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Preamble

WHEREAS, it is necessary to protect public health
through the regulation of Medicine Manufacturers
engaged in the processing of active and inactive
ingredients for further processing and distribution

of medicines manufactured within their premises;

WHEREAS, WHEREAS, all medicinal products
intended for human use including for export are
manufactured, in accordance with the principles
and guidelines of Good Manufacturing Practice and
pre-approval and post approval inspection of
manufacturer are important factors in the resulting
of safety, quality and efficacy of medicine to be

produced;

NOW, therefore, the Ethiopian Food and Drug
Authority issue Medicine manufacturing
establishment control directive in accordance with
article 71(2) of the Food and Medicine
Administration Proclamation No.1112/2019
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PART ONE
GENERAL PROVISION
1. Short Title

This directive may be cited as “Medicine
Manufacturing Establishment Control Directive

Number 1000/2024”

2. Definitions

In this directive, unless the context otherwise

requires

1) “Active Pharmaceutical Ingredient”
means any substance or mixture of
substances intended to be used in the
manufacture of a pharmaceutical dosage
form and that, when so used, becomes an
active ingredient of that pharmaceutical
dosage form. Such substances are intended
to furnish pharmacological activity or other
direct effect in the diagnosis, cure,
mitigation, treatment, or prevention of
disease or to affect the structure and

function of the body;

2) “Key Personnel” means a person assigned
by the Manufacturer for the key activities
such as production or Quality Control or

Quality Assurance or Engineering
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3) “Certificate of Competence Suspension”
means any administrative measure taken to
suspend medicine Manufacturing due to
non-compliance with the laws issued by the

Authority.

4) “Certificate of Competence Revocation”
means any Administrative measure taken to
terminate medicine Manufacturing due to
violation of or non-compliance with the laws

issued by the Authority.

5) “Major Equipment” means Manufacturing
equipment or systemsor Utilities equipment
involved in the

that are directly

Manufacturing of Pharmaceuticals.

6) “Market Authorization Certificate” means
recognition of a market for a product or a
specific batch of a product after evaluating its

quality, safety, and efficacy.

7) “Manufacturer” means a company that carries
out operations described under article 2
subarticle (54) of the Food and Medicines

administration proclamation number 1112/2019

8) “Current Good Manufacturing Practice
Guideline” means a Guideline that contain
minimum requirements for the methods,
facilities, and controls used in manufacturing,
processing, and packing of a drug product.
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9) “The World Health Organization Technical
Report Series” a series that makes available the
findings of various international groups of
experts that provide WHO with the latest
scientific and technical advice on a broad range
of medical and public health subjects.

10) Authority means the Ethiopian Food

and drug Authority.

11) Person means a natural or juridical

person.

12) Definitions provided under Article 2 of the
Proclamation shall also be applicable to this

Directive.

13) Any expression in the masculine gender

shall also apply to the feminine gender.

3. Scope of Application

This Directive shall be applicable to all Local

Manufacturers of Medicines for human use.
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Part Two

Certificate of Competence

4. General

1) Any manufacturer shall have a Certificate of
Competence from the Authority before engaging
Medicine manufacturing

2) The premises, location and design shall comply

with the Good Manufacturing Practice
requirements
3) The minimum requirements for Premise,

Materials, Equipment, Personnel, Production,

Quality Control and laboratory testing,
Qualification and Validations, Pharmaceutical
water, Heating Ventilation and Air Conditioning,
and other utilities shall be based on the current
National Good Manufacturing Practice guideline
or Wworld Health Organization Good
Manufacturing Practice Technical Report Series
4) The ownership of the manufacturer may be a
sole proprietorship, a joint/partnership, a
limited company/body corporate, or other
structures of companies recognized by
“Investment Proclamation No. 1180/2020” or
acceptable by the appropriate organ.
5) The minimum requirements and standards of
the establishment of newly constructed or

renovated after demolishing manufacturing
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6)

7)

1)

2)

3)

premises are prescribed in the Guidance notes

for establishing Medicine manufacturing
facilities in Ethiopia.

Aperson applying for a certificate of competence
under this directive shall fulfil minimum
requirements in relation to location, building
materials, and workforce as defined under this
directiveand with the Authority requirements.
Inspections for manufacturing premises shall be
carried out as per the National Good
Manufacturing Practice Guideline and or World
Health Organization Technical Report Series and
related Standard Operating Procedures.

5. Manufacturers’ Building

The facility shall be located away from sites or
activities that emit obnoxious materials like
fumes and contaminants, open sewerage,
offensive trade or any other place where safety,
quality and efficacy of medicines cannot be
compromised;

The facilities shall be situated either in
Government or Private owned Industrial Parks.
Notwithstanding sub-article 2 of this article,
facilities may be situated outside the industry
park if the responsible Federal or Regional
appropriategovernment office approvesthe
location and suitability of the site for Medicine
Manufacturing in consultation with Authority
through Technical Proposal/Studies Evaluation

(based on the Guidance Notes for New
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Establishments) and provided the investment
for Medicine Manufacturing

The New Establishment building to be
constructed from Greenfield shall be preferred.
However, after completing the requirement
stated either in sub-article 2 or 3 the facilities
may be constructed by demolishing the existing
facility

The material of construction for External and
Internal structures including but not limited to
Walls, Floors, Clean room panels, Windows,
Doors, and others shall be based on the
Guidance Notes for Implementation of Current
Good Manufacturing Practice Guideline

6. Equipment, System and Utilities

The Numbers of Equipment, system, and
utilities shall be adequate in number andbe
aligned with the size of the room and operation.
The Major Equipment shall be new and shipped
directly from the factory.Donated Equipment
from other Medicine Manufacturing facilitiesor
any other source shall not be acceptable

All Good Manufacturing Practice related
equipment and utilities needs to be calibrated
and qualified

7. Pre-Approval inspection
The purpose of pre-approval inspection shall be
to issue a manufacturing Certificate of

Competence.
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2)

3)

4)

5)

6)

7)

The Authority for the conduct of the audit shall
establish an inspection team, comprising three
inspectors, and the general principle of the audit
shall be in accordance with the Good
Manufacturing Practice inspection Directive and
the current National or World Health
Organization Technical Report Series.

Where the requirements have not been met, the
applicant shall be informed about the decision
and observations in writingby the inspection
team or inspection directorate.

The Applicant will formally submit the
appropriate Corrective and Preventive actions
to rectify the observation made during the
inspection.

The inspectors and the responsible team of the
Medicine = Manufacturer Inspection and
Enforcement Lead Executive Office shall review
the submitted Corrective and Preventive
actions.

The inspection team shall prepare the Corrective
and Preventive actions clearance report for the
Medicine = Manufacturer Inspection and
Enforcement Lead Executive Office

When corrective and preventive action is not
satisfactory/ unless all corrective and
preventive action are not rectified the authority
may not issue Certificate of Competence for

Medicine Manufacture
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8. Issuance of Certificate of Competence

1) Any manufacturer who wants a certificate of

competence shall meetthe following
requirements:

a. Pay the appropriate service fee

b. Attach the required documents
online through electronic regulatory
information system

c. The manufacturer should have an
adequate number of personnel with
the necessary qualifications and
practical experience.

d. The Manufacturer shall have key
personnel including Technical
Manager, Production Manager,
Quality Assurance Manager, Quality
Control Manager, and Engineering
Head

e. The manufacturer is responsible to
notify key personnel to the Authority
at the time of Certificate of
Competence application and

f. The key personnel shall have
appropriate educational background

to their respective areas of work.

Key Minimum Required Experience
Personnel Required
Qualification
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Technical Bachelor A minimum of Five
Manager Degree  in | Years’ Experience in
Pharmacy Pharmaceutical

Manufacturing, QA/QC
as expert, supervisor o
Manager
Production | Bachelor A  minimum of Five
Manager Degree  in | Years’ Experiencein
Pharmacy Pharmaceutical
Manufacturing as
production expent
supervisor or Manager
Quality Bachelor A minimum of Five
Control Degree  in | Years’ Experience in
Manager Pharmacy or | Quality Contral
B.Sc in | Laboratory as analyst,
Chemistry supervisor or Manager
Quality Bachelor A  minimum of Five
Assurance | Degree  in | Years” Experience in
Manager Pharmacy or | QA/QC/expert,
B.Sc in | supervisor or manager
Chemistry
Engineering | Bachelor A  minimum of Five
Head Degree  in | Years’ Experience in
Mechanical | industry in utility and
Engineering | system maintenance and

engineering

g. Key posts shall be occupied by full-

time personnel. The heads of
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Production and Quality Control shall
be independent from each other.

h. Passport size photo of the technical
manager

i. Pre-approval inspection report and
Corrective and preventive action
evaluation report ( if applicable)
indicating the compliance of the
manufacturer

j.  Taxpayer identification numbers

9. Content of the Certificate of Competence

Any certificate of competence issued in accordance
with this directive shall have the following

information

budget

1) Name and address of the Manufacture

2) Owner name of the organization

3) The Manufacturer’s key personnel

4) Product Category

5) Manufacturing Line

6) Date of issue and expiry date of the certificate
competency

7) Signature of the Authorized person who issued
the certificate of competence and stamp of the
Authority

8) Certificate of competency number Taxpayer

identification numbers
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9) Detail condition and notice on the Certificate of

Competence

10.Renewal of Certificate of Competence

1)

2)

3)

4)

5)

Manufacturers shall renew their certificate
Good Manufacturing Practice of competence
within the timeline of Good Manufactiring
Practice Compliance period, not more than 5
years

Without prejudice to sub-article (1) of this
article, if any force majours supported by
objective evidences it should be confirmed by
then the Certificate of

the authority,

competence may be renewed within six
months with an extension support letter

To renew a certificate of competence, the
applicant shall apply for renewal not earlier
than three months before the certificate of
competence expires, but at least five working
days before the date of validity.

In accordance with sub-article (1) of this
article, a certificate of competence shall be
renewed;

a)Upon submission of the Good Manufactiring
Practice Certificate

b)Confirmation of payment of the required
service fee

If the certificate of competence is not renewed
in accordance with sub-article (1) of this

article, the certificate of competence shall be
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1)

2)

considered canceled unless a proper

justification submitted.

11.Change of Address, Ownership, Key

personnel, product type, or other change

No Manufacturer shall change location,
ownership? key personnel, and types of
Products/services change of rooms,

modification, or partition of rooms without prior
permission of the Authority.

Any person who wants to make a change shall
apply using an electronic regulatorylnformation
system as specified in the official website of the

Authority.

12.Replacement of Certificate of
Competence

Any Manufacturer whose certificate of

competence has wrong information made by

the Authority, damaged, or lost may request

replacement by fulfilling the

followingInformation:

1) If the certificate of competence is damaged
when the applicant returns it and
paystherequired service fee

2) If the certificate of competence is lost or
burnt, when the applicant has providedproof
of evidence from the justice organ and

paidthe required service fee
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2)

3)

1)

1)

2)

3)

4)

5)

3) Unless the Authority makes wrong
information on the certificate of competence,
the applicant returns it and pay the required
service fee

13.Return of Certificate of Competence

Where any manufacturer wants to return the

certificate of competence granted

bytheAuthority due to different reasons, it shall
submit a letter of declaration thatdescribes the
status of the organization and products
available, a previously issuedcertificate of
competence and application letter
14.Notifications

Any key personnel who want to leave shall

notify to the manufacturer and the Authority

one month before release.

When the key personnel are absent from their

work without announcing to themanufacturer

and the manufacturer wants to replace the
manufacturer shall notifythe Authority

After doing the required verification, the

Authority shall issue a replacement certificateof

competence to the organization within an

acceptable period of time

When the manufacturer ceases its operation

without knowledge of the key personnel and

the Authority the key personnel shall notify the

Authority

When the manufacturer refusesto give a release

letter to the technical managerwhile is in
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1)

2)

3)

operation as per the set timeline, the Authority
may accept the request of the technical
manager after thoroughverification activities. If
the organization doesnot replace on time with a
new technical manager, the Authority shall take

appropriate administrative measures.

PART THREE

POST APPROVAL ACTIVITIES

15.Post Approval inspection

The purpose of post-approval inspection shall
be to assess any change in the operations and
quality management system maintenance
within the facility and to renew the Good
Manufactiring Practice certificate

An inspection team established by the
Authority shall conduct the inspection in
accordance with the Good Manufactiring
Practice inspection Procedure Directive and the
current Authority Good Manufactiring Practice
guidelines for pharmaceutical products main
principles ,and Good Manufactiring Practice
related World Health Organization Technical
report series

Post-approval inspections shall consider recent
recalls, changes, Corrective and Preventive
actions, clearance, market complaints, recent

changes, and major variations.
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4)

5)

4)

The inspection may be undertaken for a specific
product and/or particular line ofoperation
depending on a case-by-case basis.

The frequency of Good Manufacturing Practice
inspections shall be determined by the risk
assessment and shall not exceed Five years,
16.Termination and Closure of

Manufacturing Operations

1) The Authority may at any time suspend,
of
of

revoke, or vary any provisions

suchregistration and certificate

competence or take other such other
appropriateadministrative measures as it
may find necessary.

2) If the proprietor wishes to close down his

business because of any reason(s), heshall

officially inform the Authority in advance.

A business that has been issued with a closure

shall

3)
surrender

of

order themanufacturing

certificate competence and Good
Manufacturing Practice certificate to the
Authority.

Businesses that have been issued with closure
ordersshall be obliged to follow up and/or
conduct proper product recall if deemed
necessary as determined in the certificate of
competence  closure  statement and

conclusion.
5) No manufacturer shall be permitted to

commence operations following closure that
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1)

2)

3)

1)

exceeds six months or notification for
permanent closure without clearance from
the responsible team of the Authority to
ascertain Good Manufacturing practice

compliance

PART FOUR

ADMINISTRATIVE MEASURES

17.General

The Authority shall take administrative
measures on any manufacturer who violates
terms and conditions of this directive as per
Proclamation no. 1112/2019 and
Administrative Measures and Grievance
Handling Directive.

Without prejudice to sub-article (1) of this
article, any Manufacturer who is found to be
Violating this directive, the Authority shall take
the measures specified in the following
provisions.

If there is any critical issue during the
inspection, the authority shall take immediate
regulatory action.

18.Warning letter

If the violation committed by any manufacturer
does not lead to suspension or cancelation of
the issued certificate of competencies, as
appropriate, the Authority shall issue a written
warning letter.

19.Suspension of Certificateof Competency




4)

5)

1)

2)

3)

1)

P77 RIPAFPOhor A1.eH9° oM
PAANLNT &CPT ANdAYL VT OTY
NP+ "0 ol PtPoome NCHC
Vo207 B7%.0-9° PI°CT av(-0
Vo207 oo J0G oo 1NC RO
WNYT0-9° AL LCH LCPHET hio
0 L9° LCE-E7 W% hridos haLodt
oC AL PUrro- NPT 9°CT A“19°4o1
NAANANE 458 ATY LINPA::

e A Al
ANTSREP RCI°8

17.AmPAL

TE @I AT (Y avavd @ PFLT T
FEOTT TANG AT MAPE &C
1112/2011 4G OANTSLEP ACIE
AONNLS P& RPi-loAl avavl @ av(\lot
T ACI°E CL.00 LN LPTA:

PHY AFPo F00 ATPo (1) £7.97
WSCP° TIF09° R9°LT (Y avavl @
CALYTE AT TFAAE AT PeLhTACT
ACPEPT A.00L0T STAM:

NereC obT 015 15T A.LLCH
POLTA VL4 T AAOAN 0% P
PEPPC @A AONT LTAA::
18.10m7P+Ee HA oo+

PIG 090 CCH Ph.ova- 74T CNPT
TLD198, SPANC ol P eANL @ LY

1)

2)

3)

4)

5)

6)

Manufacture and distribute medicines thatare
not registered or do not havea marketing
authorization letter for the specific product
Manufacture and/or hold any deliberately
adulterated, falsified, Counterfeit, unlabeled, or
falsely Labeled, damaged, expired medicines to
the public.

Manufacturers medicines with unknown Active
Pharmaceutical Ingredient source

The facility Contravenes Good Manufacturing
Practice requirements

Any of the conditions under which the
certificate of competence was issued no longer
exist

The Authority shall suspend the Certificate for
1-3 Months for any activities stated under sub

article 1-5 is existed in the facility.

20.Revocation of a Certificate of

Competence

The Authority shall revoke the certificate of

competency on any manufacturers who are found to

be in violation for one of the following reasons:

1)

2)

Obtained its certificate of competence through
fraudulent acts or by submitting False
documents.

If the manufacturer is suspended repeatedly

and unable to correct
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21. Reversing of Suspension and

Revocation

The suspension and revocation of the certificate of
competence imposed on institution shall be
removed after review and accepting the corrective

and preventive measures and or actions

Part Five

Miscellaneous

22.Service fee

In order to get a manufacturing certificate of
premise applicable service fee shall be paid in
accordance with the appropriate directive of the

Authority

23.Effective date

This directive shall be effective as of the date
registerd with in ministry of justice and uploding on

the offical website of the authority.

Heran Gerba

Director General

Ethiopian Food and Drug Authority
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