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1. ICH E6 GCP 7}ol=&+Ql F7}AFSHR2 Addendum)
1. 8019 A 2|(Glossary)

ICH E6(R2)0IA 20 HCIJI 1.63(Certified Copy), 1.64(Monitoring plan), 1.65
(Validation of Computerized System) 3JFXIJF I A S LICH.

oS W22 KGCP M2& Z2&0I10, =ItE 802 SR “audit trail” 82
=

Z=o| ofJ| Ploil JIMotAsLICH

A

@ ICH E6(R2) 1.63 ~ 1.65% “ADDENDUM - &-& A4~

KGCP 2. &8 A9

“YEo| F2] ALE (Certified Copy)”

AHEE A S} AAIGle] dEY AT A H(context)?), Wi -&-(content)
2 FxGtructure)E 7HA AL deol ASHE AES 23ih HASdde
W glo]AE Axp(validated process)ol]l wE Ex TA] Aoy T
Aol A so] At

A copy (irrespective of the type of media used) of the original record
that has been verified (.e., by a dated signature or by generation
through a validated process) to have the same information, including data
that describe the context, content, and structure, as the original.

“mUE ™ A¥ (Monitoring Plan)”

DIANDEUE - gk ek W, 2 2 e 7ARES 7et £4F 2Rt
A document that describes the strategy, methods, responsibilities, and
requirements for monitoring the trial.

“ZAFE|3 Al2" W g o]A (Validation of Computerized Systems)”
AFESE Alxge] o] EAE 8FAREe] AAIEAl(design)FE
Al 2"l 9] 3 Al (decommissioning) =+ ME& A|2H O 2 o] X(transition)Z
W72 dAEHA FFE 5 doS FHIT olE EAGSE AAHFS
3ty e dolde HFElE AlxEle] AR HF(intended use)d
ANddate] B g A Ao AEAe] tig JAHd IS
13 324 HrHrisk assessment)oll whel =3 = ojoF g

2) context= ZA&EE 8oj2 AASt 5

rok

o] glof AR NedsiHsUL



A process of establishing and documenting that the specified
requirements of a computerized system can be consistently fulfilled from
design until decommissioning of the system or transition to a new system.
The approach to validation should be based on a risk assessment that
takes into consideration the intended use of the system and the potential
of the system to affect human subject protection and reliability of trial
results.

{2 O[3 (Audit trail)”

bk K-
| |
Ldel TA AdE SEE F UAEE EMeEsks AS e

Documentation that allows reconstruction of the course of events.



2. Y3AIF e 7182 F(The Principles of ICH GCP)

ICH E6(R2)UIM L&AIES JI=R&E 13JtA = 2IJtXI0l CHoll 20IE Y=ol
otJl ?lol LHEs= R[SLICH 2.10 2.1301 CHoll LHE= =IJt(Addendum) st

2It5
2102 WA 2 XHIF S0H 22 otgLIC

2.102 KGCP M3z xt= 2&0l0H, 2.132 KGCP M3z It= 2t&EAYLICH

@ ICH E6(R2) 2.10% “ADDENDUM - W4 %33}

KGCP 3. Q4A1d e 7|24
A BE QAAY BY FnE FoF B,

7% - A - s ojof It

ol

14 2 2ele] Jbsstes

= o] Y22 ARRE vjAl(media)®] FRl BAIRC] o] 7Ed WE EE
71 5ol A8t

This principle applies to all records referenced in this guideline, irrespective
of the type of media used.

@ ICH E6(R2) 2.138+ “ADDENDUM - W& 533}~

KGCP 3. 43AIRS 71244
3 YA P FHRZo] oA F e AAS AN Ao F)

o

= o] A ASystems)= DAAIHC] AR BEet d3AE Aol LA
GRS F Adeol THe Folof g

Aspects of the trial that are essential to ensure human subject protection
and reliability of trial results should be the focus of such systems.



3. Al & AH(Investigator)

ICH E6(R2)0IIAl AR ZUAH S22 425, 4.2.6, 4.9.0(Source document
2t2])0l F=IOIE A SLICH

4.2.5 4.2.62 KGCP N7= Lt
Li= & LICH
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@ ICH E6(R2) 4.2.5, 4.2.6% “ADDENDUM - 3¥& 414~

KGCP 7. A @A
U A A a3 A FH

Ela=

The investigator is responsible for supervising any individual or party to
whom the investigator delegates trial-related duties and functions conducted
at the trial site.

o NBAARYFADAAN RS APAE B AU GTE S
3l Mol me slHe] 9L fHSE Aol AT Mo o] ¢
Sajo] Bad A4S 2FAEA fRE HAstfol Brh Ed, o] So] 53
S AAAE B AYT 9% 2 AAHE dolHel HHintegrity)
HEY 5 9E AAE ANFeo} B

If the investigator/institution retains the services of any individual or party
to perform trial-related duties and functions, the investigator/institution
should ensure this individual or party is qualified to perform those
trial-related duties and functions and should implement procedures to ensure
the integrity of the trial-related duties and functions



@ ICH E6(R2) 4.9.03} “ADDENDUM - && 414~

KGCP 7. A @A}
2t 713 4 BRa

wZANE=
stojol 3Tl ZAAEE AES ¢ 4 Sliattributable), €71 4
(legible), BAAAS USZE S <Slai(contemporaneous), HEo]ojok
(original), “g&stal(accurate), 4= ook (complete) k. TAAREE WA
45, 73 7l oKtraceable) &M, ¥ WE&e LotE g dolof st
Fa3 A A4 old(audit trai) 5& F3 A9 s5dteiof 3}

The investigator/institution should maintain adequate and accurate source
documents and trial records that include all pertinent observations on each
of the site’ s trial subjects. Source data should be attributable, legible,
contemporaneous, original, accurate, and complete. Changes to source data
should be traceable, should not obscure the original entry, and should be
explained if necessary (e.g., via an audit trail).



4. 218 =} (Sponsor)

ICH EB(R2)UMIA SI2IK 23t =

QA(Quality Assurance) 2 QC(Quality Control)2F JUJA2LE, ICH Q92 JIx=&
ot0d Quality Management LHE(5.0)01 FItEIJASLICH L8, MXXAE 22 St
235t 5.5.3(a), 5.5.3(b), 5.5.3(h)It FIt&l 1), Risk-based Monitoring(Central
Monitoring) && 5.18.3, 5.18.6(e), 5.18.70] F=IIEJSLICE. 12 5.2.2(CRO
2tel 8), 5.20.1(CAPA S) S0| =ItEIASLICH
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@ ICH B6R2) 5.0, 5.0.1, 5.0.2, 5.0.3, 5.04, 5.0.5, 506, 50.78 “ADDENDUM - && 4144~

KGCP 8. g3 =

7h QA Ee FEAES B AN FAESY S48

I~

= YFAEe] F474 9 (Quality Management)

OEI A= YEAE HAHY BE dAdA ARAFEY  F2A7 I (Quality
Management)2 93+ A A (System)S w}dA 3t of i}

The sponsor should implement a system to manage quality throughout all
stages of the trial process.

JARE YYAY F AGudAe] nEg QAP Az YL B
g 5 A% Bad 2AE sofof Atk YINPY FAFIS LEH
YYA DAY HA, AR elolH FW HeE AF =7 L A%,

AR WAl Jr o) T,

Sponsors should focus on trial activities essential to ensuring human subject
protection and the reliability of trial results. Quality management includes
the design of efficient clinical trial protocols and tools and procedures for
data collection and processing, as well as the collection of information that
Is essential to decision making.



DIANPe FHAES B FAAY AREHE WS AR AlE
Ax(risks) et A AR FaA HHst AHHEH
£ 227t 49 JHedl e stojok s, BHed &
H2 Fstojop ot dGAIFAZA, FHE7=A4 E
TA e ekl kdstar daAd o] lojof Jhrt
The methods used to assure and control the quality of the trial should be
proportionate to the risks inherent in the trial and the importance of the
information collected. The sponsor should ensure that all aspects of the trial
are operationally feasible and should avoid unnecessary complexity,
procedures, and data collection. Protocols, case report forms, and other
operational documents should be clear, concise, and consistent.

AEANFe FEHHE AAE = 22 Ada4h-71d R (risk-based
approach)= AR&3}to]of 3ot

The quality management system should use a risk-based approach as
described below

1. 23 A4 2 do]ee &<l (Critical process and data identification)

A JAANEAYAE Agete B¢ AFUA BEeh QAN
Aol AEAs BAsH] Hsl T3 A8 HoleE &lstofoF 3t
During protocol development, the sponsor should identify those processes
and data that are critical to ensure human subject protection and the
reliability of trial results

2. 9824 &< (Risk Identification)

A= T AAE AA B HolH ti AP LeariskE &<
o}oﬂlol: o Adeas EFAAAIA, AFEI AlzH, Y 5 Al2H
F(system leveDd AR A, ]O] B £, AdudR 34z 5

n‘/}-} A¥ a=Z(clinical trial level)/] E dHollA ] EojoF s}

During protocol development, the sponsor should identify those processes
and data that are critical to ensure human subject protection and the
reliability of trial results



3. 884 H7} (Risk Evaluation)

A= e AGES 1Este 71E Y3 8 4(existing risk) #E] o]
steld 9 & 8 A(identified risks)E 3 7}3le] o sk},

The sponsor should evaluate the identified risks, against existing risk
controls by considering:

(a) &7 WA 7H5=

The likelihood of errors occurring.

b P LFE BT + de A=

The extent to which such errors would be detectable.

© slF 77F ANFHA BE g ddAE Ao A vA+= I
The impact of such errors on human subject protection and reliability of
trial results.

4. ¥4 FA7 (Risk Control)

A= A aiol thall 7o) Hwhich risks to reduce) - 48t 3 (which
risks to accept)&.Z EF{3tojof st} I ALE FE Vs F=7HA(to
an acceptable level) A7A717] Yl A3t HEHHES A4
< 8 A (significance)ell Wl s A ZAAs oo i} d_aE BTV
3 B5e ABAZAGAY A9 A Alimplementation), EUEF A H,
Ayt RS A= AR §Hoj(agreements), EFAPAHA FFE
Y3k AAZ <l HFHsystematic safeguards) % A (processes) + A=}
(procedures) #H nHOo 2 FhE F AT

The sponsor should decide which risks to reduce and/or which risks to
accept. The approach used to reduce risk to an acceptable level should be
proportionate to the significance of the risk. Risk reduction activities may
be incorporated in protocol design and implementation, monitoring plans,
agreements between parties defining roles and responsibilities, systematic
safeguards to ensure adherence to standard operating procedures, and
training in processes and procedures.

AN@dAEe] b A E AAe] AR TS = T 2=q
i A (systematic issues) &1 AfA UZAIE WFo 9TE - FA

_10_



=4 8 d3ARAe SASH AAE aEste] Aol #4383
(predefined quality tolerance limit)E @ 3slejof gttt Abd AAH F4
&] &3+ (predefined quality tolerance limit) 2B U eH(deviation)o] ZHA| =™
ZA](action)7} B A S AAS7| st HIrtE A AJste oF gt
Predefined quality tolerance limits should be established, taking into
consideration the medical and statistical characteristics of the variables as
well as the statistical design of the trial, to identify systematic issues that
can impact subject safety or reliability of trial results. Detection of
deviations from the predefined quality tolerance limits should trigger an
evaluation to determine if action is needed.

5. YA L&A 9AAE (Risk Communicationd)

A= FEA D Eee TASstook ity AEAE FH7IRE T AR
849 AESG AHAHQ MAHE FX87] Yot T ol HAsAL
FHFS e AMEAA FEAY S5 AHE HARE A FstooF gt
The sponsor should document quality management activities. The sponsor
should communicate quality management activities to those who are
involved in or affected bysuch activities, to facilitate risk review and
continual improvement during clinical trial execution.

6. 424 AE (Risk Review)

gFAE HEo A2Al7 A d(emerging knowledge and experience)g I
st FaE FA4Y BEo) AHe] EFHoln HARA RE FId)
st AF QA B ZX|(risk control measures)S F7]12 02 AESfe o dit}
The sponsor should periodically review risk control measures to ascertain
whether the implemented quality management activities remain effective
and relevant, taking into account emerging knowledge and experience.

7. 884 B3 (Risk Reporting)

YE|R = YEAAE AHRH A YAE T T
(quality management approach)s ~7]A|slal, Ak 28" F4 §-&3HA
REo Qa3 deH(deviations)d} F3H MA ZX|(remedial actions)E &
sty 2FAJslo]of st} (ICH E3, Section 9.6 Ho)E +2 HZF)

T oo
u
i,
o,
of
>
ri
T
2]

3) communicatione 2W-g 12 slo] 9JAlAE0] ofd “AW M2 Hadsto] ALL35IgCE
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The sponsor should describe the quality management approach
implemented in the trial and summarize important deviations from the
predefined quality tolerance limits and remedial actions taken in the
clinical study report (ICH E3, Section 9.6 Data Quality Assurance).

@ ICH E6(R2) 5.2.2 “ADDENDUM - Wj-& =53}~

KGCP 8. 9 5#
g, 9N G #
D e GRS BaR e Gre AR e
FEA B AT 5 gdouk e YPABAR
2 At
o BF TAHY AT WES A BAZ Solok Itk

g el A9l
3) Dell ©& =

| =]
=

Aol W A= A 9Jersl=(subcontracted) ¢S E3Hste] o FAES Al

TP = e d4AE A48 HAH Tl diske] B =] Addo] Aok

The sponsor should ensure oversight of any trial-related duties and

functions carried out on its behalf, including trial-related duties and

functions that are subcontracted to another party by the sponsor’ s
contracted CRO(s).

o B AE Aok YAANFFE/WCROI] THE 937|He QaAF Ba
s
]

{

@ ICH E6(R2) 5.5.3(2) “ADDENDUM - & w3}~

KGCP 8. 98 =
ul. Aol A
D QAN EAEE ARH oz ALstAY AALRLAN 2L o] S5E e
AR e AL Lol Bt
h DIAEARE Ao Helsy] 9% AxE D U A 25
S, A, Y 2 dBAol HAT BAT LFAG
et SN FANE L 7| Zatofof FTh.

T [$) 9

= A= g Al2®le] AMg EZH(intended use of the system), 3i%
A z=dlo] At date]l RS gl AGAE Aol Ao mx= A

_12_



FeFS 13 AP A HIHrisk assessment)S AA|ELIL o] ZAR T
Al 2~€le] Wl g d o] Ad(validation) g 48] 3} oF 3ht},

The sponsor should base their approach to validation of such systems on a
risk assessment that takes into consideration the intended use of the system
and the potential of the system to affect human subject protection and
reliability of trial results.

@ ICH E6(R2) 5.5.3(b) “ADDENDUM - W& 33}~

KGCP 8. <=3}
uh A2 A
D AP ARE ARHOE ALYSAL UAYAMA 2 S o] g3t
A The AgE F5stelof Bt
W AN ARE AAHoE Asty] AG Axd R AAHAL
Azdel AsuY 52 A B2 WAl Astelop @k

rl

= AR HAA(SOPs)oll+= Al~8l2] Al (setup), A X|(installation) 2 A&
(use)s XEgstdol 3oy, HIZZAAAIAM= A"l W] d o] d(system
validation), 4% ZAHfunctionality testing), dl°ol¥ 4 2 A g(data
collection and handling), Al2=®l #3] Fej(system maintenance), Al =8 Ht
o &l (system security measures), W7 ¥&|(change controD, Hlo]E ™ (data
backup), & (recovery), H|’o&(contingency planning) 2 3 A
(decommissioning) 5] W&ol EZFojor Jth  HFEI A 2H
(computerized systems) Ar&3 @St =z, AFA 2 7E & F
71 o] AAF = BEstofof st ALEA= slE A=Y ARSI Bt
AA-g 1&g Wolof g

The SOPs should cover system setup, installation, and use. The SOPs should
describe system validation and functionality testing, data collection and
handling, system maintenance, system security measures, change control,
data backup, recovery, contingency planning, and decommissioning. The
responsibilities of the sponsor, investigator, and other parties with respect to
the use of these computerized systems should be clear, and the users should
be provided with training in their use.

_13_



® ICH E6(R2) 5.5.3(h) “ADDENDUM - && 214~

KGCP 8. & ==
Hh Atge] A g

= Hlo]E]E 7]|<(description)st= ‘337 B(context), W-&(content) ¥ T
(structure)& E 3t dlolE]9 < Ad(integrity)o] HFHojoF g} E3
AXZEY o] dagol=(upgrade)rt dlolE o] F(migration¥ #Z2 FHFE S
Al 2="ll(computerized system)®] 7 (change) Al & 83}t

Ensure the integrity of the data including any data that describe the
context, content, and structure. This is particularly important when making
changes to the computerized systems, such as software upgrades or
migration of data.

® ICH E6(R2) 5.18.3 “ADDENDUM - W& % &3}”

KGCP 8. &5 =
M. ZYH
3 A= dAAFY =4, AAAE, B4, =UHE, oA & 2
Ay = 1HsY EYUEHY Bt e Aotk sty
A= BYEHT O] AR o] FoA =4 Blstoof It}

DLEZ9 He| & EM(Extent and Nature of Monitoring)

olz|RH= YUAAIBO| MW DUEYET USS Belstoiof Bick LA
SE, SN, M, BN, =71, AHUHAR & L ZoES S D25t
Dol Helel RS Hsto{o} Bict,

The sponsor should ensure that the trials are adequately monitored. The
sponsor should determine the appropriate extent and nature of monitoring. The
determination of the extent and nature of monitoring should be based on
considerations such as the objective, purpose, design, complexity, blinding,
size, and endpoints of the trial.

Moz AAMAIE AAl HM(before), AA| S(during), &A| Z(after the
trials)ofl AR AAIZ[2H &2 ZL|E{Z(on-site monitoring)E &lA|SICE ChEt
O|R[RI= oy AYAIE0| AldAtol| cHet =&t o|, AHLSHH 7=
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IH=l "Rl =52 TL|E{Z(centralized monitoring)2| AIA|Z 0] Z|Z0f|
S =58 £ U= A2 ooz FY =

430| €238t Ho[EHE MEHSIT| 2[sH SHISH

o2 Zlz|=l MEZ! "it(statistically controlled sampling)0| AF2E = ULC}.

In general there is a need for on-site monitoring, before, during, and after the

0

trial; however in exceptional circumstances the sponsor may determine that
central monitoring in conjunction with procedures such as investigators’
training and meetings, and extensive written guidance can assure appropriate
conduct of the trial in accordance with GCP. Statistically controlled sampling
may be an acceptable method for selecting the data to be verified.

= g]g A= AAES TUE Yy Y& AA A o] A(systematic), B3N
S92 w21, YF s 76kl H 2 (risk-based approach)S 7 Ha}
ojof gy =

Bl BHoln FgHoR PP F AES RUHI
Mg 54L& fFdsA 482 = Atk A= HERYUE A (on-site
monitoring)e AMEHsAY WEd T EUHHS W3l(a combination of
on-site and centralized monitoring)stA Y EFFAl o] A+= H T ZYHAH
(centralized monitoring)¥ts A8 = ATt A= HE3} RUEHE 9
Bl Aol thet ZAE EYUEE AE Sl 438t of 3.
The sponsor should develop a systematic, prioritized, risk-based approach to
monitoring clinical trials. The flexibility in the extent and nature of
monitoring described in this section is intended to permit varied approaches
that improve the effectiveness and efficiency of monitoring. The sponsor
may choose on-site monitoring, a combination of on-site and centralized
monitoring, or, where justified, centralized monitoring. The sponsor should
document the rationale for the chosen monitoring strategy (e.g., in the
monitoring plan).

L QAP AN T s AT
J olgel ts) AAo 7}

= oz folg A 5 FE® A4e 2
FAS we Aef AUo] gofok Frh.

On-site monitoring is performed at the sites at which the clinical trial is

A
il

gl
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N
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o
=3

Al
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being conducted. Centralized monitoring is a remote evaluation of
accumulating data, performed in a timely manner, supported by
appropriately qualified and trained persons (e.g.,, data managers,
biostatisticians).

o

f
v
o
rlo
ok

=y FERUE R Hou NEE Folu e & glE FrhHe
HE " 75 AsstH, A8 = e delE(reliable data)e} A A o=
g 4 ¢lE= dolE(potentially unreliable data)E &3+ =< &t}
Centralized monitoring processes provide additional monitoring capabilities

> 0 oy

that can complement and reduce the extent and/or frequency of on-site
monitoring and help distinguish between reliable data and potentially
unreliable data.

4 RUHPoR =MW dolgd tel AEGEAH 24 Zd AL
Gest ol Bed & A

Review, that may include statistical analyses, of accumulating data from
centralized monitoring can be used to:

(@) = HolH, LA dHoly, ZEAE Hojd dlolH, ddstA X3t
e 25 2 YAEAIA 9 5o 4
identify missing data, inconsistent data, data outliers, unexpected lack

of variability and protocol deviations.

(D) ABAIFAANZIE W e AJAZLAA7IH el dHoly e, 484
=l

Al
R OFE 22 Holy AFel ik =4

examine data trends such as the range, consistency, and variability of
data within and across sites.

—

N
as)
=
Jud
)
=2
=
ol
ol
£
n)
S
o
lo

© 7N dFANFLANZIR B dFAIEA i)
T3 2 Huet AHHE AT LF/F Ev FYvdk 2 F(systematic or
significant errors)oll tjgt H7}, FARZA Q1 dlo]ly ZZHpotential data

manipulation) =+ ©Hlo]Ele] kXA #H TA|(data integrity problems)

evaluate for systematic or significant errors in data collection and
reporting at a site or across sites; or potential data manipulation or
data integrity problems.
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(@ PFANPAAN B B4 B AAAE 57
analyze site characteristics and performance metrics.

¥ HHERUE Y(targeted on-site monitoring) S ¢33 UAAI A A 7] H

e BUEY W] A

select sites and/or processes for targeted on-site monitoring.

@ ICH E6(R2) 5.18.6(e) “ADDENDUM - && AlA4”

KGCP 8. &=
M. ZYEF

Mg o O 1p

=
HUEE WFT 4 AES FAHOE Aysclc Do T LU
o2 Ags|olo} svl, YFAYHAIT P

Reports of on-site and/or centralized monitoring should be provided to the
sponsor (including appropriate management and staff responsible for trial
and site oversight) in a timely manner for review and follow up. Results of
monitoring activities should be documented in sufficient detail to allow
verification of compliance with the monitoring plan. Reporting of centralized
monitoring activities should be regular and may be independent from site

VISItS.

ICH E6(R2) 5.18.7 “ADDENDUM - &= 414~

KGCP 8. 9Jg =}
H. ZYHY

= ZUYEH A ¥Monitoring Plan)

g A A PG} BASe] SHE AP BE} dole FAY
AEacd BAA mUHY AL ALsolo B wUHY Aol

BUEY A 2UHIe) Felsts G Y W9, AsHE GF
SUEY $W 2 3 2A% A"l @ BUHY A¥e Fad
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dl o) el 9} A xHcritical data and processes)oll gk EUE HhHo] x5 o
ot BAAAQA AAAE #Eel sidetA g FUEAQ wgo] Ee
S gaiAes 58T FYr 2ot RYEE AYE AEH= BA
A Z}(the applicable policies and procedures)E Za1s}e] of 3lt},

The sponsor should develop a monitoring plan that is tailored to the specific
human subject protection and data integrity risks of the trial. The plan
should describe the monitoring strategy, the monitoring responsibilities of all
the parties involved, the various monitoring methods to be used, and the
rationale for their use. The plan should also emphasize the monitoring of
critical data and processes. Particular attention should be given to those
aspects that are not routine clinical practice and that require additional
training. The monitoring plan should reference the applicable policies and

procedures.

© ICH E6(R2) 5.20.1 “ADDENDUM - W& w33}~

KGCP 8. 9=
AL REAL Ol thRlk =X
D Aldak #5A, 2UEHg Y Ee
AR HA, DG LAANTE 2EH 117"‘/‘%, o] 7l& E-l A 3
AR AbdS AT AA B A, AEAE A ol A
ATLA| =X E st oF 7.

ol M
S

ol
ol
L

e =
7}—0‘*3 o] 9}” ﬂ%‘ﬂ?/\}ﬂ(noncomphance)O] ﬂolﬂh AE B8 AE 2
Al(root cause)= EA st HAI A AH(corrective) B AL N
(preventive actions)E 3}ejof 3t}

If noncompliance that significantly affects or has the potential to
significantly affect human subject protection or reliability of trial results is

e
BN N
X0

discovered, the sponsor should perform a root cause analysis and implement
appropriate corrective and preventive actions.
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5. Z1BEEAY B#E 2 dF 5 (Essential Documents for the

Conduct of a Clinical Trial)

eTMF AIZ0] =00l et ICH E6(R2) 8.
Conduct of a Clinical Trial 0 2& W&=2 Std6t= Addendum WE0|
=IIE| ASLICE

g WE=2 KGCP H9= 2& LI

Essential Documents for the
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Essential Documents are those documents which individually and collectively
permit evaluation of the conduct of a trial and the quality of the data
produced. These documents serve to demonstrate the compliance of the
investigator, sponsor and monitor with the standards of Good Clinical

Practice and with all applicable regulatory requirements.
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Essential Documents also serve a number of other important purposes. Filing
essential documents at the investigator/institution and sponsor sites in a
timely manner can greatly assist in the successful management of a trial by
the investigator, sponsor and monitor. These documents are also the ones
which are usually audited by the sponsor’s independent audit function and
inspected by the regulatory authority(ies) as part of the process to confirm
the validity of the trial conduct and the integrity of data collected.

.= Zto|=EtRloM = F4aBe| J|2EM E[AEE HMAlst U0 o|2E
Z|I2EME 3 Aol T EHAlof maEt ASAE HAl T, AYAIE A
S % dNE 2=R(Z7(|ER 28 = LHOZICH LBt 2t 7[E22M9
=8 H g SMIE AIZZHAE AR, 92K, e A EF S
oo 2&-Fe2|=(0{of sl=X|ol| thsto] Z[=stl AW, HE 2ME e

(@)

stolet o= UCt= TSt 2ME Z=&shk= 20| 7SS,

The minimum list of essential documents which has been developed follows.
The various documents are grouped in three sections according to the stage
of the trial during which they will normally be generated: 1) before the
clinical phase of the trial commences, 2) during the clinical conduct of the
trial, and 3) after completion or termination of the trial. A description is
given of the purpose of each document, and whether it should be filed in
either the investigator/institution or sponsor files, or both. It is acceptable to
combine some of the documents, provided the individual elements are readily
identifiable.

ARRoll o 7I22ME HelEZE & U= AMAIE ORAE THU(Tra

master file}2 SHEH AAIHO| MAIE|7| O|Fo| AlB7IZHAIBMAR U
olz|xt Zof Zt|l0f U{OF BT UMAIBO| HF Z=2=7| oFof DU
o2 AEIBAEMAR W olZRte| J|ZEME HESD, 0 2AT}
MESpH| Hel2EEof YSKS Holstolof Bict,

Trial master files should be established at the beginning of the trial, both at
the investigator/institution’ s site and at the sponsor’'s office. A final
close-out of a trial can only be done when the monitor has reviewed both
investigator/institution and sponsor files and confirmed that all necessary
documents are in the appropriate files.
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0L Z|22M= 2l=(Ale] HZADt MEO|UZMMAMT | MEfZAL Al MS=|0{0F BiCt.
Any or all of the documents addressed in this guideline may be subject to,
and should be available for, audit by the sponsor’ s auditor and inspection
by the regulatory authority(ies).

= Y E| 29} A RA7 BN YUAA ZATAAE st 7 T EE

Ao g 715 FASIoF gty AFAE 717 FSF A5 HE
AFEE = A2EE ARRE wiAIY FEH ARl SiE A9
(identification), A - 7§  o]=&(version history), 2Zt7|(search) %
(retrieval) 7]5< A|-&3le]of gy,

The sponsor and investigator/institution should maintain a record of the

o > o
IR )

location(s) of their respective essential documents including source
documents. The storage system used during the trial and for archiving
(irrespective of the type of media used) should provide for document

identification, version history, search, and retrieval.

A Al e E8EAM ) T4 B Bd(relevance)= 2A= 3o
ehdol AWE A YFAY A ol JBEA FRE FrHEAY
48 4 Uk

Essential documents for the trial should be supplemented or may be reduced
where justified (in advance of trial initiation) based on the importance and
relevance of the specific documents to the trial.

A AE ANBAYAT B Fes1SA EolHE BT A%
A2Y 5 YES stejof Atk AL Y HolHE 534

S HE <rHT

The sponsor should ensure that the investigator has control of and
continuous access to the CRF data reported to the sponsor. The sponsor
should not have exclusive control of those data.

ZAEAN, ZU712A 5 AREA O ARo] AEFHE A AR 32
A (certified copy)oll 3 @71-& F3sle]of 3,

When a copy is used to replace an original document (e.g., source
documents, CRF), the copy should fulfill the requirements for certified

copies.
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The investigator/institution should have control of all essential documents
and records generated by the investigator/institution before, during, and

after the trial.
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ﬂn

. ICH E6 GCP 7}ol= A

21 £(INTRODUCTION)

QA RBYAZEI GCPE Th)e  ARUAREIE, “AdT A e
sthyel #edE TR APe AA, 59U, 715 @ RuE A% FAH oY
felZol 3 HeHQ Hxolth o] VFY EHE AAY] HAE AHL A7)E
Aoz Aduadel e, d 2 BX7 REHm NP4 e A
s F43 BFo] Hrk

Good Clinical Practice (GCP) is an international ethical and scientific quality
standard for designing, conducting, recording and reporting trials that involve
the participation of human subjects. Compliance with this standard provides
public assurance that the rights, safety and well-being of trial subjects are
protected, consistent with the principles that have their origin in the

Declaration of Helsinki, and that the clinical trial data are credible.

(A

ICH GCP 7telEsele] F3=
AFFozH, FATTY ARe
Aol th,

The objective of this ICH GCP Guideline is to provide a unified standard for

S

the European Union (EU), Japan and the United States to facilitate the
mutual acceptance of clinical data by the regulatory authorities in these

jurisdictions.

s ZhelEEkle 2, Aud, E7H 2 AA 2E Z15H(WHO) B oyt
HAY, <& 2 u=9 @A GCPE st /NEHAH.

The guideline was developed with consideration of the current good clinical

practices of the European Union, Japan, and the United States, as well as

those of Australia, Canada, the Nordic countries and the World Health

Organization (WHO).

o] Ftoletele FAGI AFSE AW Am Ful A Eaopsts ol

This guideline should be followed when generating clinical trial data that are

intended to be submitted to regulatory authorities.
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o] Zhol=zRlel A RS A2 ARt kg Ao FF= wA
S 9l e AdelE 28" Blolth
The principles established in this guideline may also be applied to other
clinical investigations that may have an impact on the safety and well-being

of human subjects.

5= (ADDENDUM)

ICH GCP 7lel=gl AA & AFY 75, 534, v8o] S/t 7&e
A, fs) #g Aa gi2o a4 s 2 #d dFd JT8 M=
71317} mpa =tk 7]& ICH E6(RDo] I3 AS o AP F= Fo| 7|4k
Ao wet FPFEHJT A Az 7]E B By &g IRV bgE
Ao Aol 3T A& S0, ¢ EUHT LS oAl dElA
AAE A oldem FHLRY AP Hs B2 ddYe AsE F Atk
ek o] Zholegiele AR HEoh AlY Ay A¥E HAs=
SAO FEHT gEHd AF AA, ¥, 45, 715, B Uy Ads

o5
AT AEF AN AY F4 2 584 S7F 549
E2E B g £A4 94 AU

Since the development of the ICH GCP Guideline, the scale, complexity,
and cost of clinical trials have increased. Evolutions in technology and risk
management processes offer new opportunities to increase efficiency and
focus on relevant activities. When the original ICH E6(R1) text was
prepared, clinical trials were performed in a largely paper-based process.
Advances in use of electronic data recording and reporting facilitate
implementation of other approaches. For example, centralized monitoring
can now offer a greater advantage, to a broader range of trials than is
suggested in the original text. Therefore, this guideline has been amended
to encourage implementation of improved and more efficient approaches to
clinical trial design, conduct, oversight, recording and reporting while
continuing to ensure human subject protection and reliability of trial
results. Standards regarding electronic records and essential documents

intended to increase clinical trial quality and efficiency have also been

updated.
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ol Ztol=gile AY 3 FAEH JIE ICH 7lel=2kdd AAsiA
glofofnt hui(al. E2A(dd A8 A= &), B3N Rian), E7(ALZ A,
E8(A @ vk 1A, E9(GAl |3, E11(&h).

This guideline should be read in conjunction with other ICH guidelines
relevant to the conduct of clinical trials (e.g., E2A (clinical safety data
management), E3 (clinical study reporting), E7 (geriatric populations), ES8
(general considerations for clinical trials), E9 (statistical principles), and E11

(pediatric populations)).

ICH GCP 7lol=ghelel Fd® ¥E& §yAd, U8, wF, Ao
A2 A A YA AR AT HA8E ANV AT T
Foltt. E6(RD¥ E6(R2) Xt AFHe FEol = 45 E6R2) F=o

Wl A
This ICH GCP Guideline Integrated Addendum provides a wunified
standard for the European Union, Japan, the United States, Canada, and
Switzerland to facilitate the mutual acceptance of data from clinical trials
by the regulatory authorities in these jurisdictions. In the event of any
conflict between the E6(R1) text and the E6(R2) addendum text, the E6(R2)
addendum text should take priority.

_34_




1. §0] 4 2)(GLOSSARY)

11 ¢FE°]4uE (Adverse Drug Reaction, ADR)
]Ur 2l o2 /‘Hi-cr" /‘PQ“’ﬂ "415} ARl &

In the pre—approval clinical experience with a new medicinal product or its
new usages, particularly as the therapeutic dose(s) may not be established: all
noxious and unintended responses to a medicinal product related to any
dose should be considered adverse drug reactions. The phrase responses to a
medicinal product means that a causal relationship between a medicinal
product and an adverse event is at least a reasonable possibility, ie., the

relationship cannot be ruled out.

Regarding marketed medicinal products: a response to a drug which is
noxious and unintended and which occurs at doses normally used in man
for prophylaxis, diagnosis, or therapy of diseases or for modification of
physiological function (see the ICH Guideline for Clinical Safety Data
Management: Definitions and Standards for Expedited Reporting).

1.2 ©]’44HE-g (Adverse Event, AE)

Jopgo] FolE B EE: AFUWIANA BAT wPARA 2e I
AAozA Amet wEA An WAE ZE AL otk olgwrge
MEAEA Q3 s egd FERES Ml 4@ An =),
Z4  EE AMoRM  (ANFS)FEN  BUAY  oRel ol
(MBS Mgl o) YAHOE it Aotk (ICH 7hol=ghele
9 AAY AR Bl A% B Fol @ J)FE Fx)

_35_



Any untoward medical occurrence in a patient or clinical investigation subject
administered a pharmaceutical product and which does not necessarily have
a causal relationship with this treatment. An adverse event (AE) can therefore
be any unfavourable and unintended sign (including an abnormal laboratory
finding), symptom, or disease temporally associated with the use of a
medicinal (investigational) product, whether or not related to the medicinal
(investigational) product (see the ICH Guideline for Clinical Safety Data
Management: Definitions and Standards for Expedited Reporting).

1.3 ¥7 Al¥A (Amendment (to the protocol))
A7 AZYA F=x

See Protocol Amendment.

14 #9A A (Applicable Regulatory Requirements)
WA G GIFEY AP T BA F 2L A
Any law(s) and regulation(s) addressing the conduct of clinical trials of

investigational products.

1.5 (Z1ZAA Y3 #-H) 52 (Approval (in relation to Institutional Review
Boards))

AGAIgol ZIHAALE (ol “IRBE s}, 71, GCP H #HH FA40

osf Fai S WHelM 382 = A= IRBY AE & dx}

The affirmative decision of the IRB that the clinical trial has been reviewed

and may be conducted at the institution site within the constraints set forth

by the IRB, the institution, Good Clinical Practice (GCP), and the applicable

regulatory requirements.

1.6 A (Audit)

A” A, 2F A (elst “oFH A= drh) el FEAYAFA(0]s) “SOP”E A,
GCP, &4 Aol met Alde] AdsA s3HAE=A, Ald A7t F s
715, 245, 285 EiFHA=7E #HIe] AsiA Ald e 2 3|
A O s AAF AL FHAA 2ARE = Al

A systematic and independent examination of trial related activities and

documents to determine whether the evaluated trial related activities were
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conducted, and the data were recorded, analyzed and accurately reported
according to the protocol, sponsor’s standard operating procedures (SOPs),

Good Clinical Practice (GCP), and the applicable regulatory requirement(s).

1.7 AAEAA (Audit Certificate)
AR o8] Aol AAHAFES A5t A

A declaration of confirmation by the auditor that an audit has taken place.

[
M

1.8 AR IA (Audit Report)
oF A & HAA o3 M AR HIHA

A written evaluation by the sponsor’s auditor of the results of the audit.

19 A7 °]¥ (Audit Trail)
A dAAE APY = J=F A3 A

A=

Documentation that allows reconstruction of the course of events.

110 &7}48 (BlindingMasking)
NolA s & 1 oo AdUAATel He LA @Fm A

32
e A wdEkde AdddAT m2e gelm dFEstde
g=

Ak AEA, RUE Y 9 ol ASdAE ARE RS A
oWl XE7} ol FoAEA Rt A

A procedure in which one or more parties to the trial are kept unaware of
the treatment assignment(s). Single-blinding wusually refers to the subject(s)
being unaware, and double blinding wusually refers to the subject(s),
investigator(s), monitor, and, in some cases, data analyst(s) being unaware of

the treatment assignment(s).

111 F#7)1EA] (Case Report Form, CRF)

ztzke) AFUAARE o FAolA muEolok st AR} AYMeA 2T
RRE 71287 gle) nE EY T4, B A, BE A FA

A printed, optical, or electronic document designed to record all of the
protocol required information to be reported to the sponsor on each trial

subject.
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112 Y3238 A+ (Clinical Trial Study)

PEAND L FFY - FrEAS FdstEe HFHorR d4H, oHE o
FEehd adE ESAY AAAIE&LFF 7wt wres FAs]
AslA, DA BEAFFS FF BE, A 2 uidEe sty S AT
AN A= oot

Any investigation in human subjects intended to discover or verify the
clinical, pharmacological and/or other pharmacodynamic effects of an
investigational product(s), and/or to identify any adverse reactions to an
investigational = product(s), and/or to study absorption, distribution,
metabolism, and excretion of an investigational product(s) with the object of
ascertaining its safety and/or efficacy. The terms clinical trial and clinical

study are synonymous.

113 Y3AF AT B3A (Clinical Trial Study Report)

A8, oY, AWe BHoT AYS WFOE AN AP/ /AT BE AW
HIE QYA BAH 49 P A% B3, BAL ZFVTICH stol=etele]
NEAHRTA L TR Y& 22

A written description of a trial/study of any therapeutic, prophylactic, or
diagnostic agent conducted in human subjects, in which the clinical and
statistical description, presentations, and analyses are fully integrated into a
single report (see the ICH Guideline for Structure and Content of Clinical

Study Reports).

1.14 =AM F) (Comparator (Product))
ANPollA A F G FFH Rlud Bz AdHe dIANFEYdE =
NBEE AF(SF. A dEz=T)olu HeF

An investigational or marketed product (i.e., active control), or placebo, used

rr

as a reference in a clinical trial.

115 (A8 #H) &5 (Compliance (in relation to trials)
A AR dd a7AM, GCP, B4 Aol wet AlFES AASE A
Adherence to all the trial-related requirements, Good Clinical Practice (GCP)

requirements, and the applicable regulatory requirements.
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1.16 B2 X% (Confidentiality)
ol zte]l Al AHE Bl AFAAY Aol FdH el olele] ERleA
dHA = AS FA = 4.

Prevention of disclosure, to other than authorized individuals, of a sponsor’s

proprietary information or of a subject’s identity.

1.17 Al°F (Contract)

AR ool 9y Be, 1w AP A4S AW TA W Fojs
B4 B ooldel Y IR B AW 1%, dR /19, A%8 FoA.
A8 AL Actel =A% 2 4 Ao

A written, dated, and signed agreement between two or more involved
parties that sets out any arrangements on delegation and distribution of tasks
and obligations and, if appropriate, on financial matters. The protocol may

serve as the basis of a contract.

118 =39 ¥3 (Coordinating Committee)
o7l Ald e sdle =4S f8 AHATE A% 21 e
A committee that a sponsor may organize to coordinate the conduct of a

multicentre trial.

119 A8 ZAA (Coordinating Investigator)
71 Aol Fosh= 2 7] AdAte] o 245k Ads B2 AL
An investigator assigned the responsibility for the coordination of

investigators at different centres participating in a multicentre trial.

120 s87]3# (Contract Research Organization, CRO)

AT BAG YRS 15 S ANA AR o8 HYne (A,
ez mx e Aoy 7w

A person or an organization (commercial, academic, or other) contracted by
the sponsor to perform one or more of a sponsor’s trial-related duties and

functions.

121 ZH 9 ¢ (Direct Access)
A<= Hr7sted 8% 715 3 Hus 24, &4, &< 2 AT As



et 2 A% dysts A mE e W-9F sgE, o
2UHSY 2 A Addae AU B a2k FHe| B
MRS FAsE FA wheh Fo 24 dAsior dk

Permission to examine, analyze, verify, and reproduce any records and
reports that are important to evaluation of a clinical trial. Any party (e.g.,
domestic and foreign regulatory authorities, sponsor’s monitors and auditors)
with direct access should take all reasonable precautions within the
constraints of the applicable regulatory requirement(s) to maintain the

confidentiality of subjects” identities and sponsor’s proprietary information.

1.22 #A4]8} (Documentation)

| FalolEX AP Wy, £y 2 Az, APel FFL vHE 23 %
A FsS ZIEdAUd 7S AT AL obAN AH, HAH,
A4 s I S s 7]%/ 270 Al A 2 AAT g_ﬁt}) 2E 7=

All records, in any form (including, but not limited to, written, electronic,
magnetic, and optical records, and scans, x-rays, and electrocardiograms) that
describe or record the methods, conduct, and/or results of a trial, the factors

affecting a trial, and the actions taken.

1.23 7] E-&4] (Essential Documents)
AEe ¥ By B Aed Ay Fde NEH 9 FEFe=m <

24 8 A AN WaF AR Hx)

o
p‘L
rlr

Documents which individually and collectively permit evaluation of the
conduct of a study and the quality of the data produced (see 8. Essential

Documents for the Conduct of a Clinical Trial).

124 AE #A7]|F (Good Clinical Practice)
d4F A 2A, A, 8, EUEY, J4d, 715, 24
ZlEoltt, Had Al ¥e o A HEst 5
H, S HiEd S AAET

A standard for the design, conduct, performance, monitoring, auditing,
recording, analyses, and reporting of clinical trials that provides assurance
that the data and reported results are credible and accurate, and that the

rights, integrity, and confidentiality of trial subjects are protected.
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125 =583 A5 2YUEHP Hds R*E H HHAE EUHY {3,
FUEH 493, A5 BYUEZ 93]) (Independent Data-Monitoring
Committee(IDMC) (Data and Safety Monitoring Board, Monitoring
Committee, Data Monitoring Committee))

71z Al Wy A4, 4 AR B F8Y w84

Brbskal Alde] AF, 4 E= A dis) o AelA =AF

A A7 BAT = A= FHAA A5 ZUHT fd 9.

An independent data-monitoring committee that may be established by the

ot

7}

N

30 &
S

A

sponsor to assess at intervals the progress of a clinical trial, the safety data,
and the critical efficacy endpoints, and to recommend to the sponsor whether

to continue, modify, or stop a trial.

126 FA37 Y3 A} (Impartial Witness)

g AEs TR AP Bl o8 LT IFL 0L shEHol e
Agoz NPUdA m= APudae] W Adel JE dgdel 2L 9L
S ogle A AR B Bl Felstel AW BAst AP RAA AT

ek AW ARES ¢ol Fa s Fi ALY

A person, who is independent of the trial, who cannot be unfairly influenced
by people involved with the trial, who attends the informed consent process
if the subject or the subject’s legally acceptable representative cannot read,
and who reads the informed consent form and any other written information

supplied to the subject.

1.27 58420 #2199 ¥3 (Independent Ethics Committee(IEC))

RAEIIet YBRAEIIL obd Ao w FAHE (WY, AIE, IV}
2=7H AL e Add]) SHAJ] A e A2 Aol
Akl A, b B BAE BASkE Zolal Al AR
D 7EE o ARREHooF st AFA R AFA, AEY AFAEH
ALEEE B Ee = dtid ogHe AESA sddsAY

o > off v "
U (O SO
Mo =2 mu ot fr

=
ATFezn NEde T4z BHIsts Zo|th
=2 98 #dd ¥ A4, 74, 715, =9 ®H 782 =57 2R OE
 uy

An independent body (a review board or a committee, institutional, regional,
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national, or supranational), constituted of medical professionals and
non-medical members, whose responsibility it is to ensure the protection of
the rights, safety and well-being of human subjects involved in a trial and to
provide public assurance of that protection, by, among other things,
reviewing and approving/providing favourable opinion on, the trial protocol,
the suitability of the investigator(s), facilities, and the methods and material
to be used in obtaining and documenting informed consent of the trial
subjects. The legal status, composition, function, operations and regulatory
requirements pertaining to Independent Ethics Committees may differ among
countries, but should allow the Independent Ethics Committee to act in

agreement with GCP as described in this guideline.

128 A @A &9 (Informed Consent)

NEEAe] e A3t %E’ﬂa Ao BE SHS A 2 5 54 A3
AdHow FAD AJAE FAdst= AAH. AFAIA Foe A=

w=Aell Asta ERE 71 A% Zﬂ

A process by which a subject voluntarily confirms his or her willingness to
participate in a particular trial, after having been informed of all aspects of
the trial that are relevant to the subject’s decision to participate. Informed
consent is documented by means of a written, signed and dated informed

consent form.

1.29 AE)ZA} (Inspection)

#ddE Ao wet Aol AFHASA FAsr] Hs A=A Ao
ANEE 8 e A Ee FEZIFEHECISE “CRO”E )] Aol A
A BEEA, A, 715 58 3R ZASE SFoltt

The act by a regulatory authority(ies) of conducting an official review of

rlr

H

documents, facilities, records, and any other resources that are deemed by the
authority(ies) to be related to the clinical trial and that may be located at the
site of the trial, at the sponsor’s and/or contract research organization’s
(CRO’s) facilities, or at other establishments deemed appropriate by the
regulatory authority(ies).
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1.30 (¢]%) 71¥# (Institution (medical))
Aol FRHEE TAAR) A 71358 23 A
Any public or private entity or agency or medical or dental facility where

clinical trials are conducted.

1.31 7| B4 A1 93] (Institutional Review Board(IRB))

o|std, yshd, wstAel Yoz FAHH FHZA DAERA AP AFA,
AA-A, AR FYE . FAEEE WA AsREse AAL
Aste q&e st APl 2dH= AR dg, 4 2 FA 9
HSe AY3

-

S

An independent body constituted of medical, scientific, and non-scientific
members, whose responsibility is to ensure the protection of the rights, safety
and well-being of human subjects involved in a trial by, among other things,
reviewing, approving, and providing continuing review of trial protocol and
amendments and of the methods and material to be used in obtaining and

documenting informed consent of the trial subjects.

1.32 7 Y4 AP QAT BIA (Interim Clinical Trial Study Report)
A A g T AAE 24 SAE £ S A3 3 Hrtel @7 HaA
A report of intermediate results and their evaluation based on analyses

performed during the course of a trial.

1.33 YAA P& FF (Investigational Product)

AdollA FHiz AEHAY APEHE 78 Aoy Aoke] ofAstd dH=
sdd 43 e Y= /‘}Qﬂﬂ‘/} z8E AFAE == 272 WHA),
Ee odFHA 2 A5l AEHAY $dE S50 B3 FUF ARE A=

g AHEE = Aol F7HE AlFe R

A pharmaceutical form of an active ingredient or placebo being tested or
used as a reference in a clinical trial, including a product with a marketing
authorization when used or assembled (formulated or packaged) in a way
different from the approved form, or when wused for an wunapproved

indication, or when used to gain further information about an approved use.
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1.34 AF A} (Investigator)

A Z18A AR el Ade TH AR JIAQ "ol AldEe AAE
3%, A I "9 HEr Ha AlgAE 28T Ade A FE

A person responsible for the conduct of the clinical trial at a trial site. If a
trial is conducted by a team of individuals at a trial site, the investigator is
the responsible leader of the team and may be called the principal

investigator. See also Subinvestigator.

1.35 A @A /1 (Investigator / Institution)
PRI a7 2L VEAFE A RA £ AL sl £
An expression meaning "the investigator and/or institution, where required

by the applicable regulatory requirements".

1.36 N @AAE3 (Investigator's Brochure)

A A A T EH e ddAEEdES AdE ddH B v
Age] 2 (7. AdAAEH (08}, “IB7E ) F=x)

A compilation of the clinical and nonclinical data on the investigational
product(s) which is relevant to the study of the investigational product(s) in

human subjects (see 7. Investigator’s Brochure).

1.37 A d3o] J&= el (Legally Acceptable Representative)
AAUEAE gAls] Alduidatel Ald el dis) 3o dAds fd e
M Aol = Ji%l, WE wA Ee VIE 2

An individual or juridical or other body authorized under applicable law to
consent, on behalf of a prospective subject, to the subject’s participation in

the clinical trial.

1.38 2YE]Y (Monitoring)

ANE Y AAHe =, AgA, SOP, GCP, &4 Aol wat A ge] 3,
712, BIHEE dAsE B

The act of overseeing the progress of a clinical trial, and of ensuring that it
is conducted, recorded, and reported in accordance with the protocol,
Standard Operating Procedures (SOPs), Good Clinical Practice (GCP), and the

applicable regulatory requirement(s).
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1.39 2YUE|® X I A (Monitoring Report)

EUgado] oFAe sope| wet 7t FAE WEsAYU Aldd dds
Age AT Fol Akl HANA AFHE RA

A written report from the monitor to the sponsor after each site visit and/or

other trial-related communication according to the sponsor’s SOPs.

140 t71& Al@ (Multicentre Trial)

stupe] Alg el wel = ol de el = olde] AgAtel s s
Al

A clinical trial conducted according to a single protocol but at more than

one site, and therefore, carried out by more than one investigator.

1.41 ¥l 9 (Nonclinical Study)
At Ao oA e Aoehz A+

Biomedical studies not performed on human subjects.

142 (5432 &8993 #™H) 94 (Opinion (in relation to Independent
Ethics Committee)

SYZHA S AL (IEC)7E AlFe A =

The judgement and/or the advice provided by an Independent Ethics

Committee (IEC).

143 95715 ¥E (Original Medical Record)
TAEM Hx

See Source Documents.

1.44 AYA (Protocol)

AR =3k, AE, ¥H, A HAR, FAS Aed 4. A"A
Aol i wigs o232 IAE ATt o] i o] 2%

AgA e i A A&d 4 At ICH GCP 7ho|=2lol A "Al f A
A et AZASIAE T3,

A document that describes the objective(s), design, methodology, statistical
considerations, and organization of a trial. The protocol usually also gives the

background and rationale for the trial, but these could be provided in other
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protocol referenced documents. Throughout the ICH GCP Guideline the term

protocol refers to protocol and protocol amendments.

1.45 W7 AYA (Protocol Amendment)
A MAe 44 THAZR Aed A

A written description of a change(s) to or formal clarification of a protocol.

146 F2 X3F (Quality Assurance, QA)

GCP Bl trAIZ =2 A wet Alge] AAHA, ARV} 4bg, 715, BilsHs
e THE7] A3l A ZE AF Aol AAAA =4

All those planned and systematic actions that are established to ensure that
the trial is performed and the data are generated, documented (recorded),
and reported in compliance with Good Clinical Practice (GCP) and the

applicable regulatory requirement(s).

147 ¥4 #g (Quality Control, QC)

AP BEe FA BB o7 =l FFHAULAE YFI) 98 FAnz
AA WAl A Bt A= &5

The operational techniques and activities undertaken within the quality
assurance system to verify that the requirements for quality of the

trial-related activities have been fulfilled.

148 729 A (Randomization)

HEHS Zol7] fste &Eel dElel wet A AET e dE2
s 2gste 34

The process of assigning trial subjects to treatment or control groups using

an element of chance to determine the assignments in order to reduce bias.

1.49 FA 3= (Regulatory Authorities)

ANRE Ftste d@S 7HR @Al ICH GCP 7hol=ilolA A= 2
Azd AY ARES AR, RS S5 A9 F2)S shHnh of
GAl= iz 3d gxo2r dHojzin.

Bodies having the power to regulate. In the ICH GCP Guideline the

expression Regulatory Authorities includes the authorities that review
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submitted clinical data and those that conduct inspections (see 1.29). These

bodies are sometimes referred to as competent authorities.

1.50 Fdlgt o]’ 34§ (Serious Adverse Event, SAE) T+ FUIg oFE0]/dik-$-
(Serious Adverse Drug Reaction)
ofn §FANEX AT & Yt A¥FA 2E o BAL
Any untoward medical occurrence that at any dose:
- AFEE =9
results in death,
- AHS 9y
is life-threatening
-9 EE QY A17ke] Aol Wad 49
requires inpatient hospitalization or prolongation of existing hospitalization
- A% mE ougE BT Y% ASE xdse 49
results in persistent or significant disability/incapacity

=< or

- ARHA 1Y/ 2 A ool e Ay

is a congenital anomaly/birth defect
(ICH 7lol=ghele] 4 obdA A8 Bl A4 niel o 8 /]2 3=
(see the ICH Guideline for Clinical Safety Data Management: Definitions and
Standards for Expedited Reporting).

151 ZAAS (Source Data)

AN@eA Ade Aol Bristy] Asi Bod A 23, #F 9 7E
Ao i 715 A& 5 I AR xdE EeE AHH IAAERE
TATA(EE 715 e Ao 4 AHR)Qbedl £3E A

All information in original records and certified copies of original records of
clinical findings, observations, or other activities in a clinical trial necessary
for the reconstruction and evaluation of the trial. Source data are contained

in source documents (original records or certified copies).

152 A &A] (Source Documents)
HAE B4, A5 F JECEE 9 HYE, 9FUIE, BaAAIE, e

7

NENIAL7IY BIEEARE, =] ofE =AVE, Asd 7151/‘}7]711
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=8 A7, AAAFA D 4 AR, vlelanA(He] 7 dolAE Fi
29 AE BE), ANFS WAL, wlolagBEolt A7) A, YA
AAAE, NGHEA D D 77| SAE, AL AR S AR)

Original documents, data, and records (e.g., hospital records, clinical and
office charts, laboratory notes, memoranda, subjects’ diaries or evaluation
checklists, pharmacy dispensing records, recorded data from automated
instruments, copies or transcriptions certified after verification as being
accurate copies, microfiches, photographic negatives, microfilm or magnetic
media, x-rays, subject files, and records kept at the pharmacy, at the

laboratories and at medico-technical departments involved in the clinical trial).

1.53 ¢ E A} (Sponsor)
A@e) A%, B, Aol td Aol Qe AR, FA, A4 A)@ EE 24
An individual, company, institution, or organization which takes responsibility

for the initiation, management, and/or financing of a clinical trial.

1.54 9| E|&}-A| @A (Sponsor-Investigator)

NEHEATE DA G EFS T, =4, ASD W I} AFE= EA

OE AEH AFstar sdsks i o] &= A1) olfle vE AME2

Jﬂo}x] =t (5, I e dAE uiste Aol ofd) AFHAR-AAAS
o F-= oA o F-of AlFALe] o F UMAE ¢ 29T

An individual who both initiates and conducts, alone or with others, a

¢
lo rr

clinical trial, and under whose immediate direction the investigational product
is administered to, dispensed to, or used by a subject. The term does not
include any person other than an individual (e.g., it does not include a
corporation or an agency). The obligations of a sponsor-investigator include

both those of a sponsor and those of an investigator.

155 EFZ YA AA (Standard Operating Procedures, SOP)
574 7% el gds= fldl dAsA 7158 AAA
Detailed, written instructions to achieve uniformity of the performance of a

specific function.
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1.56 N @FZA (Subinvestigator)

Al Bd s edstn Ags ddd S8% AR sl fdEA,
Aol AR oldl 19 B PEHE Addel AN TAL (5, BF
A7A, A, WY F) AP F=

Any individual member of the clinical trial team designated and supervised
by the investigator at a trial site to perform critical trial-related procedures
and/or to make important trial-related decisions (e.g., associates, residents,

research fellows). See also Investigator.

1.57 A A B FAL (Subject/Trial Subject)
Aol Fosks Moz A YBAE S FE e tHxde Fols A
An individual who participates in a clinical trial, either as a recipient of the

investigational product(s) or as a control.

158 A& dA 2 EI = (Subject Identification Code)

AN@A7E o] dHks e 8 A A A5E R of AP Al
B3E37] YA Zzte] ARt A Rogsta 2zt AdodAte] oE Al
ARgShE A A7) D

A unique identifier assigned by the investigator to each trial subject to

o

protect the subject’s identity and used in lieu of the subject’s name when the

investigator reports adverse events and/or other trial related data.

159 A8 AA &4 (Trial Site)
AN ddE 5o AR FHE o

The location(s) where trial-related activities are actually conducted.

1.60 33tA X3 FE ]S (Unexpected Adverse Drug Reaction)

A& 7hedt oofFol e AH(o. o SAFHA E2 dGANDEAFFY 1
e AR AF 540 U@ WA B goffl)et dAHA Ee Fol
AMAEE GAFE o]4REs (ICH 7lol=eklY A4 A3 A5 e 4
Hiel o 8 7E Fx)

An adverse reaction, the nature or severity of which is not consistent with

P £ =

the applicable product information (e.g., Investigator’s Brochure for an

unapproved investigational product or package insert/summary of product
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characteristics for an approved product) (see the ICH Guideline for Clinical

Safety Data Management: Definitions and Standards for Expedited Reporting).

1.61 HFS A A= AFHFA (Vulnerable Subjects)

Aol FA37|E Ydle Aol TAHSE olUE et #FHEA o]
Fod 2 ARG A 22 A9 AFAZREE WA =B Holol o3l
AEARD ol AA FFS e JheAol e Uil dEs «lﬂr"ﬂ—u
ofstist, X|stist, tadhst A B, A& Z5FAL, A AL , TR
TAAZE ool siERitt. I Qo= =Xl AY A, 2% Oﬂ/‘i ili—%
He A, AdAY HI2A, SF53R AT FA, & JAF, FRAL BRAL
dHl, mAdda 5 AgoAed s soE @ ¢ jle AFUAAE T¢I,

Individuals whose willingness to volunteer in a clinical trial may be unduly

ﬁ

influenced by the expectation, whether justified or not, of benefits associated
with participation, or of a retaliatory response from senior members of a
hierarchy in case of refusal to participate. Examples are members of a group
with a hierarchical structure, such as medical, pharmacy, dental, and nursing
students, subordinate hospital and laboratory personnel, employees of the
pharmaceutical industry, members of the armed forces, and persons kept in
detention. Other vulnerable subjects include patients with incurable diseases,
persons in nursing homes, unemployed or impoverished persons, patients in
emergency situations, ethnic minority groups, homeless persons, nomads,

refugees, minors, and those incapable of giving consent.

1.62 (N @H&Ae]) EA (Well-being (of the trial subjects))
Aol Foste A A SA4, Fald kg
The physical and mental integrity of the subjects participating in a clinical

trial.

HZ(ADDENDUM)

1.63 ¥&2 F24 AHE(Certified Copy)

ASHE, 2171 7149 A =5 A5 AAS 53 A8 753 54

Xqi(ﬁﬂﬁ e, 7 e AB)E Ad AHEAREE WA 3
A ).
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A copy (irrespective of the type of media used) of the original record that
has been verified (i.e., by a dated signature or by generation through a
validated process) to have the same information, including data that

describe the context, content, and structure, as the original.

1.64 =Y E ¥ A ¥ Monitoring Plan)
A BUEE A= W, A, 818 7)ed 14
A document that describes the strategy, methods, responsibilities, and

requirements for monitoring the trial.

1.65 HAFE A== W] g o] (Validation of Computerized Systems)

ANz" AR FA EE Ag Alz"ew o]l d wiztA AAE S8
A&HoR T5E g A= HAFH A2EH 54 84 1 2 Je AA.
HEldold a2 AlaE AR oxE B AdUdA Hoe Ald A
Ao Alzdle] FFE MA TS LHEIT A8 HUHE o=
o] F-of ] of i

A process of establishing and documenting that the specified requirements
of a computerized system can be consistently fulfilled from design until
decommissioning of the system or transition to a new system. The
approach to validation should be based on a risk assessment that takes
into consideration the intended use of the system and the potential of the

system to affect human subject protection and reliability of trial results.
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2. ICH GCP¢ ¥4=(THE PRINCIPLES OF ICH GCP)

21 dEAAELS AAT) A FAS S TA, IAAE I
Aol wel FPEojof )

2.1 Clinical trials should be conducted in accordance with the ethical

e

N

principles that have their origin in the Declaration of Helsinki, and that are

consistent with GCP and the applicable regulatory requirement(s).

22 NFoeziyY d=FHe AdH =d1 Al W
Ao A ARZE 4S5 e oldel I #¥
A3t ¢ Ava ddEHE Aol et Ade AAJste]oF T
2.2 Before a trial is initiated, foreseeable risks and inconveniences should be
weighed against the anticipated benefit for the individual trial subject and
society. A trial should be initiated and continued only if the anticipated

benefits justify the risks.

23 AQugAel Ae, R R BAE b 2ad ae Al B
A8l o] olojrh $41A H oo} ).
23 The rights, safety, and well-being of the trial subjects are the most

o ye

important considerations and should prevail over interests of science and

society.

o g ol& et WYY B A AR= Ak
o]
AN

24 The available nonclinical and clinical information on an investigational

product should be adequate to support the proposed clinical trial.

25 dgAde Hetxom BEslor s AVHE E@stn A
7] & oloF ot
2.5 Clinical trials should be scientifically sound, and described in a clear,

detailed protocol.
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26 N2 IRB/IECS] A )le 2 AFA ol me}h s ojof St
2.6 A trial should be conducted in compliance with the protocol that has
received prior institutional review board (IRB)/independent ethics committee

(IEC) approval/favourable opinion.

2.7 N EAANAl AsE= s AAY AlguldAE At o dAH2
QAU A= 2rE oA A3} o Ake] ) Shofl st of i

2.7 The medical care given to, and medical decisions made on behalf of,
subjects should always be the responsibility of a qualified physician or, when

appropriate, of a qualified dentist.

HE
Fot

bl s 9 FAL

ol

28 AW S Helsts 7 AAe AR PREALS 9
w3 R Awo] glojof @
2.8 Each individual involved in conducting a trial should be qualified by

education, training, and experience to perform his or her respective task(s).

29 A o Aol 2= AUEARETH ARl & Eotof I
2.9 Freely given informed consent should be obtained from every subject

prior to clinical trial participation.

o

210 25 AE AKXRE A3 B, Qlo] 7hesk W o g 7|&E, Ay,

BEF ofof T}

210 All clinical trial information should be recorded, handled, and stored in

14,

_l 0

a way that allows its accurate reporting, interpretation and verification.

+-=(ADDENDUM)
o] A A" wAlel FEF BAIRIC] o] Tlol=gle HxdE EE
715 H&H

This principle applies to all records referenced in this guideline,

irrespective of the type of media used.

-

211 AFAEA Aol 7l 7|E2 nido] RAHEE #Ad g uwet

A5 Eolof @,



211 The confidentiality of records that could identify subjects should be
protected, respecting the privacy and confidentiality rules in accordance with

the applicable regulatory requirement(s).

212 Ao oFES WA AR oJofFE Alx B AEVIE(GMP)ol webA
ARt A, BaE ook stH, SQlE Ag Ao we} Akg-Fojof it

212 Investigational products should be manufactured, handled, and stored in
accordance with applicable good manufacturing practice (GMP). They should

be used in accordance with the approved protocol.

213 N2 AHAS BSE 5 e AA stolA dAEojoF Tt
213 Systems with procedures that assure the quality of every aspect of the

trial should be implemented.

H Z(ADDENDUM)
oleld AzHe AU BB 89 AW Ad VAR wAd @A
AN BE Ao AFaop B,

Aspects of the trial that are essential to ensure human subject protection

i)

and reliability of trial results should be the focus of such systems.
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3. Z1BAA R3] /[EH 3 £ 943 (INSTITUTIONAL REVIEW
BOARD/INDEPENDENT ETHICS COMMITTEE(IRB/IEC))

3.1 &% (Responsibilities)

311 IRB/IECE EE Adddzte] dAg, ¢td 2 EBEAE Eiéﬂ ofF g},
Aot A A= AFU AT FAst= Age] ARede SER FoE
7= ook Tt

3.1.1 An IRB/IEC should safeguard the rights, safety, and well-being of all
trial subjects. Special attention should be paid to trials that may include

vulnerable subjects.

312 IRB/IECE Y9 &A4ES FHslojof gt
3.1.2 The IRB/IEC should obtain the following documents:

AEHHAGA, AddAel Mg, Adidx =38 AA@. Fa),
ANFAEANA AEEHE AR AH, 1B, °l§& T XY BH,
AEda Al A A8 7hHed AFd HAdol Witk AR, Ad"eAe] A
ol# A Ex 7|Et oY FHA 9 IRB/IECS 7 3o Ha3 7|g A=
trial protocol(s)/amendment(s), written informed consent form(s) and consent
form wupdates that the investigator proposes for use in the trial, subject
recruitment procedures (e.g., advertisements), written information to be
provided to subjects, Investigator’s Brochure (IB), available safety information,
information about payments and compensation available to subjects, the
investigator’s current curriculum vitae and/or other documentation evidencing
qualifications, and any other documents that the IRB/IEC may need to fulfil

its responsibilities.

—

IRB/IEC= A3 AlZE ol Al=d Ad<S AAsta Ade A, A&
=4, @Rt thaol siPsts e 7155t =433

The IRB/IEC should review a proposed clinical trial within a reasonable time
and document its views in writing, clearly identifying the trial, the

documents reviewed and the dates for the following:
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- 5Q/954 o7

- approval/favourable opinion;

- Hel

- modifications required prior to its approval/favourable opinion;
- Hlsly F8E oA, a8a

- disapproval / negative opinion; and

- AP sl FEF et A/ B

- termination/suspension of any prior approval/favourable opinion.

313 IRB/IEC= Al@Are] &A) olgA =& IRB/IECTT 8738k 7IEF ZHe
Hdd 2ME FEl AP A= AES|oF dth

3.1.3 The IRB/IEC should consider the qualifications of the investigator for
the proposed trial, as documented by a current curriculum vitae and/or by

any other relevant documentation the IRB/IEC requests.

sl A% 1dol 13 HAS=E A &HHo R
S A @Al A m A= A BEd ot

b

3.1.4 IRB/IEC= AA F°
HES da7r e A
HHsHA Ao

3.1.4 The IRB/IEC should conduct continuing review of each ongoing trial at
intervals appropriate to the degree of risk to human subjects, but at least

once per year.

3.1.5 IRB/IECx= Al@ Ao :Lla olxdl W EAZ R3] Ya =7}
ARy dasigy deEE A9, 48100 8okd A Qo HRE Ao A
878 7 Ao

315 The IRB/IEC may request more information than is outlined in
paragraph 4.8.10 be given to subjects when, in the judgement of the IRB/IEC,
the additional information would add meaningfully to the protection of the

rights, safety and/or well-being of the subjects.

316 NG A Be@s12 4814 F2)S Folol ols) wAEH AGol
92 39, IRB/IECE AZH AdAe Jlet Be g0 Adel &2
g HEd ol

ZRe FE3I AMNSL deAS B FHS FFSL AEA
3
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3.1.6 When a non-therapeutic trial is to be carried out with the consent of
the subject’s legally acceptable representative (see 4.8.12, 4.8.14), the IRB/IEC
should determine that the proposed protocol and/or other document(s)
adequately addresses relevant ethical concerns and meets applicable

regulatory requirements for such trials.

317 Alg A Al 2 AIFdAA tEdle] A Fort Evbssittar
HA S 94815 =), IRB/IECE Atd AZA 9 7[g} BAEC] A9
sEd =de 3Esn 9ex FY FAHL 2Ssam Q=2 AEs ok
kel S5 A9

3.1.7 Where the protocol indicates that prior consent of the trial subject or
the subject’s legally acceptable representative is not possible (see 4.8.15), the
IRB/IEC should determine that the proposed protocol and/or other
document(s) adequately addresses relevant ethical concerns and meets

applicable regulatory requirements for such trials (i.e., in emergency situations).

318 IRB/IECE A@thaxte] tat 2102 mgols wo] At gael A
Fololl I og-%k

%ﬁﬁ%ﬁ%%iﬁ#i llTﬂﬁHL?_%W

3.1.8 The IRB/IEC should review both the amount and method of payment
to subjects to assure that neither presents problems of coercion or undue
influence on the trial subjects. Payments to a subject should be prorated and

not wholly contingent on completion of the trial by the subject.

319 IRB/IEC= AM® soA B AfddidAtelA Alg=elof st o2
Aol AlddidAtel digk Ao WH, F9, dAe EII HA
W&ol = A=A &<lsfof ot wiE A wjEe R ojFod B3 W
FAH oz YA gofok st

3.1.9 The IRB/IEC should ensure that information regarding payment to

o2 L >
o g

subjects, including the methods, amounts, and schedule of payment to trial
subjects, is set forth in the written informed consent form and any other
written information to be provided to subjects. The way payment will be

prorated should be specified.
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32 74, 71 2 +9Y(Composition, Functions and Operations)

321 IRB/IEC= Aljkd Algel #3b3, sy, 214 SHs HESHA
T e A43 AIe FHHeER AL e AHER
T oo st} thg2 IRB/IECH tisl] AA=E AEC]

3.2.1 The IRB/IEC should consist of a reasonable number of members, who

" xo

fo

collectively have the qualifications and experience to review and evaluate the
science, medical aspects, and ethics of the proposed trial. It is recommended
that the IRB/IEC should include:

(a) HA&3% 59

(@) At least five members.

(b) HIFASH AFEokel A= H4F 3

(b) At least one member whose primary area of interest is in a

nonscientific area.
() 718/ A 3 A it #d gle A4S 3 3

(c) At least one member who is independent of the institution/trial site.

AN@EEa 8 ejzAsh #d gl IRB/IEC 99wte]l Ag #d EAlol g
oA ARFAY AZsN ok wrt.

Only those IRB/IEC members who are independent of the investigator and

the sponsor of the trial should vote/provide opinion on a trial-related matter.

IRB/IEC 3|99 Wes 159 A4L 7128 FA7} masofof o}
A list of IRB/IEC members and their qualifications should be maintained.

322 IRB/IECE EA3"H 9 Azl wagt 1 71%S& Fds|oF 3,
gojelle) &E 3 Ats =AM ZIF3 Folok 3 GCP, #¥ A=
uefok .

3.22 The IRB/IEC should perform its functions according to written
operating procedures, should maintain written records of its activities and
minutes of its meetings, and should comply with GCP and with the

applicable regulatory requirement(s).
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323 IRB/IECE= wA3std &9 Hxatdl #FAE nviep o], JAAZTE
Zxae A4d TAE FHoolA oA ojof ).

3.2.3 An IRB/IEC should make its decisions at announced meetings at which
at least a quorum, as stipulated in its written operating procedures, is

present.

324 IRB/IECS| AlAF B Eojo] A3 4
T Ao

3.24 Only members who participate in the IRB/IEC review and discussion

)

o] 189 Ae %

b

/AELD

should vote/provide their opinion and/or advise.

325 AdA= ARl d@d ARE ATd s UAT, IRB/IEC Aoy
FA/H7 = Fosies o Ao

3.2.5 The investigator may provide information on any aspect of the trial, but
should not participate in the deliberations of the IRB/IEC or in the
vote/opinion of the IRB/IEC.

32.6 IRB/IECE 2& T817] 98] 9)9o] ohd 53 Rore] AE/E 21
=

3.2.6 An IRB/IEC may invite nonmembers with expertise in special areas for

s

assistance.

3.3 =9 A} (Procedures)

IRB/IECE= £9 HAE Fdste] EAststar ofd metof It & HA=
thgol e EgaTh

The IRB/IEC should establish, document in writing, and follow its

procedures, which should include:

331 1 FARIYY o2 B A3 ARe AH
3.3.1 Determining its composition (names and qualifications of the members)

and the authority under which it is established.
332 39| A8, 3e] FALNA B4 B 3)e] 53
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3.3.2 Scheduling, notifying its members of, and conducting its meetings.

333 Al 7] & A& AAL 3

3.3.3 Conducting initial and continuing review of trials.

334 HH3 A& AAF RIE A

3.3.4 Determining the frequency of continuing review, as appropriate.

3.3.5 IRB/IECS] £%1/%53 oA Wy W F2A AFe] vk HAGAE
ek A& A8 8 /554 ds #d A wet Ay

3.3.5 Providing, according to the applicable regulatory requirements, expedited
review and approval/favourable opinion of minor change(s) in ongoing trials

that have the approval/favourable opinion of the IRB/IEC.

33.6 IRB/IEC7t Algel M¥ SRl/552 ods ox3r] Hdee= o4
AR A 202 & glde Ae T7A%
3.3.6 Specifying that no subject should be admitted to a trial before the

IRB/IEC issues its written approval/favourable opinion of the trial.

1Ak FoAL @A AR
A58 Sof, RUHLY 9 ASHs

dud FuE 99 gas
A o] 1 o

9% AYg 3 BRY WMol Bad

W) 452 Fx)S A1, IRB/IECY HAF WAAZM tha ALA
AR %/954 97 glo] AYAE AsAL WAl AAHA Polol
st e 1A

3.3.7 Specitying that no deviations from, or changes of, the protocol should
be initiated without prior written IRB/IEC approval/favourable opinion of an
appropriate amendment, except when necessary to eliminate immediate
hazards to the subjects or when the change(s) involves only logistical or
administrative aspects of the trial (e.g., change of monitor(s), telephone
number(s)) (see 4.5.2).

338 AdA= 33 2L 49 IRB/IECO| &7+ X a3]of f;u}% A WA
3.3.8 Specifying that the investigator should promptly report to the IRB/IEC:
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A gz FRE St Ade AaA77 s A"AMTL
dEAY WA A9 (337, 452, 454 Fx)

Deviations from, or changes of, the protocol to eliminate immediate
hazards to the trial subjects (see 3.3.7, 4.5.2, 4.5.4).

A gARelA e STHIAY A sl 2 9% F= WE
(410.2 =)

Changes increasing the risk to subjects and/or affecting significantly
the conduct of the trial (see 4.10.2).

Tiskal oAdskA X7 BE FEolduts

All adverse drug reactions (ADRs) that are both serious and
unexpected.

Al gkl bdoly Aol ddd FA4 €L IF
Mz R

New information that may affect adversely the safety of the subjects

< T

o

-y
-

o)
AA

or the conduct of the trial.

3.3.9 IRB/IEC7} tY3 22 W&ol thsl AI@A/ 7]l 57 AW FH3lof

e A5

3.3.9 Ensuring that the IRB/IEC promptly notify in writing the

investigator/institution concerning;:

a) Ads BEE A9/oA

a) Its trial-related decisions/opinions.

b) The reasons for its decisions/opinions.

C

C

)
)

A/ elel W ol o8

Procedures for appeal of its decisions/opinions.

(
(
(b) 2 2A/°)AES Wd ol
(
(
(

3.4 7]=(Records)

IRB/IECE A3 9483 HA 3d o4 2E #AH 7|2 X2l
55, 7AYe Ad/TEYe &%, ATE B4, fef AR B A)E

4

(1. AE "H, 7

0
i
KR
=

Hastofop skl oAl oz HE 240 & W o]F AlEst{of Tt

The IRB/IEC should retain all relevant records (e.g., written procedures,

membership lists, lists of occupations/affiliations of members, submitted
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documents, minutes of meetings, and correspondence) for a period of at least
3-years after completion of the trial and make them available upon request

from the regulatory authority(ies).

IRB/IECE A @4, &84, 74 gFozne Ad A3 749 2% A28
24WE 5 ok
The IRB/IEC may be asked by investigators, sponsors or regulatory

authorities to provide its written procedures and membership lists.
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4. AP AINVESTIGATOR)

4.1. N@Ae AA T 39| (Investigator's Qualifications and Agreements)

411 AFAE AGe AEF Aol WP AYL Ax 2K, £, AIL
Eato] AL ZFolck s, BY R WAH RE AL FHAAL
stel o)gA, IRB/IEC, #Al F3e] 33 H4l o]dAL e % BAS

MM AAS FHEoF A

411 The investigator(s) should be qualified by education, training, and
experience to assume responsibility for the proper conduct of the trial, should
meet all the qualifications specified by the applicable regulatory
requirement(s), and should provide evidence of such qualifications through
up-to-date curriculum vitae and/or other relevant documentation requested
by the sponsor, the IRB/IEC, and/or the regulatory

authority(ies).

412 ANEA= A9 1B, ddAIE & oFEel ek R, ATV A& 71E
BEAM AFAel e HUER dEAFEdFF HED Agel dis
A Bkl flojoF .

41.2 The investigator should be thoroughly familiar with the appropriate use
of the investigational product(s), as described in the protocol, in the current
Investigator’s Brochure, in the product information and in other information

sources provided by the sponsor.

413 NPA= GCP3 #d A= & &al =) oF o
41.3 The investigator should be aware of, and should comply with, GCP and

the applicable regulatory requirements.

414 AFA/ N2 A o BRUHY, S At FAT T o3
AH2AE & 5 AES sof Frh

41.4 The investigator/institution should permit monitoring and auditing by

the sponsor, and inspection by the appropriate regulatory authority(ies).

AR BEE 8 PRE QAT 5+ AE AT A4L A

Aol B2g AT Qofok drt



41.5 The investigator should maintain a list of appropriately qualified

persons to whom the investigator has delegated significant trial-related duties.

42 AAH3 A-Y(Adequate Resources)

421 APgdA= (d. $FF A5 ZAE F1) oA 2F 712 Yol FA-3]
27HE Fol APWIAE 2HT £ A5 Sk Ak

421 The investigator should be able to demonstrate (e.g., based on
retrospective data) a potential for recruiting the required number of suitable

subjects within the agreed recruitment period.

422 ANFAAE A" A 71 WAl AEe gutEA Fdsta FE3H
Sstel HAF AL TP B,
422 The investigator should have sufficient time to properly conduct and

complete the trial within the agreed trial period.

423 APAE AWe entEa AsAl FRstr] S8 A AR B
ARG 5o A4 JE AW} 48P DL BEY 5 3lojok B

4.2.3 The investigator should have available an adequate number of qualified
staff and adequate facilities for the foreseen duration of the trial to conduct

the trial properly and safely.

424 NPFAE AP AYe Hxdte BEE Aol AFA, QA E 8,
AN BE GRE 750 te) FRE FRI $ASEE sfof T}

424 The investigator should ensure that all persons assisting with the trial
are adequately informed about the protocol, the investigational product(s),

and their trial-related duties and functions.

+=(ADDENDUM)

425 ANdA= Ad AA AaolAd FdEHE AY B9 dF 2 Jes
AP A == ©AE A= Hdo] T

425 The investigator is responsible for supervising any individual or party to whom
the investigator delegates trial-related duties and functions conducted at the trial site.
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426 A@AN B A BA 4T D %S FYAI] AS A mE
A} Aokals A% AFABE AY == BAZ AW B 4T 9
N5e FAL AAL RFEF slof st FAHE A BA 4T o

713 ST BE AR AN S BAse AAE AAsoF doh
42.6 If the investigator/institution retains the services of any individual or
party to perform trial-related duties and functions, the
investigator/institution should ensure this individual or party is qualified
to perform those trial-related duties and functions and should implement

procedures to ensure the integrity of the trial-related duties and functions

performed and any data generated.

43. N@EAe o853 A X|(Medical Care of Trial Subjects)

431 AdA B APEBARM A4= ZtE AHES AT s AlEH
T BE (s AHE) A U HdSs AHof o

431 A qualified physician (or dentist, when appropriate)) who is an
investigator or a subinvestigator for the trial, should be responsible for all

trial-related medical (or dental) decisions.

432 NFA/71EL ADWEATE APl FHosts st R 2 o] Fol AlE
ddd ddHeR T A4g43 HAXNE T8t e oSl A
ANAA A NA AdF 52 AAE ATD F Aves A EFAoF I
N2/ 718 AdAZE SA) | BEdsed tis) o532 AA 7F Hesit=
e NBHGAANA TRk Frt

43.2 During and following a subject’'s participation in a trial, the
investigator/institution should ensure that adequate medical care is provided
to a subject for any adverse events, including clinically significant laboratory
values, related to the trial. The investigator/institution should inform a
subject when medical care is needed for intercurrent illness(es) of which the

investigator becomes aware.

433 AFOWAANA FAE Y AFUAATL FANA Aol A
Zofol wlal Led BT A, AFAE AR FA oA
NFTERe] AR Holo] ta) B AL AADT



43.3 It is recommended that the investigator inform the subject’s primary
physician about the subject’s participation in the trial if the subject has a

primary physician and if the subject agrees to the primary physician being

informed.

434 NI EA7E AEES 27 Z3staA st olfE EEok sl o FU)
Q= AL oUAN APAE I o] §E FHolstHE T wgQ sof
T SAskel AFT A Wk 9 £F ol et

434 Although a subject is not obliged to give his/her reason(s) for
withdrawing prematurely from a trial, the investigator should make a
reasonable effort to ascertain the reason(s), while fully respecting the subject’s

rights.
4.4 IRBAEC®}] 4% (Communication with IRB/IEC)

441 NE AF Aoll, AP/ 7R IRB/IECEFE AZA, Ad FoJA, 44
oA AR, AR 23 R (el Far), ARl Al AlsE= 718
A FERS sl EX7F Z1dE A" R/ 34 e otk

441 Before initiating a trial, the investigator/institution should have written
and dated approval/favourable opinion from the IRB/IEC for the trial
protocol, written informed consent form, consent form wupdates, subject
recruitment procedures (e.g., advertisements)), and any other written

information to be provided to subjects.

442 IRB/IECO] tigk AldA/ 7] AH A dHEEHR AR/ 71HS
IRB/IEC® FH Y IB AHEES A|ZsloF gttt IB7F A3 Fofl dUlolE & B %
N@A 7182 HAY AFAAER] ARES IRB/IECO] Al &sfoF gt

442 As part of the investigator's/institution’s written application to the
IRB/IEC, the investigator/institution should provide the IRB/IEC with a

current copy of the Investigator’s Brochure. If the Investigator’s Brochure is

~

updated during the trial, the investigator/institution should supply a copy of
the updated Investigator’s Brochure to the IRB/IEC.

443 ANE Fof| AFR/ 718 AA) JHE 25 AEE IRB/IECO| AlZEsoF Tt
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443 During the trial the investigator/institution should provide to the
IRB/IEC all documents subject to review.

45 AYA F(Compliance with Protocol)

451 AR/ 71E A@eH RSt AT =l «lOH( 23 A5 e Ha
IRB/IECS] AW R1/%-54 ofde met Ads sdsior k. AgA/7]@
2o A= delE FHE] flEAM AgA Es dike] He AlefAe
A el of wht.

451 The investigator/institution should conduct the trial in compliance with
the protocol agreed to by the sponsor and, if required, by the regulatory
authority(ies) and which was given approval/favourable opinion by the
IRB/IEC. The investigator/institution and the sponsor should sign the

protocol, or an alternative contract, to confirm agreement.

452 AR S7H AR 4s AAGE Zol WasAy AF Y 2
P B WAel BaF ANZ, mUHA Wi, Aspnze W)
Agstae, ARAE A Fou RB/ECY AW AU EAsid
%91/9357 ojzigle] ANE QAL WAT 5 ik

45.2 The investigator should not implement any deviation from, or changes
of the protocol without agreement by the sponsor and prior review and
documented approval/favourable opinion from the IRB/IEC of an
amendment, except where necessary to eliminate an immediate hazard(s) to
trial subjects, or when the change(s) involves only logistical or administrative
aspects of the trial (e.g., change in monitor(s), change of telephone

number(s)).

453 A2 B AFA i A B2 AHS UEH AFAE dET
A5 olE BASST Aysor Bk
453 The investigator, or person designated by the investigator, should

document and explain any deviation from the approved protocol.

454 ANIA= AEHZAANA SAHA AdLLe] AAV HeFd A
IRB/IECS] A <?l/524 ofdfle] AfgME < 2l

_67_



Fe@ W FUE dY w
A E = ol ok k.

454 The investigator may implement a deviation from, or a change of, the

rr

W7, 2 ol4r, A" FAAGAMTE da 718

protocol to eliminate an immediate hazard(s) to trial subjects without prior
IRB/IEC approval/favourable opinion. As soon as possible, the implemented
deviation or change, the reasons for it, and, if appropriate, the proposed

protocol amendment(s) should be submitted:

(@) AES AH SA/+354 oAS fsliA IRB/IECA

(a) to the IRB/IEC for review and approval/favourable opinion,
(b) B3 A3 FAE Slsh & AAA

(b) to the sponsor for agreement and, if required,

(© A Tl

(c) to the regulatory authority(ies).

4.6 YA P82 %FF(Investigational Product(s))

461 A AN HRoAM  dIAPELFEe el i Ade
A @2 718 A A
4.6.1 Responsibility for investigational product(s) accountability at the trial

site(s) rests with the investigator/institution.

462 AdA/7IRE H8d  Ae/7Fed Ay A AA ARelA
DA FEoFFe el iR AgAY/ 7R IR dF &2 ARE
N@A 71 el A= Sl e A™R oA F2 e AdAA fdE
A

4.6.2 Where allowed/required, the investigator/institution may/should assign
some or all of the investigator's/institution’s duties for investigational
product(s) accountability at the trial site(s) to an appropriate pharmacist or
another appropriate individual who is under the supervision of the

investigator/institution.

463 ARA/7B® e AGA 7T o8] AWE A T TE HYAE
)

NG AN FzolMe  ABNFEAGBY  A%7F, A BF
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4.6.3 The investigator/institution and/or a pharmacist or other appropriate
individual, who is designated by the investigator/institution, should maintain
records of the product’s delivery to the trial site, the inventory at the site,
the use by each subject, and the return to the sponsor or alternative
disposition of wunused product(s). These records should include dates,
quantities, batch/serial numbers, expiration dates (if applicable), and the
unique code numbers assigned to the investigational product(s) and trial
subjects. Investigators should maintain records that document adequately that
the subjects were provided the doses specified by the protocol and reconcile

all investigational product(s) received from the sponsor.

464 LAY EFEFL ATt AR R(.132, 5143 =), #-H FH el
whe} watE ofo} FhTh

4.6.4 The investigational product(s) should be stored as specified by the
sponsor (see 5.13.2 and 5.14.3) and in accordance with applicable regulatory

requirement(s).

465 NPFAE PEGAE &G Fo] edd AZA wWEAR FAHTGE Ae
Zao} @i,
4.6.5 The investigator should ensure that the investigational product(s) are

used only in accordance with the approved protocol.

466 ANEA E= AFA/7IHEC os) AHE A2 Al AeA
PG EkFe] vk AFEHAl el Amsior st AW dAE
AANHE AZ3] & ojdstal =R ANE ol HAERd AR gl ol
Giassd

4.6.6 The investigator, or a person designated by the investigator/institution,

should explain the correct use of the investigational product(s) to each
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subject and should check, at intervals appropriate for the trial, that each

subject is following the instructions properly.

T2 g 2 Tr‘:* 14 3 Al(Randomization Procedures and Unblinding)
/‘]54?4" ANge 729 v AaE A AoF stal Alg Ao ATt F71- ol
sAETE e EFsoF dth UMY AdHCA dAe APde A
ANdAE YEAIE 8o ‘—’1?«] z7] wFREAA(E, 9 E7rEY @A,
SUs FEo] RS =7 e Aol thsted o E A A Al&EHA
TA R Basta dws)of g

The investigator should follow the trial's randomization procedures, if any,

W

:|:1

and should ensure that the code is broken only in accordance with the
protocol. If the trial is blinded, the investigator should promptly document
and explain to the sponsor any premature unblinding (e.g., accidental
unblinding, unblinding due to a serious adverse event) of the investigational

product(s).

48 A ANAA 5 (Informed Consent of Trial Subjects)

Tstal AT W, AgAs #E Aol wEkok shar
= a4t 94?‘34 GCP4| ’ZQE‘SHOF fiasg /\164 el

48.1 In obtaining and documenting informed consent, the investigator should
comply with the applicable regulatory requirement(s), and should adhere to
GCP and to the ethical principles that have their origin in the Declaration of
Helsinki. Prior to the beginning of the trial, the investigator should have the
IRB/IEC’s written approval/favourable opinion of the written informed

consent form and any other written information to be provided to subjects.

482 FoAA B AFUEAANA ATEHe BE AYE AR ADUEA
oot #Estd T8 M2 AEIE e wWvig A E ok o A
TAA} A ARE o]& ol WA IRB/IECS FQl/552 A& Wolok
ek AFGATE Aol AL Fofsts Aok #dEE A2 BEVF e
35, AN AY Al dAtel A Aol Sle dhEllelAl AR A7l

_70_



T gE tis] dEok I ol AR w2 FAFsteioR .

4.8.2 The written informed consent form and any other written information to
be provided to subjects should be revised whenever important new
information becomes available that may be relevant to the subject’s consent.
Any revised written informed consent form, and written information should
receive the IRB/IEC’s approval/favourable opinion in advance of use. The
subject or the subject’s legally acceptable representative should be informed
in a timely manner if new information becomes available that may be
relevant to the subject’s willingness to continue participation in the trial. The

communication of this information should be documented.

N

483 AdAY AFEBAE AdddAe] Ald Fo AR A EHA Foo
stel ARl ZaE HAY BPE JGS FolMs ok Hrk
483 Neither the investigator, nor the trial staff, should coerce or unduly

influence a subject to participate or to continue to participate in a trial.

484 sAME Egste] Al #HHE oW FAH E= TF
AEUA e AldddAe] A dtke] sle l
FASEAY FASE <7 29

=9 diFle]l HAo tidh HAUo=RE HAHAY WAH= X% Fd9
A= ok dr

4.8.4 None of the oral and written information concerning the trial, including
the written informed consent form, should contain any language that causes
the subject or the subject’s legally acceptable representative to waive or to
appear to waive any legal rights, or that releases or appears to release the
investigator, the institution, the sponsor, or their agents from liability for

negligence.

485 AgAY AdA] fds B2 A2 Ay, AddidRke] AR
A7 =7beR Aol AddidAte] WA Aol e diEdeA A9
4 H 9} IRB/IECY +%1/$%%
A HARE AFsto]of t&t}.

485 The investigator, or a person designated by the investigator, should

E]ﬁim

fully inform the subject or, if the subject is unable to provide informed
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consent, the subject’s legally acceptable representative, of all pertinent aspects
of the trial including the written information and the approval/favourable
opinion by the IRB/IEC.

=

p

486 AWoE B FYNE s Aol I FF B AW Auo
AEHE dojt A8, Al AWUAA EE AGodAe
Aol Y= W3, AT YAl AT & glojof wrk.

4.8.6 The language used in the oral and written information about the trial,

k)

including the written informed consent form, should be as non-technical as
practical and should be understandable to the subject or the subject’s legally

acceptable representative and the impartial witness, where applicable.

o

487 soME 7] Ao, AlgA B AdACA AY w2 A2 AdudAt
= AddidAel WA :‘Jﬁol J= dEJelA Alde MlFARE el Hisk
e T AP e 24T Ad7d ARt 718 E Fofok o Al
3 RE AZ ds) /\l'?’éﬂ]’&x} T AdddAe ®F A3l U=
ezl dlo] i = Al tEe siFoloF 3o
4.8.7 Before informed consent may be obtained, the investigator, or a person
designated by the investigator, should provide the subject or the subject’s
legally acceptable representative ample time and opportunity to inquire about
details of the trial and to decide whether or not to participate in the trial.
All questions about the trial should be answered to the satisfaction of the

subject or the subject’s legally acceptable representative.

488 AFUAATT Aol Folalr] ol AWow ® FolAds AR
ATAe] WA Ado] Qe el AW Fo] Fol ojFo] nF HWe @
Aol A @7} 7] Eolof dht.

488 Prior to a subject’s participation in the trial, the written informed
consent form should be signed and personally dated by the subject or by the
subject’s legally acceptable representative, and by the person who conducted

the informed consent discussion.
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A & AIEWEA B AdWEAe HAd dRiel e diEddel
AEdAe Al FAE FFE AT A Thesta Aol AMEetaL
A4 dRE 79T Foll d3AE YA Ae star A3 ERE T]d s ok
o d3de FoAC  AHEFeEA  FAAY ZIEF AMWE AHETE
ANAW A AlFTdAre] 1A dde] e diEldelAl A AR EHAAL
w8 olEiEHARN Y= A AR o7 AR AldoidAte] A
dgko]l A= dhEddel s AFEA ol FoARuds A dSITH

489 If a subject is unable to read or if a legally acceptable representative is
unable to read, an impartial witness should be present during the entire
informed consent discussion. After the written informed consent form and
any other written information to be provided to subjects, is read and
explained to the subject or the subject’s legally acceptable representative, and
after the subject or the subject’s legally acceptable representative has orally
consented to the subject’s participation in the trial and, if capable of doing
so, has signed and personally dated the informed consent form, the witness
should sign and personally date the consent form. By signing the consent
form, the witness attests that the information in the consent form and any
other written information was accurately explained to, and apparently
understood by, the subject or the subject’s legally acceptable representative,
and that informed consent was freely given by the subject or the subject’s

legally acceptable representative.

4810 ARTAANA ATHE Folo] Ud AWy Auew B FojH o
ek AW AR e Mol £ ofok B

4.8.10 Both the informed consent discussion and the written informed consent
form and any other written information to be provided to subjects should

include explanations of the following:

(@) AEe a7 BAHA ke 2
(@) That the trial involves research.
b) Age =3

(b)

b) The purpose of the trial.

_73_



() MPolA el a4 A52 FAHA= igE = Ao AH

(c) The trial treatment(s) and the probability for random assignment to
each treatment.

d) 2= Asd BAS wes 23D AP AR

(d) The trial procedures to be followed, including all invasive procedures.

CREEEREED

(e) The subject’s responsibilities.

) Mg ARl =w

(f) Those aspects of the trial that are experimental.

(g) AN AL, Bt A% wiot, ®ioh, rdotalA A== Adely
=3

(g) The reasonably foreseeable risks or inconveniences to the subject and,
when applicable, to an embryo, fetus, or nursing infant.

() Z1dh== ol ATl dAtelAl 432l o1je] gle wl At dxtollAl =%
AbdE dEok STt

(h) The reasonably expected benefits. When there is no intended clinical
benefit to the subject, the subject should be made aware of this.

() AFUAAT A Q= ooby A= "Wxsh sy 2 Ao
Fad A o3 94

(i) The alternative procedure(s) or course(s) of treatment that may be
available to the subject, and their important potential benefits and
risks.

() At dEhd o] TATS wl AUl dAelAl T Hidou A=

(j) The compensation and/or treatment available to the subject in the event of trial
related injury.

(k) DA ool thsh A dAtelA AssHes =147 2

(k) The anticipated prorated payment, if any, to the subject for

participating in the trial.
) AEadAe] d83Ad JFHZ A8 BAH= A=
(I) The anticipated expenses, if any, to the subject for participating in the

trial.
(m) DFAGAM  ABRIAE ARl we FeE A
A g2 oA Fodd ojmgt Eo]jojit o] &4 glo] dHAH

FAE AFSAY AT 5 Utk
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(m) That the subject’s participation in the trial is voluntary and that the
subject may refuse to participate or withdraw from the trial, at any
time, without penalty or loss of benefits to which the subject is
otherwise entitled.

(n) 2YEled, FHA, IRB/IEC B A= HIEEAS HsishA] il
T MES FAANA sEE el AdudAke] ddA e HA
2 ARE Fs] A AdUdAe o M dds A 49 -

At= Ay Adhez H oMo MBI EAN AU E=e

AdddAkel Wz ARl e diEde 283 VF5d7e] dde
FofsA A= Aot

(n) That the monitor(s), the auditor(s), the IRB/IEC, and the regulatory

authority(ies) will be granted direct access to the subject’s original

il

medical records for verification of clinical trial procedures and/or data,
without violating the confidentiality of the subject, to the extent
permitted by the applicable laws and regulations and that, by signing a
written informed consent form, the subject or the subject’s legally
acceptable representative is authorizing such access.

(0) AP AERuELS 7E2 fAE ZolH #d WEH 74
st M9l Ueld FHoE olg¥A %g Zolth wa A
A7t dEAT A AGTIA] AUe HEE §4F Zolth

(0) That records identifying the subject will be kept confidential and, to

O
o

]

J
=

-

the extent permitted by the applicable laws and/or regulations, will
not be made publicly available. If the results of the trial are
published, the subject’s identity will remain confidential.

(p) AP EA] A AE o Aol dF= & 7 e M2 BEI}
THEE AA AdEA e WA Aol A= dEdeA <4HE
Aot

(p) That the subject or the subject’s legally acceptable representative will
be informed in a timely manner if information becomes available that
may be relevant to the subject’s willingness to continue participation
in the trial.

(@ Aol #3 F7F AR g Adhdatel a3 dgdl taf =g = =
AbgE B AT B B4 AR Aol 9 ¢ e AR

(@) The person(s) to contact for further information regarding the trial and
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the rights of trial subjects, and whom to contact in the event of
trial-related injury.

(r) Aol Alddae Ald Z7t 58 w5 e ddsHes 4
7L ol

(r) The foreseeable circumstances and/or reasons under which the
subject’s participation in the trial may be terminated.

(s) AldudAre] Al Fed o) o373k

(s) The expected duration of the subject’s participation in the trial.

(t) Aol FHofst= tizre] AldaldA

(t)

t) The approximate number of subjects involved in the trial.

4811 Ald o Aol AduldAy Aldudxte] MA Akl A= il
AEa Ex7E 7idd A oA AR AldUidAelAl AleE= 71E
A FE AHLE Wolop gt AlduidAke] Al e 71kt Sl Aot
E= Adudzre W4 dete] A= dEd2 ARE Ex7F il HAlg
SoAAM AR A ANA AlTEE AR MY AR ARLe ool gt
4811 Prior to participation in the trial, the subject or the subject’s legally
acceptable representative should receive a copy of the signed and dated
written informed consent form and any other written information provided to
the subjects. During a subject’s participation in the trial, the subject or the
subject’s legally acceptable representative should receive a copy of the signed
and dated consent form updates and a copy of any amendments to the

written information provided to subjects.

4812 N@WAAS] WA Aso] Y= gEde] Fom AP Hogs
NGk, mda me AZE Au 8)E ¥ 3F (B EE HAR)
QNG A NG NGl olsE 5 e ARsA A
sl ARE wolol a1 AEETHE ARWRFAE AHoz B FolAd
Bolo] AWaty RS 71YsloF St

4812 When a clinical trial (therapeutic or non-therapeutic) includes subjects
who can only be enrolled in the trial with the consent of the subject’s legally
acceptable representative (e.g., minors, or patients with severe dementia), the

subject should be informed about the trial to the extent compatible with the
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subject's understanding and, if capable, the subject should sign and

personally date the written informed consent.

4813 48.14°) A<&H H$
A== AHAJ o]0l = Ay Ase £ =)
AEozg H FoA AHEsty ERE 74T F U= A FUEAA
TP Eojof s}

4813 Except as described in 4.8.14, a non-therapeutic trial (i.e.,, a trial in
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which there is no anticipated direct clinical benefit to the subject), should be
conducted in subjects who personally give consent and who sign and date

the written informed consent form.

4814 WIAEH o4 Ae v 2HES SHFAVIE WA Aol Q=
dElle] sofel os) AduldAelA dAE 5= A
4.8.14 Non-therapeutic trials may be conducted in subjects with consent of a

legally acceptable representative provided the following conditions are
tulfilled:

@ MAHeE AR FI4E F £ Ut AFRIAE gHoz @
Aoz Adel BXE AT 5 G A

(@) The objectives of the trial can not be met by means of a trial in
subjects who can give informed consent personally.

(b) AR NA lgE e ol A A

(b) The foreseeable risks to the subjects are low.

© AR BAF NG bsel W e A

(c) The negative impact on the subject’s well-being is minimized and
low.

(d) &= HEC s FAHA F= Ade 4+

(d) The trial is not prohibited by law.

() IRB/IECS] AW %9l/95% ool £W3 1d ARUAA )
d=stal A SA/F2H 2jxde] ol di&| EIFs= A

(e) The approval/favourable opinion of the IRB/IEC is expressly sought

S}
v

kel
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on the inclusion of such subjects, and the written approval/

favourable opinion covers this aspect
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Such trials, unless an exception is justified, should be conducted in patients
having a disease or condition for which the investigational product is
intended. Subjects in these trials should be particularly closely monitored and

should be withdrawn if they appear to be unduly distressed.

4815 v AZolA  AIF@AHEAY AP T BV A fole
ANdddAre] ¥4 Aol A+ tgEde st dasit A %
97 EVlesta AldoidAe] WA Age] e digdl
Agddidzte] de, 3 " BEAE Rssia
NEHAY 550l AYAY & EAd 7IAE] lojo

A/ 52 olHdo] = ojof ity AUl gAY AdldAte] WA Ao
= dEdeAlE Jhed wE Ao Wi AHERE  dLsiol sta
FEAT AEHOE AP FAdteE 5o 9 7Ere] HAF 59(4.8.10
Fx)E ol Folof gt

4815 In emergency situations, when prior consent of the subject is not

3l IRB/IECY]

me > 30 ofy

possible, the consent of the subject’'s legally acceptable representative, if
present, should be requested. When prior consent of the subject is not
possible, and the subject’s legally acceptable representative is not available,
enrolment of the subject should require measures described in the protocol
and/or elsewhere, with documented approval/favourable opinion by the
IRB/IEC, to protect the rights, safety and well-being of the subject and to
ensure compliance with applicable regulatory requirements. The subject or the
subject’s legally acceptable representative should be informed about the trial
as soon as possible and consent to continue and other consent as appropriate
(see 4.8.10) should be requested.

49 715 ¥ HI(Records and Reports)
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-2 (ADDENDUM)

4.9.0 N@A7 B2 AN Ao 4 AdidA tig e 39 3 S
3% Al 7159 H-stn Ag =
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A= <F HH Had Ay A

49.0 The investigator/institution should maintain adequate and accurate
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source documents and trial records that include all pertinent observations
on each of the site’s trial subjects. Source data should be attributable,
legible, contemporaneous, original, accurate, and complete. Changes to

source data should be traceable, should not obscure the original entry, and

should be explained if necessary (e.g., via an audit trail).

491 ANgdA= FTHZIFA B 27FHe EE 49 HiuMdA AR B,
44, el7l #l=, A7 AAFE Bl o g

49.1 The investigator should ensure the accuracy, completeness, legibility, and
timeliness of the data reported to the sponsor in the CRFs and in all

required reports.

492 ZAEANA HFHE Aoz FH7IEAM JAEY ARE 2
dAsfoF st zpol7E = A AHEof .

49.2 Data reported on the CRF, that are derived from source documents,

A 9}

T

should be consistent with the source documents or the discrepancies should

be explained.

493 SH7|ESA 0 ojwg WA =
olydo] Z|AlE ook sl F£AHH o|FE AWsia e JEE dolE F

JA Siol @S HAZIFCl FAH o T, olHT AGE 7] H
A

AAEA Y W3 e 4 E5o H{8AT(5184(n) F=x). A= AIFH
2 AFEEATE 2% S & o a3 AH™IE ANS AFsHer o
O A= S HATE fAE FE A YA FE VIEAVE WA e FAHE o
ol g a7l Bad AN EAstst BESHE WY, Al@A o &ls
B Hzabe] g A S vidEsteof ok Al@AE WA Ee 4 VIES

HEs o gt
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493 Any change or correction to a CRF should be dated, initialed, and
explained (if necessary) and should not obscure the original entry (i.e., an
audit trail should be maintained); this applies to both written and electronic
changes or corrections (see 5.18.4 (n)). Sponsors should provide guidance to
investigators and/or the investigators’ designated representatives on making
such corrections. Sponsors should have written procedures to assure that
changes or corrections in CRFs made by sponsor’s designated representatives
are documented, are necessary, and are endorsed by the investigator. The

investigator should retain records of the changes and corrections.

494 AN@A/ 7S A9
i CRCE R L
BAZL S48 Ax m= 2o se @ BARE 497 Q=S P
ATaloF @t

494 The investigator/institution should maintain the trial documents as
specified in Essential Documents for the Conduct of a Clinical Trial (see 8.
and as required by the applicable regulatory requirement(s). The
investigator/institution should take measures to prevent accidental or

premature destruction of these documents.

495 71E&EM= ICH AgelA HF A s7F § == s77F A AY
AAZE Had w7bA] Holx 21d3t B ojof stal A& kFe] A
Mol FAH Aoz Ha 29 HAFHo o Jn. o A= ¥d
ToIU 2Bt Solshe ¢ Hoh A7IRE HEF ook jitk. oEA= ARl 7] ol Al
TAE O o REY BaUt jleS TET 9F7F AT(G512 FH=E).

49.5 Essential documents should be retained until at least 2-years after the
last approval of a marketing application in an ICH region and until there are
no pending or contemplated marketing applications in an ICH region or at
least 2-years have elapsed since the formal discontinuation of clinical
development of the investigational product. These documents should be
retained for a longer period however if required by the applicable regulatory
requirements or by an agreement with the sponsor. It is the responsibility of
the sponsor to inform the investigator/institution as to when these

documents no longer need to be retained (see 5.5.12).
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496 Ade AFH St #BIEA A9t AFA/7E D AR
Al eFste] of Fht.
49.6 The financial aspects of the trial should be documented in an agreement

between the sponsor and the investigator/institution.

497 2UE 84, "4, IRB/IEC B 7tAIZ=2] 7o AN AlgA/718<
2E 87E Al B4 VES A 99T 5 Ao

49.7 Upon request of the monitor, auditor, IRB/IEC, or regulatory authority,
the investigator/institution should make available for direct access all

requested trial-related records.
410 X343 B3 (Progress Reports)

4101 AFAR= ARl st A FEE IRB/IECe] 87| o= Hisjok sh
IRB/IEC7} 843h= 7% Bt} A5+ Rarsfjof gt

410.1 The investigator should submit written summaries of the trial status to
the IRB/IEC annually, or more frequently, if requested by the IRB/IEC.

4102 ANFA= AlE ol TUT 9T viA= HERE AW ARl
W 9ol 278 A9 oA 2 IRB/IECG3S #F), 71Bo7tA 1 gl
thete] 24 ez A58 Barsfof gt

410.2 The investigator should promptly provide written reports to the
sponsor, the IRB/IEC (see 3.3.8) and, where applicable, the institution on any
changes significantly affecting the conduct of the trial, and/or increasing the

risk to subjects.

411 XA A HI(Safety Reporting)

4111 AYAY 718 A4 (4. AEAAER ) 57

A Zud o] kS (SAEs)S A Qs BE 203 o)
o] afell A RiE ofof EPE‘r &7+l ] o] &

Bz} o] FojHof @ty F7HAQl Bl FHRY EAE ARy o F,
Rl 2E ‘ﬂdi ‘3—! ii\:‘r% /\]QEH 5 =R et
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4111 All serious adverse events (SAEs) should be reported immediately to
the sponsor except for those SAEs that the protocol or other document (e.g.,
Investigator’s Brochure) identifies as not needing immediate reporting. The
immediate reports should be followed promptly by detailed, written reports.
The immediate and follow-up reports should identify subjects by unique code
numbers assigned to the trial subjects rather than by the subjects” names,
personal identification numbers, and/or addresses. The investigator should
also comply with the applicable regulatory requirement(s) related to the
reporting of unexpected serious adverse drug reactions to the regulatory
authority(ies) and the IRB/IEC.

4112 <HAA Hriel #Este] Fasital AgAMoA A ol dnte Ee=
APAGAA Y] o] T2 Hil g7 me AgAMAAM At A8t
AZE Yol o ZApol| Al HialEojok g

4112 Adverse events and/or laboratory abnormalities identified in the
protocol as critical to safety evaluations should be reported to the sponsor
according to the reporting requirements and within the time periods specified

by the sponsor in the protocol.

4113 ApgaEel dald APdAE oFa @ IRB/IECH #7189 AR(F, 4
712 9 AP R THA] )= A Z3s) oF 3o},

4113 For reported deaths, the investigator should supply the sponsor and
the IRB/IEC with any additional requested information (e.g., autopsy reports

and terminal medical reports).

412 Ag9 zr|$8 H %—Z](Premature Termination or Suspension of a Trial)

AwRl ofoll A= Aol 27I1FE HAY SAHAS B AFA/ 7R H=
AR RNAl Eelar AdI ARHE AgstAy FE2AE AAsoF st A
Foolx= 2o A3 ARE AFshoF Ik 0|9} of=7

If the trial is prematurely terminated or suspended for any reason, the
investigator/institution should promptly inform the trial subjects, should
assure appropriate therapy and follow-up for the subjects, and, where
required by the applicable regulatory requirement(s), should inform the

regulatory authority(ies). In addition:

_82_



4121 A @AV AL AP Fe] glo] Ald=s 27 FEIAY SAT A4
ANEA= 7o dPok st AdA/7EE AlET Aﬂx} % IRB/IECS]
SAEoF stal Alge] =7|Fs B SAC #ste 2 F A 8 IRB/IECO] EA
FEHE GAE] A sfof ok

4121 If the investigator terminates or suspends a trial without prior
agreement of the sponsor, the investigator should inform the institution
where applicable, and the investigator/institution should promptly inform the
sponsor and the IRB/IEC, and should provide the sponsor and the IRB/IEC

a detailed written explanation of the termination or suspension.

4122 oFAT} ANES 27 FEIAY AT A(6.21 ZFx), AFAE A&
71l dela, AEA/ 7132 HEE IRB/IECY] BAEt F5 3 FXof il 24
2 A Barsfof ot

4122 If the sponsor terminates or suspends a trial (see 5.21), the investigator
should promptly inform the institution where applicable and the
investigator/institution should promptly inform the IRB/IEC and provide the

IRB/IEC a detailed written explanation of the termination or suspension.

4123 IRB/IEC7} A9 51/%354 oAds =7 F5IdAY FAT 49312
3 339 FxE) APA= 71Eed Lok st AdA/ 7182 AEsHA o FApe A
Ao st Al 27 T8 B T B3t £A4 FEE A Aok
et

4.12.3 If the IRB/IEC terminates or suspends its approval/favourable opinion
of a trial (see 3.1.2 and 3.3.9), the investigator should inform the institution
where applicable and the investigator/institution should promptly notify the
sponsor and provide the sponsor with a detailed written explanation of the

termination or suspension.

413 AR+ #HFH 3 (Final Report(s) by Investigator)

A g5 A, AR 71dEel ARS ATdior ity AR/ 718
IRB/IECS] A& A7E gokste] Algehy 74 @3o] 27HE RIAE

==
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Upon completion of the trial, the investigator, where applicable, should
inform the institution; the investigator/institution should provide the IRB/IEC
with a summary of the trial’s outcome, and the regulatory authority(ies) with

any reports required.

_84_



5. 2] #ZHSPONSOR)

- Z(ADDENDUM)

5.0 ¥4 73 9(Quality Management)

A= AE AR T Ee TAGdAN FES AL A Az=H
A g o gkt

The sponsor should implement a system to manage quality throughout all

o

stages of the trial process.

Agats AP dA Bool Ad Ax AEE EAse d E5F<
HEANE EEel HTEoF o FE ADo= AAEARN B A
TR HE A5 £ F Ay =7 2% dAe geFd AY AE
AAZY EFE o oF dt

Sponsors should focus on trial activities essential to ensuring human
subject protection and the reliability of trial results. Quality management
includes the design of efficient clinical trial protocols and tools and
procedures for data collection and processing, as well as the collection of

information that is essential to decision making.

AP FA BF 9 B A8 PHe AW WA 989 FRE R
Fadel wasior @Atk oA A BE Aol fa ol
Fsst=s slof o] 2Wed B34, @3 AR FRS AFsol Bk

A, SHZIEA, 718 &9 A= BFsta FAsH daAdo] slofok

¢
{0

N
:

o
£ Mo o

The methods used to assure and control the quality of the trial should be
proportionate to the risks inherent in the trial and the importance of the
information collected. The sponsor should ensure that all aspects of the
trial are operationally feasible and should avoid unnecessary complexity,
procedures, and data collection. Protocols, case report forms, and other

operational documents should be clear, concise, and consistent.

A 49 AA= ol Zled tE A9 7R g e ARl oF g
The quality management system should use a risk-based approach as

described below
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501 8 Axt @ A5 FRA(Critical Process and Data [a’entlﬁ'cat[on)

AN 24 % oHAE AFUAA nsst AY Az AHEE Bges
d B8k 449 ARE Helslor arh

During protocol development, the sponsor should identify those processes
and data that are critical to ensure human subject protection and the

reliability of trial results

5.0.2 918 EA(Risk Identification)

A= A Hxe A8 =83 YlAHES Felsjor drh YsiA S
ANz"l 24, 25 9 dxl, AFH Al2H, )3 AT FF0¢
A A, AR FH, §YA) BFAA ZEFHoF ),

The sponsor should identify risks to critical trial processes and data. Risks

should be considered at both the system level (e.g., standard operating
procedures, computerized systems, personnel) and clinical trial level (e.g.,
trial design, data collection, informed consent process).

5.0.3 18 HI7WRisk Evaluation)
A= s AEE aHEEd 7 el #HElel BEEy
AN S H7ksloF st

The sponsor should evaluate the identified risks, against existing risk

Skl =

tot

controls by considering:

(@) &2+ A 7Hs4

(@) The likelihood of errors occurring.

(b) sig 22ke} ®A|7He4d

(b) The extent to which such errors would be detectable.

© g 27t Alduda Be 8l Al A AlF el vA= 9

(c) The impact of such errors on human subject protection and reliability of trial results.

5.04 1% I (Risk Control)

YJE A= FARAIZIZA st fElAd ZH/EE st ste HEAde
AR o s} S EHE FFEoR IS TaRAVI= WHS Hside
T8 %o "l soF gt 3l & A A 2 o], RYEHH

A
AF, A3 9@ e Ast= © 9 - A
] A
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The sponsor should decide which risks to reduce and/or which risks to
accept. The approach used to reduce risk to an acceptable level should be
proportionate to the significance of the risk. Risk reduction activities may
be incorporated in protocol design and implementation, monitoring plans,
agreements between parties defining roles and responsibilities, systematic
safeguards to ensure adherence to standard operating procedures, and

training in processes and procedures.

>

o

A A EmE AW AR AHEe dBe =
shelalr] Slal AHel BAA

ejsk AR gelE BA U4 @A sU=clol Atk A
Ed 4 ade 99 wxe ;

oloi Aok g},

Predefined quality tolerance limits should be established, taking into

oxl Jm Ad
Y
ot A 2

&l
ﬁﬁoﬁ:

consideration the medical and statistical characteristics of the variables as
well as the statistical design of the trial, to identify systematic issues that
can impact subject safety or reliability of trial results. Detection of
deviations from the predefined quality tolerance limits should trigger an

evaluation to determine if action is needed.

505 98 YA AE(Risk Communication)

A= F4d HAY S5 EAZ FAS ok o JFA= A HES
AFAE AA T AHFAHA FHE SHEr] sl FE OHAE e
FAstAY o] P& Hb= AEolA FE FE DFo )] EEofk g

The sponsor should document quality management activities. The sponsor

rr

should communicate quality management activities to those who are
involved in or affected bysuch activities, to facilitate risk review and

continual improvement during clinical trial execution.

5.0.6 98 AXE(Risk Review)

JAe AYH Aze A4 wPsd dPFd EA B FHo)
HAsty ERHOE FAHL UEA FAss] A ANy wel H=E

Fr1H o2 AES|oF st}
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The sponsor should periodically review risk control measures to ascertain
whether the implemented quality management activities remain effective

and relevant, taking into account emerging knowledge and experience.

5.0.7 98 B (Risk Reporting)

A= A T AyFA FA T e Ay Abd A" FH
WA FARREH Fa3 993 AP BaAdA Hs AdAE Qoksfof

ZTHICH E3, Section 9.6 A& 2 HZ).
The sponsor should describe the quality management approach
implemented in the trial and summarize important deviations from the

predefined quality tolerance limits and remedial actions taken in the

clinical study report (ICH E3, Section 9.6 Data Quality Assurance).

4 »3F 9 F2 #E(Quality Assurance and Quality Control)

511 A= Aldel AZAM, GCP 2 &4 A weh Aol +3Hal
A57F At 715, HuE%as BEsky] 93 sOPE 7HAa F4 HIS H
s AAE Adsta FA ok I

51.1 The sponsor is responsible for implementing and maintaining quality
assurance and quality control systems with written SOPs to ensure that trials
are conducted and data are generated, documented (recorded), and reported
in compliance with the protocol, GCP, and the applicable regulatory

requirement(s).

512 oA oAl oF mUHY 2 Uy, I 2 wole] A PRe)
el BHog AR BUE BE gh, SANE/EA D BuAe] HHDPol
U gelMg Sng Aol ok

51.2 The sponsor is responsible for securing agreement from all involved
parties to ensure direct access (see 1.21) to all trial related sites, source
data/documents, and reports for the purpose of monitoring and auditing by

the sponsor, and inspection by domestic and foreign regulatory authorities.

513 ¥4 felt mE AE7h AH4 AL A Aol me FHHES
A% Aele 2 gAY S ofok et
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5.1.3 Quality control should be applied to each stage of data handling to

ensure that all data are reliable and have been processed correctly.

514 dAIEA dAH Az 71 B G2 dAeke] o= ofFH A o)
AgAMe A e BEo 24 =2 FAF oo Tt

5.1.4 Agreements, made by the sponsor with the investigator/institution and
any other parties involved with the clinical trial, should be in writing, as

part of the protocol or in a separate agreement.

5.2 5#&7]#(Contract Research Organization (CRO))

521 oFAE A@d BAR oA oRs % YT w: ARE
Ferlmel A9 & o AW Ame "H £F R Auyo g
ZEAYS Y JdHANA Yok FEBe FA BE 2 FIBIYE

Falalof Ft,
521 A sponsor may transfer any or all of the sponsor’s trial-related duties
and functions to a CRO, but the ultimate responsibility for the quality and
integrity of the trial data always resides with the sponsor. The CRO should

implement quality assurance and quality control.

522 Rl f19dE B AY B9 oF Bl Ve 2AR g E ook gtk
52.2 Any trial-related duty and function that is transferred to and assumed

by a CRO should be specified in writing.

+=(ADDENDUM)

B A= o F Aot AleFet CROZE A 3Ako] Bt Al #d o FAG H
71's & A ddd ZE FARS S dEmst FPEH= 75
sl 23] d=s)oF ot

The sponsor should ensure oversight of any trial-related duties and
functions carried out on its behalf, including trial-related duties and

functions that are subcontracted to another party by the sponsor’s
contracted CRO(s).
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523 TRV AYSA 2 B AlY HE o5 B A2 Rl &3
523 Any trial-related duties and functions not spec1f1cally transferred to and

assumed by a CRO are retained by the sponsor.

524 FE7lHo] AFH BAD oA AR U 4T 53y
A9 olfAe] B RE AGL FErHelE HeHT
5.2.4 All references to a sponsor in this guideline also apply to a CRO to the

].

i
ok

H

ol

extent that a CRO has assumed the trial related duties and functions of a

Sponsor.

53 984 AF(Medical Expertise)

A= Al dEE ogF AEoly ZAld disl SA =
A4 A o8XS Aol . st o F QAR o] =3
AHE & ATk

2 4

8 0
o

The sponsor should designate appropriately qualified medical personnel who
will be readily available to advise on trial related medical questions or
problems. If necessary, outside consultant(s) may be appointed for this

purpose.
54 A'@ AA|(Trial Design)

541 A= A AAF me GAE Tl AFAH 3 7] FAH(CRF)
AT AIANE T B AAEIAE FHEta BAAES FYsr] 9l
AEIHE. ABEALA, U4 ofelsd 9 g B8 ok Ao,

5.4.1 The sponsor should utilize qualified individuals (e.g., biostatisticians,
clinical pharmacologists, and physicians) as appropriate, throughout all stages
of the trial process, from designing the protocol and CRFs and planning the

analyses to analyzing and preparing interim and final clinical trial reports.

542 271 A7 AN AYA, ANA WAERD), ADAIGRIAY
TZ29 W&ol &3 ICH 7hol=etel B Ald 2A, AfA B s o
OE A3 ICH 7tol =<l

5.4.2 For further guidance: Clinical Trial Protocol and Protocol Amendment(s)
(see 6.), the ICH Guideline for Structure and Content of Clinical Study
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Reports, and other appropriate ICH guidance on trial design, protocol and

conduct.

55 Ad #E, A5 A, 71§ EIFA(Trial Management, Data Handling, and
Record Keeping)

551 oA AAHY AAS zZkE AR stolg AP F3 Aie HEsha,
A5 A2l 9 AF, $AA 24, ARE A Y JAHES FdetA stofof ot
551 The sponsor should utilize appropriately qualified individuals to
supervise the overall conduct of the trial, to handle the data, to verify the

data, to conduct the statistical analyses, and to prepare the trial reports.

552 oF A= A HY A=t o §84 BriHaE £9
Y AEE F71Ho2 Fristy A DS A%

et A== 471 sl FHH] AREYHIALIIDMOE EAT
lem o3 IDMCe #A43E ZEAPAIME <
=X 8kste] o] & FAIste oF Jrt.

5.5.2 The sponsor may consider establishing an independent data-monitoring
committee (IDMC) to assess the progress of a clinical trial, including the
afety data and the critical efficacy endpoints at intervals, and to recommend
to the sponsor whether to continue, modify, or stop a trial. The IDMC
should have written operating procedures and maintain written records of all

its meetings.

553 HztstE  AY
A= v AFRES EF3oF

5.5.3 When using electronic trial data handling and/or remote electronic trial

—_

= dAT AAAE A2HES o]8£F o

< i
o

data systems, the sponsor should:

o

(a) AAAEAZA 2 &34, &4, AHAF B d@AHA AT}
2T 87 Abdell dAsk=Ad Wik &l B EASFAE AT

(@) Ensure and document that the electronic data processing system(s)
conforms to the sponsor’s established requirements for completeness,
accuracy, reliability, and consistent intended performance (i.e.,

validation).
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B Z(ADDENDUM)
A= Al2HS o5H A& AlxHO] AHUIEA B W AlY
A FFE& HH JheAS aHsSeE sl HIk Ui Al 2H9
A

The sponsor should base their approach to validation of such systems on
a risk assessment that takes into consideration the intended use of the
system and the potential of the system to affect human subject protection

and reliability of trial results.
() §1 AlzEle] ol gl glo] EEHA WA (SOP)E EF T,

I

(b) Maintains SOPs for using these systems.

*-Z(ADDENDUM)
SOP= Al=®l FH|, 2, AHgS =T ZEgok ot SOP= Al=H
BeEldold, 71s7hsd A, A& 3 2 e, AL fA RS, AlLH
Heb Ax, WAL, A5 W], 555, 8ASE vl A, S gl
71zl o qth. S F A, AL, o] HFH AlLE ARSI dEE FARARS
o] BsfoF st AbgAE AR wSS AlFEoloR .
The SOPs should cover system setup, installation, and use. The SOPs
should describe system validation and functionality testing, data collection
and handling, system maintenance, system security measures, change
control, data backup, recovery, contingency planning, and decommissioning.
The responsibilities of the sponsor, investigator, and other parties with
respect to the use of these computerized systems should be clear, and the

users should be provided with training in their use.
© 9 Azdo] A8 WAL EAstety oju YPE ARZ £44717

e WHoER Azde] s WAS SHISER AAHJSAE

gldth(ddl, #A7=, AR7=, AH7] =)
d) d3te] gl Abgre] ARl HIshs S Ths Hok AA7) glofof
Zhe AFEe e 7HA AL lojok TH4.15, 493 FE)

o) UL SARAR 98 2 A Lol w4 f4)
(c) Ensure that the systems are designed to permit data changes in such

a way that the data changes are documented and that there is no
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deletion of entered data (i.e., maintain an audit trail, data trail, edit
trail).

(d) Maintain a security system that prevents unauthorized access to the
data.

(e) Maintain a list of the individuals who are authorized to make data
changes (see 4.1.5 and 4.9.3).

(f) Maintain adequate backup of the data.

(g) Safeguard the blinding, if any (e.g., maintain the blinding during data

entry and processing).

4

) == o2 ate] Aekg CROS| o8l Al 3xto] ehel AW
B R V% 5 WY DA RE RAGT A0S
TYEE= 75l tal &5 d=sof ot

(h) Ensure the integrity of the data including any data that describe the
context, content, and structure. This is particularly important when

making changes to the computerized systems, such as software

upgrades or migration of data.

554 A2l Fol Am7t HAHE A5, 3 dE A5HFH)
Hlal 7hsafofF gt

5.5.4 If data are transformed during processing, it should always be possible

A E A=)

rr

to compare the original data and observations with the processed data.

o

555 o|F A= 7 AldUldAel dis) Rid EeE AsE IUY T s
WEg APUAA AMaCE ALgale]of BTHLES FR).
5.5.5 The sponsor should use an unambiguous subject identification code (see

1.58) that allows identification of all the data reported for each subject.

556 AL ARE AL AE AFe oHH BE AR PaF
NRENZ kA3 Qolok FTHE, AE FBL o JBEA Fx)

55.6 The sponsor, or other owners of the data, should retain all of the
sponsor-specific essential documents pertaining to the trial (see 8. Essential

Documents for the Conduct of a Clinical Trial).
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557 A= AFol sVt =rF &2 AEe sVHE AAsHE X #d
TR A= AHA #HE BE JEEAE 7HAIL flofok ok

5.5.7 The sponsor should retain all sponsor-specific essential documents in
conformance with the applicable regulatory requirement(s) of the country(ies)
where the product is approved, and/or where the sponsor intends to apply

for approval(s).

ol

558 Wep oFATL YA BEAGEY ATE FUITH(). St T
A48%, Fo A%, AY), A= FAAY A4 F Ha 2d =
Aol ahel oFA BY BE JREAS BAs o} dh

5.5.8 If the sponsor discontinues the clinical development of an investigational

rlr [‘10

e
e

product (i.e., for any or all indications, routes of administration, or dosage
forms), the sponsor should maintain all sponsor-specific essential documents
for at least 2-years after formal discontinuation or in conformance with the
applicable regulatory requirement(s).
559 AT AFANFEFES  AWES  Fusd  JHAE  wE
NEA /718 2Eal A Gl dEof ik

5.5.9 If the sponsor discontinues the clinical development of an investigational

B

rr

product, the sponsor should notify all the trial investigators/institutions and

all the regulatory authorities.

5510 A% &fA7F vk Adeee #d Ao wet sig A F=el
Hal= ofof ghtt,

5510 Any transfer of ownership of the data should be reported to the
appropriate authority(ies), as required by the applicable regulatory

requirement(s).

o

d 71EEAE ICH AYdA HF AR 87 & H4 2]
== A HaEE WA Ha 293t BfHolop g
Fe&olerFel 9 MES AT AL AT d& "WE HL 2d

e

F @t 28y o] ARe A Z=oly o Ak 7t e 7

0]}
U1
—
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1o
i
>
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o
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5.5.11 The sponsor specific essential documents should be retained until at
least 2-years after the last approval of a marketing application in an ICH
region and until there are no pending or contemplated marketing applications
in an ICH region or at least 2-years have elapsed since the formal
discontinuation of clinical development of the investigational product. These
documents should be retained for a longer period however if required by the

applicable regulatory requirement(s) or if needed by the sponsor.

5512 A= AR/ 7B AHoE F 7|2 BHio eAS dEof st
O o] AgARY HETol H8 gty #AGIt A9 AdA/7H A=

L E D]
5.5.12 The sponsor should inform the investigator(s)/institution(s) in writing
of the mneed for record retention and should notify the
investigator(s)/institution(s) in writing when the trial related records are no

longer needed.

5.6 A @A AA(Investigator Selection)

561 o#As AR/ 1Be AHT Yol Yk AWAE TAS AW
b Agololol stn AL AW AAY 5 Y= AA@1, 42 FE)
Zgolob BTk ol AES s 2AALIY FHolY =Y FPAE

dejste A9 0 245 dee ozte] o]t
5.6.1 The sponsor is responsible for selecting the investigator(s)/institution(s).
Each investigator should be qualified by training and experience and should
have adequate resources (see 4.1, 4.2) to properly conduct the trial for which
the investigator is selected.

If organization of a coordinating committee and/or selection of coordinating
investigator(s) are to be utilized in multicentre trials, their organization

and/or selection are the sponsor’s responsibility.

562 Al@A/7IHol AP AA FYstr] Aol A= AIEA/ 713
AGA e} FHA IBE Algstodol stm Ada/7]Ho] AFA #HA A&
HESI] 918 H-35 AIZHS FofoF gt
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5.6.2 Before entering an agreement with an investigator/institution to conduct
a trial, the sponsor should provide the investigator(s)/institution(s) with the
protocol and an up-todate Investigator’s Brochure, and should provide
sufficient time for the investigator/institution to review the protocol and the

information provided.

5.6.3 o|F A= T2 Abgell st AldAt/ 7149 FolE dojoF It
5.6.3 The sponsor should obtain the investigator’s/institution’s agreement:

(a) GCP, #H TFAH@13 Fx) H A s FodH AFgA H
IRB/IEC7} %R1/9%54 A& & AYA@AS51 Fx)o wat AIS
AAE A

(@) to conduct the trial in compliance with GCP, with the applicable
regulatory requirement(s) (see 4.1.3), and with the protocol agreed to
by the sponsor and given approval/favourable opinion by the
IRB/IEC (see 4.5.1);

(b) A% 7|E5/H3 HAE s A

(b) to comply with procedures for data recording/reporting;

© ZUHY, 37 2 Aoz BE Ad1d F2)

(c) to permit monitoring, auditing and inspection (see 4.1.4) and

(d) AR/ 71e] ZIREAM7E B ol HaskA fua o AU TR
W7tA Al BE ZARAE BT A (494, 5512 F=X)

(d) to retain the trial related essential documents until the sponsor
informs the investigator/institution these documents are no longer
needed (see 4.9.4 and 5.5.12).

o ztel AR/ 7B A”A Ee ol doE FAskr] AsiA 71ER
Aol AMrgste of dht.
The sponsor and the investigator/institution should sign the protocol, or an

alternative document, to confirm this agreement.

5.7 54 & (Allocation of Responsibilities)
Alg & A2 Aol A= A #HE s JdFe o
g5t AP BEHstojof s

Prior to initiating a trial, the sponsor should define, establish, and allocate all

st
offl
ftlo
o2l
1o
ol
o

al

trial-related duties and functions.
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58 AlgulidAtel  Algzte] ol R (Compensation to Subjects and
Investigators)

581 #d A 93] 8= 4 AHA= AW A/ FAR <l DA
275 Agstar AdezRy B} oo tisiA AIFA/7de] BAgE
of&et(HA, A Tx) BHPS AlFshA sioF o

58.1 If required by the applicable regulatory requirement(s), the sponsor
should provide insurance or should indemnify (legal and financial coverage)
the investigator/the institution against claims arising from the trial, except for

claims that arise from malpractice and/or negligence.

(c1d =)

-—

582 Al@¥ #HHAHA &40l 73 . grAel wek o EAL
NP EANA A =2RE Algsts WHY AAE vhds)oR it

5.8.2 The sponsor’s policies and procedures should address the costs of

s

A

.

o

treatment of trial subjects in the event of trial-related injuries in accordance

with the applicable regulatory requirement(s).

583 AlduldArE B we A Ao WEs dAase dd 8
LA sk oF .

5.83 When trial subjects receive compensation, the method and manner of

.

compensation should comply with applicable regulatory requirement(s).

5.9 A& (Financing)

AN&o] Be AARF EAL oo} A@zL/7)Fo] st AL EAF S o}
fiass

The financial aspects of the trial should be documented in an agreement

between the sponsor and the investigator/institution.

510 TAG=ol EBiAAE  AE(Notification/Submission to Regulatory
Authority(ies)

ANZst7] Ao g AH@E fA- o STFEHE A, A D AIFAH=
AZskzl fsl (B 8ol 27%te) AR, o) B OsUE AT
£ AT F=o A=Eslof I AFAE &Rt fal HH7} R}
ojoF &t FX| /A =0l T EA7} 7] FHoloF 3ot

>

5]
=

>
SR
X o e

B>
i
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by the applicable regulatory requirement(s)) should submit any required
application(s) to the appropriate authority(ies) for review, acceptance, and/or
permission (as required by the applicable regulatory requirement(s)) to begin
the trial(s). Any notification/submission should be dated and contain

sufficient information to identify the protocol.
511 A IRBAEC AA} &<1(Confirmation of Review by IRB/IEC)

5111 oA+ A @A/ 7| B2 HE o ARE JFalof .
5.11.1 The sponsor should obtain from the investigator/institution:
(a) AlEA/71#9] IRB/IEC °| &3 F4
(@) The name and address of the investigator’s/institution’s IRB/IEC.
(b) GCP B #d Ao wet 221 &5 += IRB/IECERFEH 2 £A4]
(b) A statement obtained from the IRB/IEC that it is organized and
operates according to GCP and the applicable laws and regulations.
(€ AlFehd=r, Alduida =g dal, AlduidAtelA o8 7hedt B
HHEd 4 9 IRB/IECTE &7-8t= 78k 415 #133t7] a4 IRB/IEC
sA/F=H o, AL gk A AgAMY AR, AREeR A
oA, B 7EF A1 AR
(c) Documented IRB/IEC approval/favourable opinion and, if requested
by the sponsor, a current copy of protocol, written informed consent
form(s) and any other written information to be provided to subjects,
subject recruiting procedures, and documents related to payments and
compensation available to the subjects, and any other documents that
the IRB/IEC may have requested.

511.2 IRB/IEC7} AIGA 73, AUl dAtelA AsHs AUeE & FofA%
7Ieb A AR 8 ZeE HAapel 22 Aol #Add WA thal =R
TA/2A e = A5 A= AGA/7H22RH IRB/IECTE 231%
sRl/53 e = 2% B AR AREE FHEoF 3

511.2 If the IRB/IEC conditions its approval/favourable opinion upon
change(s) in any aspect of the trial, such as modification(s) of the protocol,
written informed consent form and any other written information to be

provided to subjects, and/or other procedures, the sponsor should obtain
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from the investigator/institution a copy of the modification(s) made and the

date approval/favourable opinion was given by the IRB/IEC.

5113 A& IRB/IECS $axoz ApAd/AH7Ie dxe H3 =&
e o] 291/954 oA g AW/ /B BAS Frok ot

511.3 The sponsor should obtain from the investigator/institution
documentation and dates of any IRB/IEC reapprovals/re-evaluations with
favourable opinion, and of any withdrawals or suspensions of

approval/favourable opinion.

512 JFAF &2 efkZo| #3 HH(Information on Investigational Product(s))

5121 A@e AT W o AL mQHdT  R/mEE GPAFE
AN FEY ARERE AP FAAR, £ /17 2Ae O HYT

AERE 2& F AeAE sl oF do

5121 When planning trials, the sponsor should ensure that sufficient safety
and efficacy data from nonclinical studies and/or clinical trials are available
to support human exposure by the route, at the dosages, for the duration,

and in the trial population to be studied.

5122 A= T3 HA AERE A wivtt} Bl L BRE Frhsko]of
gt} (7. IB F=).
5122 The sponsor should update the Investigator’s Brochure as significant

new information becomes available (see 7. Investigator’s Brochure).

513 AAAIF Lo FEe] A4k, EH, FAJIA, ZE3(Manufacturing,
Packaging, Labelling, and Coding Investigational Product(s))

5131 A= dAAAR R FECl(BE =d B ke 2getd) Alw A
A A Sl HefHa A8 Thed GMPOﬂ ek A Erbge
A= YYo= izﬂaz EANZIAE S BEIsoF o B3 FAZ]A

[}

5.13.1 The sponsor should ensure that the investigational product(s) (including

active comparator(s) and placebo, if applicable) is characterized as appropriate
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to the stage of development of the product(s), is manufactured in accordance
with any applicable GMP, and is coded and labelled in a manner that
protects the blinding, if applicable. In addition, the labelling should comply

with applicable regulatory requirement(s).

5132 oHAE YAAAEeItES s AP B L%, By 24P
%), BE Az, AT gu 2 ATA "A, Folo] Wad ANE AR}
o A= = AASo A, ZUELY, A@A, A, B
B AHANA I AAHES Lok g

5132 The sponsor should determine, for the investigational product(s),

rJ

acceptable storage temperatures, storage conditions (e.g., protection from
light), storage times, reconstitution fluids and procedures, and devices for
product infusion, if any. The sponsor should inform all involved parties (e.g.,
monitors, investigators, pharmacists, storage managers) of these

determinations.

5% o9 g

rpr

HEA YEs

rr

5133 UEANFL&YFFL &F, HBS}
o .
5133 The investigational product(s) should be packaged to prevent

contamination and unacceptable deterioration during transport and storage.

5134 =7Hd ARelM=, o E

e EkFe By AEE A sioF stal ek siAE 2dsHA
@A slloF &

513.4 In blinded trials, the coding system for the investigational product(s)
should include a mechanism that permits rapid identification of the
product(s) in case of a medical emergency, but does not permit undetectable
breaks of the blinding.

5135 L& 7 =
e e A =
Aek7E of=e] ofEstH SA WEE
A8, &=, AAEE) T

7hs s oF Tt

FgoJoFE wE= tixed Fa3 AFY
) g3t7]o] A I AP
zHA=AE Bt A& (4.
= d

H7}F ol &

—o (3
=2
rlr
=

2
r d|
ok
iR
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513.5 If significant formulation changes are made in the investigational or
comparator product(s) during the course of clinical development, the results
of any additional studies of the formulated product(s) (e.g., stability,
dissolution rate, bioavailability) needed to assess whether these changes
would significantly alter the pharmacokinetic profile of the product should be

available prior to the use of the new formulation in clinical trials.
514 AFgeleREe] 35 2L FE(Supplying and Handling Investigational Product(s))

5141 SR A@AY/ 7180 I EEolFEL TFE 5Tt ok
5141 The sponsor is responsible for supplying the

investigator(s)/institution(s) with the investigational product(s).

5142 A= 2E #H A (4. IRB/IECS A4 B2 $A/$24 oA
o) S WA QA G FES AR B 7o FHESAA= o 2
514.2 The sponsor should not supply an investigator/institution with the
investigational product(s) until the sponsor obtains all required documentation
(e.g., approval/favourable opinion from IRB/IEC and regulatory
authority(ies)).

5143 ojZAhs AW AAdl met AFA/71de] PN B EelHES ARl
B@dtis Aol zddE AT A48T 1 uee Ik dvh 1
A Adey A A, AP, BH, iR, ALy e84
e AFe 85 B AGUAA] ol ASHA e AP tEL
sAAelA@E FA w FA we Ao ood =A) wde
A sof st

5.14.3 The sponsor should ensure that written procedures include instructions

O

that the investigator/institution should follow for the handling and storage of
investigational product(s) for the trial and documentation thereof. The
procedures should address adequate and safe receipt, handling, storage,
dispensing, retrieval of unused product from subjects, and return of unused
investigational product(s) to the sponsor (or alternative disposition if

authorized by the sponsor and in compliance with the applicable regulatory
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requirement(s)).

5144 o] A=
5.14.4 The sponsor should:

(@) ARl Al AdA A G2l eFFo] AWl TFHESE I

(@) Ensure timely delivery of investigational product(s) to the

investigator(s).

(b) ddAFEeFFe] T, A, WE B2 HTl A} TES
REJTE AE P B3 7|[EEA Fx). ICH E6(R1): GCP 28
IR

(b) Maintain records that document shipment, receipt, disposition, return,
and destruction of the investigational product(s) (see 8. Essential
Documents for the Conduct of a Clinical Trial). Integrated Addendum
to ICH E6(R1): Guideline for Good Clinical Practice 28

© YFABEAFES HE D o HEE BAYH] 9
A BHl. AF A= AE 4, AW Fr F o
A AE 55 5),

(c) Maintain a system for retrieving investigational products and

Bia
& 7]3to]

documenting this retrieval (e.g., for deficient product recall, reclaim
after trial completion, expired product reclaim).

(d) AFEEA B2 dAA L FES A B owjA o #dE EME S
AAE FAHF ST

(d) Maintain a system for the disposition of unused investigational

ok

product(s) and for the documentation of this disposition.

514.5 F A+

5.14.5 The sponsor should:
@) DEAFL T Ag /1% Bk PATL st AAE Hsob A
(a) Take steps to ensure that the investigational product(s) are stable over

the period of use.

(b) 7122 AU A ABAA ALH DPANGEAFE HAT
FE FARL oANTL BFHoE AzUS] PA BN L HAe
NS FANE Bk P A WA WA AP AR BAHo|
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SEHAAY BE AN 277 7IAA HAE BsioF ok

(b) Maintain sufficient quantities of the investigational product(s) used in
the trials to reconfirm specifications, should this become necessary,
and maintain records of batch sample analyses and characteristics. To
the extent stability permits, samples should be retained either until
the analyses of the trial data are complete or as required by the
applicable regulatory requirement(s), whichever represents the longer

retention period.
515 715 ‘¥ (Record Access)

5151 &A= A Ee AW FoAA Sl AldA/7IHE] AE B™E
EUE®, FHA, IRB/IECY HE 3 AH=AE A% IAAE/&EA 9
AR dge I AS BRSO o

5.15.1 The sponsor should ensure that it is specified in the protocol or other
written agreement that the investigator(s)/institution(s) provide direct access
to source data/documents for trial-related monitoring, audits, IRB/IEC

review, and regulatory inspection.

v Zzte] ARYAATL A® BE 2UEY, ¥4, RB/IECY
AR % HHRAE 9% AR/ dB ol YAl oA
AT A2 s ARE A4 @

5.15.2 The sponsor should verify that each subject has consented, in writing,
to direct access to his/her original medical records for trial-related

monitoring, audit, IRB/IEC review, and regulatory inspection.
516 ¢+ A #H(Safety Information)

516.1 o A= PG DG FFe] kA ool tiek Aol An.
516.1 The sponsor is responsible for the ongoing safety evaluation of the

investigational product(s).

5162 oE A= AFAAY A HAE F
N2 AY == Alg A S #3E IRB/IECS] $91/%3524 oA

Y
T
>
o
o 4
o2
=2
off
ot

- 103 -



FE 4 A I AERE #E A/ 7R B AT ol Do dhoh

5.16.2 The sponsor should promptly  notify all concerned
investigator(s)/institution(s) and the regulatory authority(ies) of findings that
could affect adversely the safety of subjects, impact the conduct of the trial,

or alter the IRB/IEC’s approval/favourable opinion to continue the trial.
5.17 °FE©]/dRk-g& B3l (Adverse Drug Reaction Reporting)

5171 9FA= Tt QA X3 EE GEO|MRFS(ADRs)= ©H
Al &AL/ 713, IRB/IEC 9 A4 Bl 4l

5171 The sponsor should expedite the reporting to all concerned
investigator(s)/institutions(s), to the IRB(s)/IEC(s), where required, and to the
regulatory authority(ies) of all adverse drug reactions (ADRs) that are both

serious and unexpected.

5.17.2 olﬂ% g ASEI= Fd A4 B OICH Jhel=sele] 4 g AR
e AR Ao Ao 8l y|Fol| whefof gt

5.17.2 Such expedlted reports should comply with the applicable regulatory
requirement(s) and with the ICH Guideline for Clinical Safety Data
Management: Definitions and Standards for Expedited Reporting.

5173 o= #d A Wt A ol RE A HA Az:ek Y
HuME ASshoF oo

5173 The sponsor should submit to the regulatory authority(ies) all safety
updates and periodic reports, as required by applicable regulatory

requirement(s).
5.18 =Y ¥E] 3 (Monitoring)

5.18.1 && (Purpose)

AE BUHY BAe b FWshE Holtk

The purposes of trial monitoring are to verify that:
@) ARdEAe] AL BAE REAT,

(a) The rights and well-being of human subjects are protected.
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(b) B AP s Gy, Susiel, TANERYE AT 5 glojof Ak

(b) The reported trial data are accurate, complete, and verifiable from
source documents.

(€ A Fie A A A-A/HEARA, GCP 2 B e S5

(c) The conduct of the trial is in compliance with the currently approved
protocol/amendment(s), with GCP, and with the applicable regulatory

requirement(s).

5182 B E Y] {3 B RZFH(Selection and Qualifications of Monitors)

() RUEI 29 o= A7} A e

(@) Monitors should be appointed by the sponsor.

b) BUHLAE A48 TAL wolok 8a, AP A43) mUHASE o
Bad 344, A A4S XD glojor Bk mUHaNe] AAL
2 85elof Fo.

(b) Monitors should be appropriately trained, and should have the
scientific and/or clinical knowledge needed to monitor the trial
adequately. A monitor’s qualifications should be documented.

(© BUH2dE ddAIEdFE B AFA, FAM, I Bl
AEU Al A AEEe AW ZH, 9|FAke] sOp, GCP B #
Tl E SE A= THAAL lojoF It

(c) Monitors should be thoroughly familiar with the investigational

(i

product(s), the protocol, written informed consent form and any
other written information to be provided to subjects, the sponsor’s

SOPs, GCP, and the applicable regulatory requirement(s).

5183 B EF o ¥P ¥ ¥ FH(Extent and Nature of Monitoring)

oA+ Aol AgsiA EUHPHI due AS BRI oF 3ot YE A=
BUE O AHg A9t A4S AAstooF 3ty RUEH O M 442
A =5, 54, A4, 534, =71E, 752 9 FUMHEST 52 195y

AAHolof Wtk YuwAow AP AA A, AN F D AA Fo| @A

_‘E
{

.

SUE el Bastth AW 58T A9, ABA wg @ e, PEAT
A| AP ge Axs FA FY =Pl GCPel WE AP HAF
U BFY 5 vk e AR Ak AEY AR HHL 934
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SAZCR gld AWl ol&E F&= 3t
The sponsor should ensure that the trials are adequately monitored. The
sponsor should determine the appropriate extent and nature of monitoring.
The determination of the extent and nature of monitoring should be based
on considerations such as the objective, purpose, design, complexity, blinding,
size, and endpoints of the trial. In general there is a need for on-site
monitoring, before, during, and after the trial, however in exceptional
circumstances the sponsor may determine that central monitoring in
conjunction with procedures such as investigators’ training and meetings, and
extensive written guidance can assure appropriate conduct of the trial in
accordance with GCP. Statistically controlled sampling may be an acceptable

method for selecting the data to be verified.

(ADDENDUM)
A= A A A olH
< JNEsol doh. o7|ef ri=H
E =L

g ood ! f o2 lo Jz
L 4o o © > W fu

The sponsor should develop a systematic, prioritized, risk-based approach
to monitoring clinical trials. The flexibility in the extent and nature of
monitoring described in this section is intended to permit varied
approaches that improve the effectiveness and efficiency of monitoring. The
sponsor may choose on-site monitoring, a combination of on-site and
centralized monitoring, or, where justified, centralized monitoring. The
sponsor should document the rationale for the chosen monitoring strategy

(e.g., in the monitoring plan).

>
Sv

A EUEHGLS Aol AAHE 7]
dgre Al7]o g A4S ZHFy F
229 8o that 944 FHrlo|tid. AF B A, Hlo| L&

On-site monitoring is performed at the sites at which the clinical trial is

being conducted. Centralized monitoring is a remote evaluation of
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accumulating data, performed in a timely manner, supported by
appropriately qualified and trained persons (e.g., data managers,

biostatisticians).

Centralized monitoring processes provide additional monitoring capabilities
that can complement and reduce the extent and/or frequency of on-site
monitoring and help distinguish between reliable data and potentially

unreliable data.

4 mUHYS 53 FHE AR FAH BN ZPsE AEE 08
248 93 e + 9

Review, that may include statistical analyses, of accumulating data from

o o

centralized monitoring can be used to:
@) FF AT, wABH AR, A5 olgA, dFRA BRI WBY BE

NEAEY dg &<

9

(a) identify missing data, inconsistent data, data outliers, unexpected lack
of variability and protocol deviations.
(b) 71& W, 7|#=E T A5 HY, A4

(b) examine data trends such as the range, consistency, and variability of

MEH 5 AR 4%

9

data within and across sites.

© 71& W == 7lds 2 A5 +4 2 23 AAY == U 2F
B7E AAAR] A5 24 B2 A5 A 24

(c) evaluate for systematic or significant errors in data collection and
reporting at a site or across sites; or potential data manipulation or data
integrity problems.

(d) 71# 54 3 A% F47+ 4

(d) analyze site characteristics and performance metrics.

(e) €% ZUHY W 7& Bl/xs AR A4
(

e) select sites and/or processes for targeted on-site monitoring.
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5184 B E 29 &Y (Monitor's Responsibilities)

A#Ae] 87 - W RUEH8de 94 AE 2 O AdE 2N Ba
ddstel Ha3 A o 22 Foe FUFeEA APol AT
FYPH L 7 FHTGE Ae BAN R I

The monitor(s) in accordance with the sponsor’s requirements should ensure
that the trial is conducted and documented properly by carrying out the

following activities when relevant and necessary to the trial and the trial site:

@ 1Ak AdA Afelol A Fug Agshe Fad AgARA 4T

(@) Acting as the main line of communication between the sponsor and
the investigator.

(b)y A@A7E AAEI AAF 2H@E1, 42, 5.6F)E ZFJa 183

AAT zAol AW F HAds| SAET AW, Aw, AL
=g oy Aum AFsA fA=EE, AP Fdam L)
osted AFBA Rl APV B¢ AHs FAHEA qREB
gtel

(b) Verifying that the investigator has adequate qualifications and
resources (see 4.1, 4.2, 5.6) and remain adequate throughout the trial
period, that facilities, including laboratories, equipment, and staff, are
adequate to safely and properly conduct the trial and remain
adequate throughout the trial period.

(c) A& FEolefFol thste] B Aol tdk &<l

(c) Verifying, for the investigational product(s):

(i) HAARE B 2=70] AAE@X|} Al Al Fet g ARl tigt 2k]

(i) That storage times and conditions are acceptable, and that
supplies are sufficient throughout the trial.

(i) HA7IES TFste HEANARE DGAIE &2l oFFol Al Aol A
4 EFUE A=A digk &<l

(ii) That the investigational product(s) are supplied only to subjects
who are eligible to receive it and at the protocol specified dose(s).

(it)) ADHEAANA AdA DG FFe] EnE AR, FAH, HP,
Hhgel 283 ARE AFsiAd=Ao it &<l

(iii) That subjects are provided with necessary instruction on properly
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using, handling, storing, and returning the investigational product(s).
(v) AN AN AEoN AFAE G FES 5, g, g # A3
#elsta 7| 2ateAel hE 3kl
(iv) That the receipt, use, and return of the investigational product(s)
at the trial sites are controlled and documented adequately.
(v) A AN FaolA AREHA ¥ ddA DS FEe] Hr7F B4
TAe MEH AL F gl F@sk= Aol ok &<l
(v) That the disposition of unused investigational product(s) at the
trial sites complies with applicable regulatory requirement(s) and
is in accordance with the sponsor.
(d) A@AE 9 AgA 2 SR8 BE WAAEAE E5sta deA E
(d) Verifying that the investigator follows the approved protocol and all
approved amendment(s), if any.
(e) AT &AL Aol F7tetr] Aol AselE WkeA &<l
(e) Veritying that written informed consent was obtained before each

subject’s participation in the trial.

() NEAF Aol Bk BE ARE @AY FPI FYRn B
TR WEs] A8 Wed RE ATE 5 FYAYSA F

(f) Ensuring that the investigator receives the current Investigator’s
Brochure, all documents, and all trial supplies needed to conduct the
trial properly and to comply with the applicable regulatory
requirement(s).

(g) NBAZE Aol tsl Sw3] A8k A=A &

(g) Ensuring that the investigator and the investigator’s trial staff are
adequately informed about the trial.

(h) Algzkek 1 Ad=0] AgA B ofZaiet Algal/71d e 71g A
golol met 54T AY AFE FHst=Ae Aol fle AelA 54
A AE dR7E AdEA Eskes Eel

(h) Verifying that the investigator and the investigator’s trial staff are

o g

performing the specified trial functions, in accordance with the
protocol and any other written agreement between the sponsor and
the investigator/institution, and have not delegated these functions to
unauthorized individuals.

(i) AEATE AA7IF0l AT dAtE FEAEA &
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(i) Veritying that the investigator is enroling only eligible subjects.

) NENEA 525 Bma

(j) Reporting the subject recruitment rate.

(k) SAHEA<E 2 8o Al #3975 A, &4 5 FHA AR
FAHIL A=A o7 &<

(k) Verifying that source documents and other trial records are accurate,

complete, kept up-to-date and maintained.

) ARA7E Bad HuA, FRA, AFA 52 ATHL YA 4%
R F BAESS A, 94 2 AW 7] 44 /1= gon
a7l 71250 Ui Y ARe EAY & JduA AR UF 9

(I) Verifying that the investigator provides all the required reports,
notifications, applications, and submissions, and that these documents
are accurate, complete, timely, legible, dated, and identify the trial.

m) AE FE 715AM, TAZA B I 8 AgdEd V5s e ASA
24 & B o Al die &<l

(m) Checking the accuracy and completeness of the CRF entries, source
documents and other trial-related records against each other. The
monitor specifically should verify that:

(i) AGANAM g7 A5Sc] FEZIFA ASsA 7I==HIAL
TAEA Y W A=A o
(i) The data required by the protocol are reported accurately on the
CRFs and are consistent with the source documents.
(i) A4 ARl g §F/AEH HISAGE A=
71 E8=A o F
(ii) Any dose and/or therapy modifications are well documented for
each of the trial subjects.
(iii) ol/dRs, WEFE B WEASS AFA wet FHIIFA
7)1 F8hEA of F
(iii) Adverse events, concomitant medications and intercurrent illnesses
are reported in accordance with the protocol on the CRFs.
(iv) A EA7E FEdAe A0 B, APl AAHA X2 B¢
S 7| E5A 0l B3] 7| Ee=A AR
(iv) Visits that the subjects fail to make, tests that are not conducted,

and examinations that are not performed are clearly reported as
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such on the CRFs.
(v) Aol S5 Adudate] Hay o] S| EA 71554
Ao} gle o
(v) All withdrawals and dropouts of enrolled subjects from the trial
are reported and explained on the CRFs.
() NEFA/NEH] OF, FeE PR, 908 F g PR 4F YuE
A@AA A 2F7d WE B, FUF E=s AT AdE

oJFoIFEA  oF W LAY B I AKELT A7
)

(n) Informing the investigator of any CRF entry error, omission, or
illegibility. The monitor should ensure that appropriate corrections,
additions, or deletions are made, dated, explained (if necessary), and
initialled by the investigator or by a member of the investigator’s
trial staff who is authorized to initial CRF changes for the
investigator. This authorization should be documented.

(0) BE o]Hk-&S GCP, A8 A, IRB/IEC, <& # 2 #& FAHolA A3
7120 e A-3] Bt dEA A%

(0) Determining whether all adverse events (AEs) are appropriately
reported within the time periods required by GCP, the protocol, the
IRB/IEC, the sponsor, and the applicable regulatory requirement(s).

(p) NEA7E 7122 E Basta =A oAF dAHE Alde] 3 A%
Z12EEA FZZ).

(p) Determining whether the investigator is maintaining the essential
documents (see 8. Essential Documents for the Conduct of a Clinical
Trial).

(@ AlI”A, sOpP, GCP #d A
ARPANG o] APLEA] =5 2T

Sk Al AFAAAA delw

S
=
=g

(O N‘E

(@9 Communicating deviations from the protocol, SOPs, GCP, and the
applicable regulatory requirements to the investigator and taking
appropriate action designed to prevent recurrence of the detected

deviations.
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5185 B E 3 HZ}(Monitoring Procedures)

SUHAe EY AR SUHYE A A8t g@ AN o
=AY A E 2ostel mUEPS AAstefol B},

The monitor(s) should follow the sponsor’s established written SOPs as well as those

procedures that are specified by the sponsor for monitoring a specific trial.

5186 E Y EF HilA{(Monitoring Report)

By

(@ EUHad2 7 A AA ZaE WEsAY AdY ddste HE5T
BFol Arer EAE AEsoF 7

(@) The monitor should submit a written report to the sponsor after each
trial-site visit or trial-related communication.

(b) BuAMdles @5, 71&, EYEHLd °oF 3 AdA e HEIT A
olF& EFsloF 3t

(b) Reports should include the date, site, name of the monitor, and name of
the investigator or other individual(s) contacted.

© RuAde Fas /A, Nd Ay 2", 42, 3
H/Es EE fd daHEs dEel B3 EUHadY Jle H
EUH 8o HE 85 x9sfof ok

(c) Reports should include a summary of what the monitor reviewed and the
monitor’s statements concerning the significant findings/facts, deviations
and deficiencies, conclusions, actions taken or to be taken and/or actions
recommended to secure compliance.

(d) dHA= EUHPEIME HAES I Al digh A AHEAA e=
=X 8hstojoF Tt

(d) The review and follow-up of the monitoring report with the sponsor

should be documented by the sponsor’s designated representative.

F-Z(ADDENDUM)

) @ H/xE TY EUHAE EBEiAMe gIAHAST de 2 AI@H
ANE71# A T)7F HESIL 5225 & F J=F HA3 A7)
AFEojol sty RYUEH Ades ZUHY A EF AFE HAS5S @
et FEo 2 AAMEHA EAE ZAAAEHO o it FY EUHE His
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B71F o2 o] FoAH ok 3t @ W FYHH R AAE F ok

(e) Reports of on-site and/or centralized monitoring should be provided to
the sponsor (including appropriate management and staff responsible
for trial and site oversight) in a timely manner for review and follow
up. Results of monitoring activities should be documented in sufficient
detail to allow verification of compliance with the monitoring plan.
Reporting of centralized monitoring activities should be regular and

may be independent from site visits.

F-Z(ADDENDUM)

5.18.7 U E ¥ A &(Monitoring Plan)

g A= B AR BEet AlE Y A oz

AZE Afek st o] Agd+s RUHAE A, BE FH GARRE
BEUEY #Hd, AEEHE OYd BEYEE W

7150 lojof g} o] AFL T FUig As F Aol RUHHES

Bzstelof Atk A B A} ohd LS Fb Wi Baw
s 4ge 53 Foscl dh mUHY Ade gwe AR ARE
x| Aok k.

The sponsor should develop a monitoring plan that is tailored to the
specific human subject protection and data integrity risks of the trial. The
plan  should describe the monitoring strategy, the monitoring
responsibilities of all the parties involved, the various monitoring methods
to be used, and the rationale for their use. The plan should also
emphasize the monitoring of critical data and processes. Particular attention
should be given to those aspects that are not routine clinical practice and

that require additional training. The monitoring plan should reference the

applicable policies and procedures.

519 FZ(Audit)
AT A Ao e EFARZ sHow FAL ANFTAE AL,

= AHsoR ok
If or when sponsors perform audits, as part of implementing quality

assurance, they should consider:
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5.19.1 && (Purpose)

A7 AALS AAe 53 d43d EYHAoY FAAE Jsde
sYHela MEHeR, AY A= WUk, AfA, sop, ANd A
7I1E(GCP) R A8 s B A= TsheA Briske Al

The purpose of a sponsor’s audit, which is independent of and separate from
routine monitoring or quality control functions, should be to evaluate trial
conduct and compliance with the protocol, SOPs, GCP, and the applicable

regulatory requirements.

5192 FHAHAS 4% B AFZF(Selection and Qualification of Auditors)

(@) AFA= HAds A sl DG/ AAL} R-Ee] fle A=
KA ok Tt
(@) The sponsor should appoint individuals, who are independent of the

clinical trials/systems, to conduct audits.

(b) A3AA= HAAZE AHde evt=A Ay 98 Bod oy
dde 7ML A=A ERlstedof ity HAARe] AL EA 8 oF itk

(b) The sponsor should ensure that the auditors are qualified by training
and experience to conduct audits properly. An auditor’s qualifications

should be documented.
5.19.3 F 4 &Z}(Auditing Procedures)

() &A= Ao U, A W, "4 W=, HA Hase] s
W&ol thet oA EAMsd Aael wel AGAd/AAC R
Hro] AAHES sfof gt

(@) The sponsor should ensure that the auditing of clinical trials/systems
is conducted in accordance with the sponsor’s written procedures on
what to audit, how to audit, the frequency of audits, and the form
and content of audit reports.

(b) Al Bl AlEsts AEY T2A, AFY AFAEA F, AFY
TR ER4E, AdddAel digk fde] = 3 oojw A

AR E 1435t oFAY A AgH AxE vfdstoF dkoh
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(b) The sponsor’s audit plan and procedures for a trial audit should be
guided by the importance of the trial to submissions to regulatory
authorities, the number of subjects in the trial, the type and
complexity of the trial, the level of risks to the trial subjects, and
any identified problem(s).

() A BF A A ARGl tisiA EA &t of i

(c) The observations and findings of the auditor(s) should be
documented.

@) Bd sl SPAR ANE FAR ANA FA FTe °

s a redh, e} A7 GCPE A9 A}%‘Ol

AAY Fe WA BAol = A% Awel we Hanw %
T= ATh

(d) To preserve the independence and value of the audit function, the
regulatory authority(ies) should not routinely request the audit
reports. Regulatory authority(ies) may seek access to an audit report
on a case by case basis when evidence of serious GCP
non-compliance exists, or in the course of legal proceedings.

(@ dFAE wd WE == FAd o3 e7d u, "AFAME
A=l oF ot

() When required by applicable law or regulation, the sponsor should

provide an audit certificate.

5.20 P& (Noncompliance)

5201 A @A/ 713 = YA AAdY FAAH o AYAM, EFAFAFA,
GCP ¥ #d #AE EF3MA @2 Aol #AHU gFHATE FA 2AE

HsloF 2ot

5201 Noncompliance with the protocol, SOPs, GCP, and/or applicable
regulatory requirement(s) by an investigator/institution, or by member(s) of
the sponsor’s staff should lead to prompt action by the sponsor to secure

compliance.
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-Z(ADDENDUM)
AlgdidAel B e AlY dae Al sud ddFe mAAGY
R ThsAel e vlEs Aol EddE A, A TEE] dd=
wAsta - AgxA 8

If noncompliance that significantly affects or has the potential to
significantly affect human subject protection or reliability of trial results is

discovered, the sponsor should perform a root cause analysis and

implement appropriate corrective and preventive actions.

5202 A¥ RUHY B/ G A@A/ABR AAsT A%
MES ARE A% A5, AL ARA/ADARY AY FAE
FEstlol Atk AGA/ADRY WEF AFOE skl NPS FRI
A%, AL o AL A FFel F2 masof st

520.2 If the monitoring and/or auditing identifies serious and/or persistent
noncompliance on the part of an investigator/institution, the sponsor should
terminate the investigator’s/institution’s participation in the trial. When an
investigator’s/institution’s  participation = is  terminated @ because  of
noncompliance, the sponsor should notify promptly the regulatory

authority(ies).

521 A@e x7] €85 % F A (Premature Termination or Suspension of a Trial)
ANgol 7] T8 9 FTAE A5 A= AFA/ AR, A4 d=el =27
TE Ee FA A O AMFE SA BEadjor I YFAR Z&
N@aA/AR7#e Fd A8 wg A 2V FE R FTA AN
IRB/IECO] ZA] Hiajok S}

If a trial is prematurely terminated or suspended, the sponsor should

=

gl r

promptly inform the investigators/institutions, and the regulatory
authority(ies) of the termination or suspension and the reason(s) for the
termination or suspension. The IRB/IEC should also be informed promptly
and provided the reason(s) for the termination or suspension by the sponsor
or by the investigator/institution, as specified by the applicable regulatory

requirement(s).
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522 A @A IR 34 (Clinical Trial/Study Reports)

Aol ERFHAY =7 FEF A, AFgAE FdE A wE
NEAAEIME FRIStAL A= AEs|or qtth A= A7t A
Al AFZFEIATE ICH Zhol =8kl “AgAa Ao 29 W& 9
1€l FgsteA Fdstdor ¥ (R4 ¢ ICH7IO| =8I
“AEEFRIA S Fxo} Ug” o mEH, Fel mEk s8ofd ANREINE
A-E 5 St}

Whether the trial is completed or prematurely terminated, the sponsor should
ensure that the clinical trial reports are prepared and provided to the
regulatory agency(ies) as required by the applicable regulatory requirement(s).
The sponsor should also ensure that the clinical trial reports in marketing
applications meet the standards of the ICH Guideline for Structure and
Content of Clinical Study Reports. (NOTE: The ICH Guideline for Structure
and Content of Clinical Study Reports specifies that abbreviated study reports

may be acceptable in certain cases.)

5.23 ©7]1¥# Al@(Multicentre Trials)
& Ade AAste A dEAE ve AAe EslioF I

For multicentre trials, the sponsor should ensure that:

5231 E<& APA= A desty dast A A g
IRB/IEC A <Rl/953 oAE & AAE HAZ st AdE
AA el oF Fht.

5.23.1 All investigators conduct the trial in strict compliance with the protocol
agreed to by the sponsor and, if required, by the regulatory authority(ies),
and given approval/favourable opinion by the IRB/IEC.

5232 Ald SHEVIEME wREAdEe Ee AY
P5T 5+ A= FAselol Bk 7k 4RE FH
ARE FRe)0 BER 27247} AFH ook B

5232 The CRFs are designed to capture the required data at all multicentre

ANBeld Bad AuE
L AdRe A, F7b

trial sites. For those investigators who are collecting additional data,
supplemental CRFs should also be provided that are designed to capture the
additional data.
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5233 Al AA Aol Ad=AA 2 FHse= uE AdEA)Ae Aol
sty =4 8ksfof i
5233 The responsibilities of coordinating investigator(s) and the other

participating investigators are documented prior to the start of the trial.

5234 R AFACNA AlFAA AFME W= AdAA B Add A
Bkl it d8d 7Es Estr Ad FEVIEHAE G287 A AMS

AssloF Tt
5.23.4 All investigators are given instructions on following the protocol, on

complying with a uniform set of standards for the assessment of clinical and

laboratory findings, and on completing the CRFs.

5235 Ad "HREAE o] o w2 ol gt

5.23.5 Communication between investigators is facilitated.
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6. UFIAE AFA EL WHAAZA(CLINICAL TRIAL PROTOCOL AND
PROTOCOL AMENDMENT(S))

A AYNE AwHom thge YEe ZFselo Bk Hu 53
Adelwt SEEE AEE 7 AEAA ADA ATHAY AEA
FeAM AND S5 o 29 Hut B ThE AFA 9}
#EE Fa BAA T & Ut

The contents of a trial protocol should generally include the following topics.

v

However, site specific information may be provided on separate protocol
page(s), or addressed in a separate agreement, and some of the information
listed below may be contained in other protocol referenced documents, such

as an Investigator’s Brochure.
6.1 Y¥t A B (General Information)

6.1.1 AlgAMe BA, AFA 17 ME, s
AAAIGA A= A Wz B @RE Z|A s oF ot
6.1.1 Protocol title, protocol identifying number, and date. Any amendment(s)

should also bear the amendment number(s) and date(s).

6.1.2 Al g o E| &k} (A A FAE Aefe) EYH A o]F Bl F4
6.1.2 Name and address of the sponsor and monitor (if other than the

Sponsor).

6.1.3 SE Aol o8] AZYA 5 HAA A AT dds FoE

s
oE % AY

Aol

rlo

6.1.3 Name and title of the person(s) authorized to sign the protocol and the

protocol amendment(s) for the sponsor.

614M§%ﬁﬁ_4ﬂﬂﬂ9@$ﬂfﬂ(%&@@@?$%ﬂﬂﬂ4ﬁlﬂ%
43, Fa 2 A5
6.1.4 Name, title, address, and telephone number(s) of the sponsor’s medical

expert (or dentist when appropriate) for the trial.

615 A1F Aol Hde TP AR ofF B A3} AJd A4 Ao T4 B Hshis
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6.1.5 Name and title of the investigator(s) who is (are) responsible for
conducting the trial, and the address and telephone number(s) of the trial
site(s).

616 ZE AW Ax Axel B (A)elstd AHANEAT ofd Aol
o] Q= ool whet A3 oA o) F, A, Fi, AHWE

6.1.6 Name, title, address, and telephone number(s) of the qualified physician
(or dentist, if applicable), who is responsible for all trial-site related medical

(or dental) decisions (if other than investigator).

ya
e
Y2
e

o8 A % A

i

6.1.7 A&ol #ddE A, o /= /5=
7144 BA, F4
6.1.7 Name(s) and address(es) of the clinical laboratory(ies) and other medical

and/or technical department(s) and/or institutions involved in the trial.
6.2 917 % H(Background Information)

6.21 AGA AL FFe B 2 EH

6.2.1 Name and description of the investigational product(s).

622 RFIYY A7 B FEHE JEANFAAA BHT FAAA dFH FLAEE
7HA Aol goF

6.2.2 A summary of findings from nonclinical studies that potentially have

clinical significance and from clinical trials that are relevant to the trial.

623 @t Tis) ofm LA gl AAH 983 olelo] T qob
6.2.3 Summary of the known and potential risks and benefits, if any, to

human subjects.

624 5o A2, &%, Eof W, A8 7o) o AW 9 2L
6.2.4 Description of and justification for the route of administration, dosage,

dosage regimen, and treatment period(s).

625 Aol AFA, GCP & #d Al et dAE Zolgk= W&
6.2.5 A statement that the trial will be conducted in compliance with the

protocol, GCP and the applicable regulatory requirement(s).
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6.2.6 A7 el dig 7=
6.2.6 Description of the population to be studied.

6.2.7 A3 AHHIT Aol ik ZAARE AFdte= Ae 2 A5 Fasd
6.2.7 References to literature and data that are relevant to the trial, and that

provide background for the trial.

6.3 AP HFE S &HF(Trial Objectives and Purpose)
AN@e Fxel F2o tigh AAgE A

A detailed description of the objectives and the purpose of the trial.

6.4 A@ A (Trial Design)

Aol At A B AP ERE A AR tiE AHEs ddFor A
Al Rt Al Al HiRE Mel dee XL

The scientific integrity of the trial and the credibility of the data from the
trial depend substantially on the trial design. A description of the trial

design, should include:

64.1 A 713t 5t B7HE 13 BrPE ek 23F HrpHS] tigk A Q] 2
6.41 A specific statement of the primary endpoints and the secondary

endpoints, if any, to be measured during the trial.

642 Ty AP FF/ AN AT AP : olTEtE, HAF-hx, B
AANI Algel 2A, IA B gl " ex

6.42 A description of the type/design of trial to be conducted (e.g.,

double-blind, placebocontrolled, parallel design) and a schematic diagram of

trial design, procedures and stages.

643 MERL Tt Haslalr] ) AT 4] B AP AL

6.4.3 A description of the measures taken to minimize/avoid bias, including:
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644 A IANDEFF A A%, &7, X B GG EdF AF,
27, BAZIA e tiet 45

6.44 A description of the trial treatment(s) and the dosage and dosage
regimen of the investigational product(s). Also include a description of the

dosage form, packaging, and labelling of the investigational product(s).

645 NGRS A% AF FH 7%, FHEEe TIE Ee AEY AR
2 73]tk A
6.4.5 The expected duration of subject participation, and a description of the

sequence and duration of all trial periods, including follow-up, if any.

ro

6.4.6 Zt A=A, Ald e

nBRAel g1 A¥EAEQ AFE 9
TeE "sREE9 VS TE

“Z7|F 8"

6.4.6 A description of the "stopping rules" or "discontinuation criteria" for

individual subjects, parts of trial and entire trial.

6.4.7 H1oF, hxofe AT JAF S FFol U3 2 A A
6.4.7 Accountability procedures for the investigational product(s), including

the placebo(s) and comparator(s), if any.

648 A A F29 W 2= Ao ZE AE A A

6.4.8 Maintenance of trial treatment randomization codes and procedures for breaking codes.

649 FHE7|EA AH ZIFHL (5, vY ZAFHAY AR J1SH ARe
Ao 2AAER AGH= A5 A

0.4.9 The identification of any data to be recorded directly on the CRFs (i.e.,
no prior written or electronic record of data), and to be considered to be

source data.

6.5 A FAS] AR A & (Selection and Withdrawal of Subjects)

6.5.1 NI EA A 71+

6.5.1 Subject inclusion criteria.

6.5.2 A A AL 71+
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6.5.2 Subject exclusion criteria.

6.53 AP A E= VIE(F AN EAFE AR/ANE AR TE)H O
At ek 2
6.5.3 Subject withdrawal criteria (i.e., terminating investigational product

treatment/trial treatment) and procedures specifying:

(@) N/ DA DG FFE N5 FAE TAk= A7 W

(@) When and how to withdraw subjects from the trial/ investigational
product treatment.

(b) 2t AldudAe] A5 FH ARE 71T AV

(b) The type and timing of the data to be collected for withdrawn
subjects.

() ANAWHEATE wAlE AJNA 2T AGA wAE HAA

©

()

(d) The follow-up for subjects withdrawn from investigational product

Whether and how subjects are to be replaced.
DI fF A5/AE A5 SHE A A AR

treatment/trial treatment.

6.6 A JHFA X S (Treatment of Subjects)

6.6.1 Aol AL8E EE AF olF, &Y, FH(F) A8, Fo
2 A= 7% @A o ] X8
ANPGRS F2 7S 2ty RFoEE A&
6.6.1 The treatment(s) to be administered, including the name(s) of all the
product(s), the dose(s), the dosing schedule(s), the route/mode(s) of
administration, and the treatment period(s), including the follow-up period(s)
for subjects for each investigational product treatment/trial treatment

group/arm of the trial.

6.62 Ad A3 AV T Bl AFE(TAYT I FAEA
o)ebE /A 8
6.6.2 Medication(s)/treatment(s) permitted (including rescue medication) and

not permitted before and/or during the trial.
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6.6.3 AdUGA] F=4E5 ZTYEYS] A dA}

6.6.3 Procedures for monitoring subject compliance.
6.7 +84 7} (Assessment of Efficacy)

6.71 FE74d Azl that 2

6.7.1 Specification of the efficacy parameters.

672 FEA AL Bk /1%, BA PH L A

6.7.2 Methods and timing for assessing, recording, and analysing of efficacy

parameters.

6.8 A 7} (Assessment of Safety)

6.8.1 A A& th A

6.8.1 Specification of safety parameters.

682 St A3k HIY, 71F, 4= AT Y 5 A
6.8.2 The methods and timing for assessing, recording, and analysing safety

parameters.

6.83 o] 4ukg g Wi Ao HuAE WEL V|E 9 BRuE 9% AA
6.8.3 Procedures for eliciting reports of and for recording and reporting

adverse event and intercurrent illnesses.

6.8.4 ol/gHt-s LA o] F AP Ae =5 A3 58 B 7%

6.8.4 The type and duration of the follow-up of subjects after adverse events.

6.9 A (Statistics)
6.9.1 AFH Tt 4 A7IE xdst] FFE A YR AH

6.9.1 A description of the statistical methods to be employed, including

timing of any planned interim analysis(ses).
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Ao dzre o grlE A A, 4 A" AN Aa
=2  TAHSE ZIAstoor dnh Al B A
gkl AAE(Es Aol e vt 233 £E =7] Adddl e ol
6.9.2 The number of subjects planned to be enrolled. In multicentre trials, the
numbers of enrolled subjects projected for each trial site should be specified.
Reason for choice of sample size, including reflections on (or calculations of)

the power of the trial and clinical justification.

693 A7 felel sz
0.9.3 The level of significance to be used.

694 AN3F FTrO 7|F

6.9.4 Criteria for the termination of the trial.

695 ¥, AEHA &g, I FHE A2l UF Ay 23

6.9.5 Procedure for accounting for missing, unused, and spurious data.

6.9.6 ANl FATH AYoezRy HAE Huses Ak (e TAGA
Ageziee A= HAsA AfM 8 HF HiAMC TleHI
4385 o of gt}

6.9.6 Procedures for reporting any deviation(s) from the original statistical
plan (any deviation(s) from the original statistical plan should be described

and justified in protocol and/or in the final report, as appropriate).

6.9.7 T4l =oE A AA (. F2S wA"d ZE AU,
Foigh BE AgUdA, A Be AdudA, BrF 7he st Ald A

6.9.7 The selection of subjects to be included in the analyses (e.g., all
randomized subjects, all dosed subjects, all eligible subjects, evaluable

subjects).

6.10 TAAEAA Y A EF(Direct Access to Source Data/Documents)

o|F 2= AR/ AIE 7] A #d RUEY, F4, IRB/IEC HE 9 A
3o MR AsHES s 2A AR/EAC W@ AHIYe
Asede AdMY 718 A1 FejAolx HFsof gt

The sponsor should ensure that it is specified in the protocol or other

written agreement that the investigator(s)/institution(s) will permit trial-related
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monitoring, audits, IRB/IEC review, and regulatory inspection(s), providing

direct access to source data/documents.
611 ¥4 #g ¥ FF E3F(Quality Control and Quality Assurance)

6.12 &2 (Ethics)
AR #EE SYHQ 1 ARl tiE AW

Description of ethical considerations relating to the trial.

613 A5 A8 % 718 E#A(Data Handling and Record Keeping)

6.14 A4 2 X F(Financing and Insurance)
NEAQD oAl 7= AA F2 BF, A 2 2

Financing and insurance if not addressed in a separate agreement.

6.15 A5 IE -3 (Publication Policy)
MEBAQD FfAd 7|A =] QA &S A, = =T ZF

Publication policy, if not addressed in a separate agreement.

6.16 X3 (Supplements)

(F4: AgAe ANdAAR A= D5 ddEHo derg FrhA] #4
AE= ICH 7tol=ekele 9 ANFAARIAY Fx F YLolA &
ATt)

(NOTE: Since the protocol and the clinical trial/study report are closely
related, further relevant information can be found in the ICH Guideline for

Structure and Content of Clinical Study Reports.)
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7. A @AAA S (INVESTIGATOR’S BROCHURE)

7.1 A€ (Introduction)
ANAAAEH(IB)2  AA ARl iRk AlFe] dAgrek #™
DA D& FFol e 42 B HAGH AR =T B HA2
AdA 2 oA #d + EL
EUEE dxatel Z22 AlgAMe B F8o g4 i FdF<

The Investigator’s Brochure (IB) is a compilation of the clinical and
nonclinical data on the investigational product(s) that are relevant to the
study of the product(s) in human subjects. Its purpose is to provide the
investigators and others involved in the trial with the information to facilitate
their understanding of the rationale for, and their compliance with, many key
features of the protocol, such as the dose, dose frequency/interval, methods
of administration: and safety monitoring procedures. The IB also provides
insight to support the clinical management of the study subjects during the
course of the clinical trial. The information should be presented in a concise,
simple, objective, balanced, and non-promotional form that enables a clinician,
or potential investigator, to understand it and make his/her own unbiased
risk-benefit assessment of the appropriateness of the proposed trial. For this
reason, a medically qualified person should generally participate in the
editing of an IB, but the contents of the IB should be approved by the
disciplines that generated the described data.

o] Ziel=gle 1Bl EFFE oo T FHATe] HHE A
AATH. ogd F Ae AR FIFF HEHA

MEeA we gdFgE 5 Ae JAer AL
AEEo] T ofE] 2ol A HAkEdAl & LA

3
do oo kI

o Lo
2L 12 Mo

o ot
e od o R
o o o

o
rr
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S BAE BEG. A Tl sty ed" AYGelMe AdEAA T o
T A AN EAFFe BRE S HAe EEAHo|A FAAH] ARE
xgstal Sle A 71824 AFE ARF, H71A gEE, 2AVAR A AT
A2 = Atk AFH AFS AMELR §5(F 2R AI3HE APstaA
duH I AEe &= AT IB7E EWlEHoF dH B Holk:E d W
ok HEstodof st o Ate] A Aapol| whel ER3 5 Al A E ook

goh JiE @A 3 AlER dd AR T wet & ¢ AF Jgsor &
T Atk Y GCPell wiet #dd M= FHe T8 g 79
H8H 1Bl A7l Aol A@A=oNA 28 2 4 d+= 3 IRB/IECS A4
Tl dEiof gk

This guideline delineates the minimum information that should be included
in an IB and provides suggestions for its layout. It is expected that the type
and extent of information available will vary with the stage of development
of the investigational product. If the investigational product is marketed and
its pharmacology is widely understood by medical practitioners, an extensive
IB may not be necessary. Where permitted by regulatory authorities, a basic
product information brochure, package leaflet, or labelling may be an
appropriate alternative, provided that it includes current, comprehensive, and
detailed information on all aspects of the investigational product that might
be of importance to the investigator. If a marketed product is being studied
for a new use (i.e., a new indication), an IB specific to that new use should
be prepared. The IB should be reviewed at least annually and revised as
necessary in compliance with a sponsor’s written procedures. More frequent
revision may be appropriate depending on the stage of development and the
generation of relevant new information. However, in accordance with Good
Clinical Practice, relevant new information may be so important that it
should be communicated to the investigators, and possibly to the Institutional
Review Boards (IRBs)/Independent Ethics Committees (IECs) and/or

regulatory authorities before it is included in a revised IB.

X

o2 A= HA IBE RS AFAVE A" Al sk &
A M@= HAle BE @9 IRB/IECO AlFaior & <ol Sl
A7y FEshe AR A, dHAAEAE BE AXARREH 7 5
Aol oRE B siok Atk fHARAGATE A FEFE=

o)

¥ @ Y o
fr 44 oo (T

- 128 -



AZIDE JHA-NGAE Y
FAA BE AT 5 g Aol JHAANGAE stolseelel 7&H
B2 HAide] @4 Rt LA ANMANA RS A PR FES oA
'é‘él)\

Generally, the sponsor is responsible for ensuring that an up-to-date IB is
made available to the investigator(s) and the investigators are responsible for
providing the up-to-date IB to the responsible IRBs/IECs. In the case of an
investigator sponsored trial, the sponsor-investigator should determine
whether a brochure is available from the commercial manufacturer. If the
investigational product is provided by the sponsor-investigator, then he or
she should provide the necessary information to the trial personnel. In cases
where preparation of a formal IB is impractical, the sponsor-investigator
should provide, as a substitute, an expanded background information section
in the trial protocol that contains the minimum current information described

in this guideline.

7.2 YWtA 312 A3} (General Considerations)
IBE oS Egstoof 3o
The IB should include:

7.2.1 A& (Title Page)

gAY olF, WFABEFES HA(F. AP WE, AW T Hw
Adur, oAl o3 WHAOR Srh we wPAR FEFY), BAAL
AFsr Brh AYTe WME F;F oldmel WME, AFY A}

Az E ool & o= F5 10 A

This should provide the sponsor’s name, the identity of each investigational
product (i.e., research number, chemical or approved generic name, and trade
name(s) where legally permissible and desired by the sponsor), and the
release date. It is also suggested that an edition number, and a reference to
the number and date of the edition it supersedes, be provided. An example

is given in Appendix 1.

722 B B = (Confidentiality Statement)
= Algx  "©3 IRB/IECYEY]  IBE  AMEEEE 7] ¢S

NEA/ERIe] o] ARE 7[HEAE 775 U Aot
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The sponsor may wish to include a statement instructing the
investigator/recipients to treat the IB as a confidential document for the sole

information and use of the investigator’s team and the IRB/IEC.

7.3 IB W-&(Contents of the Investigator’s Brochure

Be O3 22 F55 Estodor st 2@ el Fa £33 A5t o)
fiasg

The IB should contain the following sections, each with literature references

where appropriate:

7.3.1 &= A}F(Table of Contents)
a9 d= 55 20 AT
An example of the Table of Contents is given in Appendix 2

7.3.2 8 °F(Summary)

A oFFe o g dA9 BEstd #F83 8% =93, 33,
bS], obElatd, A4S, obgetd, olAH, QH Huel 23
A3 29k 2& S HI71A FEF)o] AlTHooF It

A brief summary (preferably not exceeding two pages) should be given,

o
o
gl

highlighting the significant physical, chemical, pharmaceutical,
pharmacological, toxicological, pharmacokineticc metabolic, and clinical
information available that is relevant to the stage of clinical development of

the investigational product.

7.3.3 A1 & (Introduction)
o

A brief introductory statement should be provided that contains the chemical
name (and generic and trade name(s) when approved) of the investigational
product(s), all active ingredients, the investigational product (s )
pharmacological class and its expected position within this class (e.g.,

advantages), the rationale for performing research with the investigational
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product(s), and the anticipated prophylactic, therapeutic, or diagnostic
indication(s). Finally, the introductory statement should provide the general

approach to be followed in evaluating the investigational product.

734 E¥F, 337, GAFH EA Y AP (Physical, Chemical, and
Pharmaceutical Properties and Formulation)

A& F A -G, 724 £l tiel 2w stelof sk

B e, 534, bt S0 tla) zheks] foksiofol dhr,

A description should be provided of the investigational product substance(s)

o]
=4

o)

(including the chemical and/or structural formula(e)), and a brief summary
should be given of the relevant physical, chemical, and pharmaceutical

properties.

t

A A A FHslloF & AAI kA HIHE AAE] S AEA
d s A ZAVHAE E2Fste] AMEEH= APl digk dHel AT
FatE oloF 3t} AP Byt fefo ik AA] EJE FojHoF g

To permit appropriate safety measures to be taken in the course of the trial,

o
Ha

a description of the formulation(s) to be used, including excipients, should be
provided and justified if clinically relevant. Instructions for the storage and

handling of the dosage form(s) should also be given.

ojm &&HR FHF=He| T2 FAES AdFstoF T

Any structural similarities to other known compounds should be mentioned.

7.3.5 H14 A7 (Nonclinical Studies)
4] &:(Introduction:)

5E  @E"E wgdEe sy, H4sts,  ofEsty  dew
PPN G GAFES] iAol BE AT A 8o FAOE AFHooh
stk o) ackolt AGE WM, A, ARA ved sl e
Mg A S gkor aystA TE avel N Ede #AYS AEs]
A g}

The results of all relevant nonclinical pharmacology, toxicology,
pharmacokinetic, and investigational product metabolism studies should
be provided in summary form. This summary should address the

methodology used, the results, and a discussion of the relevance of the
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findings to the investigated therapeutic and the possible unfavourable

and unintended effects in humans.

AZE AuE FUAAY ALV T A9, heel Gl BT,
The information provided may include the following, as appropriate, if

known/available:

® A o] AlPH F(Species tested)

o 7t e & A9 AE(Number and sex of animals in each
group)

e Fof i : ZYIH/ZEIH(mg/kg))(Unit dose (e.g.,

milligram/kilogram (mg/kg)))

o 24 (Dose interval)

E
F4q A

(Route of administration)
(Duration of dosing)
of thgt 4 H (Information on systemic distribution)

o] F2 XA} 7|ZH(Duration of post-exposure follow-up)

U o
P f S

Mo M > 2
RN

3+t A F(Results, including the following aspects)
_oelstd wE =4 Edte] EAT WE

- Nature and frequency of pharmacological or toxic effects
S oketd w4 mse] YAAE EE 4E

- Severity or intensity of pharmacological or toxic effects
~mRh AR Az

f
X

- Time to onset of effects
B EEREE

- Reversibility of effects
_ w3} AGHE 717

- Duration of effects

- g e

- Dose response

A F o 9Hs s SsiA e @ =Es 8 Y /BEol
AR5 ofof gk,

Tabular format/listings should be used whenever possible to enhance the
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clarity of the presentation.

ok
Ja

a2 ayte] Sk, Al gk #-EA, ARl AA

3 ] d T3 Ayl tis|
C7bsstaH $d% T FolA rEEH 5*3 o] YEhtA|
3l mustol doh (F, A& ATt AEFHOOF )
BERoE AR A5 Fo el ddAel dis) *é gstoioF 3ot
7Ve’t 47, mg/kg ZIER U= o/ 2H0AM Y FEE Hluste|of Tt

The following sections should discuss the most important findings from

i

2§ M > O
o HEl o dlo
Ol
oo B ff
i“fﬁ

e
£ 2

ol

|

the studies, including the dose response of observed effects, the relevance
to humans, and any aspects to be studied in humans. If applicable, the
effective and nontoxic dose findings in the same animal species should
be compared (i.e., the therapeutic index should be discussed). The
relevance of this information to the proposed human dosing should be
addressed. Whenever possible, comparisons should be made in terms of

blood/tissue levels rather than on a mg/kg basis.

(@) H1Y¥74d <2 8 (Nonclinical Pharmacology)
AGAF&ofFo ofgstd SHeo gy AAZ} A =
ATH F8 tAbEo] EFEooF jth o3 Qo2 kA
ZIE = Azad 9o tE ofgstd 8= Hrbskr] g
AHB7E AlE B oty F83F X5 Ag(d - 88 =Y,
A, Bold)= BIIE Ads &l oF ot

A summary of the pharmacological aspects of the investigational

ol

5

A

PN
T

A

oo In & =

product and, where appropriate, its significant metabolites studied in
animals, should be included. Such a summary should incorporate
studies that assess potential therapeutic activity (e.g., efficacy models,
receptor binding, and specificity) as well as those that assess safety
(e.g., special studies to assess pharmacological actions other than the

intended therapeutic effect(s)).

(b) T=ANAY &3 L o oFF WAl (Pharmacokinetics and Product Metabolism

in Animals)

ANEE BEE = ToA NS odFe] e, A= Wkt
S0 g gefo] AAFHo o dot. AFE FFH I diAES
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T, wad g AAH A W ol&E, §& FToAA THIA=
ofgjstd gl FASH #Ed Y 1 dddS AEIH

A summary of the pharmacokinetics and biological transformation and
disposition of the investigational product in all species studied should
be given. The discussion of the findings should address the
absorption and the local and systemic bioavailability of the
investigational product and its metabolites, and their relationship to

the pharmacological and toxicological findings in animal species.

(c) =4 H(Toxicology)
MEZ &8 F& FToA LA #
A4 Af, s FFoeE 8
7ol =gl

A summary of the toxicological effects found in relevant studies

d APolA H"E Ao tish
oFglt}, : ICH E6(R1): GCP 41

conducted in different animal species should be described under the
following headings where appropriate: Integrated Addendum to ICH
E6(R1): Guideline for Good Clinical Practice 41

- ©3] F(Single dose)

- HH& Fof(Repeated dose)

- eHd (Carcinogenicity)
- 5 AFEE - ASAEAE R A A5 (Special  studies (e.g.,

irritancy and sensitisation)
- A2 =4 (Reproductive toxicity)

- 1A =4 (F9Ho])(Genotoxicity (mutagenicity))

7.3.6 AA ] g &I (Effects in Humans)
A &:(Introduction:)
oFFsh ™Al FHst, & vk, hHA, fEAH Z ZIEY g EhA
;gr‘q“’ﬂ et A % sZotste] ARl e A& olofFel olm I
o7y AlFHooF et gy Thssiud
ool AFHojoF gt} AGA P ol Al

shsg Zzte] A Y !
F Ao AW e YAABLolbE Ag A BI ARE
ol Ao} Hr}

A thorough discussion of the known effects of the investigational
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(a)

product(s) in humans should be provided, including information on
pharmacokinetics, metabolism, pharmacodynamics, dose response, safety,
efficacy, and other pharmacological activities. Where possible, a summary
of each completed clinical trial should be provided. Information should
also be provided regarding results of any use of the investigational
product(s) other than from in clinical trials, such as from experience

during marketing.

AAANA S k58 % thAK(Pharmacokinetics and Product Metabolism in

Humans)

- FER A% U TPehE YPAYEFEY ohEey Huo)
@ fofol A= ojol e

- A summary of information on the pharmacokinetics of the
investigational product(s) should be presented, including the

following, if available:

- oFES (AR A, UA 2 E, B o A, BE L e

t

#)
- Pharmacokinetics  (including metabolism, as appropriate, and
absorption, plasma protein binding, distribution, and elimination).
- A AFS AR AEE dFe AA W ol8E (BuH ol&E
8 7bsd A9, 4HA o §8)

- Bioavailability of the investigational product (absolute, where
possible, and/or relative) using a reference dosage form.

- AR RRR(E. 8, del, 4719 5H £4)

- Population subgroups (e.g., gender, age, and impaired organ
function).

- ABAE() FE I A5G D SN G

- Interactions (e.g., product-product interactions and effects of food).

- 7JEbe] SFESHA AR (o AB A AAE ABeigR A Ash

- Other pharmacokinetic data (e.g., results of population studies

performed within clinical trial(s).

A " FHEA(Safety and Efficacy)

AT ALA aEa/EE NS R FAEE APoRTE
o APE ANF/AFEET B, A T3 A, e,
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o)

, % WAl skl gue| ek AF

k. elE Aol AFel wed

of WHE T APel QAN FEA BI 8L o] ek

O Bgsl wEshe =80 Hrh BE UYWAY
o

= O
oFsh= Zlol (AFE BE A$Fe| i@

Mo kU oo 1o o
Oy oy i
2
S
I

w10 ol Jo

product’s/products’ (including metabolites, where appropriate) safety,
pharmacodynamics, efficacy, and dose response that were obtained
from preceding trials in humans (healthy volunteers and/or patients).
The implications of this information should be discussed. In cases
where a number of clinical trials have been completed, the use of
summaries of safety and efficacy across multiple trials by indications
in subgroups may provide a clear presentation of the data. Tabular
summaries of adverse drug reactions for all the clinical trials
(including those for all the studied indications) would be useful.
Important differences in adverse drug reaction patterns/incidences

across indications or subgroups should be discussed.

BollM= 7 S0 oefF 8 #d oofFe Ve 7
FAH= T 7

YeAF A FEoEA 3
Zl=sloF 3.

The IB should provide a description of the possible risks and adverse
drug reactions to be anticipated on the basis of prior experiences with
the product under investigation and with related products. A
description should also be provided of the precautions or special
monitoring to be done as part of the investigational use of the

product(s).

(c) Al @3} (Marketing Experience)
BollM= Ald efefFo] amjs|7lE T2
A AR Fed AEE AY, &Y 7o 4
tiste]  Qeofstofof At ERF B AP oofFo] IWEvIE W
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e Bl AT RE 27bE g9lsor gtk

The IB should identify countries where the investigational product has
been marketed or approved. Any significant information arising from
the marketed use should be summarised (e.g., formulations, dosages,
routes of administration, and adverse product reactions). The IB
should also identify all the countries where the investigational product
did not receive approval/registration for marketing or was withdrawn

from marketing/registration.

737 A5 8 % AFAE A7 A (Summary of Data and Guidance for the

Investigator)
o] FE2 HYY B A A=l tiste] At om HESIAOF 5T
7bed wrig AlgE oefEel tisty MR OE =

A oA d2 HEE 2ofstoof T} ol YR o2 APA= 9]
7bedt Amel tid 7wt sl FF ddAE= 99 BT
A 5 Ao

This section should provide an overall discussion of the nonclinical
and clinical data, and should summarise the information from various
sources on different aspects of the investigational product(s), wherever
possible. In this way, the investigator can be provided with the most

informative interpretation of the available data and with an

assessment of the implications of the information for future clinical

trials.
Bad A9 B AEo e s1ZBIAIF AEHoop AT} oL
NEATL ol mE QAR TE BAES 4938 5 Y=

=okE o Ut
Where appropriate, the published reports on related products should
be discussed. This could help the investigator to anticipate adverse

drug reactions or other problems in clinical trials

-
sz

e AFAE WA 5T AP B olgwee Bas
gl BT F Yt 55 A, BE, KA
B olHE ATIHE Aolth ol ol YRATEHEA U F8D
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=22, 3IstH, <FAlshd, ofelety, =ASH, dAdH AEA oATH. =9
A A& 7€ A dEAFEAdF FEstol IAsIA AldAA
Hg Fof Bl ofmol gl QA A5l ek A F o] AlEH ook gtk

The overall aim of this section is to provide the investigator with a clear
understanding of the possible risks and adverse reactions, and of the specific
tests, observations, and precautions that may be needed for a clinical trial.
This understanding should be based on the available physical, chemical,
pharmaceutical, pharmacological, toxicological, and clinical information on the
investigational product(s). Guidance should also be provided to the clinical
investigator on the recognition and treatment of possible overdose and
adverse drug reactions that is based on previous human experience and on

the pharmacology of the investigational product.
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7.4 ¥ 1:(APPENDIX 1:)

E A ()
TITLE PAGE (Example)

o] )21+
SPONSOR’S NAME

A =

Product:

ATHS:

Research Number:

3. shar, Yy (AW A9

Name(s): Chemical, Generic (if approved)

HER (A7 S WA o2 AL A9

Trade Name(s) (if legally permissible and desired by the sponsor)

A g A A S 3 (INVESTIGATOR’S BROCHURE)

70 7 ¥ 5:(Edition Number:)
A 88 U :(Release Date:)

o] 7)1 "3 ¥ &.:(Replaces Previous Edition Number:)
A 3 L (Date:)
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7.5 %2 2:(APPENDIX 2:)

IB 23} (4)
TABLE OF CONTENTS OF INVESTIGATOR'S BROCHURE (Example)

Hl B 7ol thgl 15 (41 8 AHa)(Confidentiality Statement (optional))
A1 78 2H(A B AL (Signature Page (optional))
=2} (Table of Contents)
£ °F(Summary)
] E{Introduction}
=834, 3std, FAEFgd EA 9L =4 (Physical, Chemical, and
Pharmaceutical Properties and Formulation)
5. B4/ 7 (Nonclinical Studies)
5.1 vl °FsH(Nonclinical Pharmacology)
sEAAY k5 %W thAK(Pharmacokinetics and Product Metabolism in
Animals)
5.3 =4 8 (Toxicology)
6. 1Al it FFF(Effects in Humans)
6.1 AbgrollA el oF&s 9t AR(Pharmacokinetics and Product Metabolism in
Humans)
6.2 FAA R FA A (Safety and Efficacy)
6.3 A3 73 (Marketing Experience)
7. A5 8o R AFAE A3 AR (Summary of Data and Guidance for the

Investigator)

Ll

NB : #3125 (References on ) = (Publications)

A1 (Reports)

(=)

of FAARE 7 1 Ao W Aol Aok .
These references should be found at the end of each chapter

Appendices (if any)
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8. AFAIE AA HQ.F 7|EEA(ESSENTIAL DOCUMENTS FOR THE
CONDUCT OF A CLINICAL TRIAL)

8.1 A& (Introduction)
ﬂ%%ﬁ%A@ﬁl#%ﬂ:uﬁwﬂ@ﬂﬁzﬁa}@wuwmimgaﬁr-ﬂ
AR B FeHES B Fi & &
3l By gdo] GCP ¥ RE #™ #AHS EFsAeS %‘%6}% 9‘%6&% &
o

Essential Documents are those documents which individually and collectively
permit evaluation of the conduct of a trial and the quality of the data
produced. These documents serve to demonstrate the compliance of the
investigator, sponsor and monitor with the standards of Good Clinical

Practice and with all applicable regulatory requirements.

NRBAL g 2 283 715 2Eth AA, AW/ 2 oG
NeRAE APs Ae - nE@osm AP, dHa4 ¥ mUHLo]
ARe Jedos Beee U Be =go) Bk BA, NEEASES AW
gl FAH9L S8 AR AHFEL FA] s @At
sgos ANSE "4 B A FTol MAsE dezAe] PRl
At}

Essential Documents also serve a number of other important purposes. Filing
essential documents at the investigator/institution and sponsor sites in a
timely manner can greatly assist in the successful management of a trial by
the investigator, sponsor and monitor. These documents are also the ones
which are usually audited by the sponsor’s independent audit function and
inspected by the regulatory authority(ies) as part of the process to confirm

the validity of the trial conduct and the integrity of data collected.

ZIBREA a3 HA3 B2 ey o) tadd AFES AP 1
A wek AP AA A, /\]@ AA 5 F2 AR g8 EE FESE
LA R B3 7 7MY 54 3 " £A7F AIE A/ AT,
oA, e A BF T oy BE - AGeHojof st=Ao tiste] 7]=skaL
dth A EAES A FAE F dv= dAsd 2HEs £2dsE A0

7hs e,
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The minimum list of essential documents which has been developed follows.
The various documents are grouped in three sections according to the stage
of the trial during which they will normally be generated: 1) before the
clinical phase of the trial commences, 2) during the clinical conduct of the
trial, and 3) after completion or termination of the trial. A description is
given of the purpose of each document, and whether it should be filed in
either the investigator/institution or sponsor files, or both. It is acceptable to
combine some of the documents, provided the individual elements are readily

identifiable.

AN wtxE gdE& AE AE A AR@A/7E R YER SOl FRlE
ool gtk Ado] HE ZFEHY] olHdd RUHLYL AFAAA/AH7| B
2 o xe] J|BREANE AES, olEo] HAEEA AHE - HEHO JEAS

shelsteof g},
Trial master files should be established at the beginning of the trial, both at
the investigator/institution’s site and at the sponsor’s office. A final close-out
of a trial can only be done when the monitor has reviewed both
investigator/institution and sponsor files and confirmed that all necessary

documents are in the appropriate files.

o Zhol=gRlel dFH dF Ee EE ZA7F AR JAA A F=o
AR EAF A o] 8 Zhe sl oF F

Any or all of the documents addressed in this guideline may be subject to,
and should be available for, audit by the sponsor’s auditor and inspection by
the regulatory authority(ies).

- Z(ADDENDUM)

o# Ao} AFAZIEE A2 £4 5 4 VEEA BadFadd tiE 7]
FASeE @tk AlFFol I8z BEs 93 AHEH

WA FEA AN A AEA, N o™, AN MHI=E AlF
Biasy

The sponsor and investigator/institution should maintain a record of the
location(s) of their respective essential documents including source

documents. The storage system used during the trial and for archiving

(irrespective of the type of media used) should provide for document
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identification, version history, search, and retrieval.

ZIEEAe Ad B4 2MEd To4 3 ddde

AAX = AFAE JHA Hol) REEA] HZFo] o] FoxAY A
Essential documents for the trial should be supplemented or may be
reduced where justified (in advance of trial initiation) based on the

importance and relevance of the specific documents to the trial.

AR APATE Aol RuEE CRF ARE #Helsha
42 4 AES wgAe 0. =AML cldB Ane Bl
Fol At QrEth

The sponsor should ensure that the investigator has control of and

A
£2 _lZi
e

o
ol <]

continuous access to the CRF data reported to the sponsor. The sponsor

should not have exclusive control of those data.

AR EAE tASte] AEol AgHE Al ZATA, CRP), AR
=9 Aoz Ao 2AL 2EoF Fut.

When a copy is used to replace an original document (e.g., source
documents, CRF), the copy should fulfill the requirements for certified

copies.

AgAREES AE A, S, Tl ARl A BE VEEA e
715 ik &2 Agho] lojoF gy

The investigator/institution should have control of all essential documents
and records generated by the investigator/institution before, during, and

after the trial.

82 Al A Al Z(Before the Clinical Phase of the Trial Commences)

AY A F¢ e BAE BEoIAk 1, FAHL NG A Aol
el Eojof B},

During this planning stage the following documents should be generated and

should be on file before the trial formally starts
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A A5 =4 By g
(Title of Document) (Purpose) (Located in Files of)
AldA71E | .
(Investigator/ gl = 7
Institution) | (SPOnSOD
82.1 |IB Alg ol oFol w3k X X
INVESTIGATOR’S Ao by Ju=
BROCHURE Al A A &8t S-S
A kst r] 9%
To document that relevant
and current scientific
information about the
investigational product has
been provided to the
investigator
822 | ¥ AN/ AGA Al g AL} o] 2| &7} X X
2 7] FA A A/ EA A H
SIGNED PROTOCOL AND <87 F A st
AMENDMENTS, gro]stgl a1, o] &9
IF ANY, AND SAMPLE A=A S FRlsH]
CASE REPORT g
FORM (CRF) To document investigator
and sponsor agreement to
the protocol/amendment(s)
and CRF
823 | Al EAFlA AT ==
Xg H
INFORMATION GIVEN TO
TRIAL SUBJECT
CEIA(RE AF Fsd | JA9gA BOE X X
NECaETE 4] 5]
- INFORMED CONSENT To document the informed
FORM(including all consent
applicable translations)
- 71eF XS AR A O EA7E Al ol o g X X
- ANY OTHER WRITTEN | Y&& F&3] Al g
INFORMATION FEel A Folatles
Sastatl slg
To document that subjects
will be given
appropriate written
information (content and
wording) to support their
ability to give fully
informed consent
CARNIA A NG A A kol X
FIAAGE A5 HAsla e
- ADVERTISEMENT FOR Rtes A stety] 9
SUBJECT RECRUITMENT | To document that
(if used) recruitment measures are
appropriate and not
coercive
824 | Ao Aol ek Abe X X

FINANCIAL ASPECTS OF
THE TRIAL

A5} AT A7 ]
Z Afolo) A)Ele
7l ALglo]

To document the financial
agreement between the
investigator/institution and
the sponsor for the trial
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825 | HIASAM(Ead d9) Aol A gk X
INSURANCE STATEMENT | Al oA zle] &4dd
(where required) tiste] HAbo] o] Fo] &
EA35H7] 913
To document that
compensation to subject(s)
for trial-related injury will
be available
82.6 | Ald ¥ 4 BARAREO]l | §Ho AMREE A 5HEH
Mgk ghe A el et
SIGNED AGREEMENT To document agreements
BETWEEN INVOLVED
PARTIES, e.g.:
S A @A R ol E A X
- investigator/institution and
sponsor
CARA R R X
- investigator/institution and (B8sh
CRO 75
(wWhere
required)
T olF A} e X
- sponsor and CRO
- N @A 7 w3 Gt A B X
(Zad 45
- investigator/institution and
authority(ies) (where
required)
8.2.7 o AR&el diste] ERzE | Ao A7 A7) X
7] A ¥ IRB/IEC2] 7] B AFS 9 3] = E
SAA /- A o)A AE 3 SAHA=
DATED, DOCUMENTED A8kt al, o] 5 A9
APPROVAL/FAVOURABLE | /|4 ¥3 % Idx5
OPINION OF selstr] 9%t

INSTITUTIONAL REVIEW

BOARD (IRB)

/INDEPENDENT ETHICS

COMMITTEE

(IEC) OF THE

FOLLOWING:

- AgA B A E A

- protocol and any
amendments

- 71 EA S S

- CRF (if applicable)

.

- informed consent form(s)

- Al oAbl Al
AsEe wAstE 71E
;g H

- any other written
information to be provided
to the subject(s)

AR RS Sl
3 (hed 49

- advertisement for subject
recruitment (if used)

- A A A
B #ad A=
85)

- subject compensation (if

To document that the trial
has been subject to
IRB/IEC review and given
approval/favourable
opinion. To identify the
version number and date
of the document(s)
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B

p—

Y

o

)

A I R

2 A

- any other documents given
approval/favourable opinion

M

Tof
T

8.2.8 | IRB/IEC 7-d° #3k A3} | IRB/IEC7} X X
INSTITUTIONAL REVIEW Al e 7)ol A A3t (2 a3k
BOARD/INDEPENDENT Hlol| uhe} -4 ]91%% 35
ETHICS COMMITTEE A sketr] 919 (where
COMPOSITION To document that the required)

IRB/IEC is constituted in
agreement with GCP

829 | A=A el Al 2= A Berol s AlE e X X
SERARTHE M) | WA Fesy e 283 49) | (2@
REGULATORY LA stsl7] g (where RS
AUTHORITY(IES) To document appropriate required) (where
AUTHORISATION/APPROVA | authorisation/approval/notific required)
L/NOTIFICATION OF ation by the
PROTOCOL regulatory authority(ies) has
(where required) been obtained prior to

initiation of the trial in
compliance with the
applicable regulatory
requirement(s)

8210 | A@A 2 AdTIAS ARE FAd F GaL X X
AA& THske olgAet | Ao o84
71EF #-H A4 wAll tse] A A%k
CURRICULUM VITAE A5 AT 7 As
AND/OR OTHER AR Gele ZEal
RELEVANT DOCUMENTS | 355 &£A43k8l7] 9%

EVIDENCING To document qualifications
QUALIFICATIONS OF and eligibility to conduct
INVESTIGATOR(S) AND trial and/or provide medical
SUB-INVESTIGATOR(S) supervision of

subjects

82.11 | A gXoll 23 oS A A X X
ot A AN A7 A HAp | s A HAE
T AIE e AR A7) 9%

H < To document normal
NORMAL values and/or ranges of the
VALUE(S)/RANGE(S) FOR tests

MEDICAL/

LABORATORY/TECHNICAL

PROCEDURE(S) AND/OR

TEST(S) INCLUDED IN

THE PROTOCOL

8212 | S|P @AA %A a5 A X X
AN R e A sl Jgeta Bag 35
MEDICAL/LABORATORY/TE | 23}2] A=A < (where
CHNICAL gd sty 93t required)

PROCEDURES /TESTS

THA Ee

- certification or

ASAH E=

- accreditation or

_ /\Jag] 121 J/PE]I%
941:1%4 Ez] 7 ==

- established quality control
and/or external quality

assessment or ~
Qe e Bl

To document competence
of facility to perform
required test(s), and
support reliability of results
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ASDAT A7)
- other validation (where
required)

82.13 | YA &2 FFE &7] FEA 7| AAFEEe] e X
DAEs EA e Ak | A 2 oy u
SAMPLE OF LABEL(S) AR o Al Al Als ¥ =
ATTACHED TO R R R IS
INVESTIGATIONAL Apg-ol #e FE7}
PRODUCT e K
CONTAINER(S) st
To document compliance
with applicable labelling
regulations and
appropriateness of
instructions
provided to the subjects
8.2.14 | A& oJoF H 7|E UZA ] o ofw & X
FiEel Hdol B A2 | J|e g4EY By,
(A T 1Bl 2EA | £, A, A 2wk
&> A5l @&3h o Zas AHE
INSTRUCTIONS FOR 2 3tst7] ¢
HANDLING OF To document mstructions
INVESTIGATIONAL needed to ensure proper
PRODUCT(S) AND storage, packaging,
TRIAL-RELATED dispensing and disposition
MATERIALS of investigational products
(if not included in protocol or | and trial-related materials
Investigator’s
Brochure)
8215 | YHAYE SoFE = ek | IS 9 FE o X
sawe wEEel B3k | 7)E TaEe wWEeE
7] % A7}, AW, &F
SHIPPING RECORDS FOR | ¥ &5 4] %}s)d,
INVESTIGATIONAL ol 7|Fo gk F%o]
PRODUCT(S) AND 7Vt EE 7] 93t
TRIAL-RELATED To document shipment
MATERIALS dates, batch numbers and
method of shipment of
investigational product(s)
and trial-related materials.
Allows tracking of
product batch, review of
shipping conditions, and
accountability
8.2.16 | Wi/ 54, A F& UGAHE o FE 9 X
ojepo] FA A TEA AA G 9 gere
CERTIFICATE(S) OF —r/ﬂﬂ-o}ﬂ HﬁL
ANALYSIS OF To document identity,
INVESTIGATIONAL purity, and strength of
PRODUCT(S) SHIPPED investigational product(s) to
be used in the trial
8217 | /b0 A9e A% whd | edde] A% o X
S| Aol e 4} Ao Aol sl (B8
DECODING PROCEDURES | Hl3}o] w=7tH& 35
FOR BLINDED A s A B 3717}
TRIALS Al o)Al Al Fol HE)
dAEE goFEe] (third
THE et dAs party if
A stsbz] 91 applicable)

—

o document how, in case
of an emergency,
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identity of blinded
investigational product can
be revealed without
breaking the blind for the
remaining subjects'
treatment

8.2.18 | FA¢IHIA F= Wk Ak e S e R X
MASTER RANDOMISATION | & £Askst7] 91 (Z o3
LIST To document method for 45
randomisation of trial A3A7F
population H3E)
(third
party if
applicable)
8.2.19 | A% AAl d EUHY 71 o] Al X
H 314 A d Ases
PRE-TRIAL MONITORING %Hﬂé} | 913t
REPORT 82207 E37Fs)
To document that the site
is suitable for the trial
(may be combined with
8.2.20)
8220 | A& Al U E R A N RO IPALC = R= ARk X X
TRIAL INITIATION A Aol ek Al
MONITORING e Anddes
REPORT =A3tsr] §gk

(8.2.199F S37Fs)

To document that trial
procedures were reviewed
with the investigator and
the investigator’s trial
staff ( may be combined
with 8.2.19)

83 Al@ A Al F(During the Clinical Conduct of the Trial)
Ao AZERE ofyg ANRAVIT T AMER AHE
SHAZA s ARE

=
=

AHE

= 3sk it =

15T & e
Bso} St

ol = gt

In addition to having on file the above documents, the following should be

added to the files during the trial as evidence that all new relevant

information is documented as it becomes available

To document that

A A &(Title of Document) -2 (Purpose) By A
(Located in Files of)
Al A2l
Adw | o#R
(Investigator/ (Sponsor)
Institution)
83.1 |IB fHlo|lE Al Tl Loz, X X
INVESTIGATOR’S Alg o] ofsEel et
BROCHURE UPDATES Ao ey JHE
A Aloll A 32}l A
AT S LA 8]
Sk
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investigator is informed in
a

timely manner of relevant
information as it

becomes available

832 | U =49 FA: Aol e v X
ANY REVISION TO: A wa FAsE A48
- AFAM /AR A A = F4des wAE
7154 To document revisions of
- protocol/amendment(s) and these trial related
CRF documents that take effect
- FoA during trial
- informed consent form
- AR A A AT =

7IBF EAskE HE
- any other written information

provided tosubjects
- ]GJEH/J—X]- UZ]

FaAgE 4 —r)
- advertisement for subject

recruitment(if used)

833 | B A&l diste] Iy | 7 = A E ols X
]ZHH IRB/IECS| &<l E=& | £47F Ald 7]
S oA IRB/IECEZHH HE H

DATED, DOCUMENTED SAHNTS
APPROVAL/FAVOURABLE | £ 8l3ar, o5 419
OPINION OF A W 8 IdAs
INSTITUTIONAL REVIEW golslr] ¢t
BOARD (IRB) To document that the
/INDEPENDENT ETHICS amendment(s) and/or
COMMITTEE revision(s) have been
(IEC) OF THE FOLLOWING: | subject to IRB/IEC review
- WA & A and were given
- protocol amendment(s) approval/favourable
- o ANA: opinion. To identify the
- revision(s) of version number and date
- oA of the document(s).
- informed consent form
- 71BF Al g Aol Al

AgE = wAgE 7] AR
- any other written information

to be rovided to the subject
_ }\]—;(]_ 1z

JJrﬁ(/\}&Q T)
- advertisement for subject

recmltmentgf used)
_ /\o]/ §_X

7]} fH
- any other documents given

proval/favourable opinion

_ %64 o .J‘X-] 7 1=

(/\]/\16]— 73 oﬂ 6]—'6]—)
- continuing review of trial

(where required)

8.3.4 A =29 tﬂﬁﬁ]ﬁxﬂ e FA 542 X
SUAERAAAT 49 | LAY EELIEED
REGULATORY To document compliance (where
AUTHORITY(IES) with applicable required)

AUTHORISATIONS/APPROV
ALS/NOTIFIC

ATIONS WHERE REQUIRED
FOR:

regulatory requirements
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- HAAGA e B £AM =
- protocol amendment(s) and
other documents

8.3.5

N2 Fholsls Alg ALY
AAL ke ol g9}
e B A

CURRICULUM VITAE FOR

NEW INVESTIGATOR(S)

AND/OR

SUBINVESTIGATOR(S)

(8.2.10 #Fx)
(see 8.2.10)

8.3.6

ERENER RS
o &l /21 3] Al A7) 4 2]

UPDATES TO NORMAL
VALUE(S)/RANGE(S) FOR
MEDICAL/ LABORATORY/
TECHNICAL
PROCEDURE(S)/TEST(S)
INCLUDED IN

THE PROTO

To document normal
values and ranges that are
revised during the trial
(see 8.2.11)

8.3.7

oSt /A A 7 e A

PR ERE

A} &k

UPDATES OF

MEDICAL/LABORATORY/

TECHNICAL

PROCEDURES/TESTS

- THA EE

- certification or

AN EE

- accreditation or

- Ay =3 Jq.‘:v/]])r ﬂa;@
%70 Jﬂ 7]- EE =

- established quality control
and/or external quality
assessment or

other validation (where
required)

A& 713E 5 HA7E

A o = ZJEEEW A=A
A EE8.2.12 HX)

To document that tests
remain adequate
throughout the trial period
(see 8.2.12)

required)

8.3.8

DOCUMENTATION OF
INVESTIGATIONAL
PRODUCT(S) AND
TRIAL-RELATED
MATERIALS SHIPMENT

(8.2.15 3x)
(see 8.2.15.)

8.3.9

MEA AZE, A4
o|oFE o) Z AP ZHA
CERTIFICATE(S) OF
ANALYSIS FOR NEW
BATCHES OF
INVESTIGATIONAL
PRODUCTS

(8.2.16 =)
(see 8.2.16)

8.3.10

BUHY Wt KA
MONITORING VISIT
REPORTS

To document site visits
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by, and findings of, the
monitor

8.3.11

RELEVANT

COMMUNICATIONS OTHER

THAN SITE VISITS
.15| x]

- letters

- g =

- meeting notes
- AstEs) 7=

- notes of telephone calls

A Ael AlE A
v, AE g
o]/\hﬂ]- H I

o

/\1 o)
To document any
agreements or significant
discussions regarding trial
administration, protocol
violations, trial conduct,
adverse event (AE)
reporting

o w3
=
7]

iy
HUO{NOIO

gk’
o0l ot
10

it
Mo

S}
=t

-

8.3.12

REERER
SIGNED INFORMED
CONSENT FORMS

NN

N o
(o3
o,

o
Jotp0 4,
~
2,
>,

o

>
)
A
>
o
2
=2

iy
iR

20
[o

E=)
N
>

R
ol

do Qi > QS ptdofn >
mokojore ok @, T T, ok
ben)
K

Ny
1
il

—_
o
(9]

(
1~
N

N

To document that consent
is obtained in

accordance with GCP and
protocol and dated prior
to participation of each
subject in trial. Also to
document direct access
permission (see 8.2.3)

8.3.13

TAEA
SOURCE DOCUMENTS

Ao £ o)
SRR

KeN
=

_lZioZ:é

(
—_]
-

jgrjgomﬁoﬁl
ol 2, (O rtroh g
o ”
e
i (A, Mool
=
ofo

To document the existence
of the subject and
substantiate integrity of
trial data collected. To
include original documents
related to the trial, to
medical treatment, and
history of subject

8.3.14

N A EaE

}A ¥ S8 H 31X (CRF)
SIGNED, DATED AND
COMPLETED

CASE REPORT FORMS
(CRF)

L ERRA AR

71 A= IH%O] iy
gko] o]—jl o| =

EA 831 93

To document that the
investigator or authorised
member of the
investigator’s staff
confirms the
observations recorded

To document all
changes/additions or
corrections

X
(H)
(copy)

X
(H)

(original)

- 151 -




made to CRF after initial
data were recorded

8.3.15 | TEl71SA A gk EA | Hx &0 X X
DOCUMENTATION OF CRF | Z&l7]=A o] 7] A% (AHL) (¢34
CORRECTIONS o] - tﬁs?é, F7F B (copy) (original)

THAE e UES
A 8kslr] g

To document all
changes/additions or
corrections

made to CRF after initial
data were recorded

83.16 | T3t ol gnkg-3t ¥l W Wx}ﬂ <] = 2] Al X X
Arael tisto] Al A7} = o] gyhg 9 ¥
ojZ 2o Al R § B A S 4119 wf
NOTIFICATION BY ERFALS EA3}57]

ORIGINATING At
INVESTIGATOR TO Notification by originating
SPONSOR OF investigator to sponsor
SERIOUS ADVERSE of serious adverse events
EVENTS AND and related reports in
RELATED REPORTS accordance with 4.11
8317 | I Fata woiet | e A WEE AdA X X
WHPC’ 2 7] ok A 507 9 41110 w2 L3 49
9 AL olale] o g% o dabA] E3k Foig (where
EEE A A7 A G 2| eFEo] ks 2 51629 required)
IRB/IEC®] -&H.3F U]§ 411201 W= e
NOTIFICATION BY b ARE A G
SPONSOR AND/OR 2 IRB/IECO]
INVESTIGATOR, WHERE THEAS TA8EH]
APPLICABLE, TO A3
REGULATORY Notification by sponsor
AUTHORITY(ES) AND and/or investigator, where
IRB(S)/IEC(S) OF applicable, to regulatory
UNEXPECTED SERIOUS authorities and
ADVERSE DRUG IRB(s)/IEC(s) of
REACTIONS AND OF unexpected serious adverse
OTHER SAFETY drug reactions in
INFORMATION accordance with 5.17 and
4.11.1 and of other safety
information in accordance
with
5.16.2 and 4.11.2

8.3.18 | SFdA Ko &} A Z 27 A A Atel 7 X X
S 2|27k A E A A ERE | 516200 T Qhag
] -&- AHE SHINSS
NOTIFICATION BY o 55
SPONSOR TO Notification by sponsor to
INVESTIGATORS OF investigators of safety
SAFETY information in accordance
INFORMATION with 5.16.2

83.19 | IRB/AIECS} 1A F=vel] w3t | 4.100] wh=:= IRB/IEC X X
T3 T AR Bl 2 51739 WE= 1A (3 Fsh=
INTERIM OR ANNUAL Faroll AlEsteE 3¢ 3-5)
REPORTS TO T Az HIALES (where
IRB/IEC AND =A13sh7] flsh required)
AUTHORITY(IES) Interim or annual reports

provided to IRB/IEC in
accordance with 4.10 and
to authority(ies) in
accordance with 5.17.3
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8.320 | A FtHdA AW 7= Al A ol X
SUBJECT SCREENING LOG | Al 3t =l Ao (&75=
ek -85 A s Chy
st (where
To document identification required)
of subjects who
entered pre-trial screening
8321 | AAHEAAEAE Wt Al A 7E A el
SUBJECT IDENTIFICATION | 3rojA] Fo] who 1 5o
CODE LIST gk s Al oAk
rgckol W R A
L =
A AR R 7] 27}
Hpstal v A
v 3tekal, o g
AL Al ) g A
LS S0 5 A
1 9
To document that
investigator/institution
keeps a confidential list of
names of all subjects
allocated to trial numbers
on enrolling in the trial.
Allows
investigator/institution to
reveal identity of any
subject
8322 |[AlFUEA A 7= A& AR W5 7F
SUBJECT ENROLMENT LOG | Algdjiate] Al 3o
Aol wet
oA E Sl es EA3te]
sibd
To document
chronological enrolment of
subjects
by trial number
8323 | /| Eol A1 56 elokEel | A g§ olekEol X
gjst #a) 7= Al Al et
INVESTIGATIONAL AFEE S-S A3 8]
PRODUCTS e
ACCOUNTABILITY AT THE | To document that
SITE investigational product(s)
have
been used according to
the protocol
8324 | MW= SH7|SME 71A e X
SIGNATURE SHEET AAs 2= 9l Al 2]
By
wAstetr] 919
To document signatures
and initials of all persons
authorised to make entries
and/or corrections on
CRFs
8325 | HyEl AN L= x4 HAFE WHR ol sl X
AMEel gig 715 (28 B BEe B Fa
35) 2 WE&S =488
RECORD OF RETAINED 1%k

BODY FLUIDS/

TISSUE SAMPLES (IF ANY)

To document location and
identification of
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retained samples if assays
need to be repeated

—?‘—(After Completion or Termination of the Trial)
g2 829 8394 FelH

|
=

2AE theel

After completion or termination of the trial, all of the documents identified

in Sections 8.2 and 8.3 should be in the file together with the following

A] A E(Title of Document) -4 (Purpose) R A
(Located in Files of)
AdA | A
Al 7] (Sponsor)
(Investigator/
Institution)
84.1 | 7] M| AGAIFE UG D& & oFFol X X
ojofstol tigk ¥ 1% A g Aol et
INVESTIGATIONAL A5 S AL,
PRODUCT(S) ol | A ZH-H o] QI
ACCOUNTABILITY AT SITE | Al g ]/dA}el] tigk o,
AR5 E o] ub
5o Apr o] Hhdo
ek HF 7]=o
SRR L
ki
To document that the
investigational product(s)
have been used according
to the protocol. To
documents the final
accounting of
investigational product(s)
received at the site,
dispensed to subjects,
returned by the subjects,
and returned to
sponsor
842 | A G kEe] HIIol | oF A HA] Aol A X X
gk A A& S A (A A]
DOCUMENTATION OF UM G 2 oFF 9] Aol A
INVESTIGATIONAL 7)o ek Al 9718k 7
PRODUCT A sketr] %k (if destroyed at
DESTRUCTION To document destruction site)
of unused investigational
products by sponsor or at
site
843 | gET AAdUSAAERE | Al FAd X
ks A&t Aol thshe]
COMPLETED SUBJECT FAHFo] dad A,
IDENTIFICATION o] 59| 4lele] thgh
CODE LIST HH S B A
o2 #po} gheo| gk
71ZHs et HES) 918
To permit identification of
all subjects enrolled in
the trial in case follow-up
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is required. List should
be kept in a confidential
manner and for agreed
upon time

84.4 | AAHAA (o] & 7t d3o] AAHde=
A8 RRECTIEL
AUDIT CERTIFICATE (if To document that audit
available) was performed
845 | AT ANYE T8 ZUHY ANES TR A8l
LA 483 2= 57
FINAL TRIAL CLOSE-OUT | 8% Ql3L, 7|4
MONITORING Apo]l HHFE A
REPORT BEE 0SS wA3e]
<15}
To document that all
activities required for trial
close-out are completed,
and copies of essential
documents are held in the
appropriate files
846 | A= WA 2 w7H w7k Al A
s Aol TRk A A 3peto] o) =] atol Al
TREATMENT ALLOCATION | d&3}7] 915
AND Returned to sponsor to
DECODING document any decoding
DOCUMENTATION that may have occurred
847 | A¥A7F IRBIECS} T4 aF AlE o] X
T (IES)o Al &3t AR H A= A S
5 B A A5 9%
FINAL REPORT BY To document completion
INVESTIGATOR TO of the trial
IRB/IEC WHERE
REQUIRED, AND WHERE
APPLICABLE, TO THE
REGULATORY
AUTHORITY((IES)
848 | A9 ®ilA CEREECEEE X
CLINICAL STUDY REPORT | #-4]s}3}7] 9] (s 49

To document results and
interpretation of trial

(if applicable)
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