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FOREWORD

Rwanda Food and Drugs Authority (Rwanda FDA) is a regulatory body established by the Law
N°003/2018 of 09/02/2018, specifically in article 8, paragraph 7 and 12 to regulate and inspect
clinical trials.

Reference to the provisions of the technical regulation N° CBD/TRG/015 Rev 1 goveming the
conduct of clinical trials, the Authority Issues Guidelines N° DIS/GDL/033 Rev_I on clinical
trial application.

These guidelines have been developed to provide guidance to the applicants and the Authority in
preparation and managing applications for clinical trials. These guidelines were developed in
reference to the existing guidelines of World Health Organization (WHO) and the International
Conference on Harmonization of Technical Requirements for Good Clinical Practices (ICH E6)
and other available literature.

The Authority acknowledges all the cfforts of key stakeholders who participated in the
development and validation of these guidelines.
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ACCRONYMES AND ABBREVIATIONS

AE:

API:
AVAREF:
CIOMS:
CRO:
CRF:
CTA:
CTA-A:
DSMB:
EUAL:
FPP:
GCP:
GLP:
GMP:
IB:

ICH:
ICFs:
IRB:

IP:
MTA :
NDA:
QOsS.

Pl:
RNEC:
Rwanda FDA
SAEs.
SmPC.
SUSARs
VICH :
WHO:

Adverse Event

Active pharmaceutical Product

African Vaccine Regulatory Forum

Council of International Organization for Medical Science
Contract ReseardBrganization

Case report form

Clinical Trial Application

Clinical Trial Application for Amendment

Data Safety and Monitoring Board

Emergency Use Assessment and Listing Procedure
Finished pharmaceutical Proct

Good Clinical Practice

Good laboratory Practice

Good Manufacturing Practice

l nvestigator6s Brochure
International Conference on Harmonization
Informed Consent Forms

Institutional Review Board

Investigational Product

Material Transfer Agreement

New DrugApplication

Quality Overall Summary

Principal Investigator

Rwanda National Ethics Committee

Rwanda Food and Drugs Authority

Seious Adverse Evest

Summary of product characteristics

Suspected blexpected Serious Adverse

Veterinary International Conference for Harmonization
World Health Organisation
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GLOSSARY

In these guidelines, unle®e contekotherwise states:

06 An a p meansctre riSpodsor or Principal Investigattlowvas issued a Clinical Trial
Certificate. The applicant shall therefore be responsible for signing the application form.

A Aut h oMeans \Rwanda Food and Drugs Auihdry or N ks acronym fAfF
established under the article 2 of the LaihONI3/2018 of 09/02/2018.

AAdver s eAnyRumt@vartd medical occurrence in a patient or clinical investigation study
participant administered a pharmaceutical product andmwdoes not necessarily have a causal
relationship with the treatment. An adverse rev@AE) can therefore be anynfavorableand
unintended sign (including an abnormal laboratory finding), symptom, or disease temporarily
associated with the use of a medali (investigational) product, whether or not related to the
medicinal (investigatioal) product.

A A me n d rAevrittenddescription of a change(s) to or formal clarification of a protocol.

AAppl i cabl e Regul aAhydawfs) aRderegulationfsaddeensing the) conduct
of clinical trials of investigational products.

i As s A prbcéss by which a child, who is capable of understanding voluntarily, confirms his

or her willingness to participate in a particular trial, after having been informdtlaspacts of

the trial that are relevant to the child's decision to participateemiss documented by means of

a written, signed and dated assent form from the child. As part of the assent process, parents and
guardians must give informed consent.

A A u dAdsystematic and independent examination of trial related activities and ddsutmen
determine whether the evaluated trial related activities were conducted, and the data were
recorded, analyzed and accurately reported according to the protocol @indde standard
operating procedures (SOPi)e Authorityand ICHGCP requiremexs).

ABIl i ndi ngA pMacedire in \ghich one or more parties to the trial are kept unaware of

the treatment assignment(s). Singlanding usually refers to the parpant(s) being unaware;

and doubleblinding usually refers to the participant(s)yéstigator(s), monitor, and, in some

cases, data analyst(s) being unaware of the treatment assignment(s).

AiChildb A person who i s bel ow E€finitgpidf ehitdmas defibe®l)n y e ar ¢
thelaws currently enforced in Rwanda.
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AiCase Rep@A@rnted, optical, or electronic document designed to record all of the
protocol required information to be reported to the sponsor on each study participant.

ACliicral T r i Ay ihvestgatiordity iuman study participants intended to digcore
verify the clinical, pharmacological and/or other pharmacodynamic effects of an investigational
product(s) and/or to identify any adverse reactions to an investigatoaduct(s) and/or to
study absorption, distribution, metabolism and excreticainahvestigational product(s) with the
object of ascertaining its safety and/or efficacy. The terms clinical trial and clinical study are
Synonymous.

ACI i nicaldyTrR e/ oritte® tascription of a trial/ study of any therapeutic,
prophylacticor diagnostic agent conducted in human study participants in which the clinical and
statistical description, presentations and analyses are fully integrated into aegpogie r

A Cont Aantténpdated and signed agreement between two or more iavpbies that
sets out any arrangements on delegation and distribution of tasks and obligations and, if
appropriate, on financial matters. The protocol may serve as shedia contract.

AData and Saf et y AnNhdepéntieotrdatanngonitBjocanimittée that may be
established by the sponsor to assess at intervals the progress of a clinical trial, the safety data and
the critical efficacy endpoints and to reaoiend to the sponsor whether to continue, modify, or

stop a trial.

i Do ¢ u me nAllardcords,niroany form (including, but not limited to, written, electronic,
magnetic, and optical records, and scarsys, and electrocardiograms) that describe ordeco
the methods, conduct, and/or results of a trial, the factors affecting antdaheaactions taken.

ADr ug/ Meirtludes: ne 0
1. A substance or mixture of substances prepared, sold or represented for use in:
I.Restoring, correcting or modifying organiaictions in man, and
ii. The diagnosis, treatment, mitigation or prevention of diseds®rder of abnormal
physical state or the symptoms of it, in man, or
2. Nutritional supplements
Concentrated sources of nutrients or other substances produced in a phizcelaosage
form such as tablets, gelatine capsules (soft or hard), sachets, aydupswders. Dietary
components include herbs, vitamins and minerals (with concentration less than the
recommended daily allowance), natural oils, royal jelly, pollentse propolis. All these
ingredients can be included in dietary supplements on thditamn that their sole function
is supplementation and improvement of body function.

AEssent i al Dddurnenismiichtindivddually and collectively permit evaluaidrihe
conduct of a study and the quality of the data produced.
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AEt hi cal Ahlaethonizationcteeconduct a clinical trial issued by RweandaNational
Ethics Committee (RNEC) or Institutional Review Boards (IRB$ed on ethical issues related
to trials involving human participants in Rwanda.

AGood CIl i ni Astahdaréor thecdesigr, eonduct, performance, monitoring, auditing,
recording, analyses and reporting of clinical trials that provide assurance that the data and
reported resultsra credible and accurate and that the rights, integrity, and confidentiality of
trial/study participants are protected.

AGood Manuf act ur i nfge p&trodpharmaceatical gudlify rssurance which
ensures that products are consistently prodaoeldcontrolled to quality standards appropriate to
their intended use and as reqdif®y the marketing authorization.

Al mpar t i aAlperson, who e sndependent of the trial, who cannot be unfairly influenced
by people involved with the trial, whotahds the informed consent process if the participant or

t he parti cicoeptablebrepresentativa tannot remd, and who reads the Informed
Consent Form and any other written information supplied to the participant.

Al nf or me d A @rocess bywhich a study participant voluntarily confirms his or her
willingness to participa& in a particular trial, after having been informed of all aspects of the trial
that are relevant to the study participant's decision to participate. Informed consent is
documented by means of a written, signed and dated informed consent form.

il ns p@&The actoohconducting an official review of documents, facilities, records, and any

other resources that are deemedHhsyAuthorityto be related to the clinical triahd that may be

| ocated at the site of t he itiesror a dther establisimerds s p o n
deemed appropriate ltlge Authority

Al nstitutional Review Boar d/ | n deipdependenndiodyEt hi c
constituted ofmedical, scientific, and nescientific members, whose responsibility is to ensure

the protection of the rights, safety and wating of human involved in a trial by, among other

things, reviewing, approving, and providing continuing review of trialquatand amendments

and of the methods and material to be used in obtaining anandating informed consent of

trial participants.

@A nvestigati onal A pharchdaceuiical oim offan activa ingredient or placebo
being tested or used as a refece in a clinical trial, including a product with a marketing
authorization when sed 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 abat an approved use.

Al nvesti gati onal Anydogicalionpharnyacdieal foroh ofcor any animal
feed containing one or more active substances being evaluated in a clinical study, to investigate
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any protective, therapeutic, diagnosticpaysiological effect when administered or applied to an
animal.

Al nv e s tAiphysidiao, dentist or other qualified person who conducts a clinical trial at a
trial site. See also Stibvestigator.

Al nvesti gat o A'cempil@ionoaf ithe rcknith and nonrclinical data on the
investigational product(s) which is relevant to thiadg of the investigational produsj(in
human study participants.

ALegal r e p The sae@ givert to descdbe the executor, administrator or the person
wholooksaf er another personds affairs.

AMat eri al s Tr amls MRBAris aAwittere eotreetnthatogoverns the transfer of
tangible research materials or biological samples between parties.

A Mo ni The mpdrson responsible for ensuring that the study is pesfbrat the agreed
progression and that it is conducted, recorded and reported andance with the protocol,
SOPs, GCP, GLP artbe Authorityrequirement(s).

A Mud eint r eA clinical &ill conducted according to a single protocol but at more than
one site, and therefore, carried out by more than one investigator.

6 0 Nsulpstart i a | a memmedns echangetd the details of a trial study which have no
significant implications for the study participants, conduct, management and scientifiofvalue
the research

A Phase These are first gials of a new active ingrediennew formulations in man,

often carried out in healthy volunteers. Their purpose is to establish a preliminary evaluation of
safety, and a first outline of the pharmaceikio and, where possible, a pharmacodynamic profile

of the active ingredient in huma

APhase IThesettrials aré medormed in a limited number of study participants and are
often, at a later stage, of a comparative (e.g. placebtrolled) desig. Their purpose is to
demonstrate therapeutic activity and to assess -stront saéty of the active ingredient in
patients suffering from a disease or condition for which the active ingredient is intended. This
phase also aims at the determination ofrappate dose ranges or regimens and (if possible)
clarification of doseaesponse tationships in order to provide an optimal background for the
design of extensive therapeutic trials.

APhase | Trials ih larges (asdopossibly varied) patient gpe with the purpose of
determining the short and losigrm safety/efficacy balancef formulation(s) of the active
ingredient, and of assessing its overall and relative therapeutic value. The pattern and profile of
any frequent adverse reactions mustrbestigated and special features of the product must be
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explored (e.g. clinicallyelevant investigation medicinal product interactions, factors leading to
differences in effect such as age). These trials should preferably be of a randomizedbkiuaible
design, but other designs may be acceptable, e.g-téwng safety studies. Generallyhe
conditions under which these trials are carried out should be as close aseptussibfmal
conditions of use.

APhase | \Btudies peddrneed after marketinfthe pharmaceutical product. Trials in
phase IV are carried out on the basis of pineduct characteristics on which the marketing
authorization was granted and are normally in the form of-ipasketing surveillance, or
assessment of therapeutic valuetmatment strategies. Although methods may differ, these
studies should use the samscientific and ethical standards as applied irnpaeketing studies.

After a product has been placed on the market, clinical trials designed to explore new indications,
new methods of administration or new combinations, etc. are normally consideredsafit

new pharmaceutical products.

fiPharmaceutical producb any substance capable of preventing, treating human or animal
diseases and any other substance intendeddioinistration to a human being or an animal in
order to diagnose diseases, restarerrect or carry out modification of organic or mental
functions

A P 1 a cAmlnactive substance or sham form of a therapy administered as a control in testing
experimetally or clinically the efficacy of a biologically active preparation or procedure.

APfd i ni c a Biontkdioaldtudes not performed on human study participants.

APrinci pal Alpersoe redpongbdetfoo thedconduct of the clinical triad &ial site

who is a physician, dentist or other qualified person, resident im&wand a member of good
standing of a professional body. If a trial is conducted by a team of individuals at a trial site, the
principle investigator is the responsibleder of the team. See also Sobestigator.

APr ot AAcdodumdent that describethe objective(s), design, methodology, statistical
considerations and organization of a trial. The protocol usually also gives the background and
rationale for the triabut these could be provided in other protocol referenced documents.

APr ot ocdme mMtnmaitten description of change(s) to or formal clarification of a
protocol.

i Ra n d o mi Theaprocessmobassigning trial study participants to treatment ootgndups

using an element of chance to determine the assignments in order tolneduce

A Rel i iatheaetavhereby the regulatory Authority in one jurisdiction may take into account
and give significant weight to regulatory work performed by anotkgulatory or trusted
institution for purposes of reaching its own regulatory decss
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A Sour c eAl Dimrmation in original records and certified copies of original records of
clinical findings, observations or other activities in a clinical medessary for theeconstruction
and evaluation of the trial. Source data are comd in source documents (original records or
certified copies).

A S p o nAadndivddual, company, institution or organization which takes responsibility for the
initiation, management and/or financing of a clinical trial.

ASpo+# srxwre st Angralividual who both initiates and conducts, alone or with others, a
clinical trial, and under whose immediate direction the investigational product is administered to,
dispensd to, or used by a study participant. The term does not include any person atheam tha
individual (e.g., it does not include a corporation or an agency). The obligations of a sponsor
investigator include both those of a sporead those of an investigat

AStandard Oper at i rDgtail@rwatereimstouctions to @chi€v@iprnity of
the perbrmance of a specific function.

fiSubstantial amendment :means change to the terms of the protocol or any other trial
supporting documentation that likely to have significant impact and affect the safety and
integrity of trial partcipants, the scientific value of the research, the conduct or management of
the research, and the quality or safety of any investigational medicinal product used ifnresearc

AThe Imaand Law No. 003/2018 of 09/02/2018 establish Rwanda Food and Drugs
Authority and Determining its Mission, Organization and Function.

ATri al p &m ihdividuial wwhonparticipates in a clinical trial either as a recipient of the
investgational medicinal product(s) or as a control

ATr i alThe ®catioa(®) wherkial-related activities are actually conducted
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INTRODUCTION

Clinical trials are planned scientific investigations conducted in humans and animals to gather
information on the safety and efficacy of medical products and health technologies. Such
experments involve the administration of investigational products in patients, healthy volunteers
or animal species to generate data which can later on be used for markdtorization of a
product. The regulatory authority mandated to regulate the cormfudiinical trials in Rwanda

is Rwanda Food anDrugs Authority

Theseguidelines highlightequirements that nedd be followed by Investigators and Sponsors
when submiing their applications for approval to conduct clinical trials in Rwanda. Good
Clinical Practice (GCP) principles and other ethical considerations are also detailed with the aim
of ensuring that trial participants are protected and safeguarded agaihstrienghat might arise

as a result of participating in clinical trials.

The guideines are arranged in a modular format as adopted from the ICH guidelines to allow
consistent and uniform documentation of submissidhsse willin-turn pavea-way for spedy
assessment of applications the Authority and ultimately decisions on approiein-approval
based on clear and transparent criteria.

These guidelines have been developed to assist applicants to prepare applications for
authorization of their clinidarials in Rwanda. The document is divided into different modules as
follows:
1 Module 1: Administrative and General Information
Module 2: Overview and Summaries
Module 3: Data on Quality
Module 4: Non-Clinical Study Reports
Module 5: Clinical Study Reports
Module 6: Veterinary Clinical Trials
1 Module 7: Medical Devices and Diagnostics Cligal Trials

= =4 4 -8 -

Applicants should submit their applications as per the Modules and the Common Technical
Document (CTD) highlighted in these guidelines. Information in theseuMsdshould be
presergd in relevant sections. The overall organization of the CBbnat should not be
modified.
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SCOPE

These Guidelines are addressed to investigators, the pharmaceutical industry, Clinical Research
Organizations(CROs) and sponsors o€linical trials, whether for academic purposes or for
generation of data, intendddr inclusion in the regulatory submissions for investigational
products. They will be applicable to all clinical trials applications which have been appiiex to
Authority for approval before the initiation of any clinical tritllowever,a new applicaton for

clinical trial conduct in Rwanda is required for the following categories of products/
circumstances:

1. New Medicines, Vaccines and other biological produbtspbal medicines,cosmetics,
medical devices and diagnostider which safety/efficacy pfde has not been
determined,;

2. A clinical investigation of a no&E-marked (Certificate of European) medical device in
the following circumstances:

3. The introduction of a copietely new concept of device into clinical practice where
components features andfaethods of action, are previously unknown;

a) Where a device incorporates materials previously untested in humans, coming into
contact with the human body or where existmgterials are applied to a new
location in the human body, in which case compatybdnd biological safety will
need to be considered;

b) Where a device, either Gfaarked or norCE-marked, is proposed for a new
purpose or function;

c) Where in vitro and/or amal testing of the device cannot mimic the clinical
situation

4. Registered medicinesyaccines and other biological products, herbal medicines,
cosmetics, medical devices and diagnostics where the proposed clinical trials are outside
theconditions of approal. These may include changes to:

a) Indications and clinical use

b) Target patient or amal population(s) e.g. Age group and race.

c) Routes of administration

d) New dosage scheme/regimen.

e) The intended use of a device(s)

f) New combination drug products

g) New drug delery/release system

5. Academic clinical trials: clinical triahot funded by pharmacgcal or biotechnology
company for commercial ends but by puljmod agencies (usually universities or
medical trusts) to advance medicine.
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MODULE [|: ADMINISTRATIVE AND GENERAL INFORMATION

This section describes administrative and application proesdukpplicants are therefore
advised to read carefully this section before compiling dossiers and assemble applications ready
for submission tathe Authority Module | shoud contain all administrative documents (for
example, application forms and cert#tons), labelling, general correspondences) as needed.

All applications and supporting documents shall be in onéhefofficial languages used in
Rwanda. P a rfotmaton ghaetstandd Informrmed Consent Forms (ICFs) shall be in
Kinyarwanda, Englisland French.

Data shall be presented in b&# papers and in electronic format in Compact Discs (CDis

Paper documents shall be arranged in spring file folders wiitérehic documents should be in

word format, Times New Timesfont 12. Extension sle¢s, tables, diagrams and other supporting
documents shall as far as possible be of the same size, well annotated, numbered and
appropriately crosseferenced.

The informaion/datamust be compiled in accordance with these guidelines. Where information

is required in the application forms its location shall be £reerenced in the submission.

1.1. Clinical Trial Application process and requirements

1.1.1. Pre-Clinical Trial Applic ation (CTA) Meeting

a) An application for a preCTA consultation meeting should be maagethe sponsor or
Principal investigator and submitted to #ethority priorto the documentsubmission;

b) The preCTA meeting creates an opportunity for the Sponsor &edAuthority to
deliberate on the potential study plan, address areas of condligt,itlarification of the
Clinical trial requirements prior to submission of the clinical trial application.

c) The application should include proposed date and time fan#weting, list of proposed
attendees and a brief synopas perANNEXURE-VI (hard andelectronic copiespf
the proposed study listing questions (if any) to be addresstg: ®uthority during the
meeting;

d) A confirmation of the date, venue and time of megtshall be duly conveyed to the
Sponsor withirfifteen(15) calendar days aftené receipt of meeting request.

1.1.2. Clinical Trial Application (CTA) requirements

A Clinical Trial Application made tthe Authority shall beccompanied by the following:
1. Signed ad dated pplication Letter
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N

A duly filled, datedand signed clinical trial apgition form(ANNEXURE-I) obtained
from the Authority & website

General investigational plan

A Clinical Trial Protocol (letailed conterds petANNEX URE-II

I nvestigat dB)y6s Brochure (I

Capacity building plan including training and updating of staff involved in the
trial.

Valid Ethical Clearanc€ertificate

Participant Information Sheet

2

© N

9. Informed Consent Forms (English, French and Kinyarwanda) and /or Assent Forms (if

applicable).
10. Curriculum vitae (CVs) of Principal investigator and-@westigato(s)
11. A signed and datedoint declaration byponsor &Principal Investigator in prescribed
format ANNEXURE-III )

12. Evidence of accreditation of the designated Laboratories or other evidence of Good

Laboratory Pratice (GLP) and assay validation.

13. Letters of Acces authorizing Authority to access related files (DrudgVaster Files,
Site Reference Files) must be submitteidl application.

14. Investigational Product (IP) Dossig&NNEXURE-IV)

15. Signed and dated edlarations by Principal invegator andor Co- investigatos
(ANNEXURE-V)

16. Evidence of agreement between the Sponsor anértheipallnvestigator.

17. Case Report Forms (CR¥-¢hard copy or electronic)

18. Serious Adverse Evenisport form

19. Valid of Good Manufacturing Practice (GMP) Certificate 1SO Certificate if
applicable

20. Valid Local InsurancePolicy Coveing trial participans

21. Signed and datedrinancial Declaration

22. DSMB Membership and signed Charter

23. Signed and datedSponsor/PI Contractual Agreement

24. Investigational produdabels

25. Investigational product package Inserfs

26. Mock up labels for the Investigational products).

27. Signed andlatedMaterials Transfer Agreement (if applicable)

28. Trial site agreement (if applicable)

29. Evidence of payment of prescribed fees

In case ohonroutineclinical trial application theregulabry requrements referenckas 3, 6, 8,
13, 21, 23, 25,26 and 28 are optnat however other are criticaluring the submission afon
routineclinical trial application.
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1.2. Detailson Clinical Trial Application requirements

1.2.1. Application cover Letter

Theapplicationcoverletter shall besigned, dated analddressed to the following address
The Director General
Rwanda Food and Drugs Authority
Email : info@rwandafda.gov.rw
Kigali, Rwanda

1.2.2. Application Fees

An application shall be accompanied by a -nefundable application feas prescribedn the

Regulations RCBD/TRGO04 relatedo regulatory service tariff/fees afides.

The application fees should be paid on the Rwanda FDA accounts:

1 National Bank of RwandaBNR): 100004765&n t i t RwardlaF A i Brw

1 National Bank of Rwanda (BNR)100004766& nt i tRwamdbF A6 6 i n USD

1 Bank ofKigali (BK): 0004®M697209362ntitled 'Rwanda Food anBrugs Authority' in Frw

1 Bank of Kigali (BK): 0004006972094 entitled 'Rwanda Food and Drugs Authotityn
uUsD

The authority is not reliable for transfer charges.

1.2.3. Application Form for Clinical Trial

The aplication shall be submitted in duplicates and fordsed andsignedby all principal
investigators as p&NNEXURE-I.

1.2.4. Clinical Trial Protocol and Protocol Amendments

A. Clinical Trial Protocol
1.24.1General Information

This shall include:

a) Protocoltitle, protocol identifying number, and date. Any amendment(s) dhadsb bear
the amendment number(s) and date(s).

b) Name and address of the Sponsor and monitor (if other than the Sponsor)

c) Name and title of the person(s) authorized to sign the protocoltt@grotocol
amendment(s) for the Sponsor.

d) Name, title, address, drielephone number(s) of the Sponsor's medical expert (or dentist
when appropriate) for the trial.
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e) Name and title of the Principal Investigator(s) who is (are) responsible for condileting
trial, and the address and telephone number(s) of the tri@l)site

f) Name, title, address, and telephone number(s) of the other investigators designated by the
Pl to be responsible for some aspects of the study.

g) Name(s) andaddress €s) of the clinicallabaatory (es) and other medical and/or
technical department(shd/or institutions involved in the trial.

h) A clear statement on compensation and benefits package for clinical trial participants.

1) Publication policy

1.2.4.2Background Information and Rationale

This shall include:

a) Name and description of the investigaal product(s).

b) A summary of findings from nonclinical studies that potentially have significance to the
clinical trial

c) Summary of findings from clinical studies/trials that arevateto the trial.

d) Summary of the known and potential risks andefies) if any, to human participants.

e) Summary of the local background rates with respect to the condition for which the
intervention is proposed.

f) Description of and justification for theute of administration, dosage, dosageinegn,
and treatment perids).

g) Description of the population to be studied.

h) A statement that the trial shall be conducted in compliance with the protocol, GCP and
the applicable regulatory requirement(s).

1) Referenesto literature and data that are relevant to the trial and thatderdwackground
for the trial.

j) Signed declaration by the applicant and all investigators that they are familiar with and
understand the protocol and shall comply with principles of Gdimdlc@ Practice (GCP)
as determined by the Authority in the condoicthe trial.

k) Justification for the trial is being conducted in Rwanda.

1.2.4.3Trial Purpose and Objectives
Thefollowing shall be provided ithe protocol:
a) Aim of the trial and reasoior its execution.
b) A detailed description of thobjectives and ehpurpose of the trial

1.2.4.4Trial Design

The scientific integrity of the trial and the credibility of thatal from the trial depend
substantially on the trial design.
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A description dthe trial design should include:

a) A specific satement of the pmary endpoints and the secondary endpoints, if any, to be
measured during the trial.

b) If markers are being used as endpoints, they should be validated.

c) A description of the type/design ofidl to be conducted (e.g. douddind, placebe
controlled, pardél design) and a schematic diagram of trial design, procedures and
stages.

d) Number of participants to be involved in the trial and the statistical justification.

e) A description of the measwgdaken to minimize/avoid bias, including: Ramndaation
and Blinding.

f) A description of the trial treatment(s) and the dosage and dosage regimen of the
investigational product(s).

g) Description of the dosage form, packaging, and labeling of the investiggtroduct(s)
and sample of label to be usexnl investigationbproduct.

h) The expected duration of participant participation, and a description of the sequence and
duration of all trial periods, including followp, if any.

i) Quantities and sources of allvestigational medicines and/or comparatorsdfibr to be
imported or purchased locally).

J) A detailed description of the "stopping rules" or "discontinuation criteria” for individual
participants, parts of trial and entire trial.

k) Accountability procedurefor the investigational product(s).

[) Maintenane of trial treatrent randomization codes and procedures for breaking codes.

m) The identification of any data to be recorded directly on the CRFs (i.e. no prior written or
electronic record of data), and to dmsidered to be source data.

n) Specifications ath instructions fo anticipateddeviations from the protocol.

1.2.4.5Trial Endpoints

A description of the trial design should incluttee primary endpoint and important secondary
endpoints

1.24.6Selecton and withdrawal of participants

This sectiorshall include egibility and withdrawal criteria of study participants:
a) Participant inclusion criteria.
b) Participant exclusion criteria.
C) Participant withdrawal criteria (i.e. terminating investigationeddpct treatment/trial
treatment) and procedursgecifying:
i.  When and how to withdraw participants from the trial/investigational product

treatment.
ii. The type and timing of the data to be collected for withdrawn participants.
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lii.  Whether and how participardseto be replaced.
iv.  The follow-up for participats withdrawn fromnvestigational product treatment/trial
treatment.

1.2.4.7Treatment of Trial Participants

The followingwill beprovidedin the protocb

a) The treatment(s) to be administered, includingrtame(s) of all the product(s), the dose(s),
the dosing schede(s), the route/mode(s) of admstration, and the treatment period(s),
including the followup period(s) for participants for each investigational product
treatment/trial treatment group/awhthe trial.

b) Medication(s)/treatment(s) permitted (includirescue medication) and not petted before
and/or during the trial.

c) Procedures for monitoring participant compliance.

d) Description of treatment applied to control group(s) or control pejioplgcebo, and other
therapy and any other treatment that maygiven concomitantly includingneasures to be
implemented to ensure the safe handling of the products.

e) Description of diagnostic devices or kits applied to be used in the clinical trial.

f) Desciption of special analyses and/or tests or procedure to bedant.

1.2.4.8Assessment oEfficacy

The following $all be incuded

a) Specification of the efficacy parameters.
b) Methods and timing for assessing, recording, and analyzing of effieaapgters.
C) Clear procedures for interim assessment of trial.

1.2.4.9Assessment of Safety

a) Specification of safety parameters
b) The methods and timing for assessing, recording, and analyzing safety parameters.
c) Procedures for eliciting reports of and fecording and reporting adverse event and
inter current illnesss.
d) List of adverse events of special interest (AESI) and/oeeep adverse everits
information shall include
i.  Whether event is related to the intervention or not.
ii. Rationale for listingead event
Ii. Expected rate or frequency of each event
V. Laboratory Imits (if applicable)
e) The type and duration of the folleup of participants after adverse events.
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f)  Provision for dealing with all adverse events.
g) Copy of form to be used to report adversengve

1.2.4.10Statistics

a) A description of the statistical mettls to be employed, including timing of any planned
interim anaysis.

b) The number of participants planned to be enrolled. In multicenter trials, the numbers of
enrolled participants projectdédr each trial site should be specified.

c) Reason for choice of sae size, including reflections on (or calculations of) the powe
of the trial and clinical justification.

d) The level of significance to be used.

e) Criteria for the termination of the trial

f) Methods for data analyses and evaluation of results.

g) Procedure foaccounting for missing, unused, and spurious data.

h) Procedures dr reporting any deviation(s) from the original ts&cal plan (any
deviation(s)from the original statistical plan should described and justified in protocol
and/or in the final reporgs appropriate).

i) The selection of participants to be included the analyses (e.g. all randomized
participants, all dosed participants, all eligible partais, evaluable participants).

1.24.11Ethical Consideration

General ethical considerationagng to theclinical trial and informed consent sheet form or
otherwiseshall be given tathe trial participantsbefore starting any clinical triaA valid ethical
Clearancesertificateshall be provided before the authority issue an authorizatioalifacal trial
conduction in Rwanda.

1.2.4.12Data Handling and Record Keeping

a) Procedure for keeping a list of particigaand detailed records indicated on the case report
form (CRF) fa each individual taking part in the trial.

b) All clinical and expeimental data (electronic or paper) shall be kept in a seqlaed for a
period oftwenty Q0) years for New Drug Application (NDA) after completion of the trial
and be made readily availelfor review upon request byr¢ Authority.

c) The protocol, docuents, case report forms, Informed Consent Forms and otheretatdd
documents should be retained for at léest(0) years by the sponsor; andthetsalb b j ect 6 s
documents should betaned for at leasten (L0) yeas by the medical institutionThe
subject identification codes should be retained by the iigatst and thesponsor for at least
ten (10) years.
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1.2.4.13Publication of clinical trial report

a) Publication policy, if noaddessed in a separate agreement.
b) Publication policy, including plan for the dissemination tife results (publishing plan)

B. Clinical Trial Protocol Amendment

1. Any amendment toan already approvedrial protocol, trial arrangements and
investigation& product shall be submitted to the Authority for approval befeweh
amendments are carried odthe application form for amement ANNEXURE-VI)
shall be submitted together with other supporting documents.

2. If such amendments are necessary to protediféhef participants, an urgent amendment
may be carried out buthe investigator shallnform the ethics committee anthet
Authority of such amendments with an immediate phone call, followed by a written
report within fortyeight (48) hours.

3. All amendmets shal be accompanied by a proof of payment of prescribed degser
regulations RCBD/TRG/004 related to regulatory servicefféfees and fines;

4. The sponsor may make amendments to the protocol after the commencement of the
clinical trial. If those enendmets are substantial and are likely to have an impact on the
safety of the trial participants or to change the interpretafitimecscientific documents in
support of the conduct of the trial, the sponsor shall notify the Authority of the reasons
for, and ontent of, these amendments.

5. Tothe notion oThédamehldooewnhg® changes do not

a) A change to e documentation submitted to the Authority during the ongoing
assessment of the request for authorization by the Authanity,

b) A change to the documentation submitted RWEC during the @going
assessment of the request for authorization by the Ethiosniitee.

c) Safety Report (SR) is not considered as an amendment and thus does not have to
be notified as a substantial amenditn® the Authority.

d) A change of the contact person or in thateat details of the contact person (e.g.
a change of mail or posal address) is not considered as an amendment, if the
sponsor and legal representative remain identical. However, theospsisld
ensure that the Authority is aware of this change as as possible, in order to
allow the Authority to exercise its saprisory function.

6. The n o substantialdf

a) Amendments to the trial are regdohdved as
significant impact on:

i. the safety, physical or mentategrity of the clinical trial participants, or
ii. the scientific vue of the trial
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b))l n all cases, an amendment is only to be r
above criteria i@ met.

c) The responsibility of assessing whether an amendmesg&ded as substantial or not
lies with the sponsor.

d) The Authoritys h a |l | however recommend a reassessme
an amendment when necessary.

e) The annual update of ¢hinvesigational brochure is not considered as substantial
amenanent. However, the sponsor has to verify whether the update redatésinges
which are to be considered as substantial. In that case, the rules for notification of
substantial amendmentspy to the change.

f) The sponsor should assess also whether théioation of substantial amendments lead
to changes of the clinicatial to an extent that it has to be considered as a completely
new clinical trial, which would then be subject to a nevhartaton procedure.

g) Substantial amendments may relate to inftron relevant for assessment by the
Authority, Ethics Committee,rdooth.

h) Without prejudice to the above points, the Authority reserves the right to direct for an
amendment to the protocol.

7. Formatand content of notification

The notification of a substiial amendment should include the following:

I. A signed cover letteincluding a highlighted indication of any special issues related
to the amendment and indication where the relevant infosmar text is in the
original application dossier.

ii. A descripton of the amendment:

a. an extract from the amended documents showiegious and new wording in track
changes, as well as the extract only showing the new wording;

b. Notwithstanding the previaupoint if the changes are so widespread or far reaching
that trey justify an entire new version of the document, a new versitineoéntire
document. In this case, an additional table should list the amendments to the
documents. In this list, identicehangesan be grouped.

c. The new version should be identified witle date and an updated version number.

lii.  Supporting information ikluding, where applicable:

summaries of data,

an updated overall risk/benefit assessment,

c. possible consequences for papemts &eady included in the trialpossible
consequences fordgtevaluation of the results

R

125. Il nvestigatorés Brochure

Investigatos Brochure containing information on the following but not limited to:
a) Chemical, physical and pharmaceutical propertiesS@amadulation
b) Preclinical studies, pharmacological and toxicologitzdh,
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c) Human pharmacological and clinical data with the substaoncerned and any other
supporting documentation sufficient to establish quality, safety and efficacy where

applicable.

d) Marketing experience in countries where the investigational produbteing marketed
or approved. Where appropriate there shouldig®udsions of published reports.

e) Sample of label to be used for the investigational products.

f) Clear instructions on storag@d hadling of investigational products.

g) An updated investigato0 s brochure
wheneve it is updated within this period. Additional information and any changes that
have been incorporated in the updated ingeatit drocbuse should be highlighted for
ease of review and evadtion.

h) Good Manufacturing Practice (GMP) certificate/statemerdmf the country of
manufacture for the product/ placeland 1SO certificatesssued by the competent

Authority.

shoul d be submitt e

i) The Investigtional Brochure should be prepared from all available informa#iod
evidence that supports the rationale for the proposedailinial and the safe use of the
Investigational product (IP) in the trial and be presented in the form of summaries.

J) The appoved simmary of product characteristics (SmPC) may be used e phthe
Investigational Brochure (IBif the IP is authorizechiRwanda and is used according to
the terms of the marketing authorization. If the conditions of use in the clinical trial
differ from those authorized, the SmPC should be supplemented gitimenary of
relevant norclinical and clinical data that suppdhte use of the IP in the clinical trial.
Where the IP is identified in the protocol only by its active substance, the sgbosiat
elect one SmPC as equivalent to the IB for all medicir@adyrcts that contain that active
substance and are used at amyicl trial site.

1.2.6. Investigational Product (IP) Dossier

The IP dossier (IPD) gives information related to the quality gflBn(i.e. including reference
product and placebo), manufacture aodtrol of the IP, and data from nafinical studies and
from its clinical use. However, in many cases where the IP has a marketing zattborian IPD

is not required.

A pharmaceutial form of an active substance or placebo being tested or usectsence in a
clinical trial, including products already withmarketing authorization but:
I. used or assembled (formulated or packaged) in a way different from the authorized

form, or

ii. when usedor an unauthorized indication, or
lii. when used to gain furthanformation about the authorized form
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1.2.7. Good Manufacturing Practices (GMP)Certificate

A valid GMP certificateand/or ISO Certificatérom the competent Authority dhe country of
origin shallbe required when the IP has no marketing authdosizém Rwanda or has Mrketing
Authorizationbut its original indicatin is modified for the purpose of the trial.

1.2.8. Ethical Clearance

a) A valid Ethical Clearanceertificate for all phases of climal trials in humans shall be
required tdbe submittedrom the faciliy(ies)/institution(s) being used in the conduct of the
study.

b) Ethical Clearanc&om theRNEC/IRBshall be required.

c) Submission®f the applicatiorto the Authoritymay be parallel totber review boards or
committeesn case of emergencyhe Authority slall give its position after applicant has
submitted ethidaclearance.

d) In case of parallel submission, the applicant shall suanyitchange made to the protocol
by RNECor IRB.

e) In thecase ofmulti-Centreor multi-country studies, an approval fromeachini t ut i onoé s
country reviewAuthority shall be required.

1.2.9. Insurance Cover

a) All trial participants must be satisfactorily insured against possible injuries that must arise
duringthe canduct d clinical trials.

b) Sponsors and Principal Investigators shalluemsappropriate insurance cover for clinical
trial partcipants and shall submit as evidencdoeal certificate of insurance cover for
participantgrior to the study initiation to thAuthaity.

c) An insurance certificate shall contain at legast following:

1) Insurance company
2) Policy number
3) Initial Date
4) Expiry Date
5) Insured (Policy Holder/Sponsor)
6) Description of activity (purpose of the policy)
d) Information concerning the &t
1) Title of insured protocol and protocol number (if available)
2) Numberof trial sites
3) Number of participants (planned numizdérpatients who arexpected taake part in
the clinical trial)

e) Insured (list all events that are cowrey the insurance pol e.g deaths, permanent and
temporary impairmeraf health conditiongrelevant financial consequealtiosses which are
the direct, consequence of the trial and which cantfaeed to the liability of alpeople

Doc. No.: DIS/GDI033 Revision Dag: 30/06/2021 Review Due Date23/07/2024

Revision No.1 Effective Date23/07/2021

Page26 of 105



Guidelines for @nical Trial Applications in Rwanda

operating for the performance of theatyi Exclusions (if provided for that speciffrotocol,

please list alexclusions)

1.2.10.Financial Declaration

a) The financial asgcts of the trial should be documented in an agreement between the
Sponsor and the Principal Investigator/Contracted Researchi@agen/Institution.

b) A declaration must be signed by both the Sponsdrthe Principal Investigator which
states that therare sufficient funds available to complete the study.

1.2.11.Data and Safety Monitoring Board/Committee (DSMB/Q

1) An Independent DatdMonitoring committee may be established by the Sponsor to
assess at inteals the progress of a clinical trial, the safetyadand the critical
efficacy endpoints and to recommend to the Sponsor whether to continue, modify or

stop a trial.

2) The Sponsortsll include charter of work, membership and curriculum vitae of all the
DSMB members when applicable.

3) All members of the DSH shall sign the charter

4) A DSMB Charter shall include

a) Terms of Reference

b) Membership and their CVs

c) Proof of Independence of tidBmmitee

d) Scope of work for Members/responsibilities of the Committee hvlido assess
the progress of a clinical trial inading safety data and the critical efficacy
endpoints at intervals, and to recommend to the sponsor whether to continue,
modify, a stopa trial.

e) Meeting schedules

f) Standard Operating Procedures of the Guitee

g) Itis recommended that at least one membén@DSMB is Rwandese.

1.2.12.Sponsor/ Rincipal Investigator Contractual Agreement

The Sponsor/ Pl Contra@l Agreement shall indioat

a) Thestudy title

b) Protocol version and date

c) Trial site

d) InvestigationdProduct
e) Definitions of all terms

f) Effective daé of agreement
the Sponsorés responsibilities

gOutline

of
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h) General management of the trial
i) Provision of adeqgate furding, resources/logistics and Investigational Products for the

study

j) Insurace for the study participants

Outlineoft he P11 6 s

b) comply with procedwes for data recording/reporting

responsibilities which shal/l i nc
a) conduct the trial in compliance with GCP, with the applicab@latory requireme(s),
and with the protocol agreed to by the sponsor

c) permit monitoringauditing and inspection
d) retain all trial related essential documents until the sponsor informs the PI these
documents are no longeeedd

Term (period of study duration) and Termination of agreement(conditions for this)
Confidentiality.The Sponsor ahthe PI shall sign this agreement andgiaocol

1.2.13.Informed Consent and Assent

1 The informed consent discussion and the writtdormedconsent form and any other
written information to be provided tmial participants shalinclude explanations ofhie

following:

1) The trial involves research
2) The purpose of the trial

3) The trial treatment(s) and the probability for random assigntoezdad treatment
4) The trial procedures to be followed, including allasive procedures.

5) The participant's responsiliés.

6) Those aspects of the trilat isexperimental, etc.

7) Signature and date of participant,tparc i pant 6 s | enpatidwitnesp r es en
(where applicable) and person administering Informed €uns

1 In trials involving minors, parents/guardgamf a minor shall be require sign an
Informed Consent form as above. In addition, an assent form similar to the Informed
ConsentForm dall also be signed and dated by a minor who is capable of umtingia
as a confirmation of his or her willingnessparticipate in a particularial, after having
been informedof all aspects of the trial that are relevant to the minor's decis

participate.

1 The language used in the ICF shall b&nglish, Frech and Kinyarwanda
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1.2.14 Materials Transfer Agreement(MTA)

Where applicable, an appropriate MTA which defines the rigiiggationsand restrictions for
the provider (Pl) and recipi(s) External Laboratory) with respect to the materials and any
derivatves to le Transferred as well as any confidentianformation exchanged with the
materialshall be provided.

The MTA shall specify;
a) The type of materials to be transferred
b) The lbcal ldboratory or institution from which the samples shall be transferred
c) The destination of the samples (intermediary famal destination)
d) The type of analyses to be carried out by the recipient(s)
e) Competence of the recipient(s) of the materialstiier listed analyses to be carried
out

The MTA shall be duly signed anétgd by the Sponsor, Pl atite recipiens) of he maerials
at external laboratory.

1.3. Clinical Trial Application Review Process

1.3.1Review of New Clinical Trial Application

The Auhorityd slinical trial procedurdor review of new applicatiois detail@ as follovs:

a) After receiving the Clinical trial agigation from he applicantthe Authority shall assign
the Clinical trial application reference numbéo the application whichwill be
communicated with applicant for future correspondences.

b) The Authorty shall screen theapplication for completeness ammbmpliance withthe
requirements

c) After screening, théduthority shallcommunicateo the applicant the missing documefits
ary) as er clinical trial requirementstipulated in these guidelines

d) The gplicantshallgatherthe missing requirements angbsnit them to the Authority with
thirty (30) calendar daysunless she/he requests for extension before deadfinbe
applicant fails to submit the missing requirements within specified period, thkcapon
shall be considered as withdrawn by thplegant.

e) The Authorityshall reviews/assess the complete application as per clinical trial assessment
guidelines

f) TheAuthority shall send a list of querie®r request for clarification8f any) to the gplicant.

g) The applicanshall submithe query respwsegclarification within thirty (30) calendardays
unless she/he requests for extension before deadline.

h) The Authorityshall revew the query responsédarificationsandif provided information is
satigactory, the authority shall proceed withe appro\al process of the application.
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i) When theapplicant repeatedlgrovides unsatisfactorilguery responsethe Authorityshall
conwene afaceto-faceme et i ng wi t h

the application file.

1.3.2Clinical Trial Ap plication Review Timelines

applicant mnandadbsescuss

The Authority will implement the following timelines in processing applications for clirnieas t

applications:

a) The review process of mew clinical trial application Ball not exceedixty (60) working
days for routineclinical trial applicationsandthir ty (30) days for nonroutineclinical trial
applicationfrom from the date ofeceipt of tle compéted application.

b) The reviewand approvaprocess ofsubstantialamermdment for a approved clinical trial
shall be made with thirtf30) working days from the date of receipt of the completed

applicationfor amenanent

Note that theregulatory desion dall be communicatedotthe applicant in writing. The
timelines for dhnical trial review shall not include the time taken by the applicant to respond to
any requests for additional information from the Authority. A stlmck mechanis shall thus
apply eaxh time the Authorityequests for additional information

The Approwal for importation of trial related medicines will be dependent on the award of the
clinical trial certificate for tk conduct of the clinical trial in Rwanda

1.3.3Expedited Clinical trial Application and Review

1. In case of public health emergencies, Mughority will receive andexpedite the reviewand
approvalof clinical trial applicatiorfor medical product(s)
a) Aiming atpreventing or treating lit¢hreatening diseses espmally when there is no
alternative preventive ortreatment optios accordingthe Standards Treatments

Guidelines.

b) listed by WHO Emergency Use Assessment and Listing (EUAL) Procedure
c) Listed on théAfrican Vaccine Regulatory Forum (AVAREF) readaseplan

2. The contat and format for clinical trial application in emergence situationreliance
procedures shalhclude regulatory requirements as describedhe sectionl.1.2 of these
guidelines However, the procedurder saeeningand tmelines br review and approval are
reduce compared to standard timelines applied for nornailcell trial approval.

3. The eliance pathway approval isonsidered as neroutine procedure for clinical trial
authorizationin Rwanda The Authority will verify samenes®f receivedapplicationwith
one submittedto the reference regulatory Authorityhe reviewof such applicatioron the
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verification of the assessmeneportand regulatory decisiofrom the reference regulatory
Authority.

4. The review and approval process rajnroutine clinical trial applicationshall be made
within thirty (30) workingdays.

1.4Validity and Renewalof Clinical Trial Authorization

A clinical trial approval certificateshall be validfor one (1) year period for clinical trial of less
than or equal to one (1) yedn case thepplicant fails to complete the trial withihe planned
period,she/heshdl apply for renewal of clinical tnal approval. In casef clinical trial thatgoes
beyond one (1) year, the clinical trial approval certificate shall be valid for one (1) year
renewable.

According to theprovisions of reglations on conduct atlinical trials in Rwandathe applicant
shall submit the followingdocumens when applying for renewal oflinical Trial Approval
Certificate

1) cover letter requestinfpr renewal of @nical Trial Approval Certificate one month (1)

before the its expirain addessedd the Director General of ¢hAuthority

2) Copy ofvalid Clinical Trial Approval Certificate

3) Copy of Valid ethical Clearance froRNEC/IRB

4) Six (6) months Progres®port of the Trialf the less than one yedrapplicabke

5) Annual progress report dpplicdble

1.5 Refusalof Clinical Trial Authorization

The Authority shall not authorize a clinical trial whé is satisfiecthat: -

1) The information and documents as set out in the guidelines have not been provided,;

2) The aplication contains false or misdeling information;

3) The information provide is insufficient to enable the Authority assess the safety and risks
of the investigational product;

4) Queries raised by the Authority in relation to the application made to itne¢equately
responded to;

5) Theapplicanthas not submitted an ethical @lance

6) The use of the drug, medical device or herbal drug for the purposes of the clinical trial
endangers the health of a clinical trial participant or any other person;

7) The objetivesof the clinical trial willnot be abieved;

8) Itis not in the publicnterest to authorize the clinical trial; and

9) Any other reasonable grounds as may be determined by the Authority.
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1.6.Investigation Product

1.6.1Importation and exportation of Inv estigaional Products

Applicants shll be required to obtain an import permit for portation of Investigational
products after authorization of the tridhe requirements for importation and exportation of IP
are detailed in guidelines for importationdaexpatation of medical productsin cag of
exportation of the Investigational Rhacts, the applicant should obtain export permit from the
Authority.

1.6.2Manufacture

All investigational products (IPs), including active comparators and placebos, shall
manufactured in accordance widipplicable Good Manufacturing Practice (GMP) stam$aand
evidence of this shall be submitted with the clinical trial applicationcase the IRontains a
narcotic or psychotropic substance, applicants must possesseessaryapproval for the

contolled subdances.

1.6.3Labelling of Investigational Products

The following information shall be labelled on the carton, inner label and the blisters or strips of

the investigational drug product for a clinical trial:

Parameters Unit carton | Inner Labels Blister/Strips/
or subject kit Vials
Clinical Trial Praocol Number a ax a
No, of Subjects or Initial of subject gyt ay = ax*r-*
Investigaional Drug Product name or code a a a
Dosage form a ax ax*=*
Name of Active substance a a a
List of expients a ar ar
Strength a a a
Instructions for use ax* a ** arx
Lot number ax* a a
Batch number a ax*=* ax*
Manufacturing date a arli a
Expiry date a a a
For clinical Trial use only/Cautionar a arx a
statement
Name and address of Manufacturer ax**x a *** a ***
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Route of administration a a a
Storage condition a a a
Packsize (Unit/Vol) a a a

NA Not Applicable

* Exempted for small label such as ampoule and vial.

** \Where applicable

*** With letter of authorization where it applies
If the productis suppied without an outer arton, the information that iequred onthe outer
cartonshould be stated on the inner carton.

1.6.4Use of the Investigational Products

a) The investigational product shall only be supplied to the investigator(s) at th&tés) for
which a clinical trial approval has been issued for thgp@seand use as stated in the
protocol.

b) The holder of the Clinical Trial Approval shall ensure that adequate precautions are taken for
all study medication(s), such as storage as thermam f act ur er 6 s prescri
conditions in a secure and accessitolled location, to prevent theft, misuse, accidental or
illegal distribution. Temperature and where prescribed, humidity monitoring shall be done for
all areas where the IPs atergd.

1.7 Safetyreporting in Clinical Trial
1.7.1 Reporting of Serious Adwerse Eents (SAES)

In line with regulations governing clinical trial in Rwanda

1) Theprincipalinvestigator (Plshall report to thé\uthority all serious adverse events (SAES),
both expectd or unexpected, as soon as possible but no later than sevalefijacdays
upon receiving notice of such an eveAtdetailed written report on the event within a
further eight (8) calendar days

2) The Authority may require additional informatiam casethe event reported consists of,
or results in the death of a trigarticipant;

3) Adverse events and/or laboratory abnormalities identified in the protocol as critical to
safety evaluations should also be reported

4) For reported deaths, additional infmation (e.g., autopsy reports and terminal medical
reports) should be bmitted

5) The relationship between SUSARs and the Investigational product must be established,
evaluated, clarified and submitted to the Authority for further assessment;

6) The expeditedreporing is applicable for clinical trials of investigational products,
compaator products and for products used in bioavailability (BA) and bioequivalence
(BE) studies
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1.7.2 Reporting of Suspected Unexpected Seriodusdverse Reactions (SUSARS)

In line with regulatons governing clinical trial in Rwanda:

1. Fatal or life threatenin@USARsshould be submittedot later tharseven 7) calendar days
after the sponsor has information that the case reported fulfils the criteria for a fatal or life
threatening SUSARWyith any follow up information to be reported withinfathereight @)
calendr days;

2. The Authority may require additional information in case the event reported consists of, or
results in the death of a participant;

3. For reported deaths, additional infeation (e.g., autopsy reports and terminal medical
reports) should be bwitted

4. The relationship betweeBUSARs and thenlhestigational productnust be established,
evaluatedclarified and submitted tthe Authority for further assessment

5. The expeditedreporing is applicable for clinical trials of investigational products,

compaator products and for products used in bioavailability (BA) and bioequivalence (BE)
studies.

1.18Progressand Final Report of Clinical Tr ial

In line with regulation governgnclinical trial in Rwanda, the Principal investigator shall submit the

following repots:

1. A progress report shall be submittedheAuthority during the conduct of the Clinical trial:
c) on monthly basis for study not exceedsig (6) months,

d) on quartdy bass for studiegrom sever(7) months to eleve(iL1l) months
e) on a six(6) months lasis foroneyearstudy and aboye

2) Final Report of the Clinical Trial shall be submittem the Authority within ninety (D)
calendardays of the completion or terminaii of the clinical trialusing the standard format
as per ICH E3Guideliné structureand content of clinical study repjprt

3) Any unexpected safety issue that changes the-beksfit analysis and is likely to have an
impact on trial participants shoube repoted together with proposed actions to be taken.

1.9 Discontinuation of clinical trial

In case of clinical trial discontinuation by a spongoprincipal investigator (Plin its entirety or
at a clinical trial site, the sponsor Plshall:

1) causethe iformation to reach the Authority not later than fifteen (&¢&endardays after
thedate of the discontinuation;

2) provide the Authority with thereason for the discontinuation and its impact on the
proposed or ongoing clinical trials in respecth tnvestigational product including issues
related to accountability andsgiosal of invetsgational product;

3) inform all investigators of the discontinuation and of the reasons for the discontinuation,
and advise them in writing of any potential riskshte he&h of clinical trial participants or
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other persons as soon as pdssiand

4) Stop the use or importation of the investigational product as from the date of the
discontinuation and take all reasonable measures to ensure the recovery of all unused
guantitiesof the investigationgbroduct in respect of each discontinued chhirial site.

1.10Suspension or termination of a clinical trial

In line with regulations governing clinical trial conduct in Rwanda:

1. The Authority may, by a notice in writingp the holder of authorization, suspend or

terminate the authorizatiodue to noncompliance wih existing &ws, regulations and
guidelines

2. The Authority may disqualify or blacklist an investigator if the Authority has information

indicating that an inv&igato (including a sponseinvestigator) has failetb comply with
laws, regulations and guklines or has submitted to the Authority or to the sponsor false
information in any required report.

3. The Authority may suspend, terminate or withdraw authtiamadt a clinical trial at any

time if the conditions of authorization of aial have been viated or if there is an

information raising doubts about the safety or scientific validity of the trial, or the conduct
of the trial at a particular trial sit

1.11 Publication of clinical trial results

The sponsor/Principal Investigatmay publish the rests of a clinical trial after completion. The
publication may be done in peer reviewed journals, books or any other materials to allow for a
wider communityincluding study patrticipants, to access the data/evidence generated from the
trial.

Sponsors and prcipal Investigators may publish trial outcomes as they were originally
registered in the Registry. A copy of the publication must be submitted to theriyt

1.12Disposal of investigational products

1. The Sponsor or Pl is respobig for the destructionfanused and/or returned investigational

products. Investigational products should therefore not be destroyed without prior written
authorizatiorby the Authaity.

2. The delivered, used and recovered quantities of Investigationdgigirehould be recorded,
reconciled and verified by or on behalf of the sponsor or PI for each trial site and each trial
period.

2. Destruction of unused investigational prodwstisuldbe carried out for a given trial site or a
given trial period only afteany discrepancies have dre investigated and satisfactorily
explained and the reconciliation has been accepted.

3. Request to dispose investigational products shall be made futherity as prescribed in
the Regulations for Recall, Handling & Disposal offiiMedicines & Cosmetie.
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1.13Clinical Trial Involving Special Populations

Some for clinical trial may involve special populations. In this case the requirement may be
different

1.13.1 Vulnerable Persons and Groups

~

These are groups and individualath fimay h av e ikoad of beirngwergedeodof | i k e |
i ncurring additional harmo during cl i arecal t
illiterate, marginakzed byvirtue of their social status or behavior, or living in an authoritarian
ernvironment, may have multiple dsors that make them vulnerable. Vulnerable groups include
Individuals in hierarchical relationships, Institutionalized persons, poor peopmle than
unemployed, some ethnic and racial minorities, homeless persons, refugegsamed persons,

people livhg with disabilities, people with incurable or stigmatized conditions or diseases and
people faced with physical frailty. Declaration of Helksimnd CIOMS guidelines should be
considered when conducting clinical trials ifnarable groups or individuals.

1.132 Women

Clinical trials should enroll subjects that are representative of the population(s) expected to use
the theapeutic product. Spdically:

1) It is recommended that a representative number of women be includeticial ¢rials for
therapeutic produts that are intended to be used specifically by women or by
heterogeneous populations that include women.

2) It is recommended that womernncluding those of chilebearing potential and
postmenopausal women, be includedtlz earliest possible stages ofnadal trial
research so that potential serelated differences are identified and taken into
consideration when planning Phase Il paldtias.

3) Although it may be reasonable to exclude certain potential subjecsyast@ages due to
characteristicshtat may render evaluation of therapy more difficult (e.g. women and/or
men on concomitant therapies), inclusion of such subjects is ragsal a early as
possible in phases of clinical development so that therapeuwititugr interactions (e.g.
drugdrug; natural health produatrug; natural health produatatural health product and
productdisease) can be identified and assessed.

4) ICH M3 guidelines should be followed when women are to be included in clinical trials.

1.13.3 Paediatric population

Data on the apppriate use ofnvestigationalproducts in the paediatric population should be
generated unless the use of a spedifwestigationalproduct n paediatric patients is clearly
inappropriate. The pediatric development greonme should not delay completiaf adult
studies and availability of prodwcfor adults. The decision to proceed with a paediatric
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development programme fomdnvestigational product, and the nature of that programme,
involve consideration of many fews.

In case of trials involvingediatric populations, ICHE11 guidelines for Clinical investigations
trials in pediatric population should be followed.

1.13.4 Geriatric popul ation

Drugs should be studied in all age groups, including the elderly, for whighwviile have
significant utility. Patients entering clinical trials should be reasonably representative of the
population that will be later treated by the drug. The IGhtiglines for studies in support of
special populations: geriatrics E7 should be fe#ld fa clinical trials that invéve;

1 New Investigational products that are likely to have significant use in the elderly, either
because the disease intended to be dded taracteristically a disease of agifgg,
Alzheimer's disease) or because plogulation to be treated is knavto include substantial
numbers of geriatric patients (e.g., hypertension).

1 New formulations and new combinations of established matliproducts when there is
specific reason to expethose conditiongommon in the elerly (e.g., renal or hepatic
imparment, impaired cardiac function, concomitant illnesses or concomitant medications)
are likely to be encountered and are not alreadl deth in current labelling.

1 New formulation or new combination is likely to alteetheriatric patient's responseitfw
regard to safety/ tolerability or efficacy) compared with that of thegesratric patient in a
way different from previous formulans.

1 New uses that have significant potential applicability to the elderly.

1.14 Conduct of Clinical Trials

Clinical trials should be conducted accordingthie clinical trials controlregulationsissued by
the Authority, ICH-Good Clinical Practice gdelines The study design, statistical
considerations, choice of control groups, repgrof data and conduct of the trgthould be as
detailed in ICH guidelines EB16. Analysis of samples at the clinical laboratory shall follow
WHO-Good Clinical Laboreory Practice guidelines.

1.15 Advertisement of Clinical Trials

Clinical trials may beadvertised in order to promote the lri@ the public and recruit
participants.

Advertisements may be done using Information education and communication matehads su
brochures, posters, banners or through televisions, radio programs, newspapany atier
media. Before such advertisenmis are made public, approval must be obtained from the
Authority and ethics committees and must follow existing local ruldgeguhtions.
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MODULE Il : SUMMARIES OF NON-CLINICAL, CLINICAL AND QUALITY DATA

This Module is applicable to phase I, Il and dlinical trials that involve new Investigational
Products. Clinical trials using well established Investigational produatd#lvebeen registered

and marketed irRwanda areexempted to submit details on thisrpt . Updat ed

brochure angbrescribing information will suffice. The summaries shalsbbmitted in both hard
and electronic formats. Note that the elesic cqies must be submitted on @ROM, in either
MS Word format (PDF format of the QO% not acceptable)The organization othese

summaries is described in ICH Guidelines for M4Q, M4S,MA#.

Module 2 should contain 7 sections in the following orde

(i) CTD Table of Contents

(i)  CTD Introduction

(i)  Quality Overall Summary

(iv)  Nonclinical Overview
(v) Clinical Overview

(vi) Nonclinical Written and'abulated Summaries

(vii)  Clinical Summary

2.1CTD Table of contents

A listing of the contents of module 3 and 4

2.2CTD Introductio n

This subsection is not applicable to Clinical Trials Applications (CTASs). This sedioaserved

Il nv e s

for use during the preparatioof application at later stages of development of the New

Investigational Product (e.g., New Applications) and maintaineshsoireconsistent numbering

of subsequent sections.

2.3Investigational Product Quality Overall Summary

The documentation on Investigonal Product Quality Overall Summary {OS) must be
submitted in both hard copy and electronic format. Note 1eatreric copies must be submitted
on CDROM, in either MS Word oMWord-Perfectformat (PDFformat of the QOS is not

acceptable). This @mment in electronic files should be placed at the beginniiMpdiile 3.

The applicant shall fill in the summary dieg quaity of the Investigational product in tHe

Quality Overall Summaryemplate(ANNEXURE-1V) as well as additional Quality information
as outlined in the template, should be completedtigsilated in the guidelineShe template

Doc. No.: DIS/GDI033

Revision Dag: 30/06/2021

Review Due Date23/07/2024

Revision No.1

Effective Date23/07/2021

Page38 of 105



Guidelines for @nical Trial Applications in Rwanda

shall be used for wlical trials involving human and veterinary medicinal products, biologicals,
medical devies and diagnostics.

For placebecontrolled studis, a qualitative list of the ingdéents in the placebo should be
submitted.

2.4Non-Clinical overview

The Non clinical owerall Summary overview as prescribgall be submitted. This document
must be subntied in both hard copy and electronic format. Thieuiment in electronic files
should be placed at the beginninguddule 4.

The nonclinical overview shaild provide an integrated overall ardlysis of the information in
the Common Technical Document. In genera, the Nortlinical Overview shold not exceed 30
pages. The nonclinical overview should be presented in the following sequence:

Overview of the nonclinical &ing drategy
Pharmacology

Pharmacokinetics

Toxicology

Integrated overview and conclusions
List of literature references

= =4 4 -4 A4 A

Studies conducted testablish thggpharmacodynamicsffects, the mode of action, and potential

side effects should be evaluated amhsideation should be given to the significance of any
issues that arise. Théntegrated werview and condusions should clearly define the
characteristics of the human pharmaceutical as demonstrated by the nonclinical studies and arrive
at logical, wellarguedconclusions supporting the safety of the prodacthe intended clinical

use. Taking into accountthe pharmacology, pharmacokinetiand toxicology results, the
implications of the nonclinical findings for the safe human use of the pharmacehicédibe
discussed (i.e., as applicable to labelling).

Refer ICH Guidance on the Commonedhnical Document for the registration of
pharmacedutals for human use: Safety for guidance on the format and the content of this part.

2.5Clinical overview

This sction is generally applicable to clinical trials that are in late phase of development.
Available data and details will mainly be on safety mtsidonducted for the same Investigational
product in other populations. First in human (FIH) clinical tveilh nodata on the effect of the
Investigational product in humans are exempted to sutetails on this part.

The Clinical Overview is inteshed to provide a critical analysis of the clinical data in the
Common Technical Document. The Clinical Overvieill necessarily refer to application data
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provided in the comprehensive Clinical Summaing, individual clinical study reports (ICH E3),

and dher relevant reports; but it should primarily present the conclusions and implications of
those data, and shidunotrecapitulate them. Specifically, the Clinical Summary should provide a
detailed faatal summarization of the clinical information in th&[@; and the Clinical Overview
should provide a succinct discussion and interpretation of these findings togithany other
relevant information.

The clinical Overview should be presented in thiéofving sequence
9 Product Development Rationale
Overviewof Biopharmaceutics (If applicable)
Overview of Clinical Pharmacology
Overview of Efficacy (If applicable)
Oveview o Safety
Benefits and Risks Conclusions
9 Literature References
Refer ICH Guidanceon the Common Technical Document for the registration of
pharmaceuticals for human use: Efficacy (M4E) for guidance on the format and the content of
this part.

= 4 4 A8 -2

2.6 Nonclinical Written and Tabulated Summaries

The following order is recommended:
9 Introducton
Written Summary of Pharmacology
Tabulated Summary of Rhmacology
Written Summary of Pharmacokinetics
Tabulated Summary of Pharmacokinetics
Written Summary of Toxology
9 Tabulated Summary of Toxicology
Refer ICH Guidance on the Common Technical Documiemt the registration of
pharmaceuticals for human use:f8g for guidance on the format and the content of this part.

= =4 -4 8 -2

This section is applicable to phase I, lidahl clinical trials that involve new Investigational

Products. Clinical trials using wetistablished Investigational products marketeRBuwanda ee

exempted to submit details on this part. Clinical trials that were condud®gandain previous
phassarea s o exempted on this part .bedigudhat ed | nvest

2.7 Clini cal Summary

This is a summary of the Investigational prodexperience in humans. The Clinical Summary is
intended to provide a detailed, factual summarizatiomallodf the clinical information in the
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Common Technical Document. This includes informatoavided in ICH E3 clinical study
reports; information obtaed from any metanalyses or other crossudy analyses for which
full reports have been included Module 5. This section is not applicable for first in human
(FIH) clinical trials whose Invemgational products have not been tested in humans.

Refer IGH Guidance on the Common Technical Document for the registration of
pharmaceuticals for human use: EHcy fo guidance on the content of this section.
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MODULE Ill : QUALITY OF THE INVESTIGATION AL PRODUCTS

3.1Introduction to the module

This module shall escribe details regarding the chemistry, manufacturing and control of the
Investigational ProductData todemonstrate quality of the investigational product including
relevant batch analysessults should be attached. The data should be presented ke grov

the following sections

If a comparator medicinal product is used, the proprietampenaf the medcinal product, non
proprietary nane or canmon nane of the Active Pharmaceutical Imglient, conpany nane,
country fromwhich the clinical supplies we obtained (as well as thmarket status in that
country), dosage fan(s) and strength(s) shoulce bisted. Preferably, the eoparator product
should be obtained frothe market with stringg authorities. For aoparator FPPs not obtained
from the markewith stringent authorities, where the results of the clinical trial are intended to be
used in supgrt of a new investigational application for market authorization, the applicant
should be avare that additional infonation may be requested at the regitta stage (e.g.,
comparative in vivo or in vitro studies).

If the canparator medicinal product isiodified in any way in order to blind the trial (e.g.,
grinding of tablets, encapsulatiorf tablets), results of am vitro study (e.g., coparative
dissdution profiles for solid dosage fais) canparing the unchanged and thedified product
should besubmitted. For sterile products that are repackaged for blinding purposes, it should be
demonstrated that sterility isiaintained.

3.2 Table of contents of Modue 3

A Table of Contents should be provided that lists all of the reports and gives thenada@ch
study report in the Common Technical Document.

3.2.S ACTIVE PHARMACEUTICAL INGREDI ENT

Same of the infoma t i

on

included undeti ¢ &le RiSgrAmayii eret Pt
not be available to the applicant of the Clinical Trial ApplmatiIf such is the case, the
manufacturer of the Active Pharmaceutical Ingredient can fileAative Pharmaceutical

ingredient (APIMF directly to the Authority The APl manufacturer would then be considered

the APIMF Holder. ThisAPIMF will be held in stict corfidence and will be used in support of
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the application only upon receipt wfritten auhorization fromthe supplier/APIMF Holder of
the Active Pharmaceigtl Ingredient (i.e., via a Letter of Access).

The sponsor should be able to providest of the information on the Active Pharmaceutical
Ingredient, except possibly the proprietary infiation found in the closed part of tAdPIMF

(e.g. sections S.2.8.2.4 and S.2.6 (see below)). It is the responsibility of the sponsor to obtain
all other infomation from the supplier of the Active Pharmaceutical Ingredient and include this
in the applcation. The infomation fromthe Open part of thAPIMF shouldbe ncluded in the
Quality Overall Smmary.

Regardless of the inforation provided by the supplief the Active Pharmaceutical Ingredient,
themanufacturer of the dosage forsresponsible floensuring that acceptable specifications and
properly validated aalytical procedures for the Active Pharmaceutical Ingredient are developed
by thema n u f a sfacilitiesecandbor providing the results dfatch analyses pgermed at the
manuacturels facilities.

For further infomation on the requireents forAPIMFs, seeRwa n d a Guiddides on
submission of documentation for registration of human medipiualucs.

3.2S.1 General Information

3.2.5.1.1 Nomenclature

Information on the nmenclatureof the Active Pharmaceuticéhgredient shoulde provided.
For example:

(&) Recanmended International Neproprietary Nane (INN);

(b) Compendial nane, if relevant;

(c) Chemical nane(s);

(d) Company or laboratory code;

(e) Other nonproprietary nene(s) (e.g., national nae, United States Adopted N& (USAN),
British Approved Nane (BAN)); and

() Chemical Abstracts Service (CAS) registrymhber.

3.2.5.1.2 Structure

The structural fanula, including relative and absolute stereogtigtry, the molecular fomula,
and the relativenolecularmass should be provided.

This information should be consestt with that provided in section S 1.1. For Active
Pharmaceutical Ingredients existing as s#ftsmolecularmass of the free base should also be
provided.

3.2.51.3 General Properties
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A list should be provided of physicoahecal and ther relevant mperties of the Active
Pharmaceutical Ingredient. Give the physical and moted properties of th Active
Pharmaceutical Ingredient such as the physical descripsom,! u b i(elgi dqyedsson
agueous solubility profile, ptdependent solubility profile polymorphisgn, particle size
distribution, pH angKa values. Other characteristics could idgWwV @sorptionmaxima and
molar absorptivity, melting point, refractive index (for a liquid hygroscopicity, partition
coefficient, etc. This list is by nmeans exhaustive, but provides an indication as to the type of
information that could be included

Physcal Description
The description should include appearamodgr, and physical state

Solubility:

The solubility should be provided in amber of canmon solvents (e.g. water, alcohols, etc.) as

well as thes o | u b overithe phiyssological pHange pH 12 to 6.8) in at least 3 buffered

media (1.2,4.5 and 6.8) Phr ases gucoh saod ubs par iom nfreely
quantitatively defined r a |iterature reference can be pr
information is not readly available, it should be generatedhiouse.

For solid oral dosage forms, the dose/soltypuplume should be provided as determined by:

Largestdosage s&ngth (mg)

Dose/solubility volume =
Minimumconcentration of the drug (mg/ml)*

Corresponding tahe lowest solubility determined over the physiological pH range (pH 1.2 to

6.8) and temperate (37 £ 0.5 °C).

As per the Biopharmaceutic Classification SgstéBCS), highly soluble (or highly water

soluble)APIs are those with a dose/solubility volumdesfs han or equal to 250 ml.

Polymorphism

The polymorphic form(s) present in the proposé&d should be listed in section 3.2.S.1.3;

The description of marfiacturing process and process controls (3.2.S.2.2) should indicate which
polymorphic form is marfactured, where relevant; the literature references or studies performed
to identify the potetial polymorphic forms of the API, including the study resultguid be
provided in section 3.2.S.3.1; and if a polymorphic form is to be defined or limigeddeAPIs

that are noBCS highly solublend/or where polymorphism has been identifiecaagssue),
details should be included in 3.2.S.4.1 through 3.5S.4

Particle size distribution
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Studies performed to identify the particle size distributionhaf API should be provided in
section 3.2.5.3.1

3.2S.2Manufacture

If API manufacturethas tosubmit APMF to Authority, the following information should be
included

3.2.S.2.1 Manufacturer(s)
The name, address, and responsibility of each manufactncluding contractors, and each
proposed production site or facility involved in manufactuang testing should be provided.

3.2S.2.2Description of Manufacturing Process and Process controls

The manufacturing process description should be progrdgsivere detailed fromPhase | to
Phase lll. Sponsors are expected to provide a flow diageacampanied by a narrative
description (Phase Il and Phase llllygn summarizing the synthetic process of the Active
Pharmaceutical Ingredient. Active Pharmacamltilngedients which aremilled/micronized
should be indicated as such. Arsuary of the expetations at each phase is provided below.

For Active Pharmacewal Ingredients which ammanufactured as sterile substances, raptete
description of themethod of steilization should be provided. Controls in place rt@intain
sterility during transpodtion and storage should also bensuarized.

Phase | Clinical Tial Applications

A flow diagramof the synthetic process(es) stobbe provided that includes aheal stuctures
and configurations of startingaterials, intemediates and the Active Pharneatical Ingredient.
In addition, all reagents (including ahiea formulae), solvents and catalysts should be specified

in the flow diagran.

Phase Il Clinical Tral Appications

In addition to the flow chart, a stepwise narrative description of the A&harmaceutical
Ingredientmanufacturing process should be pradd The use of all reagents, solvents, catalysts
and auxiliarymaterials should be sumarized in he manuacturing process description. Relevant
process controls should be indicated wherécatisteps in the synthesis have been identified.

The descriptia of the manufacturing process at Phase Il should be sufficiently detailed to
address quality anshfetyconcerns without being overly restrictive to processnaipétion.
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For nonstandard onovel manufacturing processes or technologies, a higher lewddtafl in the
narrative description, addressing critical process controls and safety conceutd b&provided
at Phase I1.

Phase Il Clinical Trial Applications

A detailed flow chart andharrative process description should be provided. The detailed
description provided at Phase IIl should include critical steps identified in the process and
relevant pracess controls (e.g. reactiom#s, pH, tenperatures, etc.), including all purification
steps.

In addition to the above inforation, the data providefr an Active Pharmaceutical Ingredient
produced by fanentation should include:
1 Source and typefaonicro-organism used; composition of media;
1 precursors;
9 additional details on how the reactioconditions are controlled (e.g., times,
temperatures, rates aération, etc.); and
1 Name and composition of preservatives.

For Active Pharmaceutical Ingredienof plnt origin, include a description of the botanical
species and the part of plant ustie geographical origin and, where relevant, the tof year
havested. The nature of ameal fertilizers, pesticides, fungicides, etc. should be recorded, if
these hae been mployed during cultivation. Itnay be necessary to includenits for residues
resulting fromsuch treahents in the Active Pharmaceutical tedient specification. Absence of
toxic metals and radioactivitgnay also have to be confied.

3.2.52.3 Control of Materials

Active Pharmaceutical Ingredients or materials used in thdesistwhich are of animal origin
should be free of Bovine Spofgim Encephalopathy (BSE) / Transmissible Spongiform
Encephalopathy (TSE) and an attestation comfig this should be provided either as an
Attachment or directly within the QOS, if applicabl

Phase Il and Phase IlI Clinical Trial Applications

Sponsorsshould provide details of the starting materials for the synthesis of the Active
Pharmaceuticalnigrediet. The level of detail expected concerning controls on starting materials
for synthess increases as synthetic steps get closer to the final ActarenBbeutical Ingredient.

Generally, the Astarting materi al for synt hes|

A A synthetic prectsor ore or more synthetic steps prior to the final intermediate
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A A well-characterized, isated and purified substance with the structure fully elucigated
A controlled by welldefined specifications which include one orreepecific identity tests,
ard testsand limits for potency, specified and unspecified impurities and total impurities

Acids, bases, salts and esters (or similar derivatives) of theeARtnarmaceutical Ingredient,
and the racemate of a single enantiomeric Active Pharmaceuticatliengr@re not considered
final intermediates.
For starting materials which are commerciallurghased, the source and a copy of the
provisional specificatios i s typically considered accept a
synt hesi so w h i adhin-hausee a copy noti thea otv uchaet and provisional
specifications for the starting matersould be provided.

3.2.52.4 Controls of Critical Steps andintermediates

[Information in this section not required for Phase | or Phase Il Clinical Trial Agaplons]
Phase lll Clinical Trial Applications

Provide a summary of critical steps identified the synthesis and the tests and tentative
acceptance critea for their control. Iprocess controls or provisional specifications for isolated
intermediatesnay besummarized here.

3.2S.3 Characterization

3.2.S.3.1 Elucidation of Structure and otheCharacteristics

For all Clinical Trial Applications

Confirmation of structure based on synthetic route and spectral analyses should be provided.
Copies of theactual spectra are not required for Clinical Trial Applications, but should be
available uponequest.

The Quality Overall Summary should include a ligtthee studies performed and a conclusion
from the studies (e.g., if the results support the propstsadure, spectral interpretations).

The studies carried out to elucidate andfonfirm the demical structure of New Chmical
Entities nomally includeselemental analysis, finared (IR), Ultraviolet (UV), Nuclear Magnetic
Resonance (NMR), Xay diffraction (XRD) and Mass Spectra (MS) studies.

When a Active Pharmaceutical Ingredient is chirél,should be specified whether specific
stereoisomers or airture of stereoisomers have been used in the clinical studies.

A discussion should be included thie posible isomers that can result from the manufacturing
process, the steps where they weteoduced, and a summary of the results of the studiegdarri
out to investigate the physical, chemical, and biological properties of these isomers. § toere i
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preferred isomer or isomeric mixture, the Active Pharmaceutical Ingredient specificatiaid sho
include a test to ensure isomeric identity and purity.

If the Active Pharmaceutical Ingredient is a single isomer or a fixed ratio of isomers, provide the
rationak for this decision. For existing drugs (e.g., generics), include a summary of any
compaative studies performed.

For Active Pharmaceutical Ingredisnthat contain an asymmetric centre, where there has not
been any information provided regarding tmanuécture of the starting meal through which

it has beenntroduced, a summary of resulof a study should be submitted demonstrating that
the mateal exists as a racemic mixture (e.g., specific optical rotation).

It is recognized that some drugse.g., certain antibiotics, enzymes, and peptides) present
difficulties with respect to structal investigation. In such cases, more emphasis should be
placed on the purification and the specification for the Active Pharmaceutical Ingredient. If a
Active Pharmaeutical Ingredient consists of more than one component, the physicochemical
characterizion of the components and their ratio should be submitted.

If, based on the structure of the Active Pharmaceutical Ingredient, there is not a potential for
isomerism,it may be sufficient to include a statement to this effect.

Polymorphism:

If the potenial for polymorphism is a concern, sponsors are expectpdoiode a summary of
investigations of the Active Pharmaceutical Ingredient, recrystallized froeradesdvents, to
determine if theactive Pharmaceutical Ingredient exists in more than onéatlige form. If the
results of studies conducted on the gibgl and chemical properties of the various crystalline
forms indicate that there is a preferredypworph, criteria should be incorporated into the Active
Pharmaceutical Ingredient specificattonensure thahe desired polymorph is the one obtained.
Particle size distribution:

For poorly soluble Active Pharmaceutical Ingredients, the particle ssebdtion of the
material can have an effect on the in vitro and/or in \agbaviorof the FRP. Particle size can
also be important in dosage form penf@nce (such as inhalation products), achieving
uniformity of content in lowdose tablets, desired swthnes in ophthalmic preparations, and
stability of suspensions.

If particle size is deemedelevant to the performance of the FPP, results from several
development batches should be provided, and appropriate controls on particle size distribution
included inthe specifications.

3.2S.3.2Impurities

The tables in the Quality Overall ®mary template can be used to sunarize the nmes,
structures, and agin of the mpurities. The origin refers to how thenpurity was introduced
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(e. g., i S yadiatéfim St ep nderof t he s y-produc dsue $00 |, NP
rearrangment fromStep 6ot he synt hesi so, etc. ). mdudtyissshoul d
metabolite ofthe Active Pharmaceutical Ingredient.

Results of thempurity investigaton shold be provided. For quantitative tests, it should be

ensured thaaictual numerical resudtare provided rather than vague stadent s such as i
limi t s0 omsoi.colnf ot he ¢ a smber ofwbhtehesehave bednaastgde it is u
acceptale to immarize the total nmber of batches tested with a range of analytical results.

For Phasd Clinical Trial Applications

The structure (or other idefier, if not structurally characterized) as well as the origin should be
included in the Active Plienaceuitcal Ingredientmpurity table.

For Phase Il and Il Clinical Trial Applications

The mpurity name (or identifier), structure (if characterized) amrigin should be provided in

the tablefor all spediied impurities.

Impurity levels for previouslymanufactured nonclinical and clinical batchesay also be
summarized within this section.

3.25.4 Control of API
3.2.5.4.1 Specification

[Information inthis section not required for Phase | Clinical Trial Applications]

A summary of the specificatioroff the Active Pharmaceutical Ingredient should be provided.
The specification is a list of testeferences to analytical procedures, and acceptanceariter
which are numerical limits, ranges, or other criteria for the tests described. This inclislés tes
description, identification, purity, and potency as well as other tests specific to tive Act
Pharmaceutical Ingredient.

The specification can beusmarized according to the table in the Quality Overaln8ary
template including the Tests, Methdd/pes (including Source), and Acceptance Criteria. The
Method Type should indicate the kind ofadytical procedure used (e.g., visual, IR, UV, HPLC,
laser diffraction, etc.) and Source refers to the origin of the analytical procedure (e.g., USP,
Ph.Eur.BP, Haise, etc.).

Phase Il Clinical Trial Applications

Specifications are considered interas hey are based on arlited nunber of develoment
batchesA higher degree dfiexibility will be allowed in spedications with sificient scientiic
justification (efer to Section S.4.5Justification of Specificatign

Phase Il Clinical Trial Applicabns
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Specifications are expected to beassessed prioptthe Phase Il application and reflect those
intended for themarketing application, based on adulital manufacturing experience and

stability information.

3.2S.4.2Analytical Procedures

[Information in this section is not required for Phase | Cliniceal Applications]
For Phase Il and Il Clinical Trial Applications the applicant is requirestibomitinformation

A brief description of the analyticahethods sed for the Active Pharmaceadl Ingredient

should be provided for all tests includedthe Active Pharmaceutical Ingredient specifications

(e.g. method type, colon size, etc.). Detaite desciptions of the stejby-step anbytical

procedures should not be sailied for Clinical Trid Applications, but should be available upon

request.

3.25.4.3 Validations of Analytical Procedures

[Information in this section not required for Phaselini@al Trial Applications] Phase Il and Il

Clinical Trial Applications

The suitability of the aamlytical methods and a tabulatednsonary of the validatiorcarried out
should be provided (e.g. results or values dpecificity, linearity, range, accuracgtecison,
intermediate precision, it of detection and it of quantitation, where applicable Canplete

validation reports should not be provided @mical Trial Applications.

3.2.5.4.4 Batch Analyses

Description of batches and results of baohaly®s should be provided.
The discussion of results should focus on observations noted foatioeis tests, rather than
suttestsmsetin Adpeci ficationso.
analytical results and any trends thatrevebseved. For quantitative tests (e.g., as in individual

reporting conme nt s

and total mpurity tests and potencests), it should be ensured tlagtual numerical resultare

provided rather than vague statent s s u ¢ h miatss & wd mis il/lweo nédorting the

Thi s

analytcal results,it is important that thenethod used for each test be identified (includingd'y

and Source).

Batch analysis resultor the Active Phanaceutical Ingredientay be provided in either the
Quality Overall Smmary or by providing a copyfathe Certificate of Analysis. The batch
number, batch sizes, and dates and sites of productmricshe stated for all batches.
For Phase | Clinical TrialApplications

Analytical results fromthe batch(es) to be used in the proposed clinical trial steuptoided.

For Phase Il Clinical Trial Applications
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Analytical results fronthe batch(es) to based in the proposed clinical trial should be provided.

If batch analysis frorthe actual batches to be used in the proposed study are not available at the
time of filing, results fromrepresentative batches of Active Pharmaceutical Ingrediegtbe
provided as supportinglata, with a comitment that the batchnalysis for the specific lot to be

used in that protocol will be saiitted prior to dosing.

For Phase Il Clinical Trial Applications

Analytical results fromthe batch (es) to be used in the prsgab clinical trial, or batches
representative thereof, aid be provided.

Not e: For the purpose of this gui ddasamtichdoc ume
of Active Pharmaceutical Ingredient or FPP that is mantufeed using the same fornation

(for the FPB, method of manufacture and equipmesgecifications and the same container

closure system as the proposed clinical batch, with a sinméch sze. All subsequent
references in this guidance d deintengatet petthis fir epr
definition.

3.2.5.4.5 Justificaibn of Specification
[Information in this section is not required for Phase | Clinical Trial Apgticns]

The sponsor should ensure the specification includes all the tests and acceptanee criteri
appropriatefor the Active Pharmaceutical Ingredientdahat reasonablentits for impurities

and residual solvents have been established. Acceptanagiacrglould be based on
manufacturing experience, stability data aniésaconsiderations.

3.2.56 Container Closure System

A description of the containeclosure syst@(s) should be provided, including the identity of
materials of construction of eaghimary packaging coponent.

For nonfunctional secondary packagingnaponents (e.g., those that dot provide additional
protection), only a brief desption should beprovided. For functional secondary packaging
components, additional infamation shold be povided.

3.2.S.7 Stability
3.2.S.7.1 Stability Summary and Conclusions

The types of studiesonducted, protocols used, and the results of theiestushould be
summarized.

The tables in the Quality Overall ®mary tamplate can be used torsmarize the hformation
on the batches used in the stability studies. Full long s¢ability data is notaquired at the tine
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of filing, provided sone prelminary stability data is available on representative batches together
with a canmitment that the stabtly of the clinical trial senples or representative batches will be
monitored according to the stabyliprotocol until the reaest period has been estabéidh

The discussion of results should focus on observations noted for the various tests, rather than
reporing canme nt s such rmmeseth Aslplectidgtcat i onso. Thi s
analyticalresults and any trends that were observed. For dqatiwvi tests (e.g., as in individual

and total degradation product tests and potency tests), idshewnsured thaactual numerical

resultsare provided rather than vague staden t s s u ¢ Himiatss o wams ldfi.cnon f o r
Available longterm and acceleated stability data for the Active Pharmaceutical Ingredient

should be provided at each stage ofalegment to support its storage (conditions anetest

period) and use in thmanufacture of the FPP.

The proposed storage conditions andest period ¢r shelf life, as appropriate) for the Active
Pharmaceutical Ingredient should be reported.

Stresdesting

Stress testing of the Active Pharmaceutical Ingredient can help identify the likely degradati
products, which can in turn help establish the dégtion pathways, the intrinsic stability tbe
molecule and validate the stabililgdicating powe of the analytical procedures used. The nature
of the stress testing will depend on the individuative Pharmaceutical Ingredient and the type
of FPP baig developed.

3.2.S.7.2 Stability Protocol and Stability Commitment

If full long-term stability dda supjrting the retest period is not available at thené of filing,
provide a commitment that thestability of the clinical trial senples, or batchesonsidered
representative thereof, will b@onitored according to the stability protocol. Answary d the
stability protocol (in tabular fonat, summarizing frequency of testing, tests to be conducted,
etc.) should be provided.

3.2.5.7.3 Stability Data

Results of the stability studies (e.g., lelgmstudies, accelerated studies, stress condition3, et
shauld be presented in an appropriatarat.

The actual stability results (i.e., raw data) usedupport the clinical trial should be provided as

a ®eparate Attaament. For quantitative tests (e.g., as in individual and total degradation product
teds andpotency tests), it should be ensured thetual numerical resultare provided rather
than vagie statme nt s s uc hmiatss o wams lfi.cno N fio r
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For Phase Il and Il Clinical Trial Applications

In cases where analytical procedures are only usesdabiity studies (i.e. stabilityndicating
assaymethod) and were not sumarized in 2.3.S.4, a l&i description of the analytical procedure
as well asa tabulated sumary of validation infomation should be provided per the instructions
in Sections 3.2 andS.4.3.

3.2.PFINISHED PHARMACEUTICAL PRODUCT (FPP)

3.2.P.1 Description and Composition of th&PP

A description of the FPP and itsmposition slould be provided. The inforation provided
should include:
(a) Description of the dosage fam;
The description of the dosage forshould include the physical description, available strengths,
releasamedianisn, as well as any other distinguishable charagtest i cs (e. g. , nThe
is available as oval, roundnmediaterelease, aqueousit coatedtabletin three strengths (5
mg, 10mg,and20mg ) . 0 ) .
(b) Composition, i.e., list of all conponentsof the dosage fon, their anount on a per unit basis
(including overages, if any) and a reference to their quality standards (evgperwthal
monograph®rmand act ur er 6s speci fications);

The camposition should express the quantity of eacmmonent on ger unit basis (e.gmg per
tablet, mg permL, mg per vial, etc.) and percentage basis including a rs&te of the total
weight or measure of the dosagunit. This should include all coponents used in the
manufacturing process, regardless if they appeshe final FPP. If the FPP is foulated using
anactivemoiety, then the amposition for the active ingredient should be clearly indicated (e.g.,

i Img of ative ingredient base = 1.0AMg acti ve ingredient hydr oc
should becleal vy i ndicated (e.g., fveCphhamacautiaalangrédént o v e r a
to canpensate fomanuf act uring | osses. 0) .

The canponents should be daced ly their proper or cmmon nanes, Quality standards (e.g.,

USP, Ph.Eur., House, etc.) and, ifbppc ab | e, their gradesse(NE. g. ,
(PH 102)0) . T h e mpbnem (eig.] diduent/foldr, biedarcdisinteg@nt, lubng

glidant, granulating solvent, coating agent, midrobial preservative, etc.) should also beesta

The qualitative coposition should be providefdr all proprietary coponents or blends (e.g.,
capsule shellg;oloringblends, mprinting inks, etg.

(c)Description of reconstitution diluent(s), if applicable;

List all reconstitution solvents/diunts to be used in the proposed clinical study.
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If the reconstitution solvent/diluent isyanufactured irhouse, a separate FPP section (e.g.
Sections PAP.8) slould be conpleted for the chmistry andmanufacturing iformation for the
reconstitution solverdiluent.
(d) Type of container closure systemsed for accanpanying reconstitution diluent, if
applicable:
A brief description of the container closugy/sten(s) used for the acagpanying
reconstitution diluent should be provided, if applicable (fomwercially-purchased
diluents, provide infanation onlyif the primary packaging has been changed);

(e) Qualitative list of the cmponents of the placebamples used in the clinical trials, if
different fromthe canponents listed in P.1 (b)

3.2.P.2 Pharmaeutical Development

The Pharmaceutical Developmesaiction should contain information on the development studies
conducted to establish that the dosémen, the formulation, manufacturing process, container
closure system, microbiological attributes asdge instructions are appropriate for the purpose
specified in the application. Additionally, this section should identify and describe the
formulationand praess attributes (critical parameters) that may influence batch reproducibility,
product performace and FPP quality.

Where sterile, reconstitutedrqaucts are to be further diluted, nopatibility should be
demonstrated with all potential diluentyer therange of dilution. These studies, including tests
for purity, potency, sulvisible particulatematter, pH, etc., should preferably be conducted on
aged smples.Where the type of container is not specifiednpatibility should be daonstrated

in suitable containers. Ifone or more containers are idefigd, canpatibility of admixtures
should be deonstrated only in the specified containers.

For Phase | Clinical Trial Applications
This section should only be mpleted for sterile products. Bumaries of canpatibility studies
with diluents and containers should be included in this section.

For Phase I and IlI Clinical Trial Applications

To the extentpossible, infomation pertaining to the following aspects of phaceutical

developnent should be fumitted:

a)The canpatibility of the Active Pharmaceutical Ingredient with excipients listed in P.1 should
be discussed-or canbination products, a sumary d investigations of the copatibility of
the Active Pharmaceutical Ingredients with each other shmuforovided.

b) A brief summary describing the develognt of the FPP should be provided, taking into
corsideration the proposed route ofnadistration andusage. The differences between
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earlier clinical fomulations and the fonulation (i.e., conposition)descrbed in P.1 should

be discussed, if applicable.
¢) The selection of thenanufacturing process desaibin P.3.3, in particular its critical aspects,

should be explainedWhere relevant, thenethod ofsterilizationshould be explained and

justified.

d)The compaibility of the FPP with reconstitution diluent(s) or dosage devices (e.g.,
precipitation of Actie Pharmaceutical Ingredient in solution, sorptionirgection vessels,
stability) should be addressed to provide appropriate and supportivenatifmm for

labelling.

3.2.P3 Manufacture

3.2.P3.1 Manufacturer(s)

The nane, address, and responsibility @ach manufacturer, including contractors, and leac
proposed production site or facility involvedmanufacturing and testing should be provided.

This includes the facilities involved in the fabrication, packaging, labelling, testimgpriing,

storage,and distribution of the FPP for the batches usedhe clinical studies. If certain
companies are responsible only for specific steps (egnufactring d an intemediate), this
should be indicated. The list ahanufacturers should specify the actuabduction or

manufacturing site(s) involved, rahthan the adinistrative office(s).

An attestation should be provided in the Quality Overaln®ery or & an Attacment

confirming that the FPP to be used in the Local study masufactured according tGood

Manufacturing Practices.

3.2.P.3.2 Batch Brmula

A batch fomula should be provided that includes a list of athponents of the dosage forim

be wsed in theananufacturing process, theimaunts on a per batch basis, including overages, and
a rderence to their quality standards.
The batch famula should express the quantity of eacmponent on a per batch basis including
a statenent of the dtal waght or measure of the batch. This should include athgonents used
in the manufacturing processegardless if they appear in the final FPPh# FPP is fanulated
using an activenoiety, then the amposition for the active ingredient should ddearly indicated

( e . gmg of adtivie ingredient base = 1.0y

shoul d be

active ingredilewmgehydr oc

c | e ar htgins b kg dverage bfehe acfive phgceuticalinGredient
to canpensate foma n u f a c t u r .i Batghfoimalsstablesshoaulyl be representative of the
lots intended for use in the proposed clinical tria
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The canponents should be declared by theiopg@r or conmon nanes, Quality standards (e.g.,
USP, Ph.Eur., House, etc.) and, if applicable, theidgs € . g . , AMi crocrystall.i

(PH 102)0) .

3.2.P.3.3 Description of Manufacturing Process ahProcess Controls

The manufacturing process dagtion should be progressiveiyore detailed fronPhase | to
Phase Ill. Sponsors are expected tovmle aflow diagran, acconpanied by a narrative
description (Phase Il and Phase Il only)msearizing the manufacturing process of the FPP.
The level ofdetail expected at eachgsle of Clinical Trial Application is outlined below.

For sterile productss canplete narrative description of tmeanufacturing process should also be
submitted regardless of theclinical trial phase Furthemore, details ofsteilization and
lyophilization (if applicable) procedures shouldpgyevided for all Clinical Trial Aplications.

For Phase | Clinical Trial Applications
A flow chart of themanufacturing process should beoyided clearly indicating the order of
addition d components and a sumary of unit operations (e.g. blending, screening, etc.).

For Phase Il ClinicalTrial Applications
A flow chart and narrative description of thenufacturing process should be providedtailed
summaries of process controls (e.gebtling tmes, engpoints for drying operations, etc.) are not
required, with the exception of the w&#scren size for inmediaterelease solid oral dosage

forms.

The description of thenanufacturing procesat Phase 1l should be sufficient to fully déserthe
process without being restrictive to continuing process dev&ppandoptimization

For nonstandad or novelmanufacturing processes or technologies, a higher level of detail in the
narrative desiption which addresses critical process contraisd séety and bioavailability
concerns, should be provided at Phase II.
For Phase 1l Clinical Tral Applcations

A flow chart and a detailed narrative description of the process should be providadmargu
of in-process controls and process pagtess (e.g.mixing/blending tme, tamperature, pH for
preparations of solutions) should be provided. Giical steps, process controls, imediate
tests and final product controls should be identifieddestribed in additional detail. Equoignt
should,at least, be identified by type (e.g.miole blender, idine hanogeniser) and working

capacity, wiere regévant.

3.2P.3.4Controls of Critical Steps and Intermediates

[Information in this section not rpiired for Phase | or Phase II Clinical Trial Apgations]
Phase Il Clinical Trial Applications
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To the extent possible at theng of sulmission, spnsorsshould provide infanation on the
following:

Critical Steps: Tests and tentative acceptance ctéor controls on the critical steps in the FPP
manufacturing process, where identified.

Inter mediates Information on the quality and provisional ¢orls an intemediates isolated
during the process, where relevant.

3.2.P.4 Control of Excipients
3.2.P.41 Specifications

This includes the specificatns for all excipients, including those that do not appear in the final
FPP (e.g., solvents). If thsetandad claimed for an excipient is a Schedule Brgaendial
monograph, it is sufficient to state that thecipient is tested according to the reqments of

that standard, rather than reproducing the specifications found inrtipeiedialmonograph.
Corfirmation should be provided that none dietexcipients which appear in the FPP are
prohibited for use inmigs.

3.2.P.4.5 Excipients of Human or AnimaDrigin

For excipients of homan or anmnal origin, infomation should be provided regarding adventisio
agerts (e.g., sources, specifications; description of the testing pedipwviral safety data).

This information should include biological source, ctynof origin, manufacturer, and a brief
description of the suitability of use based on the proposattok.

For gelatin for use in pharaceuticals, supporting data should be provided which cosfihat
the gelatin is free of Bovine Spongiforiancephalpathy (BSE) / Tramsissible Spongiform
Encephalopathy (TSEpupporting infomation for excipients ohumanor anmal origin should
be provided as a separate Attangimt.

3.2.P.4.6 Novel Excipients

For excipent(s) used for the firstrtie in a FPP or by mew route of ashinistration, full details of
manufacture, characterizationand controls should be grided, with crossreferences to
supporting safety data (nonclinical and/or clinical) using the relevatibsgmf the Quality
Overall Summary accordingo the Active Pharmaceutical Ingredient and/or FPRdibr

3.2.P.5 Control of FPP
3.2.P.5.1 Specifiation(s)

[Information in this section is not required for Phase | Clinical Trial Applications]
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A summary of the specification(s) for the FPP should bevinled. The specification is a list of
tests, references to analytical procedures, and acceptareracmhich are nwmerical limits,
ranges, or other criteria for the tests described. This includes teslsstoiption, identification,
purity, and potacy as well as other tests specific to the dosagpe. for

The specification(s) can be mmarized accordig to Authorityd s Qual i t yma@ver al |
template including the Tests, Method Types, Sources, and Accep@Guitegia. The Method

Type should indicate ¢ghkind of analytical procedure used (e.g., visual, IR, UV, HPLC, etc.) and

the Source refers to theigin of the analytical procedure (e.g., USP, BP, House, etc.).

For phase Il Clinical Trial Applications
Specfications are considered interias they arébased on a mnited nunber of develoment
batches. A higher degree féxibility will be allowed in sgcifications with sdficient scientiic
justification (Please refer to Section P.5Justification of Spefication).

For phase Ill Clinical Trial Appkations
Specifications are expected to beassessed prior to the Phase Il rsigsion and reflect thse
intended for themarketing application, based on additiomabnufacturing experience and

stability information.

3.2.P.5.2 Analytical Procedures

[Information in this section is not required for Phase | Clinical Trial Applications] For Phase I
and Il Clinical Trial Applications
A brief description of the analyticahethods sed for the FPP should be provitiéor all tests
included in the FPP specifitans (e.g. reversphase HPLC, GC, etc.). Detailed descriptions of
the stepby-step analytical prockires Bould not be subitted for Clinical Trial Applications,

although this infamation should be availablgon request.

3.2P.5.3Validation of Analytical Procedures

[Information in this section is not required for Phase | Clinical Trial ApplicatiofRst Phase I
and Il Clinical Trial Applications
Suitability of the analyticaimethods and a tabulatednsmary of the validation infamation
should be povided (i.e. results or valuesrfspecificity, linearity, range, accuracy, precision,
robustness, it of detection and init of quantitation, where applicable).

Complete validation reports should not be siutied for Clinical Trial Applications, althagh this
information slould be available upon requeBbr substances which mply with a Schedule B
monografh, reference to thenonograph will be considered féicient for all Clinical Trial

Applications.
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3.2P.5.4Batch Analyses

A description of batcheand results of beth analyses should be providékhe discussion of
results should focus on obserneas nded for the various tests, rather than reportingoents
such asméat | spestficati onso.

This could include ranges of analytical resuliad any trends that were observed. For
quantitative tests (e.g., as in individual and total degrawlgtiodict tests and potency tests), it
should be ensured thattual numerical resultare provided ratheh&in vague stameents such as
Awi t mithed ii ome oWhenrreporting the analyticaksults,it is important that the
method used be identd (induding Type and Source).

Batch analysis results for the FRRy be provided in either the Quality Qa# Summary or by
providing a copy of the Cgficate of Analysis. In all cases, the batchminers, batch sizes, dates
and sites of production, dmnputActive Pharmaceutical Ingredient batches should be provided.

For Phase | Clinical Trial Applications
Analytical results fronthe batch(es) to besad in the proposed clinical trial should be provided.

For Phase Il Clinical Trial Applications

Analytical results fromthe batch(es) to be used in the proposed clinical trial should be provided.
If batch analys fromthe actual batches to be used inpheposed study are not available at the
time of filing, results fronrepresentative batches of FiRRay be prwided as supporting data
with a canmitment that the batch analydisr the spedic lot(s) to be useth that protocol will

be sulmitted prior to @sing.

For Phase Il Clinical Trial Applications
Analytical results fromthe batch(es) to be used ihet promsed clinical trial, or batch(es)
considered representative thereof, should be provided.

3.2.P.5.5Characterization of Impurities

Information on the characterizationof impurities should be provided, if not previously
sunmarized in Section S.3:2mpurities.

This infomation includes degradation products (e.g., franteraction of the Active
Pharmaceutal Ingredient with excipients or the comter closure sysis), solvents in the
manufactiring process for the FPP, efthe tables in the Qualitpveral Summary template in
section S.3.2 can be used torsoarize this ifiormation.
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This sectiommay alsobe used to report any nempurities found inthe FPP during stress testing
(e.g. photostability testing).

3.2. P.5.6lustification of Specification(s)

[Information in this section is not required for Phase | Clinical Trial Applications.]

The sponsor shddi ensure the specification(s) includes dlé ttests and acceptance criteria
appropriate for the FPP, and that reasonahbigtsli for degradation noducts have been
established. Acceptance criteria should be basedamufacturing experience, stability daand
safety considerations. Fompuritiesegradation products which are unique to the FPP,
acceptance criteria should be supported by apptepogcology and safety studies.

3.2.P.7 Container Closure System

A description of the container closure ®&ys(s) to be used in the clinical trial aiid be
provided, including thematerials of construction for each packagingnponent. This includes
packagig canponents that:

a) are product contact surfaces

b) are used as a protective barrier to help ensat®list or sterility c) are used for drug

delivery

d) are necessary to ensure FPP quality during transportation
For sterile products, details tife waing, sterilization and depyrogenation should benstibd
in this section.
For dosageforms that have aigher potentialfor interaction betweeffilling and container
closure systenfe.g. parenteral, ophthaic products, oral solutions), additiondétail may be
required.

3.2.P.8 Stability

3.2.P.8.1 Stability Summary and Conclusions

The types of studies oducted, protocols used, and the Hhsswf the studies should be
sunmarized. The tables in the Quality Overall @umary tamplate can be used summarize the
information on the batches used in the stability studies.

Full long termstability data is not guired at the the of filing, providel sane prelminary
stability data is available on representative batches together withraitcoent that he stabity

of the clinical trial senples (or representative batches) will b@nitored according to the
stability protocol until the shelfife of the FPP has been established with confidence.

The discussion of results should focus on observations fotetie various tests, rather than
reporting conme nt s such msetiAdpgectiesitcsat i onmnmges ofThi s
analytical results and aryends that were observed. For quantitative tests (e.g., as in individual
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and total degradation produeists ad potency tests), it should be ensured #witial numerical
resultsare provided rather than vague staden t s s u ¢ hmiatss & wormts lofi. cno nl fi

For sterile products, sterility should be reported at the beginning and end of shelf life. During
development it is expected that sterility will bmonitored on a routine basis (e.g. annual basis)
until the shelflife has been detmined with configgnce. For parenteral products, susible
particulatematter should be reported at every test intervél arghelf life has been established.
Bacterial endotoxins need only be reported at the initial test interval.

For FPPs which are reconstituted olutid prior to adinistration, stability and copatibility
studies covering the entire-use period shodlbe povided. Furthenore, for products which are
diluted or reconstituted into a secondary container closustersy(i.e., infusion Kkit),
compatibility data should be suafitted to support iruse conditions in that specific containe
closure Available Ilng-termand accelerated stability data should be provided for the FPP at each
stage of develapent to support itstarage conditions and shdife.

Stress testing:

For certain FPPs, stress testing of dosagedenay be appropriate to assess the poteifial
changes in physical and/or ahial properties of the FPHhe nature of the stress testing will
depend onhte type of FPP being developed.

Proposed storage conditions and shelf life:

The proposed storage conditions with suitable tolerances (e@mparatire range with upper
and lower criteria) and shelf life for the FPP should be provided. Alternativgstooaditions
may be acceptable wiupporting scientific data.

Based on the results of the stability evaluation, other storage precauapme waranted (e.g.,
ADo not refrigdrathd @, MA@ astit euatte oOff)rr. @ mMm

3.2.P.8.2 StabilityProtocol and Stability Commitment

If full long termstability data supporting the proposed shelf life is not available atrtieedt
filing, providea canmitment that the stability of the clinical trialrsples, or smples considered
representative of thelinical batches, will bemonitoredthroughout the duration of the clinical
trial.

A summary of the stability protocol (e.gabular fomat, summarizing frequency of testing, tests
to be conduied, etc.) should be provided.

3.2.P.8.3 Stability Data
Reasllts of the stability studies (e.gprigtermand accelerated studies) should be presented in an

appropriate famat. The actual stability restd (i.e, raw data) used to support the clinical trial
should be provided as an Attawént. For quantitative test(e.g., as in individual and total
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degradation product tests and potency tests), it should be ensuredttf@tnumerical results
are provied ratker than vague state nt s s u c hmiatss o wams lofi.cno n fio r

For Phase Il and Il Clinical Trial Applications

In cases where analytical pedures are only used in stability studies (i.e. stahiiiycating
assaymethod) and were not previoygsummarized, details of the analytical procedure as well as

a tabulated sumary of validation infomation shouldbe provided per the instruotis inSection

P.5.2 and P.5.3 list of Attachments should be provided (e.g., actual stability results (raa),dat
speifications for excipients, letters of access to Drug Master Files, letters of attestation of
BSE/TSEfree material, etc.).

Doc. No.: DIS/GDI033 Revision Dag: 30/06/2021 Review Due Date23/07/2024

Revision No.1 Effective Date23/07/2021

Page62 of 105



Guidelines for @nical Trial Applications in Rwanda

MODULE IV : NON-CLINICAL STUDY REPORTS

The goals of the prelinical /nonclinical safety evaluation generally include a abtaristion of

toxic effects with respect to target organs, dose dependence, relationship to exposure, and, when
appropriate, potential reversibilityfhe information is used to estimate an initial safe starting
dose and dose range for the human triats tanidentify parameters for clinical monitoring for
potential adverse effects. The nonclinical safety studigmugh usually limited at the begiimg

of clinical development, should be adequate to characterise potential adverse effects that might
occurunderthe conditions of the clinical trial to be supported.

The datashould be organised as follows:
Table of @ntents of Module 4
Study Reports
1 Phamacology
- Primary Pharmacodynamics
- Secondary Pharmacodynamics
- Safety Pharmacology
- Pharmacodynamic Drug krtactions
1 Pharmacokinetics
- Analytical Methods and Validation Reports (if separate reports are available)
- Absorpton
- Distribution
- Metabolism
- Excretion
- Pharmacokinetic Drug Interactions (nonclinical)
- Other Pharmacokinetic Studies
- Toxicology
Genotoxicity
Cardanogencity
Reproductive and Developmental Toxicity
Local tolerance
9 Other Toxicity Studies
Literature References

= =4 4 =2

4.1  Applicants are required to condyate-clinical studies according to the ICH guidance
document M3 (R2)Guidance on Nonclinical Safety Stesliforthe Conduct of Human
Clinical Trials and Marketing Authorization for Pharmaceuticalsd guidelines of the
Organisation for Economic Cooperatiand Development (OECLCHor biotechnology
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derived products the applicants should follow ICH ®Blée Nondinical Study Reports
should be presented in the order described in the guidance M4S.

4.2  The data that is submitted the Authorityon nonclinical sakty studies should have

originated in studies that have been conducted in compliance with the Prindiples o
GLP. Laboratories that perform safety pharmacology and toxicology studies are

required to have worked under tbenditions of GLP.

4.3  The applicant shll be required to submit evidence of GLP via a declaration letter signed
by the director of the researdacility testifying to have conducted the studies as per

GLP compliance for each study, and the quality assur@&g statement must list all

QA actvities and confirm that the study report reflects the raw data.

4.4  The test facility itself should be part @ natonal compliance monitoring programme at
the country of origin and be listed as a compliant facility.hif tlatter prerequisite

cannot be omplied with because of lack of a national compliance monitoring

programme therAuthority at its own discredbn might arrange for the inspections to

confirm GLP compliance.

4.5  This module is applicable to new Investigatiopabducts only. For product that reav

already

promotional form that ertdes a clinician, or potential inviegator, to understand it and
make his/her own unbiased ribknefit assessment of the appropriatenesshef t

proposed trial.

been established an updated
4.6 | nv estBraclute(B) 6 s
4.7  The ifformation should be presented in a concise, simple, objective, balanced, and non

nvest

4.8 The contents of the IB should be approved by the disciplines that generated the

described dat and medically qualified person st generally participate in the editing

of an IB.

4.9 If the investigational product is locally marketed artd phamacology is well

established and widely understood by medical practitioners, an extensive IB may not be
necessary a current Summary of Prod@itaracteristics may be submitted as an

alternative.

4.10 If a marketed product is being studied for a new (ige, a new indication) an 1B

specific to that new use should be prepared.

4.11 The IB should be reviewed at leastnually and revised as necessarycampliance

with a sponsor's written procedures. More frequent revision may be appropriate
depending on thstageof development and the generation of relevant new information.
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MODULE V : CLINICAL STUDY REPORTS

This dowment provides guidance on the ongation of these study reports, other clinical data,
and references within a Common Technical Document (CT&r registration of a
pharmaceutical product for human use. These elements should facilitate the prepacdation an
review of a marketing application.

The clinical study reports will be required for clinical studies that are not first in humans (FIH).
The reports provide details on clinical experience in humans regarding the investigational
product.

This module is gplicable to new Investigational prodts only. For product that have already
been established an updated investigatoro6s br.
The dda shdl be organized as shown below.

5.1 Table of Contents of Module 5

The table of content should ligl documents included in Module 5.

5.2 Tabular Listing of All Clinical Studies

If applicable, if data is available or have been requéast&ttuld be presented in a tabular
format to facilitate the understanding and evaluation of the results.

5.3Clinical Study Reports

Efficacy of the productawell as information on the safety of use should be addressed in
this section. Refer ICH Guishce onthe Common Technical Document for the
registration of pharmaceuticals for human use: Efficacy (M4E) fodamee on the
content of this section

Refer ICHguidelines for the structure and content of clinical study report (E3).
a) Reports of BiopharmaaiticalStudies
b) Reports of Studies Pertinent to Pharmacokinetics using Human Biomaterials where
applicable,
() PlasmaProtein Binding Study Reports
(i) Reports of Hepat Metabolism and Drug Interaction Studies
(i) Reports of Studies Using Other Human Biomaterials
c) Reports d Human Pharmacokinetic (PK) Studies where applicable,
() Healthy Subject PK and Initial Tolerability Study poets
(i)  Patient PK and Initial Tolerability Studyeports
(iii) Intrinsic Factor PK Study Reports
(iv) Extrinsic Factor PK Study Reports
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(v) Population PK StuglRepots
d) Reports of Human Pharmacodynamic (PD) Studies
() Healthy Subject PD and PK/PD Study Reports
(i) Patient PD an®K/PD Study Reports
e) Reports of Efficacy and Setfy Studies
() Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication
(i) Study Reprts of Uncontrolled Clinical Studies
(i) Reports of Analyses of Data from More Than One Study
(iv) Other Clinical $udy Reports
f) Reports of PosiMarketing Experieoe if available
g) Case Report Forms and Individual Patient Listings. Refer ICH Guidelines acaclimal
studies

5.4 Literature References

A list of cited references should be provided. References that led\e=@n provided should be
available upon request
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MODULE VI : VETERINARY CLINICAL TRIALS

This module intends to provide guidance on autlation of clinical trials involving veterinary
Investigational products. It provides guidance on the design amlicoof all clinical studies of
veterinary produts in the target species.

6.1 All trials involving unregistered veterinary medicines for theppse & generating data
to support a marketing authorization or for other purposes shall not be conducted without
prior authorization fromhe Authority

6.2 Unless otlkrwise justified clinical trials shall be carried out with control animals trolled
clinical trials. The effect obtained should be compared with a placebo or with absence of
treatment and/or with the effecf an authorized medicinal product known to be of
therapeutic value.

6.3 The clinical trials application procedures, application form, protosadclinical and
clinical summaries should be as presented in the Mod&lefthese guidelines.

6.4 The design, cauct, monitoring, recording, auditing, analysisdareporting of clinical
studies in target species should be conducted and documentecbrdame with the
principles of Good Clinical Practice (GCP) for veterinary clinical studide latter
should be onducted in consideration of the welfare of thedg animals, the effects on
the environment and the study personnel, and to residues edtbé products derived
from foodproducing study animals.

6.5 Applicants are therefore required to follow requirerseast outlined in these guidelines as
well as thos of current VICH guideline for Good Clinical Pracg8¢¥ICH GL9).

6.6 The Authority shall gant aproval after Ethical clearanckEom relevant competent

Authority.
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MODULE VII : MEDICAL DEVICES AND DIAGNOST ICS TRIALS

The guidance is intended to assistesshers, medical device manufacturers, members of
research ethics committeesvestigatos and ponsoran understanding arrangements étinical
trial applicationof clinical trial of medical devices iRwanda

7.1  Clinical trials involving investigational medical devicesincluding diagnostics must
have an approval frorthe Authority before beng condicted. Clinical investigations
are subject to different levels of regulation, depending on the level of Aisk.
investigational device should be classifieslaaserious risk device if its studies pose
life-threatening harm, could cause permanentsigial damage or impairment, or
would require medical intervention to prevent such damage.

7.2  Sponsors or Manufacturers should submit an application to conduct clinical
iInvestigation of unregistered Class B, C, and D devices in clinical trials and in vitro

diagnostt devices.

7.3  Ethical clearance from Ethics committee should always be sought for a clinical
investigation of anonCE marked medical device, a performance eataban of an in
vitro diagnostic device, or other research involving a medical device.

7.4 Approvalsare not required
market surveillance studies of a Q#arked product, which are considered to be
servie evaluations. These namerventional studies of CE marked product are

classified as fotws;

for poismt enay ket i csrua lv

7.5 The product is used within its intended purpose.
7.6  The assignment of any patient involved in the study to acpéatitherapeutic strategy
or diagnostic procedaris not decided in advance by a protocol but falls within current

clinical practice.

7.7 The ckcisionto use the product is clearly separated from the decision to include the

patient in the study.

7.8  No diagnosticor monitoring procedures are applied to the gud8 included in the
study, other than those which are ordinarily applied in the coursercgntclinical

practice.

7.9 Epidemiological methods are to be used for the analysis of the data arising from the

study.

However, a posimarket surveillance study shld be submittedo the Authority to review if it
does not meet the criteria for nronterventional studies of CE marked products.garticular,the
following should always be treated as interventional stidind should be reviewed Kkye

Authority:

ARandomizedtontrolled trials;
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A Case series studies i nv @b aditom boalddmpléso n a |
or radiography, or investigations outside those that would normally be employed in the
routine management of the patient.

It shouldbe noted that all posharket surveillance studies require a protocol and an informed
consento obtan accesso medicalinformationand processing of identifiable patient data.

7.10 Application procedure

An application to authorize a clinical trial involving medical devices or diagnostics shall be
made in accordance with provisions provided in medulofthese guidelines. laddition,the
following documentation will be required;

7.10.1 Device Description, design ancaterials including User manual the device.

7.10.2 Marketing history

7.10.3 Risk assessment and standard list

7.10.4 Toxicology and biological safety

7.10.5 Sterilizaion vdidation

7.10.6 Electrical safety

7.10.7 Safety and usefulness of meal device

7.10.8 Safety and appropriateness of use aues of animal origin

7.10.9 Signed and approved poabl with data compiled as prescribedANNEXURE-III
and current ISO standards.

7.10.10 Certificate of 1SO/ Quaity audit (ISO 13485) for manufacture of the device if
applicable.

7.10.11 The Investigational product dossierthv data compiled in a common submission
template a prescribed in Guidelines submission of documentation of registration of
medical dewesissued l the Authority.

7.11 Conduct of clinical trials involving medical devices and diagnostics

The design, condi, recording and reporting of clinical investigais carried out in human
subjects to assess the safety or performance of medical dehizelsl be aprescribed in the
ISO 141552011 (en) Clinical investigation of medical devices for human subjedEood
Clinical Practiceand 1ISO14971: 2007 Medical geesi application of risk management to
medical devices guidelines.

7.12 Importation of inve stigational deviceand diagnostics
Devices mu st be | abel | ed Rivdndar FDA guidebnest it gat i on
importation and exportatioof medical produatshould be followed prior to importation.
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APPENDIX I: Clinical Tr ial Application ProcessFlow chart
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APPENDIX II: Phases of Clinical Trials

Phase |

These are the first trials of a new active ingeatlor new formulations in man, often carried out

in healthy volunteers. Their purpose is to establish a preliminary evaluation of aafkwy first
outline of the pharmacokinetic and, where possible, a pharmacodynamic profile of the active
ingredient h humans. These trials are tested in a small gpbppople.

Phase Il

These trials are performed in a limited number of subjects andfiare at alater stage, of a
comparative (e.g. placelmmntrolled) design. Their purpose is to demonstrate thetiapectivity

and to assess shderm safety ofte active ingredient in patients suffering from a disease or
condition for which the actevingredients intended. This phase also aims at the determination of
appropriate dose ranges or regimens ando@kible) clarification of dose response relatiopsh

in order to provide an optimal background for the design of extensive therapelgicTinese
trials are tested in a larger group of people.

Phase Il

Trials in larger (and possibly varied) patigmbups with the purpose of determining the shod
long-term safety/efficacy balance of formulation(s) of the active ingredient, ansse$sing its
overall and relative therapeutic value. The pattern and profile of any frequent adverse reactions
mustbe investigated and special features of the priotiust be explored (e.g. clinicallglevant

drug interactions, factors leading to diffeces in effet such as age). These trials should
preferably be of a randomized doutblénd design, but other desigmnmay be acceptable, e.g.
long-term safety studiessenerally, the conditions under which these trials are carried out should
be as close gsossible tmormal conditions of use.

Phase IV

Studies performed after marketing of the pharmaceutical protiuats in phase IV are carried

out on the basis dhe product characteristics on which the marketing authorization was granted
and are normlly in theform of postmarketing surveillance, or assessment of therapeutic value
or treatment strategies. Althdugnethods may differ, these studies should usedhe scientific

and ethical standards as applied in premarketing studies. After a phadulseen plced on the
market, clinical trials designed to explore new indications, new methods of administratien o
combinations, etc. are normally considerstrials for new pharmaceutical products.
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ENDORSEMENT OF THE GUIDELINES
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ANNEXURES
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ANNEXURE-I: Clinical Trial Application Form (CTA)

(This application should be completed and signed by sponsor or Princyestigator)

Clinical Trial Application Form (CTA)

[ ] Routine CTA [_] Non-Routine CTA

1. | Title of the Stualy:

2. | Protacol Number :

3. | Protocol version number

4. | Protocol date:

5. | Clinical trial Phase

6. | Trial objectives

7. | Trial Design:

8. | nvestigat i on ame,
number or identifying mark

9. | Indications

10.| Comparator product (if applicable

11.| Concomiant medicabns (if
applicable

12.| Number of Participants

13.| Trial Site (s)

14.| Duration of the trial

15.| Amount paidfor this application

16, Sponsor 6s names Names:

Institution

E-mail address:
Phone number (with country code):
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ANNEXURE-I: Clinical Trial Application Form (CTA)

17.

Principal

| ny e s t|Names:
Institution
E-mail address:

Phone number (with country code):

18.

address

Contact Person names and H Names:

Institution
E-mail address:

Phone number (with country code):

DEC

LARATIO N BY THE APPLICANT

19.

FDA

I, (Insert the names of Sponsor or) Bie undersignedhereby declare that | have submiti
all required documentations, and have disclosed all informatimohwmay influence thg

approval of this application

I, hereby declare thall information contained or referenced in this applicationosplete,

acarate and is not false or misleading.

I, agree and ensure that once the above said clinical trialpi®\agal, will be conducte

according to the submitted protocol, legal, ethimad regulatory requirements of Rwan

20.

Names ofapplicant

Signature

Date
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ANNEXURE- Il : Clinical Trial Protocol Format

(This template should be filled in and submittedlinrosoft word formatwith times newaman

style font size 12 black ink)

1. GENERAL INFORMATI ON

Title of Study

Protocol Identification Number/code

Protocol Version Number (whe applicale)

Date of Protocol

Rwanda FDA Application Number

Ethical Clearance Number/ Date of Approval

Name of Investigational Product or Intervention

Therapeutic Classification

Dosage Form(s) and Strength(s)

Route(s) of Administration

Name of Compiaator Product (where applicable)

Name and address(es) of the Applicant

Name and address(es) of theo8sor

Name and address(es) of the Principal Investigator (PI)

Name andddress(es) of the Study Monitor

Name and address(es) of Stugite(s)

Name and address of the manufacturer of investigational pro

Name and address of the manufacturecarhparator product (i

applicable)

Phase of Trial
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ANNEXURE- Il : Clinical Trial Protocol Format

Duration of study
2. BACKGROUND AND RATIONALE

(Insert a brief, concise introductianto the cinical problem and previous treatments &
developments, i.e., pertinent data from previous preclimiai¢al pharmacology studie
and therapeutic exploratory studies takingoindccount relevant scientific literatur
(citations by consecwte numberingwith list at end of this section; important or not read
available references may be included witte tpaper submission, if appropriate). TI
section should also contain infoation on the new drug). Provide rationale for conduct
the stidy in Rwand
3. OBJECTIVE OF THE TRIAL

(Insert the objectives that are the same as the objectives contained rotheop Include

the primary objective and secondary objectives)
Primary Objective(s):
Secondary Obijective(s):

4. STUDY ENDPOINTS

(Insert the endpoirg that are the same as the endpoints contained in the body ¢

protocol. Include the primary endpoiabhd important secondary endpoints)
Primary Endpoint(s):
Secondary Endpoint):

5. STUDY DESIGN

5.1 Insert summary description of the typeidasof trial to be conducted (e.g. doukdind,

placebacontrolled, parallel design). Provide a simple summarizeapshot of your stud

design not to exceed a single page. This section dhaellude a diagram that provides
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ANNEXURE- Il : Clinical Trial Protocol Format

quick to 1 page. Please pmd an overiew of your study design in a schematic diagr
and tables. The data presentation can be adapted degpgndithe nature of your study al
can be customized according to your pamio Example: complete the tables with stu
specific informatio and adapthe table(s) to illustrate your study design.

Arm 1 Sample size Intervention A

Arm 2 Sample size Intervention B

Include instructions for progressing to next phase (if appliepb

Include a schematic diagram to show the design, procedamdsstagesncluding study

arms, visits, timgooints, interventions etc.

5.2

Summary of the randomization method @nacedures to allocate participants to treatm

groups;

5.3

Blinding (method®f blinding (masking) and other bias reducing techniques tsbd);

54

Summary description of the trial treatment(s) and the dosage and dosage regimen of {
investigational prduct(s), including packaging, and labeling of the investigatic

product(s)

5.5

Maintenance of trial treatment randomization codes and hoes for beaking codes;

5.6

Total study duration (anticipated starting/ finishing dates);
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