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Protocol:
\ersion;
Date:
CLINICAL STUDY PROTOCOL
[ PROTOCOL TITLE ]
VERSION NO.
DATES (YYYYMMDD)
BHAP: PFF - CREPER S J o FFBEEL KR TR F AT

INVESTIGATORS
SITES
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2 A g zE(clinicaltrials.gov) 2 24 2% 1 F -
(7 /X#W”‘Fﬁ?ﬁz; G fEZ f (The Internatlonal Committee of Medical Journal
Editors,ICMJE ) 2 £ 5 # 2(2005 # 4=) - i IRB ¥ 2 fp/f it % i & Kb 7 7 fé?—
ez p?“'*é&ﬁ»?—%’r"? » #-id FIRB # 22 ﬁ:/} Fl W - =Y pfhé?/‘ﬁ” b oo
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MRAZ X PRABREHL 7 FF ICME j 7 2ZHFF4 )

1. Synopsis

Protocol Title :

Study Objectives :

Investigational product(s) :

HHAMproduct(s) ¢ 7 EE o FREH 7 FEFEESALE

Development Phase:[]1 [t [l W\ D—}i 0 T

BB oy s (W WL ¥) G854 2 "o

Study Design :

1. o Experimental Group
0 Control Group : o Placebo
0 Study Drug  (Name ~ Dose ~ Usage)
o Other

2.Blinding : o Open o Evaluator-blind o Single-blind(patient) o Double-blind(patient+Pl)
o0 Double Dummy o Other

3.Randomization: oYes ©No

4.0 Parallel design o Crossover design o Other 0 Not applicable

5. Treatment Period : (days/weeks/months/years) 0O Not applicable

6. Study Period: years  (or From DD/MM/YYYY to DD/MM/YYYY)

7.Dose adjustment : o Mandatory o Selectively o No o Not applicable

8. Study location : o Single o Multi-center o Global

Endpoints (Outcome measure) :
BHRPN Ark F I ER I B AT AR 0 2. Ao B AR 0 BREH Y A
,;%;1/7‘ o

1. Primary endpoint:

LAFEFY P H CE mph B- 52 2023 # 09 * 01 p % 29 =% i3 37




2. Secondary endpoints:

3. Exploratory endpoints (if any):

Inclusion/Exclusion Criteria :
By Wi

1.4 » % #Hfﬁ}f PN IF EFACE T A P
2.#—5‘%‘@5.{/1 L ¢ K f AR A EE T

N

e ©

AT G

i

mPF
7.
3. 5 PG G T TS LR o
439’—'"'% /5’ 7?1)& pfeﬁ /«i 4 #—E’fﬁ‘f{//lﬁ‘é\ ‘ng

L PR TR T SR B AR R
B BRI AIE o A r E R LTR REE G
o R TR I R R BRI E PR

i3]
2

z@#ﬂﬁﬁﬁ&ﬂﬁ“’”v

s¢ Creatinine # & £ 77) o

Study Procedures :
E R
L4 B £ A 4 <
R - SR
9 A e A
N RO X sl R R X
3.4 it AR A —iu’;ﬁ%ﬂ L RN
AETRBERL AP 2B E T FT
FEL fp A F7IF ?(n7 /7:{;/1 FEIF R IR AT ) ©

TR )

v E G AR L g(EF AR

7 727 « gcevaluable number /- 40 _# 77 7 7

LA~ < g [FFF A~ « geenrolled number /) o

X e /r'/? /z’éﬂ f& & £ 7%5‘?""1—/1?/?‘ Bt AR B ) e
R

Wﬁ’(/pq i7)? 7 ,:/i" & [T IRL S TR (DA )2

v #E 7

5. 58 f¢ ffRAR FALAE I E o i R FHT P SR R SRS ) -

= =

6.
FALE) o

G T SRR AL AT S (e S I AT PR F A

s g

Concomitant Treatments :
1. Concomitant Therapy :

2. Prohibited Therapy :

O% if *

Statistical Methods :
1. Main study Hypothesis :

o Equivalence o Other

2. Estimated Sample Size :
ELIRNE 1Rtk NDSIRE - (&

3. Efficacy assessment group : o Intent-to-treat (ITT)

It % BlisK ¢ Intent-to-treat (ITT) 5 2% 3

4. Interim analysis : o Yes o No

BRI~ A ¥

o Equality o Superiority o Non-inferiority

P HBRERT R A K
) j\f‘ :Q?gf—f—é Kﬁ'g:
o Per-Protocol (PP)

o Other

: Per-Protocol (PP)

LAFEF L E R
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5. Statistical methods :

6. Handling of Missing Data :

2. Introduction and Rationale
2.1 Investigational product(s)

BB G X F W ARG FREM 0 FR V2 AR NG F R
#7428 7 F # Not Applicable.

2.2 Animal and preclinical study data

17 B iv’f»zﬁfﬁ FELLPFEEL LRI Jrli AR G -
N T B NotAppllcabIe

2.3 Clinical data
BHRP G 2 M2 PR AR R EE o G 7 Not
Applicable

2.4 Risks / benefits Assessment

%Fﬁ"ﬂg i-4f}$ f")ﬁ/{_’] f{fﬁb,}‘r}%fr7ﬁ%b%7’/~

2.5 Regulatory
HRFP G » AT R D F R UTRR AR R Y AR (BT RET
# HIER)

For example:

This study will be conducted in compliance with the protocol approved by the Institutional
Review Board, and according to Good Clinical Practice standards. No deviation from the
protocol will be implemented without the prior review and approval of the IRB except where
it may be necessary to eliminate an immediate hazard to a research subject. In such case,
the deviation will be reported to the IRB as soon as possible.

L8 =
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3. Objectives and Endpoints

By s W2

L e > $HiRE 7 rerfy f 0 5 SRR P K IR I

2. z/pa;,#-:,,f BA B B IFF IR L A YA o
-'75*/’ ’;/4('4(';7& L(# )fﬂ?

SHF B (77
3.1 Study Objectives:
3.1.1 Primary objective:
3.1.2 Secondary objectives:
3.1.3 Other exploratory objectives (if any):

3.2 Study endpoints:
3.2.1 Primary endpoint:
3.2.2 Secondary endpoints:
3.2.3 Other exploratory endpoints (if any):

Z2FF B2 (R

Objectives | Endpoints
Primary

1. 1.

2 2.
Secondary

1. 1.

2. 2.
Exploratory

1. 1.

2. 2.

4, Sfudy Design

4.1 Overall Design
EHHEM:

i i L

LRy £FF LSS 8) G A ELE A

EHEECFIEERESEE BTSSR UEBBR S L

RRERAHENEFTEFP R o
2.2 .5 %% A A2 M(Flow Chart) » 323 T H#E o/ -

B RE AW AY BB ARL A A o PR A Yy B YA E

Féxﬁ'ﬁ °
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Flow Chart (&% /= 42.0]) :

example:
Figure 3-1 Study design
B Screening | Treatment epoch iFollow-up &
I epoch i lepoch B
§ : (no treatment:
B Partl Partll |
1 i . CNP520 50mg (n=800) |
. :
|
v | © CNP520 15mg  (n=400) : -
| | e » ]
" P8 e
I -
: up to 12 weeks E T e Elsicekio {neson) > 12 weeks :
g ! Variable treatment duration ! 1
1 H to obtain the target number of events: - =
! expected between 60 months to G ‘
‘ ‘ approximately 84 months*
. o Treatment End of
Sign ICF Randomization*

Completion study
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4.2 Number of Patients

BB
FREBLEG AR TP A E T EE L) F G ARG L e (AR R F AT R & TF A
=2 /,_J < geevaluable number J - e # 3 iF Ty B 7 I A A BARX 2 X 2PGEBALA L E ) E GER AT PR

>

/
ﬁf,%,,i),;d [ FEREa ~ < B [(FF 7t~ < genrolled number /) o

/71)"{&«7;&7’”7'/9 f%/f;,ﬁ?é”ﬁ”%‘& Fﬁei/ﬂ’tf%k/& /17755?51‘)\5,77_1{&[;’:0
PO NIV 2T T IR R R CC R )

4.3 Schedule of Activities

E R

LA AFAALHF L7 (T T =GB 77005~ F Gl [T AR PRI R TERE I AR
(Time-Event scheme - 74 £ g= 5)) -

2.- g 7 E%é’/’gb» SRR TEE B o

BRARAZHEWEHBRARF N AR » B FERRP r g8 [FEI AL o

P AL Ly BB AAR L N TIAAE o R AR A Ly B YR 2 AR HAE
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Example:

Time-Event scheme(i®f 424 ):

i [EIN

Phase | Screening Treatment® Follow-up®
Dayv -1° 1 2 ¥ ¥ 5 6° 78 10 11-13 14 1517 18
+i-1 +i-1 +i-1 Day
Dav Dav*
Screening [ Phone Phone | Phone Phone | Safety Follow-up
Baseline Follow- Follow- |Follow- Follow- Visit |
up up up up’ | Final Study Visit®
Ou-site

Clinic or home visit X X X X X X X
Screening/Administrative/Safety
ICE/assent form X
Inclusicn/exclusion criteria -
Medical and surgical history,
demographics, and mfluenza vaccination X
stafus
Pre-existing Symptom Questionnaire" X
Physical exam X
Symptom-directed physical exam X X X X X
Height and body weight X
12-lead ECG X X
Pregnancy test (female subjects of & . -
childbearing potential) X X X
Eandomization / Administration
Bandomization X
Administration of study dmg X X X X X
Virology
Nasal swab for local virology testing™ b
Masal MT swab for central testing” X X X X X
Efficacy | Safety
Wital signs? X X X X
%ﬁ:ﬁ%ﬂj&'ﬂ:@mm“ and mpact X 2x daily on Day 1 through the Fmal Study Visit / Safety Follow-up Visit
Assessment of dadly activities resumption’ X 1x daily on Dav 2 through the Final Study Visit / Safety Follow-up Visit
PGIS X 1x daily on Day 2 through the Final Study Visit / Safety Follow-up Visit
PGICH X X X
EQ-5DF L g X X
Hematology, chemistry X X by p iy
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5. Study Population

B2 s W

lL.arz #&f@?ﬁ/@#;ﬁ@i{}%f@ s T4 P EE o

Kf—]»

[EIN

QAGEL LSy S AP N FETIIT [ FRP G I D] R

RV H ARl e 7o/ N Nl Gy W Fey A AU R e W e A
FIEHG G E T RGP E R LR F P E )
3. A E PG IFE TP F T FE T HIET] LA (/4 4 4 07 Creatinine #EE £ 7)

4 Ak g F X ;;EE'/_:%’ N WA 4 #éljféﬁ?fﬁ‘/@é\_.itzf;g o

5.1 Inclusion Criteria

Example:

Disease group
Inclusion criteria:
oD,

)

©)

Health group
Inclusion criteria -
(1)

)

©)

5.2 Exclusion Criteria

Example:

Disease group
Exclusion criteria:
1)

(2)

3)

Health group
Exclusion criteria -

EAFRF L CF Rh

- 59
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1)
(2)
3)

5.3 Withdrawal criteria

'é‘E’:/:E;FT’E'ﬂg'
L#ﬁﬂ SR AR o R Ao T AR T2 E R L Bt A
FA 2 A 2 B

PRI BE ~ HLE frdoin 570 M) 2 A 4 ;
2#54@ A I fE ﬂ;fﬁZQi@‘Zﬁﬁﬁﬁﬁﬁ‘ﬁzifﬁﬁﬁ
B A,;,Eeﬂ#f(?’ﬂ‘,g,.... °

6. Treatments

6.1 Treatment Administration

BB G A DR GRS L AR S EEE S T
ﬁ)‘ﬁ?ﬁ‘g%j‘ﬂﬁ?%‘/@ﬂ—g Li/g'ﬂ'?;(;oljp‘fe%:’fm?b’/"4‘{7%/?7"/5;‘—5\
KBS RBE KB G A

6.2 Concomitant Therapy

BHHR G r FHTE AR F AR B R IFRNGF o FA O FEE A
# Not Applicable

/. Efficacy Assessments
G
Lt 7| A a2 g o % 11 B seir e o B4 a gEE S F # HOIAC » g # FH ¥
overall survival (OS) £ progression free survival (PFS)... °
2. G FFER ~ fedh o~ frafr i Flicz B AR TR FEIE AR R)

8. Safety Assessments

H G
1 G725 F # NZEEZ DT o b4 ALT » AST » CCr... »
2. G FIFER ~ jedt s foa jrd Dt Rl Sk R

LAFEFT LG Bk B- 60 2023 £ 09 » 01 p % 29 =% i 37
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9. Adverse event reporting
BB G GERE L 7 RF R ARG AR S G TR
FELAUFFHEIRB A RLEE FRER o (LHT P T I ER)

Example:

[57-4 8 i 4 7 2 #] will report SAEs to the IRB of Chang Gung Medical Foundation
according to the Serious Adverse Event Reporting Procedures and Guidelines as posted in
the Clinical Trials Resource on the website of Chang Gung Medical Foundation IRB. SAE
reports to the IRB should include the following information when calling the Medical
Monitor:

e Date and time of the SAE

e Date and time of the SAE report

e Name of reporter

e Call back phone number

o Affiliation/Institution conducting the study

e Protocol number

e Title of protocol

e Description of the SAE, including attribution to drug and expectedness

9.1 Definitions and reports of Adverse Events
HGRP G T AT TR S 07 RE R XE(ZE R T AR E

) °

Example:
All adverse events that occur after the informed consent is signed (including run-in) must
be recorded on the adverse event CRF (paper and/or electronic) whether or not related to
study agent. AE Data Elements including:

e AE reported date

e AE Verbatim Term

e CTCAE Term (v 5.0)

e Event onset date and event ended date

e Severity grade

e Attribution to study agent (relatedness)

e Whether or not the event was reported as a Serious Adverse Event (SAE)

e Action taken with the study agent

e Outcome of the event

e Comments
EARFEFLETE e B- 61 2023 £ 09 # 01 P % 29 = 1337
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Identify the adverse event using the NCI Common Terminology Criteria for Adverse Events
(CTCAE) version 5.0. The CTCAE provides descriptive terminology and a grading scale
for each adverse event listed.

AEs will be assessed according to the CTCAE grade associated with the AE term. AEs
that do not have a corresponding CTCAE term will be assessed according to their impact
on the participant s ability to perform daily activities as follows:

Grade Severity Description

1 Mild e Barely noticeable, does not influence functioning

e  Causing no limitations of usual activities

2 Moderate e Makes participant uncomfortable, influences
functioning

e Causing some limitations of usual activities

3 Severe e  Severe discomfort, treatment needed
e Severe and undesirable, causing inability to carry out

usual activities

4 Life threatening e Immediate risk of death

e Life threatening or disabling

5 Fatal e  Causes death of the participant

The possibility that the adverse event is related to study drug will be classified as one of the
following: not related, unlikely, possible, probable, definite.

DEFINITION of Serious Adverse Events: ICH Guideline E2A and GCP of Taiwan define
serious adverse events as those events, occurring at any dose, which meet any of the
following criteria:
e Results in death
e s life threatening (Note: the term life-threatening refers to an event in which
the patient was at risk of death at the time of the event; it does not refer to an
event which hypothetically might have caused death if it were more severe).
e Requires inpatient hospitalization or prolongation of existing hospitalization
e Results in persistent or significant disability/incapacity
e Is a congenital abnormality/birth defect
e Events that may not meet these criteria, but which the investigator finds very
unusual and/or potentially serious, will also be reported in the same manner.

EAFEFL - H L F mpa B- 62 2023 £ 09 » 01 p % 29 =% i 37
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9.2 Adverse event follow-up
FRRP GNP ZEF T R LGB BTG 1 F G jes2 o (EHET
RIE T HE )

Example:

All AEs, including lab abnormalities that in the opinion of the investigator are clinically
significant, will be followed according to good medical practices and documented as such.
Site staff should send follow-up reports as requested when additional information is
available. Additional information should be entered on the IRB of Chang Gung Medical
Foundation of SAE form in the appropriate format. Follow-up information should be sent
to Chang Gung Medical Foundation IRB as soon as possible according to IRB's Serious
Adverse Event Reporting Procedures and Guidelines.

10. Criteria for the termination of the trial

BB PGB T 8 A

11. Statistical Considerations

BB GRS TR R

11.1 Sample size Determination

Example:
The study will be powered to approximately 80% assuming a hazard ratio of xx at a
cumulative 1-sided alpha of .025. The number of patients required to observe approximately

xxx events was calculated about xxx....

11.2 Planned Statistical methods of analysis

BB G RGRRIR P RGP R R e RSP SEFEE L EH T AT

/
2

N

"H:
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Example:

Statistical analysis

Quantitative variables will be presented as meanzstandard deviation (SD) and categorical
variables will be presented as proportions. The Student t-test, Mann-Whitney U-test and
Spearman rank correlation test will be used to analyze differences between groups of
variables. Receiver operating characteristics (ROC) cures will be used to assess the
discriminative power of mutations and methylation levels in ctDNA, serological markers
andthe [J index. The predictive performance of variables will be expressed as the area

under the ROC curve (AUROC), sensitivity, specificity, positive predictive value (PPV) and
negative predictive value (NPV).

11.2.1 Efficacy analysis

11.2.2 Safety analysis

11.2.3 Additional analysis

11.2.4 The level of significance

BB A AR LI LRI

Example:

A p-value less than [ ] was considered significant and was denoted by * and p-value
less than [ J was denoted by **.

11.3 Analysis Population

11.4 Procedure for accounting for missing,
unused and spurious data

GRS AL AT i TR IR -

%%%ﬁﬁp;‘ggigf%%ggﬁg B- 64 2023 £ 09 * 01 p % 29 =x g 37
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Example:

The incomplete clinical data and sequencing data with poor quality will be
excluded in the study.

11.5 Procedures for reporting any deviation(s)
from the original statistical plan

ERHP GRS EE P F G AL S AL AR

12. Direct access to source data/documents
HRAP GAERERRTEF AL F T RBEP o F A RRL N\ A
P2 TR Ff A WRBE [ E\W= GELEF I Z 5§ K PR
$7 HERABRAHI S E2 T

Example:

Investigators permit IRB to access to the source data of experiment for
trial-related monitoring, audits and regulatory inspection.

13. Ethical considerations

HBRP e » BTG B2 A o (SFHT P T AR HER)

Example:

This study will be conducted according to Taiwan and international standards of Good
Clinical Practice for all studies. Applicable government regulations and Chang Gung
Medical Foundation research policies and procedures will also be followed.

This protocol and any amendments will be submitted to the Chang Gung Medical
Foundation Institutional Review Board (IRB) for formal approval to conduct the study.
The decision of the IRB concerning the conduct of the study will be made in writing to the
investigator.

All subjects for this study will be provided a consent form describing this study and
providing sufficient information for subjects to make an informed decision about their
participation in this study. This consent form will be submitted with the protocol for
review and approval by the IRB. The formal consent of a subject, using the IRB-approved
consent form, will be obtained before that subject is submitted to any study procedure.

%%%ﬁé‘;lﬂi‘éi;ﬁ%?@_ﬁ&% B- 65 2023 # 09 ? 01 p % 29 =k 12 37
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This consent form must be signed by the subject or legally acceptable surrogate, and the

investigator-designated research professional obtaining the consent.

14. Data handling and keeping

EGRPGRP RFTG I A Gp K RFTVIL R AT 0 TG B A B E o

REFE ARG B2 TR T B R IEE T i s fE R A

BB E R GG  (ZHET R T IR

Example:

Clinical samples will be collected in Chang Gung Medical Foundation. The
sequencing data will be stored in computers of laboratory with an electronic

encryption. The clinical and source data can only be assessed by clinical
doctors and investigators of the study.

15.Financing and Insurance

ﬁg’__}bﬂg ,?ﬁi',,’ﬁ,ﬁg Z{;ﬂw‘»,_—lry—,fy ,?ﬁyi—mé{iﬁy /gzrmf;a%/(/ﬁ; ?/’lf}’fﬁfgf
RBFRERGENL - FF RGHREPHTA -

16. References

HRRPGRTERFTIIY 2 A  B FR FrEe RS AR
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Biobank, Kaohsiung Chang Gung Memorial Hospital.
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Institute for Translational Research in Biomedicine,
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Center for Shockwave Medicine and Tissue Engineering,
Kaohsiung Chang Gung Memorial Hospital.
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Chang Gung Research Database, CGRD
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Chang Gung Medical Education Research Centre
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