«».EFDA

1 SATTRE JUINS TUEILT NAMAM™Y

ETHIOPIAN FOOD & DRUG AUTHORITY

ETHIOPIAN FOOD AND DRUG AUTHORITY

PVNI°G oo-hé- ovanlf RTC 964/2015

CLINICAL TRIAL DIRECTIVE No. 964/2023

. ¢1H¢, 2015
April, 2023



DIRECTIVE NO. 964/2023

avavd @ P 964/2015

WHEREAS standardization and harmonization
are necessary for clinical trial applications,
protocol, and compilation of essential documents
that include results of tests and clinical trials
carried out on the product as well as their

presentation for clinical trial authorization;
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WHEREAS ensuring trial participants’ rights,
safety, and well-being are protected, clinical-trial
data are credible, and unnecessary clinical trial-
related activities will not be conducted; it is
critical to state principles of good clinical practice
while allowing the results of the trials to be

documented for use in a later phase;
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WHEREAS, as expressed in the 1964 Helsinki
Declaration, the acknowledged basis for the
conduct of clinical trials in humans is predicated
on the preservation of human rights, the dignity
of the human person, and the clinical trial
participant’s ~ protection = concerning  the
application of investigational product, diagnostic

or medical procedure;
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WHEREAS, it is required to set appropriate
administrative measures in cases of any violations
of legal requirements, appropriate rules and laws

in conducting clinical trials
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NOW, THEREFORE, this directive is issued
under article 71 sub-article 2 of the Ethiopian
Food and Medicine Administration Proclamation
no 1112/2019.
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GENERAL PROVISIONS
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1. Short Title

1. APC CoON

This directive may be cited as "Clinical Trial
Directive No 964/2023 ™

LU ovapl P “PUNYCG ool avapl
&PC 964/2015” A A.mPh LTAA::

2. Definitions

2. TCHA7L

Unless otherwise a different meaning is given , in

this directive
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1) “A
pharmacokinetic study that demonstrates

bioavailability study” is a

the rate and extent to which the active
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of action.
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study where two drugs or two sets of
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3) “Adverse Drug Event” means any un 3) “Pawdyt B ot Mt
toward medical occurrence that may be IEDI° Ao oo oL (134
present during treatment with a medicine | pawya - ey mn®d  we9c AP
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relationship with this treatment, that is, an (@l PRI LI ooy
adverse out come that occurs while the )
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patientis taking themedicine but is not, or
not necessarily, attributable to it.
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6) “Applicable Regulatory Requirement” | 6) "1£.977. 11 PAT@- eerrC
means any law, regulation or directives | emOZ.CHF" “Pa-T NOam- AL 97847
addressing the conduct of clinical trials on | pyyngvq av NPT poyavp il
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7)

“Assent”> means the agreement to
participate in research by persons who are
in the age of 12-17 years and too young to
give informed consent but who are old
to understand

enough the proposed

research.
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“Audit’® means a systematic and

independent examination of trial-related
activities and documents to determine
whether  the evaluated trial-related
activities were conducted and whether the
data were and

recorded, analyzed,

accurately reported according to the
protocol, standard operating procedures,
Good Clinical Practice (GCP), and the

applicable regulatory requirement;
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“Authority” means the Ethiopian Food

and Drug Authority;
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“Biological products” means diverse

group of medicines which includes

products such as vaccines, blood and
blood components, allergenics, somatic
cells, tissues and

gene  therapy,

recombinant therapeutic proteins.
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10.

“Blinding” is a procedure in which one or

more parties to the trial are unaware of the
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treatment assignment(s).
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11.

“Case Report Form’> means a printed,
optical, or electronic document designed
to record all of the protocol-required
information to be reported to the sponsor

on each trial participant;
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12.

“Clinical Trial Report’ means a written
description of a detailed report of an
authorized clinical trial conducted on
human subjects, in which the clinical
description, presentations, and analyses

are fully integrated into a single report;

13) "PVh9°G ov-heé- ¢7°CT" “INT 4.8
eame- MAPT AL ¢1Thie  Pvhoes
PA NG av)hem, AT @ PUNICT
H1® @ APl AT 113 6PF (R
S7°CT o0 Thte- POLPCH ST =

ov-(14~

13.

“Clinical trial” means any systematic

study on investigational  products,

diagnostic or medical procedures in
volunteer human participants in order to
discover or verify the effects of, and/or
identify any adverse reaction to the
products, and or to study its absorption,
distribution, metabolism, and excretion
with the object of ascertaining their

efficacy and safety;
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14.

“Clinical Trial Study Team’> means
physical persons who work within the trial

sites to deliver high-quality clinical trials

15) "Pyhece  ovhee (LT TN
PUNI°S n2nso704+ 0J-
NA9A N7+ oo-né-o- NMNGE Pt

oo 4+




in a safe environment and may be
composed of a Site Principal Investigator,
Study

Manager,

Biostatistician,
Data

co-investigators,
Coordinator, Nurse,

Pharmacist, etc.;
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15.

“Sub-Investigator’> means an individual
team
the

member of the clinical trial

designated and supervised by
investigator at a trial site to perform
critical trial-related procedures and/or to
make important trial-related decisions;
including

assuming Investigator

responsibilities in his/ her absence.
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16.

‘“Compassionate use’”> means a way to
provide an investigational therapy to a
patient who is not eligible to receive that
therapy in a clinical trial, but who has a
illness for

serious or life-threatening

which other treatments are not available.
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17.

“Consent” means a process by which a
participant 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
decision to

participant's participate.
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Informed consent is documented by
means of a written, signed and dated

informed consent form.
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18.

“Contract Research Organization”’

means 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;
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19.

“Country  Principal Investigator”’
means a person resident in Ethiopia,
responsible for the conduct of the clinical
trial in the country which shall be a
medical practitioner or other qualified
health care professionals and responsible
for leading and coordinating the clinical

trials at the multiple sites.
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20.

““Critical finding’> means evidences that
the Participant’s/patient’s right, safety
and/or confidentiality either have been or
be

compromised or serious doubts about the

have significant  potential to

accuracy and/or credibility of data.
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21.

“Data and Safety Monitoring Board”’
means an independent data-monitoring
committee that maybe established by the
sponsor to assess at intervals the progress

of a clinical trial, the safety data, and the
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critical ~efficacy endpoints and to

recommend to the sponsor whether to
continue, modify, or stop a trial;

PRUTIT  avlBT AT oA
107 Qoo J-TA  PURICG
ool ATINPmA:  ATATTA o L9°
ATINBI° AN IO VA PO LePCA -

YL

Po-m. T

22.

“Documentation “means all records, in
any form (including, but not limited to,
written, electronic, magnetic, and optical
and and

records, scans,

that

X-rays,

electrocardiograms) describe or

record the methods, conduct, and/or
results of a trial, the factors affecting a

trial, and the actions taken;
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23.

‘‘Essential Documents”’ means

documents  which individually and
collectively permit evaluation of the
conduct of a trial and the quality of the
data produced. These documents serve to
the the

investigator, sponsor and monitor with the

demonstrate compliance of

standards of Good Clinical Practice and

with all applicable regulatory

requirements.
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24,

“Expedite review” means reviewing and
approving clinical trials following a fast-
track or non-routine procedure during
public health emergencies, addressing
public health interest, or where access to

new therapies needs to be made faster
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than the routine timelines to save or

dramatically improve patients’ lives are
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25.

necessary.
“Good Clinical Practice’> means an
international  ethical and  scientific
standard for the design, conduct,
performance, monitoring, auditing,
recording, analyses, and reporting of

clinical trials that assures that the data and
reported results are credible and accurate
and that the rights, integrity, and
confidentiality of trial participants are

protected.
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26.

“Independent Ethics Committee” means
an independent body (a review board or a
committee, institutional, regional,
national, or supranational), constituted of
health professionals and non-medical
members, whose responsibility 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 favorable 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
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participants;
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27. “Inspection” means the act of a
regulatory authority of conducting an
official review of documents, facilities,
records, and any other resources that are
deemed by the authority 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 organizations (CRO’s)
at other establishments

facilities, or

deemed appropriate by the regulatory
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authority.

28. “Investigational Product> means a
pharmaceutical form of an active
ingredient  or  placebo, biologicals

including vaccines 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 used for an
unapproved indication, or when used to

gain further information about an approved
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use;
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data on the investigational product;

30. ““Major amendments”’ means
amendments to the trial where they are
likely to have a significant impact on the
safety or physical or mental integrity of the
participants; the scientific value of the
trial; the conduct or management of the
trial; or the quality or safety of any

investigational product used in the trial.
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31) ““Major finding’> means a major non-
compliance with applicable regulations and
guidelines that may not have developed into a
critical issue, but which may have the potential
to do so unless addressed. Numerous minor
non-compliances within one system may also

result in a major finding.
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32) “Minors’> means a natural person under

18 years of age;

32.
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33) “‘Minor Amendment”’ means
amendment to the trial where they do not
involve a more than minimum risk for
participants or the conduct of the trial and do

not have significant impact on the scientific
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value of the trial; the conduct or
management of the trial or safety of

investigational product used in the trial.
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34) ““Monitor’’ means a person appointed by

the sponsor or Contract Research
Organization (CRO), and responsible to the
sponsor or CRO, for the monitoring and
reporting of progress of the trial and for

verification of data.
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35) ““‘Monitoring”’

means 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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36) “Multi-center clinical trial “means a

clinical trial conducted according to a single
protocol but at more than one site, and

therefore by more than one investigator;

36. “AAH “?60hA PVRI G ov-he” “I0T
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37) “Multicounty clinical trial” means a

clinical trial conducted in more than one

country.
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38) ““Other (Minor) finding’> A minor non-

compliance with applicable regulations and
guidelines that need to be addressed in order
to have sustained confidence in the work of
the organization.
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39) “Placebo” means an inactive treatment, be
it in a pill or tablet form, or it may be in any
pharmaceutical dosage form and often look
like and tastes investigational product that is
being studied except with no effect on the
disease the new investigational product is
intended to treat.

39.
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40) “Principal Investigator’> means a person
responsible for conducting the clinical trial

at a trial site;

40.
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41) ““‘Protocol Deviation’> means accidental

or unintentional changes to, or non-
compliance with the research protocol that
does not increase risk or decrease benefit or;
does not have a significant effect on the
subject's rights, safety or welfare; and/or on
the integrity of the data. Deviations may
result from the action of the subject,

researcher, or research staff.

41
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42) ““Protocol Violation’> means accidental or
unintentional change to, or non-compliance
with the IRB approved protocol without
prior sponsor and IRB approval. Violations

generally increase risk or decrease benefit,

42.

"TCHAhA  PAT 74T ANy
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affects the participant's rights, safety, or

welfare, or the integrity of the data.

NAmFAL V2717 PoLeI°4A @ LYI°
PPI°7 A 2 70 T VER 4 A 10 AV 0
o115 LU L9° PaonlBwm-7
TSl AL AT PAL LA

43) “Proclamation “means the Food and

Medicine Administration Proclamation No.
1112/2019;

43.“h PR

0t PINNG Caw &
ANTRLC APE kpC 1112/2019 ',

44) “Serious Adverse Event “means any

untoward medical occurrence that at any
dose: results in death, is life-threatening,
requires  inpatient  hospitalization  or
prolongation of existing hospitalization,
results in  persistent or significant
disability/incapacity, or is a congenital

anomaly/birth defect;

44.“°hg- e1Len AT 10T 0775 @90

U2 A9° T Po28C: AVLo T AN,
eUrY PaJA  vte, 977 hoo-
ol9  PoyeEF ehhA R8T
Por.enh A @L9° P2AL TIC T,

45) “Source

Documents “means original
documents, data, and records such as
hospital records, clinical and office charts,
laboratory notes, memoranda, participants’
diaries or evaluation checklists, pharmacy
dispensing records, recorded data from
automated instruments, copies or
transcriptions certified after verification as
microfiches,

being  accurate  copies,

photographic  negatives, microfilm or
magnetic media, x-rays, participant files,
and records kept at the pharmacy, at the
laboratories and at medico-technical

departments involved in the clinical trial;

45. “ovyd AL TIAT REFEGA 12T

T TRETT ATIR POTIA LA
PUNYCS S ANCHCTPVNIG  ANC-16
NI PAP . PO LPT Pane
S h PR Y E T PAd L +2 :
Pao L5 I hLA TPYL(C
AL 8 avi\ ¢, P P PP 8.
a8 P PANS--4 a.m. -1
A LPT  4LA: hddw.  IC

V% AT, AT POE AeACT
P TVBOT: PP anlB P
a8, CFLLIVTF@, PP

46) “Study coordinator “means a qualified

46. “PrqT  ANT0Q6C

0t -THé.An,




professional who works with and under the

direction of the Principal Investigator and

e 9°UC T H2e-T PAm. T PS5,
Tavd TV hovd-C NCT AOC oo’y

supports, facilitates, and coordinates the PaaCT taat Pungs o>-hie-

pROrLs, ! NE-PT7 PRSP PTG
daily clinical trial activities; P9y Q-G QAoo-P Y, =

47) “Study participant” means an individual | 47. "Gt 4+AFL" M0l PUhICS

who participates in a clinical trial, either as a
recipient of the investigational product(s) or

as a control;

oo iém, PULLLANTT 9CCH HPOL
OLI° Wi “NAAe CULATE A0
YO RE

48) “Summary of product characteristics “
means a document describing the properties
and the officially approved conditions of use
of medicine and forms the basis of
information for healthcare professionals on
how to use the medicine safely and

effectively;

48. “PI°CT AWLLT TIFPALS AT
Pav 8517 hmPage, NYee:
PP LNT7 NS U COLINRG
AMS QAoo- PP ool P00
ST N1 PLCAT w.m~"7 070770 T
a1 AaomPI® oo\ lJP ool
een AL .

49) “Trial master file “means a repository of
documents that collectively can be used by
monitors, auditors, assessors, and sponsors
to demonstrate that a clinical trial has been
conducted in compliance with Good Clinical

Practice and the approved protocol;

49. “PYh9°s ov-hé TINTC  §-LA7
ol VARG ov-pém, PP LT
Poo-é- TEHNAGT PooAhy® Pvh9°s
oo-Né- ACYT  ooCUPTT  thtae
Aftae ao P17y A"70 07
TENMEPT: ASACT: 192996
0ZI0ETF Pelmb oo e-HhPE
PUNY°G ov-nd- A1 TI0T T,

50) “Vulnerable means

individuals whose willingness to volunteer

population”

in a clinical trial may be unduly influenced

by the expectation, whether justified or not,

50. “t24s¢ evNLtaN he A" a1
wn9°s ov-né A6 L9757 0.
wLr79e  aewr 9 AT POl A
PPPFT NoomNPG L.PLE OLUr
L ALCAVTFm, CoLT0A@7 hAJP




of benefits associated with participation or 1% AN e (A 0F a.O0P
of a retaliatory response in case of refusal to | A1 PULTA PUANLTAN hEAT
participate. Examples are pregnant women AT 1.
and fetuses, minors, pediatrics, geriatrics,
prisoners, persons with diminished mental
capacity, and those who are educationally or
economically disadvantaged.

51) “Protocol “means a document that| 51, “T-fhA" Poo-nNé-@7 9477
describes the objective, design, T N AJEATAT vk AT

methodology, statistical considerations, and
organization of the trial, giving background
and rationale of the trial;

ALLEBE T PoMAAR 1L “IAT U7
Poo-Né-.7 ov1QG PRI e LAMA

52) “Sponsor “means an individual, company,

institution, or organization which takes
responsibility for the initiation,
management, and/or financing of a clinical

trial;

52. “O777QC " “0l Pvhoog oo
AP oo(C: Aw9°lTG PNLA L6
DAL .00 L M00: TR @ L9°
LCET o

53) Any expression in the masculine gender | 53. (LY avao( @ AD7L b b
shall also apply to the feminine. P0am. U
ANTRD9° 0P LUTA
3. Scope 3.014.270'r 007
3. This directive shall apply to the application, 3. LV  avanlf AUNYCGT  ov-Nd-

review, authorization, and inspection of good

NP4 9°CHT: ol ey
A0 ao €225 @Y L




clinical practice of clinical trials conducted on
investigational Products or new combinations
of medicines, biological products including
vaccines, new therapeutic regimens, diagnostic
procedures, bioequivalence or bioavailability

studies and medical procedures.

AT 0e9° ANT Qf-acShP
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Chapter Two 045 VAT
Clinical Trial Application PUNYICG ov-nd- Qavh\nF

4. General 4. hanFag

1. Any person interested in conducting a clinical trial |1) 775 ®-9> ¢vVh9°S ov-hé- AovOl-T
shall apply to the authority in accordance with this | #4771  fAa- Q@+ PVAG  ov-he
NawvAnFo7: AAAATT aoOéf Lk
N°72.LUI8Fw- (1Y avavl i RS LU
procedures established by the authority. avan(, @ ThTaw, N7 om-
DLLALTT A0S av(\ T
ANAAAN “Tao T RANT::

directive and subsequent guidelines and

2. A clinical trial application shall be made by a 2) PVAICG ov-fid- T1ovAnF

sponsor or any person duly delegated by a sponsor. 07704 @ L9° 0771054
N2.oham @ a4 hAOT::

3. All clinical trial applications shall be treated 3) v-A-9° PVY°G ov-hid-

through the same criteria regardless of the T AWF LT (Tevdde, aond.CT
DA AE 77T o6k, A9°AA,
PUIC ONT: Pt Coo 7N
public sector, or private sector. LG 0e9° P9A AHC HNae
ALAL o8 ANT@-::

applicant’s identity, such as domestic, foreign,

4. An application of clinical trial shall contain the 4) PVY°G ov-nd- e hHY

documents and content following Annexes 1 and 2 aavd @ IC W6 FREHT +o 1
o AT 2 LHAT ool avdlA
attached to this directive. AT
5. The sponsor shall be responsible for ensuring that, 5) 077104 VA9 h0d.A 12T
all the necessary documents are included in the nnyes ov-he. evinFo- ¢
L a3 Fo7 UL DAL
application AT

6. All the protocol and essential documents shall be 6) U-a.9° PVNICG ovné- T EAhAT

presented in English. AT hNL.AY, Lhoo i b
NA720NE 272 avp A
AATo-: :

7. The clinical trial applicant shall submit one hard 7) PVAYCG av-nd- Lol Pavp T O
copy and soft shall have the authority’s stamp and TCFPAT AT ANé.AY,

LRav 2577 A7 UGS DT AT

NG DT lovBang @ MavAnF

AL, aodlAl AANT:: P20m-

noo 1517 el (19A:

be returned to the applicant.




Pl A7 CTEThA AT hNAY,
Lot PE (v-at 1CL bt
P8, 00T AaNT: 4P L9°:
A7RGm Pooenldd PE;
PAAOANTT “IV-19° (oo PN
AAADE avavpO AAOT::

8. All the additional participating trial sites shall be listed
on the application in written form. Written agreement
letters or support letters from all the trial site institutions
shall be submitted.

8) UA9° 1el"1¢ 1A J¢, Pov-he-
qLPF N Yoo hhF o AL
NZ V4 ooHCHNC ANV
av-a.g° L% 194 g9t
LANS0L2T weI° LI
LANSNL2T ooPlAl WAl

9. For multi-center clinical trials, there shall be one
country Principal Investigator to communicate with the
authority and trained and qualified site principal
investigator. In addition the trial centers may have site

coordinator for all sites.

9) M-I “IAhA A“2hS o' PVNY°S
o0 N6-PF NMANANTE IC anlB
AAPOT WIL V1P PS
dtanl e oG C hANT AG
naaF NLPF AL PAAMY AT
A ey PP PG Tawi1e
o hANT:: 016749
PUNYCG ov-nd- NNLPT L)L
ANT00NS AS L To- L7TAA

4. Protocol

4. TCHhA

1) The protocol’s contents shall be prepared as per
Annex 4 of this directive. However, site-specific
information may be provided on separate protocol

page(s) or addressed in a separate agreement.

1)

PrEfha- LN+ hiw
ereeNm7 o 4T ol 07140
ol I AAOFE PIC 7 M0 e-FhC
alBE (FFAP PTERhA  M1A(RT) AL
AP of9° (AP a9t APCAN
LA

20

agoao/, @

2) The protocol shall contain sufficient safety and
efficacy data from non-clinical studies and clinical
trials to identify human exposure by route, dosages,
and duration in the trial population to be studied as
applicable.

TEAHhA ATL  AddALTE O PO
CLUTTTS PAPOTT ool hvhdes
ov-né- NAPT AT PURYCST  ov-hl- P
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eom7G (4L (lowpf
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A0 T::

3) The protocol shall clearly state the availability of | 3) T(E-fhA- avas ov-é-o “InGPLe
: : ANLAY, PP MNGET oG LT AT
necessary resources for the completion of the trial and
y P Plavgm Py PRI QAT L4
the disclosure of conflicts of interest by the a9 RANT =
investigators.

4) The authority may request additional information and | 4) QaA»AM'+ A7 VaG ov-né-a- V-3
documents depending on the nature of the clinical TenT6  wlB RS N12TT AmeP
trial. CAA

5) The protocol shall indicate the procedures for |5) "T-#ha. e¥7¢0 hO-1F7 ooAP17:
detection and management and timeline for reporting C7°CT ML RG TINTSRCTT ARG
of AEs. Gt TILLe e AAS 2T

Mavt AAOT:

6) The protocol shall contain clear criteria for stopping | 6) TE-+hA. PG ov-hi-®-7 A“IHI° AT

and terminating the clinical trial. ATIRLT VAKX PP ooNLCATT oo
KA T
7) Qualification of the clinical trial study team 7))tV ov-ng POT (KLT AT

1) All the

investigator (s), shall have the required educational

the clinical trial team, including
qualification, experience relevant to the clinical
trial and good clinical Practice training, and

provide evidence thereof.

1. a9 PVAY°ST ool (€77 ROAT
T &L PTG PoL4.0 07
CHUCT NPT NAMT AT AP
Lo PVNIT  ovhd-
AU E T Pam- TINCE AT
a7 RO AT7909° “INLEPE
ANANANE “1PLA AAVF@-=:

LI

20

2) All clinical trial study team shall have formal
training in good clinical practice within the last
three years. Evidence of attending GCP courses

shall also be submitted.

2. UA9° PYY°G ov-néd- PG (L7

Nlavpg®  PYh9°s ov-hé-  NACYT
ao PP LY ?AAMT ao Py
AMVT@-: : AAMGT -7




Naooo-ASTo-9° P9°AhC ol
nwpnFo- IC ov P PN AGNT=

3. Principal

shall

physicians with a deep understanding of health and

Investigators generally be
medicine and must be knowledgeable in their
research fields. Depending on the circumstances,
the authority may allow other health professionals
to be the Principal Investigator of a clinical trial,
provided that a study physician exists as a clinical

trial team member.

3) A78% hAmPAL PG Aovl NPT QA
ms AT o@Dt R0
NA“2045T  PI°CI°C  &LAL  TAP
Aot T PATo-  UNAPT ooU
AMTF@-:: A7RP03 @ QA~ANE-
Peq Unge PUNYCGT ool (L7
AOA o the- WD PG
Qpov- P9 eYY°s  ovhé PS
a0l WIS ALP L LAA =

Not with standing sub article 3 of this article,
depending on the nature of the clinical trial the
authority may require a qualified clinical trial team
member with specific specialty on the area

4) MY KiPd 100 AWidbdo 3 AL
PtmPam-  AT54 UPT: AR
vages  ov-éd-o- U< AAONATNT
ea?  ATAAL PAo- PPST
L7 AN AmLP LTAA::

. The updated curriculum vitae (CV) and official
work experience letter of all the clinical trial study
team shall be submitted during application.

5) Pvh9°G ovnld. ovTavphnF A0
eU-a9® PG (& AQAT
oPI3P Phé AL TINLE AT
Phe  APLT PO LAN40,
A(NC avPlAl RANT::

Investigational product

8)

PITIT. °C-t

Investigational products shall be manufactured,
handled, and stored following the current Good
Manufacturing Practice (GMP) guideline for
investigational products and used following the

approved protocol.

PIPCI°C P°CAT P awlolT: 0o PH-I
AG  PULhOPET P09 MG LCET
ATTI°G  ovhl PPCAT
Paovpng®  haovildel OCY T
Thitame o7 AMVFo: R759.0-9°
PP° AL Polo-AacT NQANANM
POLPT TERhA  Noohrtd oo

oMoy

agoao/, @




A0 T::

2. The sponsor shall submit a valid Good
Manufacturing Practice certificate issued by the
competent national authority of the country of
origin of the investigational product. The content
of the investigational product GMP certificate
shall follow Annex 7, attached to this directive.

. 07104 PIPCIPC Rl Otan ot

U1C  AANATT  PTAm PanAqye
havlot OACTENT 1PN RO ::
Panp\ e havldot ACTahtk:
LHt9° (Y A¢ A6
L4177 PO 77 oot AAT::

agovav/, @

3. The sponsor shall submit signed and dated
certificate of Analysis for the investigational

product.

. 0104 P ldons P P1a00 T

PICI°C  P°lTT Pret IPCovd-

L7018, ACTE0hT ol AdNT::

4. The investigational product shall not be imported
unless the clinical trial is authorized and the

authority issues an import permit.

. PVare

ov-e-m-  ANNLPL AT
oCET oL UVIC oar AT00T
NMANANE 4.2 an-Tame- M0TPC
eoecoec G oL UIC 0T
Q0NN AL EPLIO::

5. Authorization shall be required for the total or
partial manufacture of an Investigational Product,
including the various processes of dividing up,

packaging, or presentation

. PIPCIC IPCFT ov-A. (lov-Age P

Nhé.A P1TALe Pavhdd.A: PTG @ L9°
Phd Ll Lt T7 endC UIC @O
A“?9°4 CAQANANT 4.2L PALAIA:

6. A registered and licensed pharmacist shall handle and

manage the investigational product.

6) PI°CI°C 9°C-l: (Itovl Il AT 4. L
Naw-  ?4-C770.  QAov-¢
a1 S C hANT::

ao NG

. Notwithstanding sub article 5 of this article, other
healthcare professional may handle and manage the

investigational products as necessary.

7) 700 Ribo 6 AL CtmPbao- A7%A
v AT PG Qoo e
A75048.20 1 PIPCIC PG ALH
A QLN L4 LA

. Authorization for the importation and use of the

investigational product shall apply only to the

8) PI°CY°$7  I°CT  PMNav) |l ARG
Poomdy® 2L N 7ovAhF o o0




chemistry,  manufacturing and  control  of

investigational product.

premises specified in the application and to the types -0 025 AL ANF eron?

of medicinal products and pharmaceutical forms AT P PCRTI an.e

specified in that application. NQavnnF onr AR wOCT
NF 14.277 LUGTA:

9. Access to the investigational product shall be limited 9) NrCtha. A N7.mPae PhOSC
strictly to the authorized professionals according to the 71 ool PICaovC IOCT
procedure indicated in the clinical trial protocol. -é. ¢ LA o A ov- ¢ P -6l

av 0 PThADA fo-::
10) The investigational product shall be labeled “for | 10. P9°C9°4- oCT Pao)sn), o4
clinical trial use only.” “Aunges  ov-hd- RIANCT ANF e
a (P AANT:

11. The record of the quantities of IP received, used, and 11)PCo°C  9°Ck oot CTodLo-:
left for the trial under conduct must be documented NIANT AL PPAm- WG PPlo-
and shall be part of the progress report. aa )l ARG PLE&T 67°Cl: hhA

a7 hAOF

12. Unless the authority authorizes for compassionate use, 12) Qa7 (0C16"t  PPI° A0
the investigational product not used or left from the AT%.0-A Ul R T4 0ot
clinical trial shall be disposed of following medicinal AVRICG ool TPIC AL PAPAD-
waste management and disposal directive, and a ol9 hwhso- ool Plléo-
certificate of destruction or disposal shall be submitted PI°CIC I°C+ LoD T8
with the completion of the study report. aoand €77 Htae ao@1L: AANT RS

LY 71 ACTSh T TSk
O.mGPe hrsl: ¢7°CTH IC hANE
aP sl AN ::

13. The Authority may request full or brief description of 13)AA»2ANTr OA ©ol0 e NA“19°4T

A NA9°Coni PPCAT RPPC ov-A.
o L9J° AmePd
LTAA =

hopC ao (5B,




14) Procedures

for receiving, storing, securing,

dispensing, documenting, reconciling, and

returning/ destroying of Investigational products

must be in place.

14. P9°Cavd I°CAT7 Pavb(IA: oINPT T

a2 A
PrINILP

PrING-b.A:
Ly Pavav A O/PTINDL:

f av o ))A(1:

ANGCT oS C AT o=

. Investigator’s Brochure

9) Ptav i NCAC/NTL

. An updated Investigator’s brochure shall be

submitted during application.

1)

PYY°G ov-nd- Yoo 0°2.PCNNT
ot oPrd PP7 Ctonl1¢ NEHC
awp Al AOF::

The investigator’s brochure, including any update,
shall include a summary of the proposed use of the
investigational product, justification for the dose,
dose steps, dose rationale, route of administration,
treatment and dose

schedule, duration,

modifications.

ANCH-C V75 079°
oo e PI°CYI°ST  9°CT
hamFP9° TP A
NN Poomy RLBEPT: Paom’y
PNTeTPrl: PhAoANL oo
L NS PURYCS  $LI ARG
Poom? “PANCPT7 I AAF

C-tovd ")
LI (2

Paom’7

The information under sub-article (2) shall be 2) N7t R7P&A (1) OC PAm- avlB
presented in a concise, simple, objective, balanced, onge oL tonlém- ALSo-
and non-promotional form that enables a clinician NN AC: PAA: e O6E:
or potential investigator to understand it and make A L aq ANTPPE OAV7?
an unbiased risk-benefit assessment of the ATV PP Lo VYRS ov-Nd-
appropriateness of the proposed clinical trial T AL ALh PAN PrR4TG-
PPg° N7 (197.PRCD oo\l

Pl AGT=
. When the investigational product has marketing 3) P°CI°4 PG P &L Pho-
authorization, the Summary of Product A7 Dt NCHC LAY

Characteristics may be wused instead of the

investigator’s brochure.

PmPan  PICT QP  ovll
PPI° AL Am-A LTAA=:

The sponsor shall regularly validate, update and
submit the investigator’s brochure to the authority

whenever there is new information.

AN al® (FTT RPC A0S
PlavdTewd  ANCHC
XL TMawG  RG
TPl AT
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AQANA M-




10. Informed Consent

10. lonl® P-TR14. Ot

1. A clinical trial shall be conducted only on

participants who consented after all relevant
information provided to them to make an informed

decision.

1)

PUNYCS ovhid- PULNLR@ (owlE AL
P-tonndot -0} RTLLLCN
NANFe 0A9° RDEAY, ool P
5A LPLT (Wr AAJ4LPT AL
NF o=

Informed consent shall be:
. Obtained from the participants before they
participate in a clinical trial.

. Documented in written format.

C. Freely given, prepared in the language that the

participant can understand and read with sufficient

2)

oo lE 1814 AI°9°rl 4.5 L :-

V) Wh9°s ov-néd- o0 hoodt4To-
&1 0FAI 42T o0 AANT:

A) N6V ¢-T01L o7 hall

A) MR+ eHam: A Lo 190450
®7% e THIE AT O 700 L0

time, and signed prior to clinical trial participation. Pamo:  (A°anC  H41m Aq
PVNYCG ool havBawd. (141
Prld.lav aolPy KAl
Participants who cannot read and write shall sign 3) ‘70 AT av 3G e Y
the informed consent form after proper reading 1A 4.P ovlE P 1Omo-7
and explaining the contents of the informed AP PR wdl9C PAOT-
consent form by a family or guardian, or witness. NewlE  PTOma- PO P
anraN o9 (haS1 o9
ageanc OtanA b 00 Fo- (%A
a7 KAl
In clinical trials involving minors, the minor shall 4) arha  oom7  PARLLOY MG TT
participate only with the consent of the parent or ey ek PYNY°S  ovne-Pf:

guardian and assent obtained for the minor 12-17

years old.

Ahaoom? PARLA ALT (oAl
0l 0hA%1 &P€ AT hi2
Gaol (1AL, AT VAST Te"7¢
et ATC NF e oo
PAVT@- =

Not withstanding subarticle 4 of this article, minor

5)

PHY  ATPR TThe0 RIPR 4




participant shall be re-conscented and give
informed consent when they reach the age of 18

years while they are in the clinical trail.

A7LTtm0d T Ah”hA oom7
PALLA AP WO O9°T T hooot
0PAm, 6.95%7 R72AS.0 avOm-t
AANT

population group, written consent shall be

6. In emergency situations, when prior consent of the 6) NL71E vs32F oPT hvars
participant is not possible, the consent of the ol AAJdo PLlav APCICYT
participant's legally acceptable representative, if om0 N77LFANT L hTAJdo-
present, should be requested. V2P Paes Tt hao-  tohf

N1 aomfP AANT::

7. Notwithstanding to sub article (6) When the 7) 700 ArPo 6 AL LA ATTSA VT
participant’s legally acceptable representative is A do- VOP PALYTT  PAw-
not available, enrolment of the participant should Tohl N1775CONT 0Pt TAT4L07
require measures described in the protocol and/or oL vars av-{1 (- A?010-F
elsewhere, with documented approval/favorable Iretfha. AL 0f9 AA A8 AL
opinion by the IRB/IEC, to protect the rights, N9 Povmm-  hOé-C  ovOll AT
safety and well-being of the participant. 2ot PO 9°NC  holEP

LUIT RV CASLT oolTG
LTI PLI MM oo hATl::

8. The participant or the participant's legally 8) tTaJdo ey ¢raJdo- VIP
acceptable representative should be informed +P0Lrt fAm- -tohf A VICT
about the trial as soon as possible and consent to -l @L P wlB ALCATOG
continue and other consent as appropriate should AovdPmA  @LI° RT5046.401E  AA
be requested. NIl aomPP KON ::

9. It is prohibited to use the data or samples for the 9) AJ2F PAm-T7 AT IRl
participants who withdrew consent during the 03a 0r5k: o0r oolBFor ol
study. The data/sample before they withdrew can oo GFm7 aoomd9® 4.09° ¢-Hhaha
be used. To-: g9 17 4.0%Lm- 4.+

Pl 7 avlB @lI° Gov-§ avmPP°
LA
10. For clinical trials conducted on vulnerable 10) k244 PP+ POANLTAN nsA AL

A’%.04 PUNYCG o0 0é-2F hrlAd Pk




obtained from other concerned body in addition to

the participant as necessary.

OTe"7¢  NMoU-& P-1HL14. O9°9°rT
h*r.aooabd“Fo- hhAT (PARIC FIIC
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CHAPTER THREE

CLINICAL TRIAL PROTOCOL REVIEW AND
AUTHORIZATION

05 0t

PUNIT ov-hid- TEFDA 19°171 AT P&

10. Screening

1. The authority shall screen the clinical trial
application contents as per annex 1, 2, and 3 to
determine if it is a clinical trial or not and if it is
eligible for full review within seven working days

of receiving the application

10. 77Mé-t

1)

NA/7AM- PUAICG ov-né- “TavF
CHETT A0S 1 2 AG 3 aow /ot
LAl PVAICT  ovnd- oot
OLI° AAwP'r7 AT  ov-A. V977
ALl AN P TlooAnF o
NL4LOA® (ANC P77 avkmsf 5T
-0 LONTA:

2) When the authority finds the application is a 2) QA2 AM Tao\nF o+ 21 1 TAdS

clinical trial and decides for a full review, it shall oo PG ALTTm AG ov-p. (lov-Q.

notify the applicant and provide the payment slip as A8, 1 an)gv ALoN?: hav\E7

per the current rate of service fee regulation of the MAOP ARG AUF QA@ POA AN

Authority. PAIAINCT RGP R3Ot Phee
0757 et ha-:

3) When the authority finds that the application 3) AAr~AMNT Y ao A\ 7T - VNG

is not a clinical trial or lacks the required document, it
shall inform the applicant in writing, including the

reason for a rejection or requirement for additional

oo ATRAPT 0LY9°  ANdALo-
7€ A7LAA® ALLINIP: @L<




information.

CALLNNTT N7l T LY ANé.A7,

PP a6 oolBEPTTT o
AAe ANE 1ZV0-4 PAm-FPA =
11. Review 11.29°17?
1) Clinical trial protocol and essential documents | 1) Qaz~AM  TE+hA7 AT AAT

shall be reviewed by two or more experts.

ANdAL N1&T7 AP%0% UAT ofy®
On.e NAL OAoo- P77 LavA:

2) When necessary, the authority may use the

2) ANdA, U ATY  PVAYCST  ov-id-

external assessors and advisory committee to o nFy A av9e9° QA AN

review the clinical trial application. Pm-6h A9 09 P @LI° A0S
b7 A9 LTAA:

3) The authority may conduct a joint review of a 3) 9aAAMNE NOge9°-f-- o L9°

clinical trial application with other countries’

regulatory authorities and regional or

international ~ organizations  based  on

agreements or collaborative initiatives.

W00C 00t AL (evaopldot
N T RICT ASMMG GA»ANG T
AT hhAAE oLy %9 A&
L C oA PURY°GT  ov-he-
Ta\nF7 124 A 1ov 9 LTAN:

20

4) The Authority may recognize, receive and use

the relevant CT decisions, reports or

information from other NRAs, regional and
international bodies like WHO, AVAREF,

EMA and USFDA

4) AAOANT7  hsf Mk AT
+HNNE RhAat 0Ly 90 hPE
S 4 11\ Y o L DAy L B A A o
LPAAN  RTLANLALTE TPI° AL
AT PRCIA

5) The time of review at the authority shall be 45
working days to handle a duly completed

application (including service fee) for first

5) O1-haA  FmS$  ANAOANT  adiN
MavpnF (145 PAé PGS oA
11N9°NI° PanBanl @ )NLlavh avAmt




feedback; however, the review for a clinical
trial with high risk may be extended up to 90
calendar days.

AN UPS9° P RLBo- heE
ALY PVNYCE ool P91 LHo-
anh 90 G AL-HY° L7TAA:

6) The applicant shall submit the response within 5) hadg® NAg ey °n7e1+ haa ON¢C
six months of receiving the authority’s Ao AW PAANA N h0--ee 1
feedback. NLLO@: MNENT @it 0T A7

NPl AaT= AOLNT @bt 00T
AN aomt AAFFEA henART
AA2 AN QAP hANT:

6) Not withstanding sub article 5 of this article, if 6. PV AIPd IO AWIPR 5
it is not possible to respond in six months, the Aetmle vE 000t ol o-O
applicant shall notify the Authority before the oAl mim T WATFA hovANT
elapse of the six month. NLNT @C had- 41 ANd A

03 oP hA0T:

7) When there is no sufficient justification for the 7. Aavl9)P-1: n<¢ *n7el haa
delay, the authority rejects responses made QAN  hNeOF it 034
after six months and notifies the applicant to erAm-T? AT @-LP PRCYD AG:
make a new application to proceed with the hoodE PGET  AoodbmA ASDO
trial Moo AhF APELPCA AT

8. The application shall be rejected when the 8) havd\WE P lmPPa? avlB “T1PiA

applicant cannot provide the requested
information and make adequate changes to the
protocol after feedback is provided in the form
of a further request for three consecutive

times.

N7400F 1L AT OTCHha AL
¢ AomF  AI%L4L AV
+hgge et tanTlé PPk
ndbdNal kA A eolhhae hAaFa.
AT o 0P LLLIN:




9. The time of review for further replies shall be

within 20 working days.

9) A-TeR7¢ PANT P11 UM ()
30 P+7 avdkmif PGT 0P P
A0

10. The Authority shall review post-authorization
safety reports, including non-compliance. As
necessary, the Authority may use the National

Clinical trial advisory committee.

10)0a2AM hé.F L 1AA eA. PRV T
CTCHTT AT PO dhtC
Lav )TN A7L ANLAL Pk
AN Pché-P PUNYICG  ov-d-
ATMe helET Amdd LTAAE

consideration of risks and benefits associated with
the clinical trial.

A. The investigational product is intended to treat
a serious or life-threatening condition;

B. Available data on the investigational product
demonstrates the potential to address an unmet
medical need, especially during a national

epidemic, a global pandemic, or other similar

emergencies;

12. Non-Routine Procedures for Clinical Trial 12.avh9°¢  oo-he- 19017 WX@
Review LAV L&AT
1) The authority may undertake an expedited review | 1) QAz~AM AvVA9°S  ov-né-  “QewF
of a clinical trial application. 4.9)% Q9PN A LLCTD LTAA:
2) A clinical trial shall qualify for expedited review | 2) fvh9°s ov-néd- NG ov-né-a- IC
where one of the following criteria is present after T PeeHD  Polavme ARIPTHT ARG

PP b9+ o0r a0 QA
hertact ool 2F o0t R78% ATY
at4m’t 29°177 Nk LPTA

V) P9CYC Gl AhNgE og9
Al ANl PPT 0BT A“ThY°
a0 AV

A) (9°CI9°C 9°Cl: AL PAm- avlF
eoqtA  PURCS  FATTT (I EALYR
OAIC APLe @dlCTY ot AaI°hds:
@lLCTNT ®LYI° AOT TowAAe 1T
AEIPTT  Pam@JT  RPI°  AT400-
0.£Ae:




B)

The authority may initiate the expedited review

with its initiation or based on the applicant’s

3) 9a~AMNE  Ct4mt W10 T (14O
10Tt 09 MhovAWE 7€ o)l

request. ALIC CTAA:

4) Expedited review shall not take more than 30 |4) ¢-1724 Pvh9°G ov-hé- “PaovinF h-PA
calendar days after receipt of a complete clinical NxA:  e14m? 929°71°9 a 30 P77
trial application. awdms e PG (1AL o0 PANT9°:

5) The applicant shall submit an application following | 5) AenAh- an (1§ ANV 41 VAL
Annex 9 when applying or requesting clinical trials o004 P Nney. e av -1 o L.9°
for non-routine clinical trial procedures in addition N.meP0t bt Aw@OEF  PUNIS

to the documents required to be submitted.

. 0L-PT NPClo- A1 064
ANé 97 Navhtd  “1P4A AANT:

b)

The applicant shall submit the response within 30
days of receiving the authority’s feedback. When
there is no sufficient justification for the delay, the
authority rejects responses made after 30 days and
notify the applicant to make a new application to

proceed with the trial.

hao Wi AN AN A0 920
o-reaa %4 0 30 5T o-0r AN
DPlN ANTFE Aol (E 9077 e T
naa aaramr h 30 ST (1A
eAm-T7 AT 0P (19784
AAADE VNG ool AovPmA
AS.0 Qoo RS LPCAN PAD- P

)

The time of review for further replies shall be
within 15 calendar days.

ATe"¢ AN P91 Al 1 15
PP aovkmé P PG o-0r ooy AANT

B)

be

applicant cannot provide the requested information

The application shall rejected when the

and make adequate changes to the protocol after

feedback is provided in the form of a further

8) avn't -Thre
PeE  hlhmfP (RA: hooARE
emP o7 avlB TP LN
N7LFANT 11 AT (0TCtha. AL

LLeT 6714




request for three consecutive times.

¢ AomF7  A“1LL7 hAFA:

Yoo nT o 0-P LLLIA:

)

The authority may authorize to be conducted
clinical trials on vulnerable populations in special
conditions

evidence and depending on risk-benefit analysis

based on scientifically justifiable

AA2ANMr 0AL70 AL2Im- (1727
MNLEPT AT (PP AT MST
TG AL (levanChH AAL,)? TI0
W'+ A2 AL (AL VsJ PVIIS
o NEPT WTLLRL: ALPL LTAMN

9)

13. Insurance and Compensation

13.0 &% A5 “Thhd

1) Any clinical trial shall have adequate
insurance coverage for all human participants | 1) “?7%@-9>  fvag°s  ov-hie-  (lov-hé-o-
participating in the trial and submit the @-NT A“201¢ Av-A9° Pao- AZT (&
evidence to the authority. Paow 7 M%7 AT AT “INLE@7

AQANANTDE T7PLAN AANT:

2) The sponsor shall pay adequate compensation | 2) fVn9°s av-q)¢- 144, P nvhyes
to participants of the clinical trial for injuries oo N o0r Noodt4Fo- (P FI-9°
inflicted directly or indirectly due to their vy HPPL ALLOANVE - 18 AT
participation in the clinical trial. N7ING RECLo (F 00 avhia

A0

3) Compensation shall be paid to the lawful |3) Mvhy°s  ov-hé@  @-Or  ONowAH§
beneficiaries or heirs where the participant Neer39° vy OMFHPPS NL4LOA® 15T
dies due to the injury caused directly or Faddo DT VIP AvT ad el o
indirectly due to participation in the clinical OLI° OLET MA LhEAA:
trial.

4) The sponsor or investigator shall have the duty | 4) ¢4+ -AJdo- (VA9°ST ov-hé- o0P

to provide adequate medical care with a
qualified physician to a participant for any

adverse events faced during or following his

0-1Aa14.0F 2 of9°  ninge N4
Aomov NCF@9° WA P VP
N10C AL 1o L9° PG Tovld-"1ém-




participation in the trial. NP+ haeo Hhge 2C N7 O
Phng°s  A7hNh0, Povmt 18,

AdNt:
5) Standard medical care related to participation | 5) Qva9*s oev-hé-  @-0F  hawdl4  OC
in the clinical trial shall be given to the PPN af§ ChN9°G AIADNT
participants without any fee, and emergency AT LPT A 9P Nee  onAm T

and rescue medications shall be available on

the site.

AANE, AIS.0-9° CLEE RS 99187
A T ek (19720280 06
@ C WA

6) Clinical trial participants should be reasonably
reimbursed for costs directly incurred during
the trial, such as travel costs, and compensated
reasonably for their inconvenience and time
spent. Compensation can be monetary or non-

monetary.

6) PUNY°ST ov-née AN LP2T (lov-hé-
ol T PP A“2Pom-T ®ch: A7L
P10 ook, AG ATIC 4G AmbG-o- LI

Fapa)ya)y hhq ALLANT -
1A= Yo e1IHN oe9°

e1U7H0 LAV AT L7TAA:

7) Compensation must not be exaggerated to 7) 11 PP PG @A T @7 (1979477
induce potential participants to consent to arir (M0, LAY TINNTT)
participate in the trial against their better YNNG NGe P07y e PANTIC
judgment  (“undue  inducement”).  The 2NEE PPy PAY-9PNNC  heyok:
independent ethics committee must approve APCIC  TAFLPT  PhLda
reimbursement and compensation for research . ' .

P il P AANT,
participants.
14. Authorization of a clinical trial 14.VN9°G ov-pé- &L
1) After the protocol is reviewed in detail and | 1. "T(-fhA. NHCHC ht1avnav AG

found acceptable, the authority shall give a
written letter stating authorization for the

clinical trial to be conducted in the country.

AP LY T PAm PT DTTE QA AMNE
Vages ov-néo- (A6 o0T R72.9%0%
.3 TUTTET PULIAA PAUVG L1450,
LAMNA:




2) A clinical trial shall be Authorized for the |2. Pvh9°G ov-hé- 4.9L C2U0mo- PVWIS
duration of the trial. o né-m, AmSPP AahIPLm, LN 4N
10,
3) Annualy renewed Ethics approval shall be 3. ¢J-2a4  PAYI°NNC L0010 4.9 L
submitted to the authrotity. NChov-l: AQAAADNT apPlAl AANT
4) If the clinical trail is not completed during the | 4. (J-¢Lm, LK 0T PVAIGT ov-né-,
Authorized period of time, extension request natrased Pvh9crs ovnd-  4.P e
shall be submitted in the form of amendment. (199 Z-H9° R8N N"9qq ¢ PN
ANANANT aoP sl ANNT =
5) Re-initiation of the clinical trial may be |5. A®.20. “NLELT AG A1PALyY T PAT®-
considered if satisfactory justifications and PN he ACIEPT htonS PUh9CS
acceptable corrective measures are taken. N7 RIS AovFooc A0
LTAA
6) The authority shall take the appropriate |6. AA2AMNEr PLALP L ©LI° PLALTE
measures against any clinical trial conducted TN Pe  REAT (199847 VG @-9°
without authorization or renewal. PUNICG  ovid- AL 07 ACICE
LONSAE
7) Placebo-controlled clinical trial in which one | 7. @-mz-?11: ¢1421m  Vages QAT -

group gets the active treatment and the other
gets the placebo is prohibited with a disease or
condition for which treatment with proven

efficacy is available.

MAI2F AL &P TPLMC PAATO-
w & ATFT Noomdb9®  TVT9° KI5 o-
(€77 &P TPLTIC  PAT  AAF 0
LA CAADT RTS.005 AL C ovi-T
?-haha 1o




8) All

approved and rejected clinical trial
applications and summary evaluation reports
shall be listed and made publicly available and
periodically updated in an easily accessible local

or international database.

8. U:A9° +PALTT P1T AT o-LP PT84

PUNYCG  ovde MM ANFPT ARG
P9°N1? S7°CAT TImPAf FHCHLo
AVNAN ATSPCOH AT OPLBo- (4AA.
+eed WY P0IC o LI°
AAPPhPe PonlE R @0 avllav’}
ANDT -

-0

CHAPTER FOUR

CONDUCT AND AMENDMENT OF THE
CLINICAL TRIAL

P0G AT
PYhI°G ov-hd- TNMé- AG ‘704 P

15. Conduct of the Clinical Trial

15.P009°S ov-hé-7 “hy e

1)

It shall be prohibited to conduct any clinical trial
on humans before obtaining authorization from

the authority.

1. Mavi\pF oo (- 4.+ Aq
nAANANE 4P DT (4T
NAPF AL “ViFw079° PVNY°G ov-he-
7L:4 PhanA o

2)

A clinical trial shall be conducted only in a site
that has the capacity to condut clinical trial and
has been given a certificate of competence for
health care delivery or clinical research from an

appropriate governmental organization.

2. PVhYCG  ovd- PN Lo A0
Nao- Poo 70 £CPET-  AMS
NIANNC T A0 0890 AVAYCS
gcoc NPT TLon PIRANCG
ol Famo- HE9° AL NF -2

3)

Clinical trials shall be conducted in compliance
with the approved protocol, good clinical practice
principles, national

proclamation, regulation,

directive and guidelines.

3. PvhYeS ov- 0P (& Lao-
TEHNA  ovAlt: ovphhy® PYNYCS
oo ooCPLPTT Hhtee: ANhé-P
APE: L7015  avavd P77 (177001C
ANTor £10A:

4)

When there is protocol deviation or violation the
investigator shall notify immediately to the

authority.

4. TEHOANT7 “MAT @oLy° oo A\FC
tond T 2L AMAANTE
AP Aol




5) Changes to eliminate immediate harm to trial 5. aAov-né  AFLPT LT RS
participants or to take urgent safety measures may AL LI ANVTRL  CRVTIT
be implemented, and the change shall be notified ACTEPTT Acoo-0L Ag-mF

P ’ 0 AANG LT Aome 08 Lo
immediately to the authority. AQAAANT AP AANT:

6) In blinded trials, the coding system for the 6. (-1.245. oo 4P PI°CIeC
investigational ~ product(s) shall include a FCTH@T) b Ao 0CHT
mechanism that permits rapid identification of the ACTVEE heD b PCEYPTD)

P P NG99 APt PULeATA 1L
product(s) in case of a medical emergency but Nk RO TIC Y PR ek
does not permit undetectable breaks of the CaIoP ot rr oL CANTI:
blinding.

7) After authorization, the clinical trial shall be 7. PUNY°G ovo-pé-o- 4.9 L AT N0
initiated within three months; where enrolling the o&t A one oo AT
first ticipant i i ible. the i tigat PaoPavl Py A4, avavpaviy
irst participant is not possible, the investigator had A o0 2T > 4.
shall notify the authority with justification. N0 f AMAANE TTA0P

AdlT:

8) The investigator shall notify the regulatory 8. PavCand Py ek +Aa 4,

authority when enrolling the first participant a2l Tavd-"1é0- AkTTC
AANAN: 1A+ AAOT
9) AIll equipment used at the clinical trial shall be 9. Mvhy°s ov-pé- 0P PP AL

calibrated and conform to good laboratory

practice.

POy m-A. U-A-9° ool PPT Fa-Fahao-
aAQ9°  PANLfS ANC TI0TA
A0 T

10) The authority may permit biological sample

analysis outside the country. For those samples,
the sponsor shall submit an approved material

transfer agreement.

10. Qa2 AN

OAIC oo PaP-ae B hA
Gov-§ G ALPL LTAA: ATH.P
G 0v.G P N7"10C A&l
Prd L PRARN “0HANGE OISO
TP LA AANT

11) Progress reports shall be provided to the authority

biannually for trials having a study period of more
than one year. For those trials with a study period
of less than one year, the final report shall be

11

A7 hoo- (1AL P95 L0 AAT -

oo- NPT PY.L 7 CAT
ANANAMNE %o PaT M aodlnl
ANVF@-: PG LT OATL
hoo'tt (1 AP'rt  ov-né-PF




submitted at the end of the period.

Pooenl 0@ 67°C1 PG oog)lA
AL aoPlAl AANT:

12) The sponsor or investigator shall have the duty to

immediately notify the authority in case of an

interruption in the clinical trial.

12.07710C A& 610 0 f9° Tavl™) -
nwny°s ov-néa 0P ooRlPp
a.eIr9e %20 ANA2»2 AN
PA@P 28,3 haVTFo-:

13) The authority shall approve the final result of the

clinical trial before dissemination and publication.

13. QA 2NN 20 1T ALS ov-1 4 -
Paven,ld oMt hooOé-ehl: AT
NooJ~-too. (141 A LP hall:

14) Any serious adverse events identified shall be

reported to the regulatory authority within 48
hours of the event’s occurrence using the format
in (Annex b5), irrespective of their causality
association with the investigational product or

procedure

14,75 Fao-9® - FaSTtao- P ok h0e:
U ha P no-F  L9°
PAALFE ARKCT h9°C9°C 9°Cr IC
PAT®- N3P VVTIE 9UIYe
LU7T 97 atemme  QANAMT
na-tk 0rhat (148 AT o0
(A0¢ 5) o0t PA07  PCAT
Naomd9° A T-pmag NAONA T
C7°Cl an®.l) WAVTm-:

15) All other non-serious adverse events shall be

reported monthly in a tabulated form (Annex 6).

15.00°T 0L PAVT VA9 ANTP
na-tti Nfwé  0ATndr ECY°
(W& 6) avAdll  C7°Ct anflA)
A0NDVTo-¢

16. Amendment to the Authorized Clinical

Trial

16.4-14.PL PYNI°GT ov-hé- 7049

1)

The sponsor or investigator delegated by the
sponsor shall apply to the authority and get
authorization from the authority for any changes,
variations, or amendments in the approved
protocol or in any relevant clinical trial
documents, including chemistry, manufacturing,

and control.

. 077I0C o L9 N7"10cC hL o

Poham: tovlde (HEPLo- TEDA
0 L9° N77F@-9° 770 PUNY°G ov-ndé-
A72: hol0té: 90t WS RPPCT
MI°C  NTTo79°  Ao-mT: ALY
®OLI° NAGeIT A1 ANANANT
Yoo\t AG DNANANE 4.9L 90T+
UK




2) The Amendments shall be categorized as major | 2. “P4q 2 PG AT PP+7  ANawm-
and minor, and the requirements shall vary -e'":i““"‘“‘_g WrRU9 b CHTE RTIR
depending on the category of amendments. The AATLPT FLA LALLAn  AZTIAC

pending gory | AL ORI DTG KLl
sponsor or investigator representing the sponsor P9y mhnam- Tan 7Y 0-1é.¢ LAT -
shall not implement major amendments to the PUNYCG ovnd- TEEDAT ©LI° ANd.A7
approved clinical trial protocols or any relevant AP AL PG YN CPH ﬂ‘](\/‘jﬁ\"rl-
_ ) hawz &t (041 ao NG PAVF®-9°:
documents prior to approval by the authority.

3) For minor amendments, the sponsor or|3. APPPT DAXLPT A INC AL lLo-
investigator representing the sponsor may | @& AZTIOC  ALL@F  Plonho
implement the roposed amendments tond1e  eblla- frEEG ATACPT

P prop PeE NTNAA LCE NQADADT 1DU-6:
immediately after proper categorization of the neoim ARG ANTSLLP et
proposed amendments is confirmed in writing by otansed M4 o%for AAPINC
the authority and clearance of administrative LTAn:
procedures.

4) When there has been an amendment for clinical 4. ha7€ 0Ag @O LPTF AL A“LLLY
trials conducted in more than one site, the sponsor | FURI™E  ov-hePTF AANL 0.LLT:
or applicant shall submit one complete A7 @L9° AewdWE 7€ P171A

PP P PUYNG e MovANF  AAANANE TPl
amendment application to the authority. ANV @-:

5) The application for the amendment shall include 5. 2940 MaovphnFo- h0é 477 Hatie
relevant information following Annex 4. mFL o lET T AT

6) The Authority shall review and give feedback for 6. NA»7AML  PTANPe Qoo ADF L7

amendment applications within 15 working days.

15 e¢- ¢S+ o 19°79° 1L
av\(1 oot AT

17. Termination and Suspension of Clinical

Trial

17.2009°G ov-hé- IRELP AT A4




1)

The authority may suspend or terminate a
clinical trial, in its entirety or partially, at any
time when it finds that the trial is non-compliant

with the protocol, GCP principles, proclamation,

QAN

07759 10 CVars
oo NTCHhA: hovdhh9® UG
ov-é- ooCPT: NAPE: hAOGC avan( g,
0 L9° NANT oo04.CAT IC P7) eaay
a7 A LLINT PUNICGT ool oo\

guideline, or other requirements. lov-A. @l9° ONhd.N AL of9°
APRCT LTAA:

2) When total or partial premature termination of a (2. lph9°G¢ ov-he- NI AL PAm- ov-né-
trial at a clinical trial site, notification prepared | (AmPAL @£ (QhdA Caltba OARLP:
per annex 10 shall be given to the authority htemt % Wit Qa-r 15 5T

o0t (A0¢ 10 o0l eTHOE
within 15 calendar days after the date of NI ode ANANANDTE avAm T AANT:
discontinuation.

3) When the authority finds the reason for the |3. qaAMY ¢PVhHI*G ov-hé-m PATPLm0T
termination of the CT is inadequate, regulatory | Z°2.¢t (& AdeolWPr}  OLLIT

9 84-: g
measures shall be taken, and the sponsor shall be CRPPC ACPEPT Lo0fa: Ri40-9
O7I0C AL 10 TAT4LPT AL aLlhar
made to compensate the participants for the hANLAT DAY TN ophdA
unnecessary exposure. A0

4) A clinical trial shall not be resumed once |4. pvh9°s ov-Né- 00AQA Y- » L9°
terminated by the authority or by the sponsor. M0770C AL e DFREm (134 A7L9

andmin PANT9°:

5) The authority may permit the continuation of the |5. aA7"7AC X AN n<¢ g N7 A7

clinical trial suspended, in its entirety or at a
site, when the sponsor present sufficient reasons
and no changes are made to the study protocol

or the chemistry, manufacturing, and control.

LPCN AT ONPST TEFhA oL
N072.0°1¢: Nhovl-dl AG NavEamc AL
g°9° ALY AP QATLAL:E AA~ANTE
ov-Q. (lov-A. @LYI° (A7L (J PI1Lm-
PUNYICG ov-né ATLPPA ALTPEL LTAA:

18. Clinical Trial Master File

18.PVNI°G ov-hé- PT A1




1) Any clinical trial shall have a trial master file
which consists of the list of the following

essential documents.

A. Documents available before the start of the

clinical phase of the study,

B. Documents required to be collected/added

during the conduct of the study,

C. Documents must be collected after the

completion or termination of the trial.

1. 59 Vs ovhd PUlrACTT

ANé.AL AT HCHC PPH Pov-nd- PGS
N7¢ Ao C10A =

V) 15k (o AS Ae  havPavs./
Nooy 8. 0141 PA- 12
Q) R N0y 01 odT

A7T2.0000/R 756005 PULENT N187T:

h)  PURPS  ovhee YeAd: hiamGdd
0l nrPim QA ANNAD P10 T -
A7 27

2) The clinical trial master file shall be used to
evaluate the clinical trial conduct and the quality
of the data produced. The investigator and the
sponsor have complied with the principles and

of Good

applicable requirements.

guidelines clinical practice and

. PURYCG ov-nd- PG A1L: PURYCG ov-hd-
TMEe7 AT CT1VT07 ovl® piT
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3) The trial master file shall provide the basis for the
audit by the sponsor’s independent monitor and

for the inspection by the authority.
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INDEPENDENT ETHICS COMMITTEE AND 0-£77
CLINICAL TRIAL TEAM
19. Clinical Trial Ethics Review Committee 19)PVh9°s ov-hé-  CoY-9RNNC hAY/

Supervisory Body
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1)

The clinical Trial Ethics review committee

supervisory body (hereinafter the supervisory body)

has been established by this directive.

1.PUN9°G av-nd- Cro% 9°°N0C DA/ 29°177
0ok bk EeMMe/°0AL KA (i
P POAL AhA) (W avav @
TR ETLA

2)

The director general of the authority shall

chair the supervisory body.

LAANANT PT S LLNTC
Lanl f\::

PnAL  hhas

3)

The director general of the authority shall assign

the members of the supervisory body.

LAANANT  PT SL6NTHC PNAL AhA
ANAT7 LavLAA.:

4)

The supervisory body shall have the following
roles and responsibilities:

Recognize the independent ethics committee
established at an institutional, regional, or national
level that reviews clinical trials conducted on
human subjects.

Monitor, supervise the activity, and provide
guidance for independent ethics committees at all
levels,

Ensure the availability of independent ethics

committess at all levels.

4.200L A PULDTACTT CITPT RS
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5)

The supervisory body shall ensure the absence of
conflict of interest, including verifying the source
of funding, and

competency, independence,

composition of an independent ethics committee.

5.2006 Aha. erd9e el RIS LG
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20. Independent Ethics Committee

20)73& PAT-9°0C hoy-t:

1) There shall be an independent Ethics

ao-A()-}:
ao(177

1AL PTT
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Committee that reviews, approves a
clinical application, and monitors the
conduct of clinical trials that comply with
ethical principles such as protecting the
rights, welfare, and privacy of trial

participants.

PanANA. et 9°00C ool JP avlYP T
IC Poymmoo. PPNYCG ov-Ne-PT7 ANLE:
Poganl9°C: PO LALPT  PoLhITA 1R
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2)

The independent ethics committee’s
composition shall have members with
professional competency, research ethics
training, and  experience  balanced
regarding relevant expertise, gender, age,

and community representation.

D. PYR 900G 0OUt hoPPC AP
PAT@, QAP LPT: PI°CI°C  771:9°0C
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3)

The committee shall be independent of the
investigator, the sponsor, or any other kind

of undue influence.
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ao Py AT =

4)

The committee shall have the following
power and duties:

Approve or modify the application of
clinical trial in perspective ethical
compliance;

Monitor the conduct of the clinical trial to
ensure that it complies with the ethical
requirements; or

Notify measures taken on noncompliance
to the authority and may withdraw its

approval.
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5) An
Committee shall

Ethics

review clinical trials

Independent ~ National

under the following conditions:

a. In the absence of a recognized
Independent Ethics Committee within the
institution where the trial is conducted

b. Where the Independent Ethics Committee

unable to perform the ethical review
activities according to the standards
c. The clinical trial is conducted in more than

one site or multi-center trial.
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21. Roles and Responsibilities of a Sponsor or

21)P07710C 0L9° PhaoANT £CAT

an Applicant DAt
1. The sponsor shall be primarily responsible for 1) a7"74¢- OPSrt+ a“lbta-l  Tmpfd
LUGA:

the following:

A. Designing the clinical trial
Developing the study protocol, investigator’s
brochure, and related materials to describe the
procedures that will be followed, study
endpoints, data collection tools, and other
study requirements,

Ensuring that the protocol complies with
applicable national and local laws and
regulations
Establish  an data

independent safety

V) Phn9°s ovnéa7 Lr1%94N 0LI°
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monitoring board with its charter and adequate
members with appropriate qualifications and
notify the authority.

NTA 0Ce AZER AQMAAANDT “PaA@P =

. The sponsor may delegate any or all the trial-
related functions to another person. However,
in such cases, the sponsor shall remain
responsible for ensuring that the conduct of
the trials and the final data generated by those

trials comply with the approved protocol and

2)0 7104 whdes ool IC PPN

1017 MGA 0 L9° Nov-A. AALA Ao-
ANT LTAA=LUT K78 AT 9L
U2
ovo-é- G NAhNY°ST o0-Ne-PTF PULeTT .
Paoen.l A ool PUT avavl @
TPALTT OTVTm- ovawl S e N

Nne7.e72poo (- L0 Phn9°s

FARN A b

_ o WFo- w1 IC RPLOTT7T 0NNl
relevant law, including this directive. ALY KA =
. The sponsor shall ensure that the trial site | 3) A7"7044- PG ov-neé- NJ (L7 N

team is adequately trained and qualified, a
quality management system is employed, a
monitor is assigned, and insurance is available

for the conduct of the trial.

U PAAMTS NPT PAm- ooty
Pl CANTRRC Co9T avlC )17
P°1C aav@(7 § AVAIS ov-Né-o-
ATNCT0 oG 47 TP WA

. The investigator and the sponsor shall | 4) -teoC?60-5 07104
establish written agreement on the protocol, OFCHANNT TN V&E AT
the monitoring, the auditing, and on standard Mow g5 Chend-C LLET AL WI509°

g g N 0F1F ooy §  hohers
operating procedures, and the allocation of oo e IC  PTLPH DALY
adequate  budget  and trial-related (Mtoval-t Pcg°G ool hooFos.
responsibilities before the commencement of &t R eG POLL NTTTT ATET o

L0A =
the trial.
. The sponsor or the applicant shall notify the | 5) A7"70C @@9> hovd |  PVAIG

authority when a clinical trial is completed or

interrupted, or a clinical trial site is closed.

ool A.mGPP 0L ALLT 0LI°
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6. The sponsor or the applicant shall ensure that | 6) AZ"70C w@Y° Ao  AI°CI°C
the investigational product(s) is: ?‘/““"n“:’l“ o & 31T '_:yuh"‘n"?"’
AT 7 D Y B
A) Characterized as appropriate to the stage TINFTeT TICT 4b
of development of the product(s), V) A&Cl PUVET VRT RGP
. LA aoP'177:
B) Adequately available,
C) Manufactured following current good a) 004 oy a7
manufacturing practices, d) AVT LA@T TS PAGll VRTT
D) Reconciliation and destruction/ disposal Ttee rovl ooty
are performed appropriately. av) VNG ool CPA@- aLYET R
a P79 (A0 o157

7. The sponsor or the applicant shall be | 7) a77aC @9 howAWF  (QVW9°G
responsible for submitting amendments to the ‘""!‘{”‘"‘ ANLL AL TTANePT ANLCH
authorit rior to implementing such RAREE heow-t e To- 4

y P P g ANANAMT: PADP YALTT Al
amendments in the conduct of the clinical
trial.

8. The sponsor or the applicant, or a principal | 8) N7""70¢ @ELYI® haoAWE o9 PT
investigator shall report to the authority when a (TG (lov-hd L&k 00T AT (144
any adverse events occur in the trial and o-id- @NT CHAE hASR ROEET

y ahaE  AVADAME  STCT L
adverse event that occurs in another trial AAQTF -

9. The sponsor or the applicant shall ensure that | 9) AZ70C w@9°> hooAWT  evh9s
the auditing of clinical trials/systems is oGP @ LI NCYFE A& T

ducted followine th , ” K a1l RILRANT: AT T ASrl

conducte oliowing € Sponsor's Wwritten a8/ 7\,}"%“":,‘_ ?;\'(;.'7‘ _("“’I")q“‘ﬁf

plans and procedures on what to audit, how to AISUYI° PhST LCZCET T PR ARG

audit, the frequency of audits, and the form Lt AL P0Z7MN4 PAUVGE APLS

and content of audit reports. ANGCT Mt ehSor? 1T
AN =

10. The sponsor or the applicant shall establish a | 10)A7"70C @ &9° haoo AT PanlE heeUH

recording system and ensure the trial subjects’

NCY 17 TIRP9°  RI5.0-9°  PUIYCS
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confidentiality. TP KA
11. The sponsor or the applicant shall retain | 11)A7"70C @@9° howANT  9°CY°4.
N 205 T hRém  0%A ROé.A7,

essential documents at least ten years after the

formal discontinuation of clinical

development of the investigational product.

A2277 (.e70 Anh  A9ent
P avp AN =

Gao-t-

12. The sponsor or the applicant shall provide a | 12)A7"70C @L9° hoAWT (40T
periodic, interim, and final report of the TCHNAT mi.v avan f 10
. . : - -tdPaooma- PN A% a(\ (T
clinical trial according to the specified APLL®:  LLLPG Pavandd  67°CF
timelines in the approved protocol and this QPN RANT
directive
13. The sponsor or the applicant shall know that | 13)A7"701% ®L9° AawAWE R7L& VAT
depending on the type of clinical trial, the m-ném- LT AANADNT  CCPT
. ®L9°  TP00AP  TTA ALPLI
authority may not allow remote or central ALLDCI® RILITD TP RANT:
monitoring. '
14. The sponsor retains trial-related duties and | 14)07"70C AL AD7 T PI°CIC

functions not explicitly transferred to the

contract research or organization.

TR @LI° CCET N17A0 PATANS-
hov-hé-o- IC CHPPH 18P AT
19017 LR LPH LA

22. Roles and responsibilities of the principal 22.2vn9°S ov-1é-@- P4 an(C74
investigator DALTTG 1L
A) To ensure that a registered and licensed V)¢-teots 4.2 QAo 4CT00TF

pharmacist maintains appropriate records of the
product’s delivery to the trial site, the inventory at the
site, the use by each trial participant, and the return to

the sponsor or alternative disposition of unused

PVNICGT ool PULRLANNT av
oo @LYLLLANT AR o007
NAL7575 VAT ov-né-m O34 AL
PPI° AL oPATT: PPIC AL PAPA
oo PULLLANT ool & VAPCST
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product(s).

av 1577 oy eOAm-2 A0 PATm-
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B) Keep a record of all documents, including
records that show participants were provided the
doses specified by the protocol and reconciliation of

all investigational products.

A)  APST  Ptmdoo-OTwor ooy A
PPI° AL PPATS  PAPAT AL
CHLRNTTS PToo 100 TFT A1L AT7%0-9°
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C)  Toensure the confidentiality of all records ) MIEor9e eVnges  ov-hlar  Ne

related to the clinical trial activity Nerevabit  eTeU 01ETFT AmeR
FYOUTI B FAV L T

D) To maintain a list of appropriately qualified av)  PYNYCG ool av(CMlar Pvhoe T

study team members to whom the investigator has
delegated significant trial-related duties

o0 0é-m7G TP NEPTT LAGATA
Nae AP VTo-7 M0G NE PGk (L7
ANA T HCHC ALé-PA av PN

E) To permit monitoring and auditing by the
sponsor and inspection by the authority.

w)PYNICST  ov-né-or  N7%.aAn PG
01700 PLYV.0- AN ERPPC AT W-TA
QOAAANTE L9° 10 A75.00785. oo

F) To carry out its responsibility in
pharmacovigilance throughout the conduct of the
clinical trial through the recording of all adverse
events (AE), including abnormal laboratory results, as
instructed in the protocol; reporting to the sponsor all
serious adverse events (SAE); providing follow-up
reports of SAEs, and any other information requested,

within the time frame identified in the protocol.

)  Pvngers oo N°0.040F 0P T
Pan @57 18 QUC LT N 1TA7 TEfhA.
AL (tPoomt AN 20EP 07L:4
VALTT7 oo YALTEEI: V75 0 79°
ne-Hs ooyt 18 it RT09°
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G)
report of the trial status to the authority bi-annually or

Submit written summaries of the progress

N)PVA9eG  ov-hio Ne PR4NNTT R4E
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more frequently, if requested.

AUG “9PLA

H) To document all refusals and withdrawals and
shall ensure that no data for the clinical trial are
collected from participants that refuse to participate in

or have withdrawn from the clinical trial.

0)Pvh9°s ool HATLPT PVRICS
oo AL AAA14 PN T7 AS
P77 To- hom L9 Com17 ovlB
NA200 V72 oo U R72.09° 9°79° hlrl
ool NATHLY FAJLPT TANan (vh9es
ool o-NF AT7THC0TT TN

2) The investigator shall be thoroughly familiar
with the appropriate use of the investigational
product(s), as described in the protocol, in the current
investigator’s brochure, product information, and

other sources provided by the sponsor.

2)PVNny°s av- 14 a (YL APGI:
PP VT®7 a5yt TEHhA AL
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3) The investigator shall know and comply with
good clinical practice and applicable regulatory

requirements.

3) PVhYCG ool ao(CUYE Panihye
PUNYCG  ov-nd-  AAGCTIS ANCT L
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4) The investigator shall only unblind a
participant’s treatment allocation during a clinical
trial if unblinding is relevant to the participant’s

safety.

4) Pvn9°s ool avCUY Pov-héeo-
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23. Roles and Responsibilities of the Contract
Research Organization

23) PNFFCT PCIPC LCPVT VALYTTS
28,3

1) The contract research organization shall
undertake activities delegated by the sponsor and be
accountable together with the sponsor for any

noncompliance or fault.

NP7 el 9°CIPC  LCHE: "TI5 o 719°
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LUTAN

2) Any trial-related duty and function transferred

2)1rF @-9° PVNICGT ov-d- AL (7T




to and assumed by a contract research organization

shall be specified in a written agreement.

rco’c LCET AT%.0¢- P1A0L.T
ATLNC AN 0L ol 18T R V4
Nyt L4 a7 Al

3) All references to a sponsor in this directive
also apply to a contract research organization to the
extent that the contract research organization has

assumed a sponsor’s trial-related duties and functions.

3) ehrri 9PCICC LCPl VndeS
oo N7 (177000 T PUNI°G ovNé- L4
ANA7 NEPTGT VLT PT AdhbPNa L4
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24, Roles and responsibilities of the monitor

24) P THNNL®- DALTTST 18,7 P T

1) A monitor shall be appointed by the sponsor,
appropriately trained, and have the adequate scientific

and clinical knowledge to monitor the trial.

1)PVhs  ovhe.  FEMNLO-  (WNIES
ool L4 KA Polavldr O
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2) A monitor shall be thoroughly familiar with

the investigational product(s), the protocol, the

written informed consent form, and any other written
information to be provided to participants, the
sponsor’s

standard operating procedures, good

clinical practice, and the applicable regulatory

requirement(s). The monitor shall be responsible:

2) AemMiw-: PP AL NA“lo-A@-
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A)

participants.

To protect the rights and well-being of human

V) PVhYes ovhlwd A LPT ooA)lHG
LUt aomNP

B) To ensure the reported trial data are accurate,

complete, and verifiable from source documents.

A  PTTTe PURYCST ovnde anlB
ThAAT 217746 (ovyd avlB P avl. )P
oL oo lP7 AT

C) To ensure the conduct of the trial complies

A)PVNICG ool hOG-C Nodl: NARPo-




with the currently approved protocol and amendment,
with good clinical practice, and with the applicable

regulatory requirement.

TEFhA 09 M4 Pm- ool (P4
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3) The extent and nature of monitoring shall be
determined by the sponsor and stated in the protocol

or in the monitoring plan.

3)PU1.LLM0 RPPC NG:G ALTE (WAPG
oo £94. hMA Lo0?s ITEERhA AT
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25. Data and Safety Monitoring Board

25) PanlBG LUl TG OCL:

1)Data and Safety Monitoring Board shall be
responsible for assessing a clinical trial’s progress at
intervals, the safety data, and the critical efficacy
endpoints, and for recommending to the sponsor

whether to continue, modify, or stop a trial.

)P lES LU AHEMME NCL VAL
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2. Data and Safety Monitoring Board shall be

129
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independence with clearly indicated roles and ]
N AN T -
responsibilities.
CHAPTER SIX I°H LG Q10T
MONITORING AND GOOD CLINICAL PPCT oo PUNICT  ov-nd-
PRACTICE INSPECTION 610

26. Monitoring and Inspection

26) €PPrCS @14

1) The authority shall monitor that the sponsor,

investigator, contract research organization, or
research centers comply with the good clinical
practice principle, protocol, applicable regulations

and SOPs

1) NANANT:  PYUNY°G  ov-ném- L4
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2) The authority shall perform good clinical

2) AN CVNIG ov-né-m- hawPavg.




practice inspections before the commencement of the
trial, during the conduct, and after completion of the
trial and triggered as necessary. Sudden inspection
may or may not be notified to principal

investigator/the site.

Né&1: APTM%L AfA: L9  ovnéo-
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3) The authority shall assign two or more experts
to conduct onsite GCP inspection. When necessary,
the authority may invite external experts to conduct
inspections with clear binding procedures.
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4) The authority shall monitor the clinical trial
site in terms of fulfilling the minimum requirements a
clinical trial site, which includes; containing adequate
rooms for waiting areas, participant screening,
provision of education on the clinical trial and
delivery of consent, drug administration, laboratory,
admission in case of a bioequivalence study and
appropriate setup for providing medical care and

managing emergencies
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5) As applicable the principal investigator, co-
investigators, study coordinator, lab personnel, and a

pharmacist shall be present during the inspection.
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6) All essential documents, including source
documents, shall be made available during an

inspection.
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1) The authority shall maintain a list of records
of inspections, including the good clinical practice
compliance status and their follow-up.
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T2 RNANC PANTT PhERAI° LLE
AG PTRAL10T NFA RT09C NS
A 2F7 HCHC ANG L& L LHA

217. Inspection Results

27) evng°s ov-hée A o-m AT

1) The authority shall issue an inspection report
within 15 calendar days of conducting the inspection.

1) AANAM- 1Ao7 QW01 Anh 15
+77 QA L P 67°CrT PHISA

2) Once the authority notifies the sponsor
regarding the finding of the inspection, the sponsor
shall take corrective and preventive action within 15

days of receiving the report

2) QANAMNT PVNY°G ov-nd- L4, haAsy
NAG-TAm- o-m- T Yqo+ (kA £924. hha.
C7°CHlr (FPOA 015 7 o0 7000 e
AG PaooANP ACYI°E LNSA

3) Regulatory measures to be taken after
inspection shall depend on the category of the
findings which may vary as critical, major, and minor

findings

3)he- 1w %A P00 PhrrC
ACP&EPT K7L 10 vk P00 A7
PR 070 TE 0l9° AT AV
£-Aa.

4) Critical findings shall result in the suspension

or termination of the clinical trial.

AP Yl 00Ny 1 PUnges ov-nd-o-
A1 0LY9° ARLT LTAA

5) The authority may conduct inspections jointly

with other countries for multi-country trials.

5) ha7e AL VI1C AL A“2NLS PvadS
o0 NPT QANANT  hanT V1T IC
eoManC; PPNYI°T ovnéd- G0 A LOLE
LA

CHAPTER SEVEN
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MISCELLANEOUS PROVISIONS

AL AR L7709

28. Transitional Provision

All clinical trials authorized or started operation
before the effective date of this directive shall be
subjected to this directive for the remaining activities
of the clinical trial.

28. PNA1IC AI1P&

LY ovanlf  howF Ll (b LPL
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29. Effective Date

This directive shall be effective since April 13/2023,
approved by the Authority.

29. avav P PULAG( T P
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LT ::

Heran Gerba

Director General, Ethiopian Food and Drug Authority
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ANNEXURES
Annex 1 List of documents to be submitted for a clinical trial authorization application

No | ITEM

1. | o Cover later, including the list of documents submitted and their version number and
date

oCompleted clinical trial application form, including cover page

oClinical trial protocol,including site-specific addendums

oInformed consent forms(s)

ST I B

o Product information if the investigational medical product is registered: Summary of
product characteristics, patient information leaflet/package Insert,and labeling

6. | o Investigator’s brochure; investigational supplies accountability forms.

7. | olf applicable, a synopsis of previous trials with the investigational medical product(s)

8. | olf applicable, electronic copies of key peer-reviewed publications following ICNJE
recommendations to support the application

9. | oCopy/ies of recruitment advertisement(s) if applicable and questionnaires

10.| oInvestigational medical product dossier’ (if applicable)

11.| oProduct information and certificate of analysis for the concomitant and rescue
medications applicable

12.| oGMP certificate for IMP(s)*from country of origin

13.| oCertificate(s) of analysis of the IMP(s)

14.| oCertificate(s) of accreditation for the central laboratories, if applicable

15.| oSigned declaration by the applicant

16.| oSinged declaration by the national principal investigator

17.| oWorkload forms for the investigators

18.| oSigned curriculum vitaefor all clinical trial study teams participating in the clinical trial,
eg principal investigator, co-investigator, study coordinator,and monitor....

19.| oSigned joint financial declaration between the sponsor and the principal investigator

20.| oAdverse event or safety reporting forms.

21.| oSignature logs; case report forms (CRFs);




22.

oFormats for progress reports, annual reports, and final study reports;

23.

olnformed consent documents.

24,

o Insurance certificate for study participants

25.

oProof sponsor indemnification for investigators and the trial site

26.

oGCP training certificates for all clinical trial team members

27.

oProof of registration of the key investigators with a professional statutory body

28.

oProof of professional indemnity (malpractice insurance)

29.

o Study budget breakdown

30.

o Certificate(approval) of independent ethics committee

31.

oData Safety Monitoring Board charter and composition(where applicable)

1) This is not required if the investigational medical product was granted registration by a
stringent regulatory authority and will be used as defined therein, or if the investigational
medical product is prequalified by the WHO.

2) Investigational medical product and placebo

Annex 2: Contents of a clinical trial documents to be submitted

2.2.

Application form to be filled by the applicant

Section 1: Trial identification

Countries to which the application is submitted

Trial’s title

Trial’s short title where available

Protocol number, date, and version

Phase

of the trial

If applicable: international trial identifiers: WHO,

clintrials.gov, EudraCT, etc

Section 2: Regulatory details




Name other Regulatory Authorities or Ethics
Committees to which this application has been

submitted, and/or approved.

If applicable, explain why the trial is not going to be

conducted in the host country of the applicant/sponsor.

If applicable, name other Regulatory Authorities or
Ethics Committees that have rejected this trial and

explain.

If applicable, provide details and explain why this trial
was halted at any stage by other Regulatory

Authorities.

Section 3: Identification of the sponsor responsible for the application

Sponsor

Name of the organization

Name of the contact person

Address

Telephone number

Fax number

E-mail

Sponsor’s legal representative in the countries where

approval is sought.

Name of the organization

Name of the contact person

Address




Telephone number

Fax number

E-mail

Sponsor status

Commercial

Non-commercial

Section 4: Applicant identification

State who is submitting the application: sponsor,
sponsor’s legal representative or person/organization

authorized by the sponsor to submit the application.

Name of the organization

Name of the contact person

Address

Telephone number

Fax number

E-mail

Section 5: Investigators’ details

Principal Investigator (if applicable)

Name

Qualification (MD, dentist, other)

Professional address

Telephone number




Fax number

E-mail

National principal investigator (if applicable)

Name

Qualification (MD, dentist, other)

Professional address?

Telephone number

Fax number

E-mail

Co- investigator (s) (if applicable)

Name

Qualification(MD, dentist, other)

Professional address?

Telephone number

Fax number

E-mail

Monitor

Name

Address

Telephone number

Fax number

E-mail




Section 6: Details of trialists and sites

Details of the site(s): name, physical address, contact
details, contact person including telephone and email

contacts

Details on the study team including number, names,

qualifications, and experience.

Details and evidence of the labs competences

e Collection and processing of samples for
shipment to centralized testing facilities.

e Bedside/point-of-contact testing and details of
staff training

e Screening and safety testing of clinical samples
during the trial Specialized endpoint testing, i.e
virology, immunology, cytokine analysis

e Name of the organization

e Department

e Name of the contact person

e Address

e Telephone number

e Fax number

e E-mail

Section 7: Information on the 1P(s)

Indicate if the information refers to the IP being tested
or to the IMP used as a comparator, repeat as

necessary.

Status of the IP

Does the IP for the trial have a registration elsewhere?




If yes, provide the trade name, name of the marketing
authorization holder and the country that granted

registration

For the purpose of this trial, is the IMP modified in

relation to its registration?

IPD submitted:

e FullIPD

e Summary of product characteristics (SmPC)

Has this IP been previously authorized in a clinical trial
conducted by any sponsor? If so, provide the
authority’s name, date and approval number, trial title,
protocol number, [national] principal investigator, and

date of the final report.

Description of the IP

Product name if applicable

Pharmaceutical form

Pediatric formulation? Y/N

Maximum duration of treatment of a patient/participant

according to the protocol

Dose allowed:

First dose for first-in-human trials, specify per day or

total dose; units and route of administration.

Maximum dose allowed, specify per day or total dose;

units and route of administration.

Estimated quantity of IP required for the trial




(including overage)

Route of administration

Name of each active substance (INN or proposed INN
if available)

Strength (specify all strengths to be used):

e Concentration unit
e Concentration type (exact number, range, more

than, or up to) Concentration (number)

Type of IP

Does the IMP contain an active substance of chemical
origin or of biological/biotechnological origin?

Is the IMP a:

e Immunological product (vaccine, allergen,
immune serum) Plasma derived product

e Recombinant product

e Radiopharmaceutical product

e Herbal product

e Other, specify

Section 8: Medical condition or disease under investigation

Medical condition/disease to be investigated:;

summarize the local epidemiology

Therapeutic area

Section 9:Objective of the trial

Main objective:

Secondary objectives:




Section 9:Inclusion and exclusion criteria

(list the most important)

Inclusion criteria

Exclusion criteria

Section 10: End point(S):

Primary End Point (repeat as necessary)

Timepoint(s) of evaluation of this endpoint

Secondary End Point (repeat as necessary)

Timepoint(s) of evaluation of this endpoint

Section 11: Scope of the trial

Diagnosis

Prophylaxis

Therapy

Safety

Efficacy

Pharmacokinetic

Pharmacodynamic

Bioequivalence

Other, explain

Section 12: Trial type

Human pharmacology (Phase I)

First-in-humans




Bioequivalence

Other, specify

Therapeutic exploratory (Phase I1)

Therapeutic confirmatory (Phase 111

Therapeutic use (Phase 1V)

Section 13: Trial duration and recruitment

Total duration of the study including follow-up

Envisioned number of participants nationally

Envisioned number of participants per site

Section 14: Design of the trial

Controlled yeso no O

If yes, specify:
Randomizedyeso no O

Open: yes O no O

Single blind: yes O no o
Double blind: yes O no o
Parallel group: yes O no o
Cross over: yes O no o
Other: yes O no O

If yes to other specify:

If controlled, specify the comparator:

Other medicinal product(s) yeso no o




Placebo yes O no o
Other yes O no o
If yes to other, specify:

Number of treatment arms in the trial

Section 15: Definition of the end of trial:

If it is the last visit of the last participant, please enter
“LVLS”. If it is not LVLS provide the definition:

Initial estimate of the duration of the trial

(years ,months and days):

Section 16: Population of trial participants, Justify

for inclussion of voulnerable participants if any

Age range

Less than 18 years yes O no O

If yes specify the estimated number of
participantsplanned in each age range for the whole
trial:

Approx. no. of patients 30.
In Utero yeso noo ()

Preterm Newborn Infants (up to gestational age < 37

weeks) yeso noo ()
Newborns (0-27 days) yeso no o ()

Infants and toddlers (28 days - 23 months) yes o0 nooi(
) Children (2-11 years) yeso noo( )

Adolescents (12-17 years) yeso no O ()




Adults (18-64 years) yes 0 no 0 ()

Elderly (>= 65 years) yeso no O ()

Section 17: Gender

Femaleo

Maleo

Section 18:Group of trial participants

Healthy volunteers yes O nho O
Patients yesO noO
Specific vulnerable populations yes o no o

Women of childbearing potential not using

contraception.yesd no O

Women of childbearing potential using

contraception.yesd no O

Pregnant women yeso no O

Nursing women yesC ho O

Emergency situation yes 0 no O
participantsincapable of givingconsent personally
yesO noo

If yes, specify

Others: yes [J no []

If yes specify

2.3. Form to be filled by the Ethiopian Food and Drug Authority




Date of receiving the request:

Date of request for additional information:

Date of request for information to make it
valid:

Date of receipt of additional / amended

information:

Date of valid application:

Grounds for non-acceptance/ negative

opinion: 0 Give date:

Date of start of procedure:

Authorization/ positive opinion: O

Give date:

Competent authority registration number:

Ethics Committee registration number:

Withdrawal of application o

Give date:

Annex 3, The contents of any clinical trial protocols shall contain the following topics

1. General information

2. Background information
2.1 Preclinical studies

2.2 Clinical studies

2.3 Use of control group, placebo ( if applicable)

2.4 procedure for emergency unbinding

2.5  Other concomitant therapy

2.6 Definition and the detail of the end of trial
2.7 Disclosure of financial conflicts of interest by the investigators

3. Trial objectives and purpose

3.1 Description of study risks and benefits

4. Trial design




5. Selection and withdrawal of participants
5.1 Inclusion criteria

5.2 Exclusion criteria

5.3  Description of recruitment and procedures
5.4  Procedures for discontinuation

5.5  Payment for participants

6. Treatment of participants
7. Assessment of Efficacy
8. Assessment of safety

8.1 Pharmacovigilance

9. Statistics

10. Direct access to source Data/Documents
11.  Quality control and Quality assurance
12. Ethics

12.1  Informed consent

12.2  Assent (if applicable)

13. Data handling and Record Keeping

13.1 Confidentiality and Privacy

14. Financing and Insurance

15.  Publication Policy

16.  Supplements

Annex 4. Application for amendment of a clinical trial conducted in Ethiopia.

Title of clinical trial

Date of application

Cover letter attached oYes

oNo

1. APPLICANT

Name

Address

Telephone

Email




Role in the clinical trial

2. TRIAL PARTICULAR

S (original application)

Trial Authorization Number

Date of Authorization of

original protocol

Principal Investigator(s)

Number of local sites approved
for this trial

Number of participants

approved for this trial

Name of the sponsor

3. AMENDMENT PARTICULARS
Does the applicant wish to oYes
increase the number of oNo
participantsparticipating in this
trial?

Does the applicant wish to oYes
change the dose / regimen of oNo
the study drug?

Does this amendment request | oYes
require a new consent formto | oNo
be signed by the participant?

If “Yes” please submit new oYes
patient information sheet oNo

together with this application

Protocol Amendment Number




Version Number and Date of
Protocol Amendment (for each
document submitted)

General reason for the
proposed Amendment: [List all
of the issues included in the
amendment, provide the
rationale for each amendment
and clearly highlight changes
to the original protocol]

If other documents are affected
by the proposed change, please
specify

If the trial is multi center, will
this Amendment apply to all

approved sites

oYes

oNo

If NO: Specify the site(s) for
which the amendment will

apply

Is this amendment minor or

major?

oMinor

oMajor

If minor, specify and list the

reasons/ criteria

If major, specify and list the

reasons/ criteria

4. ETHICS COMMITTEE APPROVAL




Have the independent Ethics
Committee(s) responsible for
each center to which this
amendment applies been

notified?

Name the responsible
independent Ethics

Committee(s)

Date of application to

independent Ethics Committee

Date of approval by

independent Ethics Committee

I/We, the undersigned, confirm the above-mentioned information under the conditions as stated
in this application are provided correctly. (The person(s) undertaking legal responsibility to sign
this form).

Applicant Name

(Local contact) Date

Annex 5 :SeriousAdverse Event reporting form

PROTOCOL AND EVENT TYPE

Study title

Protocol No.

EFDA Ref No

Date of this report

Seriousness of adverse event Death




Life-threatening

Initial or prolonged hospitalization
Disability

Congenital Anomaly

Required intervention to prevent permanent

impairment.

Other medically important condition

Severity of the event Mild Sever
moderate
Life-threatening Fatal
Was this event expected in terms of its Yes O No O
severity?
Was this event expected in terms of its Yes O No O

specificity?

Relationship of event to gene transfer product

Unrelated oUnlikely oPossiblen

Probable oDefinite O

Attribution of AE

Concomitant medication
Product

Intervention

Underlying disease
Route of administration

Other suspected cause(describe)

DEMOGRAPHICS




Pl Name

Name of clinical Trial site/Organization

Pl Telephone No

Pl E-mail address

Reporter Name

Reporter Telephone No

Reporter E-mail Address

Research Participant’s Identification No.

Research Participant’s gender

Research Participant’s date of birth

Research Participant’s date of death(if any)

Research Participant’s weight in Kg

Research Participant’s height in cm

Which arm/cohort/treatment group was the

participant assigned to?

Was the participant dosed?

Yes O

No o Information not availableo

What study product was received?

Investigational product O

Comparator product o

Placebon

Were there any protocol deviations/
violations/exceptions for this participant?

Yes o0 No oif yes, indicate in detail.




DETAILED ADVERSE EVENT INFORMATION

Adverse event date

Description of events

Relevant tests( eg.X-rays) and results

Treatment (s) of Adverse events(include

medications used to treat this event)

Name of concomitant medications(Do not

include medications used to treat this event)

Pre-existing conditions/ relevant clinical
history(if this is an oncology trial, please
designate primary disease, e.g.,Ovarian

cancer)

Date(s) of treatment(s) of the adverse event

Was autopsy performed?(if applicable)

Yes o No O

Date of Autopsy (if yes for the above

question)

Outcome of event

Recovered/Resolved.
Recovering/Resolving
Not recovered/not resolved

Recovered/resolved with sequelae.




Fatal

Unknown

Documentation accompanying the report
(e.g., H & P, Progress notes, discharge

summary, lab or autopsy reports, other, etc)

PRODUCT AND DOSING INFORMATION

Name of investigational product

Generic name

Batch/Lot Number

Manufactured date

Expiry date

Name and address of the manufacturing site

Route of administration

Site of administration

Did the participant receive the dose specified
in the protocol?

If not the above what dose was given?

Date of the first exposure of the product

Total dose received prior to the event

Total dose quantity administered to the

participant to date

Unit of measure of a single dose

Dose quantity in a single administration




If course used, how many were given prior to

this event?

How many doses on the last course were

given?

Was the administration of this product

stopped because of this adverse event?

Name of other treatment (s) (medications,

radiation, surgery) received by research

participant as required by the protocol

Annex 6. Clinical trial summary of non-serious adverse event reporting form

Principal Investigators..............ccvvviiiiinnnnn Signature..........coovviiiiiiiiinn..
Date....oooovvviiiii
S. | Particip | Ag | Se | Treatm | Dat | Descript | Severi | Causal | Outco | Measu | Rema
antiID |e |[x |ent e ion of ty ity me# res rk
0 type* of | AE gradin | results taken.
AE g** ** %
1
2
3
4




*Investigational product or placebo or comparator product

**Severity grading: Grade 1= mild, Grade 2=moderate, Grade 3= Severe and Grade 4= Life
treating

***Causality results can be certain, Probable/likely, possible, unlikely, conditional, unclassified
etc.

# Outcome in the form of Fatal, Not resolved, Resolved, Resolved with sequelae, Resolving and

Unknown

Annex 7: GMP certificate
Certificate of GMP Complianc

On the basis of the inspection carried out on -------- we certify that the site indicated on this

certificate complies with GMP for the dosage forms, categories and activities listed in Table 1.

1. Name of the manufacturer; ----------------- --

2. Address of inspected the site: --------=--=--===mmmmmmmmmmm oo
3. Manufacturer’s license NUMDEL: v.ueeeeeeesnn..

Table 1. List of Pharmaceutical Products, Dosage forms, Categories and Activities

S.No. | Pharmaceutical products Dosage forms | Category(ies) | Activity(ies)

Sterile

1.1 Aseptically prepared

1.2 Terminally sterilized

1.3 Testing or batch release only

Non-Sterile

2.1 Non Sterile products

2.2 Testing and batch release only

Biological medicinal products (specify product types under the relevant sections e.g. allergens,

antibodies, Vaccines, viral vaccines, rDNA etc.)

3.1 Blood products




3.2 Immunological products

3.3 Cell therapy products

3.4 Gene therapy products

3.5 Biotechnology products

3.6 Human or animal extracted

products

3.7 testing and batch release only

1)
2)
3)
4)

1)
2)

3)

The responsibility for the quality of the individual batches of the pharmaceutical products
manufactured through this process lies with the manufacturer.

This certificate remains valid for ........... starting from date of inspection. It becomes in valid if
the activities and/or categories certified here with are changed or if the site is no longer
considered to be in compliance with GMP.

Address of certifying authority:

Signature: Stamp and date:

Explanatory notes

This certificate certifies the status of the site listed on the certificate.

The certification number should be traceable within the regulatory authority issuing the
certificate.

Where the regulatory authority issues a license for the site this number should be specified

Annex 8: Requirements for clinical trial IP authorization applications
1) Specify in the application the types of medicinal products (include blood products,

immunological products, cell therapy products, gene therapy products, biotechnology
products, human or animal extracted products, homeopathic products, radiopharmaceutical
products and products containing chemical active ingredients) and pharmaceutical forms to be
manufactured or imported;

2) Specify in the application the relevant manufacture or import operations;

3) Specify in the application, where relevant as in the case of viral or non-conventional agents’
inactivation, the manufacturing process;

4) Specify in the application the place where the products are to be manufactured or have at his
disposal, for their manufacture or importation, suitable and sufficient premises, technical
equipment and control facilities complying with the requirements of the manufacture, control
and storage of the products have permanently and continuously at his disposal the services of

at least one qualified person;




Annex 9: Format for contents of non-routine clinical trial applications

Titile of the Study

Sponsor of the trial

Principal Investigators

W N e

Site of Clinical Trial

5. Disease or condition going to be
studied

6. Existing Therepay/Tretment for the
condition if any

7. The Conditioon(s) for non Routine
Procedure

8. Detail Explanation on proposed

areas to be exempted as non-routine
procedure

9. Name of product

10. | Proposed Therapeutic Indication

11. | Detail Justification/analysis of Risk
and Benfit in relation to the
proposed condition and available
treatments if any for non-routine
CT authorization procedure

12. | Detail explanation of on areas of

exemption in relation to
investigational product

Sponor declaration that the trial is
candidate for non- routine
procedures




13.

Document proposed for exemption
if any for non-routine procedure

For authority use only

14.

Screened Comment/Statement:

by

15.

Approved | Comment/Stament:

By

Name

1)
2)
3)

4)

5)

6)
7)

Signature of Sponsor: Signature of PI:
Date:  Date:

Annex 10. Content of notification of premature discontinuation or termination of a clinical trial
This notification shall include:

Detailed reason(s) for this action;

Description of the impact on the proposed or ongoing trials conducted in the country.
Confirmation that all qualified investigators have been notified of the discontinuation and the
reasons for the discontinuance and have been advised in writing of any potential risks to the
health of clinical trial participantsor other persons;

Confirmation that the sale or importation of the drug to the discontinued sites has been stopped,;
and

Confirmation that reasonable measures will be taken to ensure the return of all unused quantities.
What is the fate of the safety of the participants that were involved in the clinical trial

Plan for data handling from the interrupted CT, final report



