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1. Purpose
%?Iﬂ’ﬁf EERFLLA2 R R g aT PR EL 2B E
/PJF %4 ; (Data and Safety Monitoring Plan » 12~ ?g #i DSMP) 2

Tilex > T R4 R ¢, (Dataand Safety Monitoring Board >
-”T 4 DSMB) 2z o R 2 R (e AR > 00 R KR X 2 o
The purpose of this SOP is to provide reviewers and staff members
with guidelines and standard operating procedures for Data and
Safety Monitoring Plan (DSMP) and Data and Safety Monitoring
Board (DSMB) to ensure adequate protection is in place for the trial
subjects.

2.4%

2. Scope
FHER TR A AL G2 e R T R RE T B R
o @R R E AL A B A R D 7 e DSMP s 1 f%l‘f%m}%
WHLX 2BV R 8 fro?;;gﬁftiﬁg‘#gm Reir d
DSMP I Bl (1)A§§P$‘%§?mﬁ/2‘ % - % J'Puﬁ” " T 5L
ATER EMNIHLERE e *%%t&f?%%%%ﬁxﬁ’ EL P
FRacE BB ) 2 A HE% (2)7 FEEERFE O Y ﬁ\iﬁ

ggvi‘\;f\zmlf’ P AT R 'R IRE 2 (3)'75H s R X "5‘%
s Féﬂ,] K5 J'riﬁg"f' j‘iﬁggéﬂ@‘%‘ff\mw’#ﬁ%
2 %k

Should the reviewers deem the potential risks associated with the
research greater than minimal, they have the authority to request a
DSMP from the sponsor and the principal investigator to ensure
subject safety and data validity and integrity. A DSMP may be
required at the discretion of the IRB when: (1) a research involves
human trials in accordance with Article 2 of Regulations on Human
Trials: “A human trial research shall be conducted prior to the
registration of a new drug or medical device or before a medical
care institution lists a new medical technology as a regular medical
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disposition item.”; (2) the risk level is determined to be high by the
IRB regardless of the presence or absence of a sponsor; (3) trials
in an IRB-approved protocol that include a case study containing
subjects considered vulnerable research population, regardless of
the presence or absence of a sponsor.

3.%3% < it

3. Reference
1 AMFEHREEIZ(AR1I05 £ 04 7 14 p w2 ATV GHINF F
% 1051662154 5.4 iz 2+ ) o
3.1 Regulations on Human Trials (Ministry of Health and Welfare,
amended and promulgated on 14 April 2016 pursuant to
Wei-Bu-Yi-Zi No. 1051662154)

4. L3R T A

4. Definitions
1§ 245 R4 (Data & Safety Monitoring Plan > #§ ##

SMP)

LL—\_L%_P IR SRR ua"%«\ WRIREZ B>y F
L3R ekt 2 AR S P E D IR B2 T R

F P ﬁ%&%‘ﬁﬁﬁﬁﬁm&émﬂfﬁiﬁmBﬁ

EEZ )‘L% E ‘% ’ 14 ‘% j\ﬁ’

4.1 Data and Safety Monitoring Plan (DSMP)
A DSMP describes how the principal investigator plans to
oversee the trial subject’s safety, including how adverse events
will be characterized and reported. = The intensity and
frequency of monitoring should be commensurate with the
potential risks, the complexity and size of the protocol. The
IRB has the authorlty to request a DSMP, when necessary.

4. 2; HL g bta % ) > ERE R ¢ (Data & Safety Monitoring Board -
fi‘

—ak-méiﬁﬁiiﬁg ﬁﬁ%%%aﬁaﬁaﬁﬁ%%

AR i U A W cRaA s gl S i L

FoRKEAFAR L RP ST L:’f (81 e =g P /i

ﬁ’uﬁﬁﬁﬁﬁﬁﬁiiiﬁﬁﬁﬁﬁﬁﬁﬁx = Frfd o
4.2 Data and Safety Monitoring Board (DSMB)
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A DSMB is a committee made up of an independent group of
experts that reviews accumulated data from clinical trials at
regular intervals. The DSMB evaluates and monitors research
conduct and efficacy impartially, and advises the principal
investigator and the sponsor on the continuing safety of trial
subjects and the continuing precision of protocol design and
data.
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5. Procedure
5_1 ,}l s Jeris e Bt %_ ? 39 75 4% B ELTEE )
5.1 Flow Chart of Data and Safety Monitoring Plan P
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Flow Chart Responsible Personnel |Relevant Documents
4% % DSMP /& 1 P2 AT RS
Publish DSMP i h¢ DSMP & R
Guidelines The First/Second IRB | DSMP Guidelines
Committees

g3+ 4 % 'DSMP

Investigator-initiated

DSMP with protocol
submission
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Review of DSMP with
the protocol
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Records retention
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Principal Investigator
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IRB Members
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Staff Members

Protocol
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Protocol /Monitoring
Report
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5.2 %% DSMP R R
5.2 Guidelines for Developing a DSMP
521 +~% f ¢ #& & DSMP & R4c™ (7 53 ):

5.2.1 The following guidelines have been provided by the IRB
(multiple conditions may be applicable):

5211 h ‘%GR THHAIEHF LFL > FLEREKER
(dr i ek = ARB=B 2 )o

5.2.1.1 A Continuing Review of protocol progress shall be
submitted at intervals appropriate to the degree of risk

(e.g., after three trial subjects are enrolled or when the
trial has been conducted for three months).

5212 T E I e Lk BARL/F X 2 PEF TR A
P 5 38 AR IR o

5.2.1.2 Serious adverse event reports/international patient
safety alerts shall be submitted in a prompt manner.

Special attention shall be given to the well-being of
trials subjects.

5.2.1.3 #% 11 %f Paé;é—g n&;}#ﬂ % oo4et BRI TOEHE

5.2.1.3 Additional protection shall be provided for trial subjects,
e.g., vulnerable populations.

S2LA4H 4T RIS drt BIFR B H S TP INE P o

5.2.1.4 Monitoring frequency shall be increased, e.g.,
conducting an on-site inspection or internal monitoring
at periodic intervals.

5215% v 2 H v $ivid% H B RAF T o

5.2.1.5 Contact frequency with all units involved in the trial
shall be increased.

5216 == FTHBEX 2HERL A€ -

5.2.1.6 A Data and Safety Monitoring Board (DSMB) shall be
established.
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5.2.1.7 Trial stopping rules shall be established for protocols
involved trials with significant risks.

5218 2 v
5.2.1.8 Others.
534 % & ) DSMP
5.3 Investigator-initiated DSMP
S3LBHIFANEFIEP AP FERFALR GRS 3
B ho] b w2 ATE @S A 4F A i i 4 DSMP H 53 H 3
FEMoF AL B4R ARG LDSI\/IP P A RS gL
5.3.1 The principal investigator is responsible for assessing risk
level of the research protocol before submitting a protocol.
The principal investigator is required to include a DSMP in
the protocol if the research presents more than minimal

risk to the subjects. Should the reviewers determine that
a DSMP is required, the principal investigator shall comply.

532 A% g4 ¥ T oL BE RIS PN ZE % DSMP

5.3.2 The IRB may request a DSMP in a protocol in the following
circumstances:

5.3.2.1 " 4§ 5% § 2%

PRz B ERpL TATES S AFR
EHFHLASKE om0 & F RS RRTE R - 7
>#%§%Jaﬂlﬁﬁa 2 A RS o (4o ARA L D
FECATEREML AT U ST R FRFF
2ARTIRNF A2 ATF R PATE ) T b R RF F

5.3.2.1 Research involving human trials and presenting
greater than minimal risk to subjects shall include a
DSMP. According to Article 2 of the Regulations on
Human Trials: “A human trial research shall be
conducted prior to the registration of a new drug or
medical device or before a medical care institution lists
a new medical technology as a regular medical

¥

\‘“\'—
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disposition item” (e.g., domestically developed new
drugs that are not approved for sale, registration of
and research projects on new medical devices, and
new medical technologies that require approval from
Ministry of Health and Welfare).

5322 %t EEACRE > LEALE € ¢ THE AR
g2 ke [ BFRES LG 2 BRGRE]

5.3.2.2 The risk level of a research protocol is determined to
be high by the IRB regardless of the presence or
absence of a sponsor (e.g. protocols that pose more

than a minor increase over minimal risk and those that
pose significant risk).

5323 FFTH% i HFRE X n’;i'%i%ﬁif‘;féi v A
BoSALR g ERBEABEARLS R
5.3.2.3 Trials in an IRB-approved protocol that include

subjects considered vulnerable research population,
regardless of the presence or absence of a sponsor.

53243 %A p 7= "h%f15E | & L% %1 DSMP
7 & it o

>

5.3.2.4 The principal investigator proposes a DSMP after
assessing the “risk-benefit” ratio of the research
protocol.

5.3.2.5 H v #FrR A5 -
5.3.2.5 Other special circumstances.

5.3.3 &yt B3t fe D F TAL i~ i F T L R
TRAR RERiFARELELES

5.3.3 At the time protocol materials are received, all documents
shall be examined for compliance with submission
requirements. The IRB staff members perform a
preliminary review of the protocol. Incomplete
submissions will not be accepted for review until the
principal investigator has provided all necessary materials
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5S4 E% 4
5.4 Review of DSMP with the protocol
541 KA R FXEEE N @A RETES L1 %
Y RS TES ER 3. SRS T LA
AR

5.4.1 When processing protocols for primary review, the IRB
staff members shall distribute the protocols to designated
reviewers promptly in compliance with the review process.
The IRB staff is also responsible for coordinating timelines
among reviewers and collecting individual reviews prior to
the scheduled IRB board meeting.

5424 BB 4% MR b SR 726 DSMP 2 i+ &

5.4.2 The IRB shall determine the level of risk for proposed

research protocols and evaluate the appropriateness of
the DSMP.

5421 *Z f ¢4« DSMP RRA| > 2R 1L F X RpEFEF DR
(4o @ 25 G 2 TP ~ BB TH ~ 285%k (8 1 B
CU) R S ”Eiﬁ‘g’\l)ﬁ:‘f"%*\’éﬂ #}”’t’f’v‘?]’\

5.4.2.1 The principal investigator is advised to address, in
chronological order, proposed safety measures and
action plans for trial subjects in the research protocol
(e.g., the three periods of a trial: before - screening

and enrollment; during - treatment; and after -
follow-up).

5422iﬁ$ﬁDSMP)@,¢pFJ’—in HE 2 b YEARRE o TN
DSMP & %% * 7)1 p

5.4.2.2 When reviewing a DSMP, the IRB shall assess the
overall degree of risk involved in the protocol. A
DSMP shall therefore include the following elements:
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a. Monitoring trial conduct and safety measures for trial
subjects.

.S H 22 LFE/FE? LFE Y €T el
I KLt o

b. Accurately reporting and documenting any adverse
events/serious adverse events.

Clwipb 8 =il iz v FRpAHFHRIGR/H LD

o

ri

c. Reporting any actions that may cause the clinical trial
to be suspended/terminated to the authorities
concerned.

dREHERFEHR I IR R WE2ZBpmy v oo

d. Conducting trials in accordance with the protocol and
assuring the validity and integrity of collected data.

e_%’;‘% ‘:1 NN Pé";@ )ﬁé; ]l)z \:1 NN F"’m%%xﬁd}? ’ I/ [&}I_ﬁl
REF % >

e. Conducting regular communications with all
participating centers to ensure the safety of trial
subjects should the protocol include multicenter trials.

f.H v R dﬁ.bia FEMFHE O f
w A ﬁi*{f”_p_/ﬂ - B k"’%}]\ x 7?’Fﬁ—§;p aFFA 3
S TR Ao @A FE BFR 2o P2 L #2229
H22F BHEEAF?REFRERULF P g r
oo MR 1525 ¢ SRR e RO RS 2R %
IR dE AT IR/ % H T2 EEPR R e
=2 DSMB: it e S g dh ~ 7 i ~ 2 @173 A28 v
EiPiRELFEREE (i AR

f. Providing other means of protection for the trial
subjects and the protocol, for instance:

Who will be responsible for monitoring? How will
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monitoring be performed and what are the details?
Who will monitoring be responded to? How will the
principal investigator avoid conflict of interest of the
DSMB if he/she is the one performing monitoring?
How will adverse events be identified? How will
unanticipated adverse events be reported? How will
serious adverse events be reported? Will midterm
data analysis or temporary analysis be performed?
How will communication exchange occur in a
multi-center research? How will quality be assured?
What are the details about risk management and trial
stopping  rules? What are the rules for
suspending/terminating a trial? Will there be a care
program? If a DSMB has been established, please
describe its organizational structure, function and
operation in detail. What actions will be taken to
protect the rights of trial subjects?

543 AL B ¢ARBEF > ¥ UL RPBHFIFANLEZRP
DSMB- 1 %Z R % 4P > /i1 DSMB = § chig ¢ |+
FRa e T RFF e RBAAFEEE AT JIEHFRE S0
543 A DSMB may be formed by the principal
investigator/sponsor of the trial if the IRB deems it
necessary. Members of the DSMB are to be carefully
selected based on their suitability and function, including

relevant expertise, absence of conflict of interest, and
proposed number of members.

544DSMB 2 B e b: ~ 2R 2 ERFFREZRF R ELF
LR AP HEFY PR MEE Y A KSR o B
AL R EFERITHEABFAGEREHT TERERE NS
#’7&'1 AT s EORBES A B SR o i#ﬂﬂ— R el
ERBrEPN T RPFAEER

5.4.4 The DSMB has impartial, independent decision-making
responsibilities to monitor research conduct and make

e AR

I

\-H—
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recommendations for modifications or amendments
concerning ongoing protocols to the principal investigator
and the sponsor. The DSMB may request the principal
investigator to submit, at appropriate intervals, a
“Monitoring Report” in which analysis of adverse events,
monitor frequency, and analyses of primary and secondary
efficacy endpoints are included.

S5A45AL B ¢ BV HHFASNERLT 2T AR & 8%
FARP SR 4/ Pz DSMP R 0 R R K
Z_E o

545 The IRB has the authority to require the principal
investigator to clarify or add to/revise an IRB-approved

DSMP when concerns about continuing review or trial
safety are raised.

54.6 % B ¢ -2 2% % :x DSMP

5.4.6 The IRB determines whether the DSMP requires <
modification/amendment.

54614 %% F L 34 DSMP 2 £, 2> %0 % | ¢ % 34

e

5.4.6.1 The primary reviewers are expected to discuss and
provide comments about the approval of a DSMP
review in a board meeting.

5462+ ¢ L&A F X E AT U EM K- &4 E DSMP 2 i
-k77 l,‘i o
5.4.6.2 The |IRB is responsible for evaluating the

appropriateness of the DSMP when approving the
primary reviews of protocols in a board meeting.

547 #43 % 4 i B DSMP 4 {7 = »x

5.4.7 Continuous review and monitoring of the effectiveness of
the DSMP is advised.

54713 &I 2 1iF 83?2 252 B2 DSMP
N E RN
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5.4.7.1 The principal investigator is responsible for addressing
DSMP-related incidents and procedures taken in the
midterm and final reports of the research.

5472 F 144 23R 4% (¢4 DSMP) e fapr > < ¢ 5
EREBEFFEDANTR/SE BT UL R
HFLE e

5.4.7.2 The IRB has the authority to request an on-site
iInspection or suspend/terminate approval of a trial that
IS not being conducted in accordance with the protocol

(including a DSMP) by the principal investigator to
assure the safety of trial subjects.

5.5 & 4% 3

5.5 Records Retention
AR AR R ERpAeT R T L L g 2B ks
Relevant personnel should keep all records carefully following
the guideline below.

K% L8 LR %73 2L i3 8

Number Name of Document Retention Location Retention Period
1 S , At least 3 years after
Monitoring Report IRB Archive -
the trial is closed

6.+ &
6. Appendix

& oo

AR

None.




