DREBRIARE. BREEED. fBODBERAD
SNOBEREEZERDDZCRIRHBEEEE UICEERDT
)

* AT

D—oy—h

[m:3

[mEs::3

B EDFIBT

-Pl
.Sl
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HEECZIE T HBREC U CETHDIN 2R LT
2o

LT
-O—Dy—k

AE/SAEXIf

e

-PI
-S|
-CRC

+ CRCIIZZRAIICAIDDVisitdEDAEDEREZIER L. P
SIICHRSET D,

+ Pl SIFEZREBICAEDEEZERI D,

Pl SI3EBEBREERB L. AEDEREEDT D,

* DIVTEIC DERSNPTHDI L) [SAEDERE] 8
BR2Y v I DEBS) ENDNBRIICKRT L, BRI YD
BISMISEAE « SAETBIREIBIRRY v INAFTEDLIIC
EEH

AT
S

MEDRERR

oz

BN

-Pl
-S|
-CRC

+ CRCIZIRE LIZEKRZEPI SIICHRSE L. AE » SAEICE#ZST
DOHMEANL,

+ CRCIZHE « RZE, HEHY » PUIEERSEICERS T DNEBRET
ICEEER L. Pl SICHIBIZEIN<,

Pl SIFAE « SAEIC#ZET 20\ BREDKRSHFEDTS
=T D,

AT
cO=Dy—h

[m:3

SAEDRERS]

-Pl

+CRC

+ CRCICTHIDBEEICIEPI SISERONCIRET D,

+ SIHSPICHRET B,

« PO SHERRICIRS S 2.

« Plid, RSt EBBEICRESNLEFIRIC ULIZH VERIKES
NRET D,

- BHEE (FB) FCRCICEBNADLIICEO>TRD. 2
DEOIMIE R - 3T DEZSER.

- B2 (B - 1BHRB) BICSAERSESE (WRF2T
ESL) OBEBAEIEHCENEER L. Pl SINNIHTE
2L3ICTB.

* AT

SAERSE

oz

OFE

SEERBAE
(BRTJ0®
2)

BRREOER

* Lead Ph

-Ph

Lead Ph. Phi3. BREAZEMAZ TICFELEERT D.

- 5B/ FERBDOER (Training * DelegatesN TS
CEDTER)

+ BFOITORBHIREDHER

< BREAREER
+ Training log * Delegation log

oz

SEERBREDHEA

* Lead Ph

“Ph

Lead Ph, PhIZ/AREREMAZ TIC FEEERET D,
- EZH-USEOEEOHER (M0 - 2088
+ 2B DTraining. DelegateXiEBHEDER

+ PhIZEERIEAESZREISIC, BB, MASNZEREMZED
HEBE, MUICEESREOERERRT D,

< BREAREER

SBREAREDMNRE - Z8RE

+ Training log * Delegation log
- REBERR

[m:3

* Lead Ph

-Ph

Lead Ph, Phld, TERSRNICTFECERET D.
- BREAZREEDREEERROER

- REFIEORER CRERBRISONIG)

« Training. DelegateDZEEETMDIER

BEEERR

+ Training log * Delegation log

[mE:3

oFE

IWRSE %

* Lead Ph

-Ph
-CRC

Lead Ph, PhEULIICRCIE. FEL&a=kT D.

« PADY MREBEDHER

- IWRSERTIHEDHER

« WRSE#REDTraining. Delegate=iENEEDIER

 ERX-
+ Training log * Delegation log

[m:3

SBERERS. W5

* Lead Ph

-Ph

Lead Ph, PhIZRECE=ET D,

- BEREAREESOHER. BREAZDRBOA DR

. %58, Lead Ph. Ph®Training, Delegate=iEND
BEO®RR

< BRERAEERING (SRR, RAY. ESHOREE. B
H/BERITE) DR

- EREARDEBRUICRESHE UL RIIBBZHR Ui
- EREARERREEREERD 7 1ILICRE

* AT

D—oy—h

BREMAREER

Training log * Delegation log

[mE:3
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Delegation Log 7 7 4 7 v AR ic 2T

HRROXES :
Site Signature and Delegation of Responsibilities Log (UHCT Alliance) Ver.1.0 Feb.2024
Based upon TransCelerate V3.0 October 2022

AR 13 TransCelerate V3.0 October 2022 @ [ Site Signature and Delegation of
Responsibilities Log | #2ZIC L T, UHCT 7 74 7 v AMRDOKKICHE L 72 b DTH 5,

AR

- HAGER @B

- Task DM % 22 56

-Obtain/Conduct Informed Consent ([F]ZHif5) i+ Medically Qualified/Trained/Licensed
Staff @ Task IZFC#

- Trained/Qualified Staff ® Task & L T Support for Informed Consent ([FlZ#BhEEHH)
R EE

- Trained/Qualified Staff @ Task I Submission and query resolution of study data
(imaging, Lab data, ECG,PRO etc.) (7 —2 Dfefit & 7 = V3t (W, WET — £,
ECG, PRO 7% ¥)) #iaid

HEEERETTY (Delegate L7x\y) A& v 7ICD W CHAR

- Role (f%#l) Z & Icar¥i7y Task (§) % &E

EER
1. fEao@EM BRI G U C MRt <KL AREREAT > EHEBEST 2 2 &, £ OfhicZEH
ME TG A AU & 3, fadk e E R 2 5 2,
<ZHE W] BEfE P >
(DTask 6 H 0@ hn/HIBR
@QlEZE LD TH Y Delegate La\ A X v 7 3 X EBHNE OEN/HIFR
@A & v 753 % Task 0B/ HIkR

sk, Ak % B R <ZHATRERE T > ZEIE L 72 b D & fiaxtk e LT 24
BICiE7 v 2 — DLW THIEIC L TH LR,

B) 7 v 2 —KREICHak ver ZBFLT 5

Site Signature and Delegation of Responsibilities Log (UHCT Alliance) Ver.1.0 Feb.2024

Based upon TransCelerate V3.0 October 2022 (Tsukuba Ver.1)
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2. TRICOWTIIFEEMKIES & gD ERGED H 5,
- EC#ELD 7\ Task 380
- WRBR L L CfT ) EB B E O HIFH LOHIkT T X 5008 D

* GBRIC X o CTUTEHE L 13R R 2 A7 — v 2 w7z FEFHIE H CE‘Z%T%’@

BTHYV MR E L CTEELER LHIIN 25603525, 2D X5 2
BN+ Delegate T35 A X v 7ITD W Tlgak s b8,

5%
ARy 711533 Task B DHF
@ Sr#HERT (Sub Investigator)
- BRAEER 2 1T 0 HA 139" &R
- RBEEDERE, AL R 82T S BA1R414-17" 2B
- IRT DEEZAT 5 5E13°23" %3 §E
- EDC O#F %17 5 Bi&1d 24" % 85

(@ SEH|Ef (Pharmacist)

- IRT DEEZTT 9 HA&13423” 28
- EDC o#1E% 17 5 G& 13 24" %670
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P AR
Site Signature and Delegation of Responsibilities Log @ 7;.1, PUR
Study Sponsor: Principal Investigator:
Protocol Study Number: Study Site Number:
Country:

PLEASE REFER TO THE GUIDANCE DOCUMENT FOR DETAILED INSTRUCTIONS ON THE
COMPLETION OF THIS FORM. (AEEHDIERICEE S 2 7EMl i, 74 X v 230
(TransCelegrate) # 83 %, )

THIS FORM IS TO BE COMPLETED FOR SITE PERSONNEL INVOLVED IN THE STUDY TO WHOM
THE INVESTIGATOR HAS DELEGATED SIGNIFICANT STUDY-RELATED DUTIES. THE FORM IS TO
BE COMPLETED PRIOR TO CONDUCTING STUDY RELATED TASKS. (AR 1%, FEMEMERIC B
T, REBHESZ P MM LB 2B ET 2720 %8RS5, AT, SEREDEERIHA
ACEmME 2 5, )

THE PRINCIPAL INVESTIGATOR IS RESPONSIBLE FOR ALL TASKS CONDUCTED AT THE STUDY
SITE, THEREFORE THE PI COMPLETES THE SECTIONS INDICATED BUT THE PI IS NOT DELEGATED

HEY, DD, PLIRRENZ®7Y a v ERET LETHEAMROIFEDER 2RI NA
W, )

THE PRINCIPAL INVESTIGATOR CONFIRMS TRAINING APPROPRIATE TO THE ROLE AND TASK IS
COMPLETED BY SITE PERSONNEL. (Pl 1%, R X v 7232 D&%E| L %5108 L - BdED kL
—= VI RET L RMERT S, )

THE STUDY SITE IS REQUIRED TO MAINTAIN AN UP TO DATE VERSION OF THIS FORM IN
ACCORDANCE WITH SPONSOR REQUIREMENTS. (FEfifisk (3. KEE B AR %2 5T

DIRFEIC T 2D DH %, )

N e
SPECIFIC TASKS IN THE TASK SECTION OF THE LOG. (Pl (3. M[2-Cole X 417 4 C m 2 ic H L IN THE EVENT THAT THE PI CHANGES REFER TO THE GUIDANCE DOCUMENT. (Pl 235 8H &
N7ELEE. A XV ALERSHT 3, )
START OF STUDY DECLARATION: (to be completed at the start of the study)
Name of Principal Investigator Principal Investigator’s Signature* Principal Investigator’s Initials Date (dd/mmm/yyyy)

*My signature confirms/acknowledges that the information contained here is accurate and that (FADE#1Z, ZZCE TN EWMOBIEHRTH I L, BLURRDOZ & 2R/ AET 2D DT

Hb, ) :

¢ | will remain responsible for the overall study conduct and reported data. Glii&koEfis L OHEINZT -2 ICETEZA S, )

e | will ensure study oversight. (s ICRERZEET 2, )

o | will authorize the delegation of study-related tasks to each individual as listed.
e The study tasks listed will only be delegated by me to skilled and qualified staff appropriately trained for the role.

CDARETT 5, )

(YA NIRRT T 2 HEBRBH OB 2 KNS RET 5 2 L 25T 5, )

(Y R PSRRI N BT 23l e T - ER0H 2D O

¢ | will ensure that all personnel assisting in the conduct of the study are informed about their obligations and will not have performed any delegated study-related tasks prior
to appropriate delegation and completion of study training appropriate to the role. GiiZ X483 222 % v 7 ICEBKICEHET 2 EMARME I, Y% b L —= v VB TENICERT

INEEFEIToTwR W & 2T 5, )

e | will ensure that site staff receives, in a timely manner, the appropriate information and training for delegated tasks. (2% v 7 BRER(LINEHD -0 DY R IERAT L b L

— =V IPERICITAS X DT B, )

e | will ensure that any and all changes in staff or delegated study-related task will be recorded in a timely manner.

Xoicd5,)

(R 2y 7R RESI N HBRBE O EH O LT AL S 15

END OF STUDY DFCLARATION: I confirm that the information contained in this document is accurate and comnlete.
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http://www.transceleratebiopharmainc.com/assets/site-qualification-and-training/

Site Signature and Delegation of Responsibilities Log

S KERREFRES
(é’ PSTPUA

University Hospital Clinical Triol Allionce

Study Sponsor: Click or tap here to enter text. Principal Investigator: Click or tap here to enter text.
Protocol Study Number: Click or tap here to enter text. Study Site Number: Click or tap here to enter text.
Country: Click or tap here to enter text.

STUDY TASKS:

Medically Qualified/Trained/Licensed Staff (#8/ZH7)

Pharmacist (%3147) ,
Medically Qualified/Trained/Licensed Staff (%#8/Z&4F)

Trained/Qualified Staff
(FL—=>2381 XXy 7)

198

1. Obtain/Conduct Informed Consent 14. Manage Sl receipt/storage/temperature monitor | 18. Support for Informed Consent
(A =HAS) GABE X, R, REEH) (IR = A BhRIEAH)
2. Discuss medical content of Informed Consent 15. Prepare Study Intervention (SI) 19. Recruit study subjects
(IC 1o 5 EAMNA DR - tiak) B E o HE() (HEEE DY 71— +)
3. Determine eligibility criteria (inclusion/exclusion) 16. Dispense Study Intervention (SI) 20. Obtain medical/medication history
GERE M ERR) GEEEE D L) (BEAERE /A BEAE, DEFRZE DRERE
4. Perform Physical Exam 17. Perform Study Intervention (SI) accountability 21. Collect/process biological samples
(BiRMts, 2%) GRBREE IR 0 FU8%) (Wt o BRHL/ALER)
5. Make study-related medical decisions 22. Ship biological samples
(FRIBR I B L 72 R 22 i1 1) (B iR D F83%)
6. Evaluate study related test results 23. Use IWRS/IVRS/IRT
(R 1< B U 72 M et SR o0 3P (IWRS/IVRS/IRT D)
7. Assess AE/SAE causality 24. Make (e)CRF entries, corrections and queries
(HEHER/SAE o KRB R i) (EDC AJIMEIE/ 27 = ) BIE)
8. Assess Safety notifications 25. Submission and query resolution of study data
(4G R o FTH) (imaging, Lab data, ECG, PRO etc.) (F— % o2t
&7z UG (HifR, MET — £, ECG. PRO 72 L) )
9. Unblind/Unmask 26. Report SAEs
(ERfEER) (SAE ##)
10. Sign off on (e)CRF visit data 27. Manage IRB/EC communications & submissions
GEGIHRE EH~DESH) (IRB f&HI3EH 0 EH)
11. Other 28. Maintain essential documents
(A B AT RS OB
12. Other 29. Administer Study Intervention (SI)
o E)
13. Other 30. Other
31. Other




A

K597 D7 B R 5L B8R
PSTPUR

University Hospital Clinical Tr

Site Signature and Delegation of Responsibilities Log

tiol Allionce

Study Sponsor:

Click or tap here to enter text. Principal Investigator: Click or tap here to enter text.

Protocol Study Number:

Click or tap here to enter text. Study Site Number: Click or tap here to enter text.

Country:

Click or tap here to enter text.

Normal study work in our hospital is specified. In principle, personal delegation is unnecessary. (BEPNEEFICE T 2 EBIZLL T IR L, FREEAIC2» T D Delegate 13 R E

s -

Nurse Collect biological samples (if&fE0) , Measurement of vital signs, height weight, etc. (X4 X VHITE, H{ARHIE 7 &) , Administer
(& ittt/ i ) medicine (3EDi%5) |, Physiological function examination (electrocardiogram, etc.) (EFEESRERE (LEBEXRZR L) )

Medical technologist Collect/process biological samples (#f&<EEHEY/4LE) , Laboratory tests (Bif&iRTr) |
CRRAE B2/ B Physiological function examination (electrocardiogram, respiratory functional examination, brain wave examination, US, etc.) (4:#

Heretdr CLEX, METEEE, B, &Rk &) )

Pathologist Pathological diagnosis (JEEIZZIT) , Pathology specimen manufacture CREUAZEAER)

(BRER)

Radiologic Technologist
(R SRR

Image inspection (X-ray, CT, MRI, scintigraphy, etc.) (Hi{&fi# (X #, CT, MR, B> v F 7% &) ) , Radiotherapy (iU #iE#E |
Diagnostic imaging (Hif&z2 )

Pharmacist (except delegated)
AR /2

Manage medicine* receipt/storage/temperature monitor il Z%H, A%, REEHE) , Prepare/Dispense medicine™ (FEH o
JIAHE L), Perform medicine® accountability (&FRZ @ iték)

* exclude medicine provided by sponsor (Study Intervention, Pre-medication, Other concomitant medication, etc.)
(AEE RS LA o 35/ GRABREE, Aii3E, Zz ofho 3R L) )
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Site Signature and Delegation of Responsibilities Log

S KERREFRES
((n'\’ PSTPUA

University Hospital Clinical Triol Allionce

Study Sponsor:

Click or tap here to enter text.

Principal Investigator:

Click or tap here to enter text.

Protocol Study Number:

Click or tap here to enter text.

Study Site Number:

Click or tap here to enter text.

Country: Click or tap here to enter text.
Complete when staff exit
Complete upon assignment of site staff (X X v 7 DIEMBICTE T 5 3) during the study
GRER R CEB AT LE5E)
Signature
My signature below indicates Study Role Study Task(s) Pl initials and End of task Pl initials and
Name that | accept the study task. Initials (1)) (Select from key) date nd of task(s) date
R OBLIRREH 2T 5 (BT (dd/mmmyyyyy) | (A/mmmAyw) | AYy)
TLEREKT S, )
3 NVAY 4+
BB fET SBER BT Le Study Coordinator 18-26 TC 30/JUN TC
Hanako Chiken Hanako Chiken 31/MAYr2017 72018 30/JUN/2078

Sub Investigator

1-8,19-21, 26, 29

Study Coordinator 18-26
Study Coordl_nator/ 14-26
pharmacist
pharmacist 14-17

INVESTIGATOR SITE COMMENTS (optional): (all Comments must be signed and dated)

200




Site Signature and Delegation of Responsibilities Log

®

K597 D7 B R 5L B8R
PSTPUR

University Hospital Clinical Triol Allionce

Study Sponsor:

Click or tap here to enter text.

Principal Investigator:

Click or tap here to enter text.

Protocol Study Number:

Click or tap here to enter text.

Study Site Number:

Click or tap here to enter text.

Country:

Click or tap here to enter text.

Complete upon assignment of site staff

Complete when staff exit

during the study
Signature Study Task(s) Plinitials and End of task(s) | Plinitials and date
Name My signature below indicates Initials Study Role T —) date (dd/mmm/yyyy) (dd/mmm/yyyy)
that | accept the study task. (dd/mmm/yyyy)

INVESTIGATOR SITE COMMENTS (optional): (all Comments must be signed and dated)
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Site Signature and Delegation of Responsibilities Log

®

K597 D7 B R 5L B8R
PSTPUR

University Hospital Clinical Triol Allionce

Study Sponsor:

Click or tap here to enter text.

Principal Investigator:

Click or tap here to enter text.

Protocol Study Number:

Click or tap here to enter text.

Study Site Number:

Click or tap here to enter text.

Country:

Click or tap here to enter text.

Complete upon assignment of site staff

Complete when staff exit

during the study
Signature Study Task(s) Plinitials and End of task(s) | Plinitials and date
Name My signature below indicates Initials Study Role (T —— date (dd/mmm/yyyy) (dd/mmm/yyyy)
that | accept the study task. (dd/mmm/yyyy)

INVESTIGATOR SITE COMMENTS (optional): (all Comments must be signed and dated)
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No HYZ&

BERE L OREBOBEDORE
1| BEEBERREBOBEEZINET 2 &R (BEEZHEEICTZ T EIFHELL)
21788 (KEE) IC£ > TREXRBOHE ICHRHDOENDH D
3 BEEB/RERCRKRRT H2RZ Yy 7THT I T — b aROONDZZENDH B

4

BEEBANOFIEEX2EHTZAE Yy 7EADT VS —> 3 v IZREH

e

74— L, RBHICEATSIER

FormMWRFLHTH D, BAFRIBML WV, RFOILHARFL DRRDEVWDH D, =&

5
BRI EEBFRABRTNHAYICCW
6|PIO—EmEEBELNNAITHD, PIOXXVEEHAMNBEE L TWS,

KEEZ LT+ —LDRBYH— LA TEL L, KEERADOERAMEATH 5.
KIEESOPDET KD LN D

AZV v ILHAREILAZ Yy JOREAEICODLWTCREILICALAEWES ITRKOOLNE, 1 =¥
EWSIEAZ DL TR EDFEKIT R ULD,

BEE. BB, BIEICEBL T, A WMESEZEREINDM Y ICCWHDIZHR 7o, AL

10

BIE - BIBRDERICPIY A Y ARE, 7L 7Y > FDREBEBIESLPHEIEE. CRCICKL B REH AT
e SN TWBERT(delegatefBiA/I8T B) B K DBRBENBLE & 72 > 72BR. BEHNAN
BTH-1-DIT, PIOEREBLZODBREERIN: (F—N"—0FUTF 4 TlEBRULAL

CRAICHIELE-E ZA, NELE-T)
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11

StartDate°DateAuthoritized% E D HfHZT 2 DOA LT 2, KEEZCICHFDIIL—IL
NELRS

12| EDRBLEBIER (ICEYS. AEQHIlTA L) E7LEIFELT<NTHRLOTIER LD

13

Delegation log& Signature logld—@#EICE T, BITERT 25170 WLwAd Lkn, £
5 Nifdelegation logll I BB DEBLZITRETIERTE 579,

227 DAE (BARELL) - 159 %F

14| 227 ORBMVREICTRINTWER W, MEEDICKEZELLTWS

15| 227 D5/ VR (CHE LEMZECT

TBEEBICZ RV /BRENEL D BRI EICAR T DERNERD 12O, Hi—HE#HL L,

16| 2 R 7 OR|HINEF T, FFEFH & ORGTIT R DH Y H

17| BABICRL THERIEL’ DAV ICK KX RIDEYIRY ICH - 7=
18 REEBTEHEEINTWSTaskTlE, BEICELTLWAWI EREZCITRTERBESARITN
s FEERICEL D
MeER {8 o> FEIRE
19 CRCICE T, RIFANADERDS (EZX—DDLDERE\EEZZDFEZIFAND, WS %E
WETHRE)
20| Delegation LogD{ERE N EEHARZ B L TL AL
Z Dt
’1 HMbENTETWD, BAREBERNOERICE LB EZE > TWDE R Xy 7HTZ LR
BHRWEEZ D
22| R X7 DfF5%CRCIC—EL TLK B2 E=ZX—DHEITWLD
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23

RRYWEET D LICEH EDelegationZFAL T, BEHF-RXRX I/ DESETHL T
Delegation L 22 I MLIE A H A WEHERN B - 7=

24

LIRTIEEEL TOARWTaskhSRESNTWD CREED Y T NILARE)

25

Delegation LogTIER WEH D TEFETEZNEHL DA Taske L TCEEHINTWDE (REy 7
DENBROEELR L)

26

Delegate ST WA WEHFIERAAERE, ARFEAELZ AR, AR, EEZT-TLE-7
M. EDHICHAROERTHY . IRADFIEEZ LY AR VWEISBEIN TN E I, @it
b -7, Delegate T 2 EHRN LK Oh B -7,

27

BEHMEBORREDADT IS — T EZEDERLH D DD,

28

WEEICT ) —FT— T 23RKy 7OHBEHIERLR D -HIRHEDH R

29

AR L ICHBEDSDEICAE D

Zzoftt (BR)

30

EFHLI-EMDOBERIZALY) —ICAFTELWVWELDH D, BLICEBREBHERICERLNDT
HNILEBRITAZITOBEIZIAVO TEBEZ A LY —(ZDeleationDEndZ &, L & LT NIX 7
S5RVDH, METEZEHRIAY 720, (RREXALY —ICIBIET 2 0BHIZEREL T
WE9)

AZ v ILEEIZOWTIE, T EIMLETERNERDIEA S D,

BLFEFIZHBE LAV ERD >TVWTH, BEEEMICIEIRTDORR 7 Z[ELTTAT Y MY
MEBRRZZATICOWTWETHT Y MERTRELRDIEA S D,
» FARBRAFARICIEE 256, EORRBRICAZT V- Lo TLES, TUS—+
DHEIIEZDRMAHEEER S,
33Bzifﬁmn?uf—#?5%?ﬁ%5@#%buo%%@%%fawnw\%ﬁ%ﬁ@
B - B AhEV X b TRETERVLDD,
ER - BRZOBER. FLEREVSTIEERYVIBETHORDT, RZy 7OHAY A
B4IBLVWDT, A T7RZANCHOETCT IS =2 a v HXMICHIGTESLLHICTES &

BindERBVET,
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BRI N—T I &k BERRE - REE

BIBRTRET DI ENVEEEZE T, BREZRY KRS, BREAHBTCORE. BRAEFIETONISAE
EDOBRBTRODZDL—ENEBVET,

KRELBENMVERI LD HY ETH. ERNICRIBEREE TROILENH D EBVET,

BELEDERAITI AX Yy 7ldDelegation LA WZ & ZLoglCBARE T 5 Z & THIGAIEEN L BWE ¥, RER
iR T DD THNILDelegationT ZRNEALBWETH, BFEFOHFEARN O (B2 1L MR TE DA
E) ThhiEDelegate "ERIFELH D EBWET,
BEZSEOERA1T5 XX v 7ldDelegation LA WZ & ZLoglcBAREY 5 Z & TRIGHEEN EBWE T, 7T 4
Ty ARAE TSR IZE 0,

HARDHZDHETH > THGlobal CEEFDOHBR L ALY TT—2NET2H0LH Y REBTORLIEPL %15
BVEBVWET, SEMRELTT I TV ABATRAFBEHEL COETOTIBRILI,
TaskDEEFRICDOWTIZABR TERENTWELEKEA EDTask TBRT 2 MR OHI L W EBWET,
DETHNIEH DN LOBRESIN/TaskHNE I WIS EEZEBLTWEIHNERICEEH LD ZHBRTERT 22
ETTIREEE EOBEIEABICAS EBVWET,

TasklZPl 5 X & v 7IZDelegationE N2 1H DD TPINANAZHERL TWB I EIFHETT, PIICLBEE4
NDEBZCTaskitENERKIN S DIIPIC L 2HEROERAEBWVWET, PIhn XXy 7~DDelegationlZ>
WCHEER T/ AL X ZBELRPEL’ TENEIRDO 7AL X TAL THRBELR LA LRV E T,

mwﬁﬁmﬁ%ﬁﬁﬁ%ﬁtﬁ@’tiﬁgiﬁhoﬁ%ﬁﬁ@%ﬂ%ﬁéﬁﬁb FEARICELTHELESZ
THRRTHINEBVET, 77A TV RERAZERLE LD TISRBWLLZTNIETEREVWET,

7o, MR EFERT S 2 &%mwfmwé&tiimtfb<t SURBNMIEBTOTIFEL A LB WE
ER

TRTCELGTHIGLESER (1= v) ZEbEVWI L ETNIFEHIEITENEBVET,

BETEIA= v ILIEERBIT 2HENHY £, W OTHE., TK-T.Ka, T.KIimD & 5 IZXBIT2)
GCPTIFKEERAN DAL R I LIETEEF VA, RBREBFOMEKRAZ/ER L. FEHICBLTRLESZ L
THRARTHINEBVET, 7I7AT7VAKRAZERLELIZOTISRVWAELZITAIEZEEREWET,

Fro, BEERZFERT S L ZSOPTED I HREXENMLTELE, SYBREAMPEBTOTIIHRLAELBWE
ER

L7y FOBEIFPITALTHERVWEBWVLET,
Delegationd 2 D IZPITH Y B/ THICE L TIZPIARE TS DB ULE T, DelegationBta/# & T HIC
B L CIECRCOEH TIEAAIZEBWET,
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TR T O RZRONIERVEBWET,

Date Authoritizedz KO ONT=Z EABR VWD TRIERTEEFHAN, DA EDL TV XL L — FDOERAITIE
HYEEA

MERAIOBEMZEA T, BENDERGEIIRTLADSL I ETRVWEVLET,

TLHFZETHBELRWEBWET, 7747 ARA TlZRolell/H LcTaskDZEEHZRELEF LD TISBLE
I LY,

kEEERR TH > THDelegation logs Signature logh' —EDH DRI DL DAH Y £, MRS L TERL
PFT VKRR ZERT 2 2 & TREAVWERVWET,

7=72 L. Delegation loglD A X v 7 DEL|IDelegationd N/ Z & &2 TEARTIEKRET>TWVWET,
Delegation loglRD X & v 7 DBL % BRI 231552 1d5)&EDelegationCBB L TR Z v 7 T&AL 7§ DELEFEA
WMELEEZET,

TaskDEEIRICOWTIZTBBRTEREINTWDEL%Z EDTaskTIERET 2 IR RO TLWEBWE T,
DETHNIEH LN COFREINTITaskA EDWHEFEZIEL TV AN ERICHEH L 7-bDZHERTERBT 52
E TR & OBEIIMABICHE D EBVWET,

T7AT v AKRATIEFSEMIAR, RolellIG L7zTaskDEZHREL X LI-ODTISREL/IZE L,

T oA T AEKTIZRolelZIG L7-TaskDEAZE L LD TISHEBLL LI L,

TaskDFRIRIZOWTITBEBRTERIN TR EK A EDTaskTIEET 2 IEBBEROFITTCLWEBWET,
MBDETHNIEBH LN COFREINT/TaskA ED WO EFEZIEL TV EHMERNICEH L2 DEHEERTERT 5
& TIRBE EDHBEIIABICARSZ EBWET,

T7AT Y AFEATIESEMR, RolellSL7TaskDEZZELELIZOTISHIIZEL,

HBRHEBOWERAEZIERT A & TCRATEIANEBVLET,
AT AFRXTIESEMNMR, Rolelllb L7=TaskDEAZZTEL X LD TISEBLLI L,

ARHBOMEREAEFERT D ETHRRT 20 EBVES,
TIAT v ZARATIESEMNR Rolell/5L7TaskOEZHFE L LD TISRILZI U,

BEEREATTO R ZRODZVBELNH B EBVET,

GCPTIIMBEERANMNABLHZTO I L IETE LA, ABREEOEEEREZER L. ERICEBLTEHLESZZ L
THRRTINERBWET, PTI7A TV ARAEZERLELIZOTCISBW LA TNILERWET,

Fr, HEEREREERT S EASOPTEH IR EXENRLTHELCE, JYRBAN’BEBTOTIIAVWAEBNE
ER

EEEKREF L T THDelegationENTWAEWVWD THNITERES IFTEAVWEBWET, FIZ ITEFNEFER
BREDCRCTH > THRBEBTEICEAT A TaskhMfFTE SN TUORITNISARBREORZ/BEBILTEAVWETWE
ERR

HON L OIERRINTERET DI ETHRRATZIAEBENET,
T AT AERTIZRolelC/HE L7-TaskDEZBEL X LD TISBIE L,
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oo 2L L—bDBERTIETaskz THRLIEIEEZRRAZ Yy 7DBELHMNMBIFREL TWET, TaskzBMNT 3 &
LEHFADBZITEBMEI N/ TaskliIH L TTARLIZZ EICIERBEWEBWET,

L TBESZHTIN., BEEL7zTaskiCBL TTALIZEWS OAX VY M EEBEAAZ Y TIDALLLIRELNH S
ERWETY,

HOD L OIERIRINTERET A E TRRARTZ2HhEENET,
ToATVABRATIIRERDTaskBEEZRELEZLI-OTISHELIZE L,

HODUCOMERRANTERETAIETHERTEINEBWNET,
To2AT VY ABRATIIRERDTaskBEEZRELEZLI-OTISHEIIZE L,

FAElE L TaBREORE, AR, EBE B 4O EXENIE, BB TaskicDWLWTDelegation L THE L EDH
ZEBNET,

REECTCREWESINEZHBLHY FITH. TORKIIEL TCHELZex2BHOLET, £7/-, BRE L TRERSE
D Delegationzd > THIG L TWAIHEIESOPTESH 2R ETALRZHATELLIICLTHELERVLWERN
£9,

EEN, RERMIEMOEROL EEHEEZTVWETOTREZIZPI/SINELE ST ZERZTIIETHRRLT
War—XbLdhY £ET,
MR & L THFRE DDelegationz 3 > THIG L TWBIHEIISOPTESH 20 E VAL XA ZHATESLLSICLT
BCERWERBWET,

R EICEZNED DT, BREONSEPCEZBELLAEBVET,

BEEtRICT 2 LI TEERLAD, BREREZFEHTHIETEETZL2ARLH D EBVET,

FRICERINBRIIH) FEA, FPT VAL L —FOBEATEHERAEE L TWB7-0ERIND DTl
BWTL&OID?
| will ensure that any and all changes in staff or delegated study-related task will be recorded in a

timely manner.

BEET A XIVERBTEIHELAHY £, W OTHL., TK-T.K T.Kimo k5 IZXHIT 3)
PUEHERICEE L TOBRKREEZEI D TETDTaskHBENEBWE T, SITHRWEB WX I AMKEE & s
PEMEBNET,

Delegation LogDRASH L F A —%2FETEI2RRIAEE LW EEZF T,

ICHEXETEET 258 ICIEERLEBABRIERENZ D TEA2 TCORBIIRE, EBbNET,

BIRTHREELN DD RARy 7%2EHE, IR DEIFHAWERBWET,
Delegation&ENTWVWA R Xy ZIZWH L THEDPKEIZ L —= > FLoghERENFTA [EXRDIDH L —=v
TEREWE, BREBICEED D ZRBREBZEMT 5, | LLWo7RBHRTIERTESZLBVET,
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EREFICATIRY &

No HYZ&
A=Y VHRILREZ v 7 DR/
14:9v»ﬁﬁu%é\Oﬁﬂtﬁawﬁmﬁﬁﬁjtt£@6o
YA UMD OREARLEE LA =Y v LICOZFIT 55 EDORISIEARETIZER LA
2@%?%5&5K£itwﬂwﬁbtm\E%T%%Jit%%bt%%\%ﬁﬁﬁbﬁm

A= v LT 5Tz,

BEHROLVWELOER (BEEFLELET)

AZ v LDRLREZ Yy 7TREBEALAEVA Z S v LEEFLAER, BFshTuian

3
1A= vILAMER I N
41 BFINTWARWETIERAER S N
S5l/NXF, AXNFE, AREIDHABREBBENLZWNAR Y 7H WD
6|EBARBELREBOMAZRO O, BLZEBAFICRYVEL A7
T XFOFER (BF. FHVBEN:) PRBI-OBLHEICEBRET 5 LI KD LN
B BFLITTBEL LD, BFLEITOBLZOELRE KO b7
EN$E oD B #%
9 FEAL CTWAHEZE2TIRT L O IBRENEADERICRERLH 5
10 |ENSEZ SLET 20D
11 [ BLEHFICEFE L TWBHEEDERARA]
PIZEEDOBERK
12 Delegation Logé —#ThH Y & THEIER LT

215




13|Delegation Logé —tATH V) 2 THIER L 7=, Note to FileZm K DEIERTIEX X2 DH ?

IR EICL DO EERONIG

UNEh>TBRICT IS —avndé, ZOMIRNTOEEOY A VA TBLI-HAHER
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ICREED DD, A— A TH 2 EHNRHETENIEFBEIT R, BERETIERWLA?

Z it

15| AR EICHRAD EL S 1o BEEAEM

16 | IRBERA TRARN—R P 7 + ¥ b Y A X7 EDREHARAL, KBEEKRXDIERD WA

17 |SEELH O A DUREE R,
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BEETLA Vv VERAITEHENHY £, Bl OTHT, T.K-T.Ka, T.KimD & 5 IZXH]9d %)

RAT2HBIEHDEBVET, A= vILaFERALAVW EBWIBENEBVET,

BHRENTOELA L v LEEATERLOT, 423 v LEEALAN L HHBHEN EBLET, Hhh
WA ZS X LEBFRSTDIENDRIDII—LDT, TORKXy 734 = v Z2EHRLEWL (EhEw) &
LTHLLEBNET,
EHRINTOAVHNRERTEARLOT, HZEALAVWI EBRERI EBVWEY, BELMEDOEHDHT
HoTHRABTEZRANPEE LWL EERET, B BRBALLAREERROECICBEVTELALY) &
HHEICEREOBLHNE LR LI L TRISTI2MELNHIANEBVET, Hi— LI — L TERHNEEZER
$T52ET. CRCALDIENHKZDEBDBVET,

EEARDEZERVET,

BRBERD LBVET,

EEARDEZERVET,

LRRCERT 2AHEENH DR OMELLBVET,

FERTZ2OTHNIEEFRIILHNETT, HEORHIHI2NOETOEBTHELWVWHIRTIRAVWDT, EFEZ LI
HELTHREWLWAE LNEEA,
BADEBTIERNANREZ E VWS ZEZEBVET, MEDEWTT D TKRESE EHENDENEBVET,
. EARAZOTHNIL, BEIMEIGHIRL TEL{ AN ERLEBIAN DTV EBR VXS,

RAEDITHDLFREALEBNET,
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o XELL— MRADFRATIE, TRHRORZRHNH Y IERT H I EIIHBALIEIINTLELA, £BD
D7ALRATHLT 20MEBEEELHELNIST 2 ETRVERBWVWET,

Change of Principal Investigator:

If during the study, there is a change in the Principal Investigator (PI) the following documentation must

be made.

OPTION 1 (start a new log)

- Outgoing Pl will sign and date the Pl signature line on the bottom of page 1.

- Enter a statement in the comment section of the form to indicate there was a change in PI.

- The new Pl will start a new DOR form by signing and dating a new page 1.

- Delegation by the new Pl for all site staff is documented on the new form. Date = Date new Pl signed

new form.

OPTION 2 (keep existing delegations and start a new log)

- Enter a statement in the comment section of the form to indicate there was a change in PI.

- The new Pl will start a new DOR form by signing and dating the top section of a new page 1

- The new Pl will enter a statement in the comments section of the original DOR form agreeing with the
existing delegations.

- Changes or new additions to the DOR that occur after a new Pl begins will be made on the new DOR

log.

Delegation log& Signature logx D F TIERLT 5 2 & THRIGRIBEN EBWE T, FIPINE XXy 7ITH5L
7-Taskz{BIE T 32 FERIIRTT H2MELNH D EBVET,

RELEBWEY, 272L, BRI TW2H0 (B zFERIT2LENHY £9,
—fle LT, BBBHEOBERZERBEINE L7=D. B—AMIZERET % £ 5 4 Note to FileDd % L. T
Vr7r—>raroli3sitEnive LTEELE LT,

HODLOTEERRAEZERT DI ETRRTINAEBVET,
TIoAT VAR E ZSBLLIEE 0,
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LTCHLEDZETHRRTHINERBWVWET, SEMRELTCT 7A4A TV ABRATIHRAEREBAHIZLTWETOT
TSBITE L,
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https://www.jpma.or.jp/information/evaluation/tiken119/219.html
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#Session 2; July 20, 2023

Japan-U.S. Research Collaboration Week - Creating Japan-US Research Highway -

“Tracking our health trajectories”

Session Outline
1. Contents
In order to ensure healthy and high quality of life in an aging society, we would like to aim for ultra-early
disease prediction and intervention, replacing the conventional approach of detecting symptoms and then
treating them. To achieve this, a multi-layered approach is needed, including cutting-edge research and
technology development and the creation of ME-BYO industry. Seizing the opportunity to bring various
stakeholders together at Stanford University, we would like to introduce cutting-edge activities for new
research and development and discuss the possibilities for international, inter-disciplinary, and inter-
institutional collaborations.
2. Date and Time
Thursday, July 20, 15:30-18:10 (160 minutes in total)
3. Structure of the Session
The session will be divided into two parts. The first half will consist of presentations by each speaker
totaling 115 minutes (5 speakers x 20 minutes each, 1 speaker x 5 minutes).
The second half will be a panel discussion of 45 minutes. In the panel discussion, the panelists will discuss
the additional aspects to their presentations, and points that they would like to emphasize, mutual questions
among the presenters, efforts to develop research outcomes further, and the future of international
collaboration.
4. Facilitation
The symposium secretariat will be in charge of the session management (time keeping, introduction etc.),
and Dr. Chung will facilitate the Panel Discussion in the second half of the session.
(1) First half of the session: Presentations (115 minutes)

* 5 speakers x 20 minutes + video message x 5 minutes, and 1 speaker x 10 minutes
(2) Speaker from Kanagawa Prefecture

© _Dr. Ung-il Chung (Executive Board Member, Vice President and Dean, School of Health Innovation,
Kanagawa University of Human Services) (20 minutes)
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1 _Initiatives for ME-BYO Index in Kanagawa Prefecture
[J _Future Prospects

"1 _Expectations for future international collaboration and

(3) Speakers from U.S.
o _Dr. Euan Ashley, Associate Dean, Stanford University School of Medicine (20 minutes)

"1 _Overview of the initiatives
[J _ Future Prospects

1 _Expectations for future international collaboration and cooperation

o _ Dr. Yasuo Ouchi, Senior Scientist, Altos Labs Inc, San Diego Institute of Science, U.S. Assistant Professor,
Department of Regenerative Medicine, Graduate School of Medicine, Chiba University, Japan

(10 minutes)

1 _Introduction of the overall picture of the “Werner” project
[J _ Future Prospects

1 _Expectations for future international collaboration and cooperation

Dr. Utkan Demirci, Professor of Radiology, Interim Division Chief and Director of the Canary Center,
Stanford University School of Medicine, Interim Director and Head of the Canary Center* for Early Cancer
Detection (20 minutes)

(1 _Introduction of the overall picture of the project
[J _ Future Prospects

1 _Expectations for future international collaboration and cooperation

*Canary Center: A world-class research facility specialized in early cancer detection programs

Extracellular vesicle

(4) Video message from Director of Moonshot Goal 2 Program
o _Dr. Gen Sobue (President, Aichi Medical University, Director of MS Goal 2 Program) [Video
message| (5 minutes)

1 _Introduction of strategies to elucidate and intervene in ME-BYO (unmet medical conditions) (including
an overview of Moonshot Goal 2)

"1 _Introduction of the overall portfolio and explanation of the positioning of Project Manager Dr.
Matsuura's and Assistant Prof. Hayashi's lectures within the portfolio

"1 _Expectations and calls for future international collaboration and cooperation (expectations for Stanford
and Kanagawa Prefecture, etc.)
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(5) Speakers from Moonshot Goal 2

o _Dr. Yoshiharu Matsuura (Director, Center for Infectious Diseases Education and Research (CiDER),
Specially Appointed Professor, Research Institute for Microbial Disease, Osaka University; Program
Manager for Moonshot Goal 2) (20 minutes)

1 _Outline of the project, concept, approach to ME-BYO, research content, etc.
[ _Latest research progress and outcomes
[J _ Future Prospects

"1 _Expectations for future international collaboration and

o _Dr. Shusaku Hayashi (Associate Professor, Institute of Natural Medicine, Toyama University) (20
minutes)

"1 _Introduction of the overall picture of the AIHARA Project* (especially the fusion of biotechnology and
mathematics that the AIHARA PJ aims to achieve)

1 _Research outcomes of Saito G, Toyama University
[J _ Future Prospects

"1 _Expectations for future international collaboration and

*AIHARA Project: Challenges for Mathematical Comprehensive Understanding of Complex Organ
Regulatory Systems and Ultra-early Precision Medicine

6) Second half of the session: Panel Discussion (40 minutes)

*5 persons x 3 min.= 15(min.(Questionl),2 minutes(10min) x 15min(question3)= 45 minutes

] Any additional comments the presenters wish to make regarding their own presentations, and/or points
that the presenters would like to emphasize. (15min)

") What kind of international collaboration they should expect in the future in order to develop their own
research outcomes (e.g., moonshots, ME-BYO Index, early detection of diseases, etc.) (15min)

") Summary and statement from the moderator, Dr. Ung-il Chung (10min)
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JAPAN-US Research Collaboration Week July 20%", 2023

Deciphering the Molecular Mechanisms of Aging
Using Werner Syndrome as a Model

Yasuo Ouchi

Assistant Professor
Department of Regenerative Medicine, Graduate School of Medicine, Chiba University, Japan

Senior Scientist
Altos Labs Inc, San Diego Institute of Science, U.S.




The Problem of Global Population Aging @'ﬁ?ﬁj&"“”d-”‘*q“h

&Y Organization

« The pace of population ageing is much faster than in the past.

* In 2020, the number of people aged 60 years and older outnumbered
children younger than 5 years.

 Between 2015 and 2050, the proportion of the world's population over 60
years will nearly double from 12% to 22%.

Japan is by some measures the
‘ oldest nation in the world, with

29.1% of people over 65 years old

16.8% Americans are
now over 65 year old

Super-aging society is a critical and important
global social challenge to overcome
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Werner Syndrome: A Model Disease of Human Aging

Werner syndrome (WS)

_ ® \WRN gene (RecQ-type DNA helicase) is the responsible gene.
e v ® Autosomal recessive inheritance.
® 80% of the world's cases are reported in Japan
® Estimated ~2000 cases in Japan. Prevalence in US is 1/200,000
® The exact number of WS patients worldwide is still unknown.
® The mechanism that leads to accelerated aging is still unknown.
L _ : y s ® No effective treatment and No animal model is available.
15-year-old = 48-year-old ® Best human model for elucidating the mechanisms of normal aging
Accelerated aging
Clinical symptoms Major symptoms that share common Symptoms specific
3. features of general aging to WS
Disease opset: 20-30s , ¢ g _
I 2538859 % Diabetes, _ Severe skin ulcers
Q 08 38 3528 5 Metabolic . . Malignant _ - a |
g g ; 5 9§ 1B :48° abnormalities "o OSCIeTOSIS  tymor  Sarcopenia
g§gq 7z 8 -
1920 23 26 31 32 35 36 | 38 39 40 41 46
Accelerated Aging + Growth retardation, loss of hair, Cataracts etc. = = Leading to leg amputation
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0 Japan Agency for Medical Research and Development (AMED) .
& ® The Research Center for understanding Premature Aging

AMED CHIBA UNIVERSITY

utilizing Progeria Syndrome Patient-derived iPSCs
(2017 - 2023)

Project leader 4 ] _ . ] N\
oo Chiba University is the world’s leading research center for WS
roressor
Kotaro Yokote « Establishment of WS Case Registry in Japan
Clinical Cell Biology and . * Revision of WS diagnostic criteria in 25 years
Chibs University cHiBA UNIvErsiTy °  Creation of the world's first guidelines for the treatment of WS
Dirsotor of 4 nosital L » Contributed to the designation of WS as an intractable disease

Werner Syndrome (WS) Yamanaka 4Fs

g( e g Oct4 Sox2' WS-iPSCs ‘ . ...; - ‘ Accelerated Aging

KIf4 'cMyc
WS differentiated cells

—

. CRISPR/Cas9
Reprogramming

l Rejuvenation?! ‘ ‘ NO——

Multi-Omics analysis
Gene-corrected

Transcriptome, Metabolome, WS differentiated cells
Methylome, miRNAome

T

> 3 ! c
15-year-old 48-year-old ,
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Mitochondrial dysfunction is one of the important halimarks of aging

The nine hallmarks of aging J Gerontol 23, 454-461 (1968).

Age Changes in Size and Number of
Mitochondria of Human Hepatic Cells

Hisashi Tauchi, M.D.." and Tsuneko Sato, M.D.
113 L
Glant mltochondrla
‘
exhaustion
Cellular ‘\ Epigenetic
senescence alterations

Mitochondrial Loss of
dysfunction proteostasis
Deregulated

nutrient-sensing

Mltochondrla dysfunctlon

Age-associated toxin ??

Question: What is the key molecular mechanism that induces
age-associated decline of mitochondrial function?
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Multi-omics analysis identifies saccharopine as a candidate metabolite
contributing to the accelerated aging phenotype in Werner Syndrome

Healthy Cell function assay Transcriptome analysis
Werner fibroblasts:
S NEI R NES]  SEIWELL BEWRL (S ey Multidimensional scaling
Healthy syndrome 6 samples - N2 N W WS o Prolferation
. B} o NF3 - NF7 4 WF3 — WFs rate A Wre ® Healthy Fibroblasts
- 40- NF7
e °- o NF1 0.01- A Wrs A Wemer syndrome
- L 354 Healthy Fibroblasts ~ NF2 Healthy Fibroblasts : gﬁ wrs P2 Fibroblasts (Mild)
(n=6) NF2 T ° 1 A A Wemersyndrome
WS fibroblasts: 1 WET 8 Fibroblasts (Severe)
EI 25 Werner syndrome WF4 Werner syndrome s
8 samples % Fibroblasts W Fibroblasts (Mild) g
- - =8
N=6 N=8 R 20 n=8) m;; Werer syndrome 0.01-
WF2 Fibroblasts (Severe)
& 157 WF6 WF7
o Proliferation rate | | [ | A [ WF3 |
0 5 10 15 20 25 30 35 40 45 50 T -0.02 -0.01 0.00 0.01 0.02 0.03

1
02 03 04 05 : )
‘ Days Dimension 1

Metabolome analysis N . Wemer syndrome ¢ oy,
Multidimensional scaling Fibroblasts vs
(Severe) Fibroblasts
WF1 ‘. @® Healthy Fibroblasts
0.25] Nga NF1 S-Methylglutathione 3 /Sﬂw‘amp'“e
m ’ NF5 A \,QIE mglr S¥ndh7me -Deoxy-5"-methylthioadenosine [
@ NF2 ) ioroblasts (Mild) [ oprl‘\l‘h:::;;:ecfmmlmc acid
| I I| 1] 1} Il A Wemer syndrome S
*ﬂ I| "1 "Fz N 000 A WF4 NEP NF4 Fibroblaste (Severe) g, S 2 , AP
‘L ﬁ “ i | i | NF5 Healthy Fibroblasts s O WV;ES a S-Amlnovalerlc acid f:nl:nosme

g “\ Il nn u hl l ‘@ =
E \ | NF1 g =
L wET A WF2 A WF3 Q
o I h‘ wes | Yome oo & 0251 S

CE'TOFIMS (Agilen .l | J x: Wemer syndrome e e

. | W6 | Fibroblasts (Severe) A WF7
MaX|mum 900 I wre -0.501 A wrs T T T 1
— ; |
- -0.4 0.0 04 4 6 810
metabolites Dimension 1 LOG2FC

Saccharopine 1
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Saccharopine is a mitochondrial toxin that contributes to the formation of
giant mitochondria and mitochondrial dysfunction in Werner Syndrome

Mitochondrial Lysine Degradation Pathways

(Lysine) m

/> Protein synthesis g -

Excessive Lysine

Cytoplasm

Saccharopine ¢
(SDH) _ g-Aminoadipic

) (LKR) COoH
Lysine = "7 oo > semiakiohyde
GLUD1 /\ . /-\ : ]

lutamate, ALDH7A1

oKG  NADP* NAD*  Guttamate, N .
SLC25A18 lmmﬁ = + a-Aminoadipic acid
NADPH S

Familial Hyperlysinemia/ Saccharopinuria

SLC25A29 AASS

C.elegans AASS-1,SDH mutant

N2 aass-1(yg170)

Giant
mitochondria

©  WT Aass(G489E)
=]

FiG. 1.—The patien, aged 3 years and 6 months.

Saccharopine 1 |

J Cell Biol. 2019 Feb 4;218(2):580-597

r

Werner syndrome

Wemer syndrome
Fibroblast (Mild)

‘Wemer syndrome
Fibroblast (Severe)

Healthy Fibroblast

MitoTracker Deep Red PicoGreen

Large fusion sites per cell

‘Wemer syndrome
Fibroblast (Mild)

‘Wemer syndrome
Fibroblast (Severe)

Healthy Fibroblast

u 1

Saccharopine 1

Giant Mitochondria,

~e~ Healthy Fibroblast
~m- Wemer syndrome Fibroblast (Mild)
—4— Wemner syndrome Fibroblast (Severe)

RGOS Production

ATP Production

®
=]

Rotenone
Oligomycin FCCP  /Antimycin A

@
=]

OCR (pmol/min/Norm. Unit)
N
3
mitoSox (+) %
N @ A
8 8 3

OCR (pmol/min/Norm. Unit)
s
o

Mitochondria % . oL8e
- N 2 Q@
dysfunction FfPs® &
0 & ‘§\®&$\@\ iQ\v
0 20 40 60 EOR O P
; F N P
Time (minutes) <&

WS patients exhibit increased giant mitochondria
formation and decreased mitochondrial function
associated with elevated Saccharopine levels

237




Levels of saccharopine in bodily fluids are significantly increased
in Werner Syndrome patients and are associated with normal aging

Age-matched Age association Young vs Old
Urine Urine Urine
2000 2000+ e~ Control (1=29)

Control Werner syndrome 1500- . 2 e L - Wemersmdome |L|
] S y-1375X.2926 .

n=29 n=10
Age: 22 - 89 Age: 36 - 66 1000-‘ . i_
S Y =5409°X +3507

sm oo
Urine Plasma " ** P value = 0.0040 b
T 20 0 %8 & %% 0o o <
2
A S R
ge (Years) K\ Q\(\&

:

g
"ﬁ" .

ns.

Urine
L-Saccharopine
ug/g U-Cr
L-Saccharopine
ug/g U-Cr
L-Saccharopine
ug/g U-Cr

g

:
1
)

T

)
LC system MS/MS system Plasma Plasma
.ﬁ — 201 -e- Control (n=29) 2
, o E E .
d = i < ~o- Wemer syndrome = *
| g g '§. g 15+ ° (nz\{r(;; fég 154 I_l
5 55 . es
| g 8 g8 10] . R Y =0.2048"X - 2.075 gF104 °
| a3 33 eoe i 0 2 5 | aT
e 4 - g 5- ',q—,-‘v;".ﬁf" Y =0.02709°X + 3.984 ‘3§ 54 # *ee
Nexera X2, API15000, o ¢ ns. o $ ‘
Shimazu AB Sciex Pte. Ltd. 70 2 3 40 80 6 70 80 %0 1o TS o e
¥ (O ®
Age (Years) ° $?;&0
2

Saccharopine has the potential as a non-invasive biomarker for normal aging and WS
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Metabolomics reveals saccharopine as an age-associated
mitochondrial toxin that contributes to Werner Syndrome

Young/Healthy H Old / Werner syndrome

21 years old 74 years old
Mitochondria toxin Werner
(Saccharopine) syndrome
Health “Giant Mitochondria”
. y _ ) . Saccharopine
mitochondria Mitochondria Hyperfusion

% U < ) Non-invasive

Biomarker of Aging
High ATP Lysine restriction can rescue “ME-BYO marker?!”
production the mitochondrial dysfunction \itochondrial dysfunction
ROS activation

Patent: PCT/ J P2022/ 022466 | in Preparation Defect in ATP production 9
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Development of Therapeutic Antisense Oligonucleotides Utilizing
Exon Skipping Technology for the Treatment of Werner Syndrome

~

r

Werner Syndrome
(Mut.4: 70.7% of Japanese WS patients)

2
€.3139-1G>C
70.7%
Mut, 4 /

5-year-old 48-year-old |
Exon s!(ipping

WRN Mut.4
Mut4 ¥~ . STOP

\ o
\ -

WRN protein | I
RQC

Exonuclease Helicase

Non-functional truncated WRN protein

J

Exon
Skipping

=S

WRN Mut.4 + Exon27 Exon skipping
Mutd s -~~~

' Exon skipping

Mut.4
Y -

+Exon skipping E@ease Helicase RQC HRDCNLS A|mOSt fU||-
P — mmeeem  l€Ngth of WRN
Exonuc lease Helicase RQC HRDC NLS

WRN delEx26-27 protein

RQC

Helicase  3'.5' Exonuclease Helicase 3'-5' Exonuclease

Functional WRN proteins

The induction of WRN Exon 27 skipping has the potential to
rescue the expression of functional WRN proteins in WS patients
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The Exon-skipping ASO targeting WRN Exon 27 can rescue the
accelerated aging phenotype of WS patient-derived cells

Exon skipping assay using WS-iPSCs

Werner Syndrome Ex27 ASOs Control
Patient Primer 1 Primer 2
e - —
sendal Virs ~25 272~
24h
OSKM . 8 258 bp
I » Exon Skipping
; ] Primer1 ~ Primer2
PhY PSS v
(c.3139-1 G>C)
182 bp
% \?O v90 @O v@o Y90 @O vgo o F \?o v@o ‘?90
A AT XN AN N AN AR
S Sl i O i L O L
IS A R) Re) Q) A\l \G N PN\
F FEEEEF PP L
p— [ — —

"~ |<q2580
S F 5

Functional analysis of Exon-skipping ASO on
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