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EXECUTIVE SUMMARY

Background

In 2009, the US Agency for International Development (USAID)-funded Strengthening
Pharmaceutical Systems (SPS) Program, implemented by Management Sciences for Health
(MSH), conducted an assessment of the NMRC and compiled a report entitled Strengthening
Pharmaceutical Regulatory Capacity in Namibia.* The report described the structure and
function of the NMRC, identified challenges in its operations, and provided recommendations
for improvements in the NMRC’s processes. As part of a five-year strategic plan, several goals
were outlined, which included: developing institutional capacity; adopting a risk-based model for
registration; streamlining initial screening of dossiers, including bioequivalence evaluations;
prioritizing regulatory activities to focus on in-country monitoring; implementing the use of the
electronic tool (Pharmadex) for all medicine regulatory activities; developing capacity to cover
veterinary, complementary, and biological products; implementing competitive salaries; hiring
more technical and administrative staff; revising and updating regulations to address gaps; and
implementing capacity building recommendations. Five years following this assessment, the
SIAPS Program, which succeeded SPS, provided further technical assistance. SIAPS conducted
a holistic follow-up review of the NMRC to establish what progress had been made during the
intervening time period, and to reach agreement with the NMRC on how and where SIAPS
should focus its attention to strengthen the capacity of the NMRC in the regulation of
antiretroviral medicines and other essential pharmaceuticals in Namibia.

Methodology

Phase 1 of this activity, conducted from January 27 to 31, 2014, involved the review of
documents and in-depth discussions with the technical staff of the NMRC Secretariat (see Annex
A for the list of NMRC personnel met and interviewed), with the following objectives: to
identify goals from the 2009 plan that had been successfully implemented; to gain a better
understanding of the roles and responsibilities of the NMRC; and to provide recommendations
on how to improve the efficiency of the NMRC’s daily operations.

Phase 2, which will be conducted from May 12 to 16, 2014, will involve training members of the
NMRC and other interested parties (as determined by NMRC) on Good Review Practices
(GRevP), including the Common Technical Document (CTD), Good Manufacturing Practices
(GMP), Good Distribution Practices (GDP), and managing the Quality Surveillance Laboratory
in a GMP-compliant manner.

! Nwokike, J., D. Lee, E. Sagwa, and J. Gaeseb. 2009. Consultancy Report: Strengthening
Pharmaceutical Regulatory Capacity in Namibia. Submitted to the U.S. Agency for International
Development by the Strengthening Pharmaceutical Systems (SPS) Program. Arlington, VA:
Management Sciences for Health.
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Executive Summary

Findings

Of the 10 goals recommended in the 2009 report, only two were successfully implemented and
two were partially implemented. The remaining six goals have not yet been addressed (table 1).

Table 1. Recommendations from 2009 SPS Report

Recommendation Implemented
Develop institutional capacity No
Implement risk-based model for registration Yes
Streamline initial dossier screening and bioequivalence evaluation No
Prioritize activities to focus on in-country monitoring No
Implement Pharmadex database Yes
Develop capacity to cover veterinary, biological, and complementary products No
Implement competitive salaries No
Hire 7 technical staff to improve capacity No
Revise regulations to address gaps Partial
Implement capacity building recommendations Partial

There are four sections in the NMRC Secretariat that are responsible for the following regulatory
functions:

1. Medicines Registration Section: Reviews and approves pharmaceutical product dossiers
submitted by pharmaceutical companies for market authorizations in Namibia.

2. Therapeutics Information and Pharmacovigilance Centre (TIPC): Provides
medicines usage warnings and advice to Namibian health care providers, and monitors
adverse drug events (ADE) for better patient safety.

3. Inspection and Licensing: Oversees GMP inspections and licensing of pharmacies,
clinics, hospitals, and wholesalers.

4. Quality Surveillance Laboratory (QSL): Analyzes samples of medical products
received by the Central Medical Store (CMS) as well as some products received from
rural locations in Namibia.

The review of NMRC operations indicates that the chronic shortage of human and technical
resources, primarily due to budgetary constraints, have largely contributed to the ineffectiveness
of the NMRC in fulfilling its mandate as a medicine regulatory body. For example, the current
approved NMRC budget allows for only two pharmacists to be employed full time for medicines
dossier review and approval, a key factor explaining the ever-growing backlog of applications. In
addition, the budget allows for only two analysts in the QSL, a major factor explaining why
samples received often require up to four weeks to analyze. Inadequate human resources,
however, was not the only concern raised during the January 2014 visit. Each section had its own
limitations, a few of which are outlined below. More details are provided in the main body of
this report.

vii
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Medicines Registration

e A backlog of over 700 dossiers to be reviewed, some having been backlogged for as long as
five years.

Therapeutics Information and Pharmacovigilance

e No information technology (IT) staff are available to provide technical assistance and
support.

Inspection and Licensing

e Inappropriate job functions that would be better assigned elsewhere.

Quality Surveillance Laboratory

¢ Significant violations of World Health Organization (WHQO) GMP rendering the QSL
essentially ineffective in ensuring the quality of medicines in Namibia.

Recommendations

Given these shortcomings, several recommendations were made to improve the efficiency of the
NMRC’s operations. Examples of recommendations are:

Medicines Registration

e Until the registration backlog becomes manageable, NMRC should consider “out-of-the-box”
strategies for dossier review. These include:

o Working with the University of Namibia (UNAM) School of Pharmacy to allow final
year (fourth year) students, or in the future, post-graduate students and faculty, to spend
at least one month as part of their coursework (and earning course credit) learning the
basics of medicines registration and assisting in dossier review.

o Working with the Pharmacy Council of Namibia (PCN), allow an alternate route for
pharmacy graduates to become registered with PCN as Namibian pharmacists by
spending one year as an intern working with the Medicines Registration Section.

Therapeutics Information and Pharmacovigilance

e Provide better IT support and more staff with expertise in pharmacovigilance.

viii



Executive Summary

Inspection and Licensing

e Consider transferring responsibility for licensing community pharmacies and medicine
storage facilities to the PCN and freeing up the GMP inspector to assist with dossier
evaluation.

e Prioritize inspection visits to the main port of entry (Windhoek’s Hosea Kutako International
Airport), where the bulk of medicines enter the country, and visits to the key land crossing
customs border posts with South Africa. Work more closely with the headquarters staff of the
customs authorities to facilitate the training of their staff at Hosea Kutako International
Airport and at the main land crossing with South Africa in the use of PharmaDex.

e Make the Pharmadex database available online thereby allowing Customs and Excise
Department staff at all locations to immediately query whether imported products are
currently registered with the NMRC.

Quality Surveillance

e The QSL should strive to become compliant with WHO GMP requirements, otherwise it
should cease testing medicinal products.

e QSL staff need to be provided with adequate and effective onsite management, supervision,
and training in GMP requirements for product testing.







INTRODUCTION

National medicines regulatory authorities are intended to ensure the quality, safety, and efficacy
of all medicines used in their countries. Their key functions include:

Licensing of the manufacture, import, export, distribution, promotion, and advertising of
medicines

Assessing the safety, efficacy, and quality of medicines, and issuing marketing authorization

Inspecting and surveillance of medicines’ manufacturers, importers, wholesalers, and
dispensers

Controlling and monitoring the quality of medicines on the market
Controlling promotion and advertising of medicines
Monitoring adverse reactions to medicines

Providing independent information on medicines to professionals and the public

In Namibia, the National Medicines Policy, published in 1998, stipulates the government’s aim
to ensure that medicines reaching the people of Namibia are safe, efficacious, of good quality,
and available at affordable prices. However, Namibia currently faces several challenges in
meeting these goals.

The challenges include resource constraints and insufficient funding, ill-defined structures and
systems, and limited human resources and skills. Regardless, Namibia’s medicines regulation
history has seen tremendous improvements and several efforts are being made to develop
strategies to further improve the ability of Namibia to safeguard public health and promote the
availability of essential medicines for all Namibians.?

2 1bid.




BACKGROUND

The Namibia Medicines Regulatory Council (NMRC) is mandated to regulate and ensure access
to medical products and protect public health. To achieve this goal, the NMRC Secretariat, the
day-to-day operational arm of the NMRC, requested technical assistance (TA) from the Systems
for Improved Access to Pharmaceuticals and Services (SIAPS) Program funded by USAID to
improve and strengthen regulatory capacity on Good Review Practices (GRevP), Good
Manufacturing Practices (GMP), quality management systems (QMSs), and post-market
surveillance and quality control applicable to pharmaceutical product regulation.

The NMRC Secretariat (referred to in this report as the NMRC) has continued to experience
backlogs of pharmaceutical product registration applications as a recurring problem caused
primarily by the shortage of skilled manpower. To facilitate timely access to antiretroviral (ARV)
and other essential medicines, current TA from SIAPS aims to improve the efficiency of the
NMRC and consequently, reduce the average number of days taken to evaluate and approve
applications for the registration of medicines by providing training on pharmaceutical dossier
evaluation. As such, SIAPS is collaborating with the NMRC to develop practical regulatory
guidelines and use them to train staff to strengthen their capacity for evaluation of registration
dossiers and to conduct inspections, including GMP inspections and post-marketing surveillance
activities. SIAPS is also supporting the NMRC to review the strategy document developed in 2009
under the SPS program to assess progress made in addressing identified priorities, and to develop
guidelines on emerging regulatory topics that will support the NMRC to achieve its mandate.

These interventions will contribute to strengthening the capacity of pharmaceutical regulatory
personnel to improve the process for registration of pharmaceuticals, and will ensure improved
access and use of quality, safe, and efficacious ARVSs, essential medicines, and other
pharmaceutical products in Namibia.

NMRC Mandate and Structure

The NMRC is mandated to perform the functions assigned to it by the Namibian Medicines and
Related Substances and Control Act of 2003, which requires that the NMRC ensure the quality,
safety, and effectiveness of medicines in Namibia. The 12-member council is made up of health
care professionals, including physicians, pharmacists, registered nurses, veterinarians, legal
practitioners, and others. Currently, in the Ministry of Health and Social Services (MoHSS), the
Pharmaceutical Control and Inspection (PC&l) is the secretariat of the NMRC. PC&l is a
subdivision of the Pharmaceutical Services Division that is under the Tertiary Health Care and
Clinical Support Services Directorate. The PC&I Secretariat, whose head is the Registrar of
Medicines, also has responsibility for implementing the NMRC’s decisions. The role of the
Registrar of Medicine as the secretary of the NMRC is spelled out in the 2003 Act. However,
apart from the description of the procedures of meetings of the NMRC, Executive, and
Veterinarian committees, the Act does not specify in detail the functions, roles, and
responsibilities of other committees. Other committees appointed by the NMRC include the
Pharmaceutical and Analytical, Legal, and Clinical Committees.®

% Ibid.




METHODOLOGY

The goal of this activity was to strengthen the institutional capacity of the NMRC Secretariat’s
regulatory medicines approval system, its facility GMP inspection capabilities, and the
operations of NMRC’s Quality Surveillance Laboratory (QSL) with respect to the registration
and handling of medicines used for human immunodeficiency virus (HIV), tuberculosis (TB),
malaria, and other essential pharmaceutical products, as well as improve the process for pre- and
post-marketing surveillance activities.

The original scope of work involved the development and implementation of regulatory
guidelines for GRevP, GMP, quality management systems (QMS), and Common Technical
Document (CTD) followed by training on these guidelines. However, before the guidelines could
be developed, it was important to understand the current pharmaceutical regulatory status and
processes in Namibia. The following tasks were therefore implemented:

Phase 1 (January 24-31, 2014): Review of the Current Functioning of the NMRC

A review was conducted on how the NMRC operates. Potential solutions were proposed for
some areas where the NMRC may need to improve. The assessment was done through the
review of documents, including existing standard operating procedures (SOP), job descriptions,
and quarterly reports, and in-depth discussions with NMRC staff members (Annex A). Visits
were made to the NMRC Secretariat to review available manual and electronic databases.
NMRC Secretariat staff provided additional input during consultative meetings scheduled
specifically to obtain feedback on the functioning of each unit of the NMRC Secretariat.

Phase 2 (May 12-16, 2014): Training NMRC Staff on Regulatory Guidelines

Phase 2 will consist of capacity building (training) activities on the registration, inspection, and
testing of ARV, antituberculosis (ATB), and antimalarial (AM) medications. By providing
opportunities to enhance the registration and GMP compliance of ARV/ATB/AM medicines, the
registration and testing of other medications in Namibia will also be strengthened.

The capacity building efforts will focus on:

« Understanding the role and function of electronic-CTD in improving the NMRC
registration process, and gaining an understanding of how to efficiently evaluate
registration dossiers.

« Providing knowledge on current expectations for the performance of GMP inspections of
pharmaceutical manufacturers.

« Providing knowledge on current expectations for the performance of Good Distribution
Practices (GDP) inspections as they relate to distribution centers (including the Namibian
Central Medical Store [CMS]), wholesalers, and the remainder of the downstream supply
chain.

e Providing knowledge on current expectations for the performance of the QSL to the
standards and expectations of WHO’s GMP and QMS as they apply to the QSL function.




FINDINGS

As seen in figure 1, the NMRC Secretariat consists of four sections (functional units) responsible
for the registration of pharmaceutical products, the inspection and licensing of health facilities,
quality surveillance, and therapeutic information and pharmacovigilance.

Executive Committee Phi%rmaceutlce_ll Legal and A_dvertlsmg Veterinary Medlcmes Clinical Committee CPmp|em9n!a(y
(EXCO) Analytical Committee Committee Committee 0 Medicines Committee
(PAC) (LAC) (VMC) (CMC)

REGISTRAR MEDICINES

INSPECTION ‘ ‘ REGISTRATION ‘ ‘ QSL ‘ ‘ TIPC

. . . - " Provision of Therapeutic Information
Inspection and Licensing functions Reglstratu_)n i medl_cme_s EodpiovEon Qua!lt_y (Gl e AW ETED 6l and carrying out Pharmacovigilance
of Marketing authorisation medicines activities

Figure 1. Organizational structure of the NMRC

The review of the NMRC Secretariat’s activities identified the need for improvements in several
areas.

General Considerations Concerning the Efficiency of NMRC Operations

e Current staffing levels at the NMRC are grossly inadequate to provide proper services in
accordance with the NMRC’s mandate. Staffing shortages are due to three factors:

o Staff positions need to be approved by the MoHSS Public Service Commission in the
Office of the Prime Minister, which strictly controls the NMRC headcount and budget.
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o Salaries paid to NMRC staff for pharmacist positions are not competitive. A pharmacist
can earn two to three times more salary in the Namibian private sector.

o Almost all staff positions are restricted to registered pharmacists, including the reviewers
in the Registration department and staff in the Inspection and Licensing department. The
pool of available potential candidates for these positions is therefore limited. Rather than
restricting the position of medicines dossier reviewer to registered pharmacists, NMRC
would be better served if the position was open to graduates with a biology-based or
health care-related degrees.

NMRC fees for the registration of a medicine in Namibia were arbitrarily established in
2009, set to be similar to fees charged by other countries in Southern Africa (including
Botswana, Lesotho, Zambia, and Zimbabwe). They are not realistic and do not cover the true
costs of the registration process in Namibia. The current fees charged do not come close to
covering the salary of the NMRC reviewer for the time s/he spends performing a dossier
review.

Applicants for medicines registration do not receive routine or transparent feedback as to
their position in the registration review queue. They do not know whether their products are
scheduled for rapid, accelerated review (i.e., essential medicines, ARVs, ATB and AM
medicines), or are at the back of a 700-dossier backlog (as of January 2014). At the present
rate of dossier review—about one dossier reviewed per reviewer per week— it will take
approximately 14 years to clear the dossier review backlog. This is without new dossiers
being added to the backlog at a rate of about 100 per year. The medicines dossier review rate
could be increased, and the rate of growth of the backlog slowed, with implementation of the
web-based version of Pharmadex later in 2014.

The NMRC is unable to determine how many medicines dossiers received are new
registration dossiers, or are changes to existing dossiers.

The NMRC does not have a system for succession planning. Current position holders in the
Registration, Licensing and Inspection, QSL, and TIPC Sections are either senior staff close
to retirement, or are non-Namibians on fixed contracts that need to be renewed. The
Namibian government has a policy of trying to appoint Namibians to all civil service
positions, making it questionable as to whether the NMRC’s current non-Namibian staff will
have their contracts renewed.

While metrics exist to measure departmental progress and accomplishments of the NMRC
Secretariat, quarterly reports provided by the departments to the NMRC Registrar (the senior
staff member of the NMRC Secretariat) are inconsistently prepared. Moreover, their content
makes it difficult to assess progress against established metrics, for example, to accurately
discern how many dossiers are in the backlog, or how many samples have yet to be tested by
the QSL (Annexes B, C, and D).

The NMRC has many SOPs describing how tasks are to be performed, but there is no formal
link between job descriptions and the SOPs, nor how a new job holder should be trained to
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satisfactorily perform his/her job functions. Moreover, all of the SOPs made available to and
reviewed by the SIAPS team are in draft form. They still need to be reviewed and approved
by the QSL and NMRC senior management to become official departmental policies and
procedures, and to be used to train staff.

e Where they exist, the NMRC SOPs do not appear to be used by staff on a regular basis, either
by the Medicines Registration and Licensing and Inspection Sections or by the QSL.

e There appears to be poor supervision of the QSL by senior management. The problems
described below would not have emerged otherwise. The imminent move of the QSL from its
current location in Windhoek to a new location, together with the planned move of the CMS
about 80 km away, may exacerbate the NMRC’s ability to effectively manage the QSL.

Medicines Registration Section

Following discussions with the two pharmacists responsible for the registration of medicines in
Namibia, the following points were observed:

The Section’s function is to review registration dossiers submitted by the global pharmaceutical
industry and to provide compassionate clearance certification for medications required by
physicians for “named patients” whose medication is not otherwise registered and available in
Namibia.

In fiscal year (FY) 2013, the Section reviewed about 200 dossiers. It has a backlog of over 700
dossiers to be reviewed, some more than five years old. With the exception of ARVs, TB
medicines, and AMs, medications that the CMS advises are “urgently needed,” all dossiers are
reviewed on a first-come-first-reviewed basis. There does not appear to be a written procedure or
flow chart guiding the order in which dossiers are to be reviewed.

Therapeutics Information and Pharmacovigilance Centre (TIPC)

The TIPC Section is staffed by one medical officer. TIPC provides medicines usage warnings
and advice to Namibian health care providers by issuing the quarterly Namibian Medicines
Watch. It also monitors adverse drug events (ADE) in Namibia. It received approximately 100
ADEs during FY2013.The TIPC also:

e Responds to medicines queries from Namibian practitioners
e Conducts targeted active surveillance, e.g., clinical monitoring of the safety of ARVs
e Provides training for regional health facilities on pharmacovigilance

The TIPC currently devotes about 50% of its time to therapeutic information activities and 50%
of its time to pharmacovigilance activities. When a serious ADE is reported, the information is
submitted to the Clinical Committee of the NMRC, which determines whether the ADE warrants
the sending of notifications to physicians throughout Namibia. There is no SOP describing how
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this deliberation and notification process works. ADEs are recorded in the Vigiflow software
database. There are currently no personnel trained and/or available to review the database and
make recommendations from the data collected, apart from the TIPC medical officer.

GMP Inspection Section

There is only one NMRC pharmacist responsible for GMP inspections and licensing of
pharmacies, clinics, hospitals, and wholesalers in Namibia. In FY2013, he performed one GMP
inspection of a local Namibian manufacturing facility, and no inspections of overseas facilities
that export medicines to Namibia. Moreover, in FY2013, 158 inspections were performed of
other Namibian in-country facilities where medicines are stored, including pharmacies,
physicians’ offices, and rural clinics. The pharmaceutical inspector also liaises with customs
officials to ensure that they are knowledgeable about medicines banned for importation and use
in Namibia.

Quality Surveillance Laboratory

The head of the QSL is a pharmaceutical chemist, who is assisted by two analytical staff and one
assistant. In FY2013, the QSL staff analyzed 161 samples. Based on our observations, the QSL
does not meet minimum requirements for GMP compliance nor WHO guidelines to qualify as a
medicines testing laboratory.

The QSL primarily analyzes samples of medicine products received by the CMS as well as
products received by both private and public sector facilities throughout the country. The QSL’s
objective is to test medicines to assure that those distributed in Namibia meet their specification
requirements as to potency and purity. In most countries, products that have been sampled for
testing are held in quarantine and are not distributed until the test results have shown that the
product meets the specifications. This does not happen at the Namibian CMS. The CMS does not
quarantine any incoming medicine; medicines are distributed on a first-in-first-expired basis,
regardless of whether or not they have been sampled, and regardless of whether the QSL has
completed its testing of the products.

The time required sampling a product for testing, scheduling the testing, and reporting results
typically takes up to four months. If a sample is found to be out-of-specification, it is sent to a
WHO-qualified independent South African laboratory for confirmatory retesting. It can take up
to another two and one-half months to obtain a result from this independent laboratory. Six and
one-half months are therefore needed to positively state that a product does not meet a
specification, by which time the medicine has in all likelihood passed through the entirety of the
downstream supply chain, and has been used by patients.

A cursory review of the facility during the SIAPS team’s one-hour visit to the QSL showed
several significant violations of GMP for pharmaceutical quality control laboratories as regards
the manner in which the laboratory operated and compliance with the requirements of 1ISO
17025, “General requirements for the competence of testing and calibration laboratories.”
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The deficiencies identified included:

e About one-third of the samples awaiting testing had exceeded their expiration dates,
making testing moot.

e Equipment was observed operating with expired calibration dates.

e Eight reagents and indicators were past the expiry dates indicated on their labels and no
action had been taken by the QSL.

e Laboratory standards (e.g., the Isoniazid international chemical reference standard being
used in a test ongoing during the visit) was stored incorrectly (at room temperature rather
than being refrigerated), and was stored with its cap loose such that humidity and
airborne contamination might impact its use as an official standard. Moreover, there was
no documentation that the standard had been dried at 105°C for four hours as required by
the USP immediately prior to use in the ongoing test to ensure that the product being
tested met the Isoniazid USP reference standard specification.

e The storage and handling of the Isoniazid standard was not in accordance with the QSL’s
own procedure, “Maintenance of Reference Standards and Materials”
(NMRC/QSL/3015/1).

e While the QSL has an in-house reference standard for Isoniazid, it was stated as being
“not as pure as the WHO International Chemical Reference Standard.” The in-house
standard is not used for testing products, which belies the purpose of having in-house
standards.

e Purified water (PW) used in testing products is generated from a Millipore Elix system
that has lights indicating the equipment’s condition. The “alarm” and “servicing” lights
were observed in a lit condition. The SIAPS team was advised that the device had been in
this condition for about six months due to lack of parts and funds for maintenance.

e The log sheet for the conductivity of the PW generated last showed an entry for July 17,
2013, and at that time the entry was 5.7 MQ, equivalent to 0.18 pS/cm?and was within
British Pharmacopoeia specification. However, there is no documentation of the water
quality used on the date of the visit, six months after the last reading, and its suitability
for use in ongoing testing. This is of particular concern as the device generating the PW
(the Millipore Elix system) had lit lights advising that servicing was required, and that the
device was in alarm condition, as noted above.

e The manner in which test results are computed is not in accordance with WHO GMP
requirements (section 17.13). A test sheet for testing a batch of quinine showed that three
results had been averaged to obtain a final test result. Two of the three individual test
results were observed to be out of specification, while the third result was in
specification. When these three results were averaged, the average result was within
specification and the product was approved (Annex G). The percent residual standard
deviation (%RSD) of these results has not been compared to the %RSD specification.




Findings

WHO, US Food and Drug Administration (FDA), UK Medicines and Healthcare Product
Regulatory Agency (MHRA) and Pharmaceutical Inspection Cooperation Scheme
member states (including South Africa) have guidelines on how to handle out-of-
specification (OOS) test results. They do not allow the averaging of test results without
an investigation as to whether the individual OOS test results are due to laboratory error
or to the product itself. No such investigation has been documented for this tested batch.

The QSL has its own procedure on Handling Non-Conforming Test Results (NMRC/
QSL/3006/1), which requires an investigation to be performed. However, the SOP
provides no guidance along the lines of that provided by WHO and stringent regulatory
authority (SRA) countries.

There is no documentation that the spreadsheet used to average the test results noted
above has been validated.

Although medicines being tested need to conform to current pharmacopoeia standards,
the latest available edition of the British Pharmacopoeia (BP), one of the pharmacopoeias
officially recognized in Namibia, is the 2009 edition, not the current 2013 version
(current at the time of the visit to QSL). There have been significant revisions to BP
specifications and requirements over the last five years.

The manner in which ongoing testing is documented is not in accordance with GMP
requirements to extemporaneously record testing activities. Moreover, not all activities
performed are documented.

There is no documented evidence that the chromatography columns used in high-
performance liquid chromatography (HPLC) testing are restricted for use for single test
substances, or that the columns have been adequately cleaned between analyses of
different substances. Nor was their documented evidence that the HPLC being used
during the visit had passed its system suitability testing to prove that the HPLC
equipment had been assembled and set up correctly in a manner that would generate
accurate test results.

Laboratory glassware is hand washed. There was no documented evidence that the hand
washing of glassware conformed to a validated washing process and provided acceptably
clean glass for use in further testing.

There was no documented evidence that analytical staff had been trained in QSL SOPs on
how to document test results, operate equipment, perform tests, and work in a GMP-
compliant manner.

The SOPs used in the laboratory were all marked as effective July 2012 and were due for
review in 2014. However, none of the SOPs appeared to have been reviewed and
approved by senior management, and all SOPs reviewed indicated in a watermark that
they were in draft.
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e There seemed to be poor and infrequent senior management oversight of the QSL
function. The QSL reports to the chief pharmacist, whose job description and prior on-
the-job training did not appear to include managing the QSL function in a GMP-
compliant manner.

As part of the possible relocation of the CMS scheduled for late 2014 to a town about 80 km
outside of Windhoek, it is planned that the QSL will also move to be adjacent to the CMS. It is
feared that this move will render NMRC management oversight even less frequent and less
effective. It is also feared that current QSL staff will not, for personal and economic reasons,
remain with the QSL at its new location. It is likewise of concern that the QSL will have great
difficulty hiring and retaining suitably trained and motivated staff at a new facility if it is located
outside Windhoek.

At the request of the QSL Manager, the proposed design plan (layout) of the new QSL facilities
was reviewed. Several key GMP compliance deficiencies and operational inefficiencies were
noted in the plan (Annex H). To ensure that the new QSL facility operates properly, these
deficiencies need to be rectified prior to the start of construction. This information was relayed to
the NMRC/QSL.

The proposed layout of the new QSL facility consists of a chemistry lab, a microbiological
testing laboratory, and a condom physical testing laboratory. The QSL has been advised that the
operation of a microbiology testing laboratory is a far more challenging task than required for
operating a chemical testing laboratory. If the QSL were to operate the proposed new
microbiological testing facility in the same manner that it currently manages and operates its
chemical testing laboratory, there is serious reason to believe that microbiological testing would
frequently result in tests showing failure (i.e., positive bacterial growth) due to the QSL’s current
laboratory handling and laboratory design issues and the need for samples to be tested
independently in accordance with QSL policies, a cost and logistics nightmare for the QSL.

The QSL’s work is closely linked with the work of the CMS, from which it receives samples of
medicines to be tested. While the QSL is officially supposed to take the medicine samples, this
task has been relegated to the CMS, where a CMS pharmacist takes samples and sends them to
the QSL. If the pharmacist is absent due to sickness or vacation, for example, no samples are
taken. CMS employs several pharmacists on two-year assignments from Cuba. Due to their very
limited knowledge of English, they have difficulty performing their job functions, which appear
to primarily be as storekeepers.

In the event that the pharmacist assigned to take samples is absent, no other CMS pharmacists
are reassigned to fill this temporary void, nor is any other CMS staff member (a non-pharmacist)
trained to take samples. For the period Christmas 2013 until the end of January 2014, the
pharmacist assigned to take samples was on vacation, and no shipments received by CMS during
that period were sampled.

Because the QSL itself does not take samples from incoming shipments, there is no practical
reason why the QSL needs to be relocated to be adjacent or in close proximity to the CMS. It is
therefore strongly recommended that the QSL physically remain in its current Windhoek
location.
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DISCUSSION

General Considerations Concerning the Efficiency of the NMRC’s Operations

As previously mentioned, the shortage of staff is a major problem at the NMRC, due in large part
to positions that are deemed suitable only for pharmacists, which are lacking in Namibia. In
many other national regulatory agencies (including the US FDA, the UK MHRA, and the
European Union), such positions are not restricted to pharmacists (Annex F). Recruitment of
staff is impacted because the official position of “pharmacist” has a different pay scale in the
MoHSS system (and indeed in the entire government system) than other qualified professionals,
such as biologist or chemist, who are considered capable of holding the position of medicines
dossier reviewer or GMP inspector in other countries.

The fees to register medicines in Namibia have been arbitrarily assigned based on similar fees in
adjacent countries. The current NMRC medicines registration fee is 1,750 Namibian dollars
(NAD) for a generic medicine and 3,500 NAD for a new chemical entity (NCE). Generic
medicines constitute the bulk of products registered by the NMRC. According to the NMRC job
descriptions (Annex E), a pharmacist receives an annual salary of 248,284 to 296,663 NAD
(equivalent to about 22,000 to 27,000 US dollars), with the average annual salary for a NMRC
pharmacist being 272,473 NAD, equivalent to 5,239 NAD per week. It typically takes one week
to review a generic medicine application received from a non-SRA country, meaning that the
cost for the dossier review, in simple salary terms (not including department overhead, such as
staff benefits, external staff training, computer system and software, etc.) is a money-losing
proposition. The generic medicine registration fee paid by the applicant covers only one-quarter
of the salary required to review the application. In other words, the NMRC is losing a significant
amount of money for each medicines dossier it reviews—about 3,500 NAD per dossier—or
700,000 NAD for the 200 dossiers reviewed during FY2013.

Registration fees and annual licensing fees need to be set such that they support sufficient
manpower at the NMRC Secretariat. This will improve efficiency and allow companies
registering products a definitive registration decision within a reasonable time period, say 12
months from the date of acknowledgement of the registration application. A key way that this
objective may be achieved is for the NMRC to become a self-funding agency within the MoHSS,
which is highly recommended.

Medicines Registration Section

The backlog of product dossiers continues to plague the Medicines Registration Section of the
NMRC. There are simply not enough human resources to review all the applications in a timely
manner. With the assistance of “retreats” using regional pharmacists, the three staff pharmacists
reviewed about 200 registration dossiers during FY2013, but about 300 new registrations
dossiers were received during this same period. Thus, the “backlog mountain™ has grown at a
rate of about 100 registration dossiers annually. NMRC registration pharmacists advised that

11
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many of the dossiers in the backlog are from the fourth, fifth, or sixth applicant for a generic
product already registered.

The registration staff have started to use Pharmadex to help expedite the review process.
However, the process suffers from several deficiencies that are expected to be resolved with the
imminent installation of a web-based version of Pharmadex. The current registration system
deficiencies include:

e NMRC technical staff are required to act as clerks, physically filing and retrieving
dossiers from the dossier storage area because all dossiers are currently received in hard
copy format.

e NMRC technical staff are required to enter the administrative details of the registration
dossier into Pharmadex themselves, which takes significant time away from reviewing
the scientific and technical merits of the dossier.

e The NMRC computers used by the three registration pharmacists are not linked to a
central database, making the review process inefficient because staff cannot collaborate
on the review of a dossier. This problem is expected to be resolved with the new online
version of Pharmadex.

The NMRC has implemented a risk management review process under which dossiers from SRA
countries are given an accelerated review of about one-half day, and dossiers from non-SRA
countries are reviewed in about five days. In an effort to diminish some of the backlogged
dossiers, retreats are organized during which the entire NMRC office shuts down and all efforts
are focused on reviewing backlogged dossiers. During the last retreat in January 2014, about 50
dossiers were reviewed.

Although the NMRC has a series of SOPs to guide it in handling the review of dossiers, they do
not appear to be readily available to staff. For example, there is no documented evidence that a
young pharmacist, the newest recruit to the Medicines Registration Section and working in the
department for about eight months, has been trained in any of the departmental SOPs relating to
dossier review. The pharmacist stated that her training typically involved watching how the head
of the Medicines Registration Section performed his duties.

Therapeutics Information and Pharmacovigilance Centre

The TIPC Section is hindered in its work because there are no information technology (IT) staff
available to provide IT assistance. For example, concerning the relatively simple matter of
relocating the TIPC telefax machine (which receives the ADE reports) from its current location
in an office in the Windhoek Central Hospital to the TIPC office at the NMRC headquarters,
there is no IT support for the relocation. Relocation of the telefax machine would improve the
TIPC’s efficiency by eliminating a lengthy and time-consuming walk to check for faxes and
retrieve any faxes received.
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Discussion

Inspection and Licensing

Part of the NMRC Inspector’s function as the GMP Inspection and Licensing Pharmacist is to
audit pharmacies, clinics, hospitals, and wholesalers to determine whether they store medicines
in accordance with regulatory requirements. This is a remnant of an old British practice—that
locations handling and/or storing medicines need to be licensed and inspected. In almost all
Commonwealth countries, including the United Kingdom (Pharmaceutical Society), Ghana
(Pharmacy Council), Kenya (Pharmacy and Poisons Board), Nigeria (Pharmacists Council), and
South Africa (Pharmacy Council) as well as in the United States (State Boards of Pharmacy), the
inspection of pharmacies, clinics, and other locations where medications are stored is not a
regulatory agency function, but it delegated to the country’s professional Pharmacy Bodies.
Regulatory agencies concentrate on inspecting manufacturing facilities for GMP, a skill that is
irrelevant to the storage of medications.

Quality Surveillance Laboratory

Based on our observations, the QSL does not meet the minimum requirements of the WHO’s
GMP guidelines for Pharmaceuticals Quality Control Laboratories, or the requirements of ISO
17025 “General requirements for the competence of testing and calibration laboratories” to
qualify as a medicines testing laboratory. As it currently operates, the QSL provides Namibia
with no value added as a testing laboratory to determine the quality of medicines imported and
distributed in Namibia.

13



RECOMMENDATIONS

The following recommendations are made based on the review of NMRC activities. None of
these recommendations are stand-alone cures for the deficiencies noted. However, taken together
and if implemented wholly or partially, they may bring about significant improvements in the
efficiency of current NMRC operations.

It is realized that implementation of some of the recommendations involves discussions with
other Namibian agencies, for example:

e The Pharmacy Council of Namibia (PCN), part of the Health Professions Council of
Namibia, for changing the responsibility to inspect pharmacies and physicians offices
from the NMRC to the PCN.

e The need to publish in the “Namibian Government Official Gazette” the proposed
changing of the fee structure for registration of medicines in Namibia.

e Cooperation with the University of Namibia (UNAM), School of Pharmacy to allow final
year students to perform internships of at least a six-month duration at the NMRC.

Findings and Recommendations for Corrective Action

Medicines Registration Section: Staff shortages and tackling the backlog in the
review of the medicines registration dossiers

e The NMRC needs to become a self-funding agency within the MoHSS. Funds raised from
medicines licensing and other fees may be used to cover the costs of running the department
with a more adequate number of staff.

e The NMRC needs to establish a registration and annual license fee structure to cover its total
costs, including salary, benefits, travel, office expenses, etc.

e Medicines registration fees should be paid in one upfront payment prior to the
commencement of the review of the dossier, and should include:

o A screening fee to ensure that the submission is complete
o A fee to review the dossier
o A license fee for the first year’s license

It is recommended that if the dossier fails the review process:
o At the initial screening, and if supplemental information is required from the applicant,

only half of the fees paid are refunded, and the dossier will need to be resubmitted in full
with payment of the full registration fee.
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o Inthe in-depth review due to missing, incorrect, or fraudulent data, no fees will be
refunded.

These recommendations are made to place the onus on the applicant to ensure that the
submitted dossier is “right the first time” and to minimize the workload placed on the
NMRC.

The NMRC will continue to face a chronic staff shortage if it continues to restrict dossier
review to “pharmacists.” It needs to change the function/position requirements to allow
university graduates in life-science disciplines, such as biology and chemistry, to be trained
in medicines regulatory affairs. This recommendation also applies to restricting GMP
inspections to be performed by pharmacists only.

This change will impact NMRC salaries as “pharmacists” are on a different salary track than
“biologists,” for example. Salary tracks need to be based on the function requirements of the
position, rather than on the qualifications of the position holders.

The NMRC will find it advantageous to encourage and fund suitable non-pharmacist (and
pharmacist) entrants into the department to obtain masters’ degrees in regulatory affairs by
distance learning methods (e.g., Internet courses available from Northwestern University or
San Diego State University in the United States, and other schools). These courses are not
taught in pharmacy schools nor are the key skills that dossier registration reviewers need to
have to effectively perform their job functions taught in pharmacy schools.

Until the registration backlog is brought under control, the NMRC should work with the
College of Pharmacy to allow final year (fourth year) students to spend at least a month as
part of their coursework (and earning course credit) learning the basics of medicines
registration and assisting in dossier review.

UNAM pharmacy students are currently provided with a two to three day introduction to the
department, but this yields no practical benefit to the NMRC or pragmatically to the
pharmacy student.

Work with the PCN to allow pharmacy graduates to become registered with the PCN as
Namibian pharmacists by spending at least six months working as an intern in the Medicines
Registration Section.

Work with the CMS to ensure that instead of publicizing open bids for medicines supply,
CMS includes in their bidding documents a requirement that only suppliers whose medicines
are already registered with the NMRC may supply that medication as part of the CMS bid.
Moreover, bids should only be from finished dosage forms that have been inspected in the
previous two years for GMP compliance by an SRA or by the WHO through its Medicine
Prequalification Programme, and whose active pharmaceutical ingredient (API) of the
finished dosage form has been manufactured at a facility inspected in the previous two years
for GMP compliance by an SRA or through the WHO Prequalification Programme.
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e Provide training in GRevP and effective assessment of pharmaceutical products registration
dossiers. This will be addressed in Phase 2 of the current assignment.

Bringing Efficiency and Transparency to the Medicines Dossier Review Process

e Rapidly implement the web-based Pharmadex to allow the NMRC to gain efficiency by
having applicants enter the administrative details of their application.

e When the web-based Pharmadex goes live, through publication in the Namibian Official
Gazette (and via e-mail to existing applicants), advise the public inside and outside Namibia
and all applicants of all pending medicines registration dossiers that:

o Effective <insert date>, all applications for registration of medicines in Namibia need to
be in CTD format and submitted via the web-based Pharmadex system, including the
uploading of the dossier in electronic format (either as a Word document or as a PDF
file).

o Advise applicants that effective <insert date (same as above)>, a new fee structure will
be implemented for new dossier applications.

o For applicants with existing applications waiting for review, advise them of the need by
<insert date (same as above)> to complete the administrative section of their
applications via the web-based Pharmadex, and upload their existing dossiers in
electronic format (either as a Word document or as a PDF file). Also advise them that
until these actions are performed, their dossiers will not be reviewed.

o Advise applicants of registration dossiers that they may obtain a list of all medicines
currently registered with the NMRC via the web-based Pharmadex, including the
international nonproprietary name (INN) and the applicant’s name and address. They
may also see when they can expect to have their application dossier review completed (in
accordance with a publicly published prioritization for dossier review — see point below).

e Publish an official NMRC policy that medicines registration dossiers will only be accepted
for finished pharmaceutical dosage forms that:

o Have been manufactured in Namibia in accordance with WHO GMPs, and have passed
inspection by the NMRC, or

o Where the specific dosage form being registered has itself been inspected at its site of
manufacture in the previous two years for GMP compliance by an SRA or by WHO
through its Medicine Prequalification Programme, and whose API of the finished dosage
form has been manufactured at a facility inspected in the previous two years for GMP
compliance by an SRA or through the WHO Prequalification Programme.

A copy of the detailed SRA/WHO inspection report must accompany the registration dossier.
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e Applicants must provide an annual product quality review to the NMRC to allow it to
monitor ongoing product quality, and to plan potential site inspections for GMP compliance.

e Publish an official NMRC document (to be made available on the NMRC website as well as
in the Namibian Official Gazette) describing the prioritization of medicines registration
dossiers review. It is recommended that dossier review prioritization follow the following
sequence:

First priority: ARV/ATB/AM medications, and other medications providing a significant
therapeutic advantage to patients where no alternate therapy exists in Namibia. This would
include “compassionate requests” from physicians.

Second priority: medications on the essential medicines list (EML), where not more than one
other generic version of the INN product is already registered for that dosage form.

Lowest priority: other generic dosage forms, where more than two generic versions of the
dosage form are already registered with NMRC for distribution in Namibia.

e The current NMRC website has many links that do not work and has not been updated for
several years. It is urgent that the NMRC website, a key tool in ensuring the agency’s
transparency, be working effectively to provide answers to stakeholder questions.

Therapeutic Information and Pharmacovigilance

Provide IT support, as discussed above in the Findings section of this report.

GMP Inspection and Licensing

The following recommendations are made to free up the skills and talents of a pharmacist from
this section so that s/he may be more effectively used in the Medicines Registration Section.

As previously mentioned, it is suggested that “compassionate release” is a Medicines
Registration issue, and that the issuance of “compassionate release” permits for named patients
may be handled more effectively than at present. Two possible options exist to streamline
“compassionate release” certification. Either:

e Allow a Namibian physician’s prescription to be the certification needed by the importer
or distributor to bring the medication into the country (a practice used in Canada, Europe,
the United States, and other countries); or

e Have the Medicines Registration Section handle this activity as part of its registration
function.

17



Strengthening the Capacity of the NMRC in the Regulation of ARVs and Other Essential Pharmaceuticals

It is suggested that the NMRC negotiate with the PCN that this function, and the fees that are
derived from these inspections, be transferred to the PCN for their control and supervision. It is
recognized that this recommendation may require changes to the Namibia Medicines Control and
Related Substances Act, but its implementation will relieve the NMRC of work that it is not
equipped to handle.

It is recommended that the NMRC, working with the CMS, require that all medicinal products
imported into Namibia enter through Windhoek Airport and the main land border crossing to
South Africa, and that Namibia Customs and Excise staff at Windhoek Airport and the main land
border crossing to South Africa have real time access to Pharmadex, allowing customs staff the
ability to check in real time whether a medication is registered with the NMRC.

A direct link should be established from the Customs and Excise Department of the Namibian
Ministry of Finance to the Pharmadex database so that it can immediately and continuously
check on whether imported medicines are properly registered with the NMRC.

The NMRC is unusual in that it requires a “pharmacist” to perform the function of a GMP
inspector. The US FDA, the UK MHRA, and the GMP inspectorates of other SRAs do not
require their medicines dossier reviewers or GMP inspectors to be qualified pharmacists (Annex
F). In fact, pharmacy education is tending more towards being patient-oriented and meeting the
needs of clinical pharmacy. Very little education in pharmaceutical manufacturing and quality
control and testing are part of a pharmacist’s education. Training in medicines registration
activities is not part of the curriculum and is not taught. It is recommended that the NMRC widen
the scope of those permitted to become a GMP inspector to university graduates with a science
degree who have worked in a management position in the pharmaceutical manufacturing
industry.

Quality Surveillance Laboratory

e Until such time as the QSL is in compliance with WHO GMP requirements, as inspected by
a third party inspection agency, or can be certified as compliant with 1ISO 17025 standards, it
is recommended that the QSL consider suspending all testing of medicinal products.

If the recommendation provided above to only source medicinal products from SRA
inspected manufacturers is accepted, then the Namibian population is at no greater risk than
that faced under the current system where product testing cannot be assured to provide a
correct test result and where, if a product is deemed to have failed testing, there is a high
likelihood that it has already been consumed by patients by the time that the test results are
known.

e |If the NMRC wants to eventually operate the QSL as a sound, trustworthy laboratory, then
QSL staff need to be provided with adequate and effective onsite management, supervision,
and training in the GMP requirements for product testing laboratories. All test methods need
to be validated/verified, and all analysts need to be properly certified as to their capabilities.
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Sampling of products received from the CMS is currently an after-the-fact effort to assure
pharmaceutical quality. If the NMRC is determined to test products in the QSL, it would be
better if this testing were performed during the dossier review phase. To do this, applicants
need to be required to provide finished dosage form samples in original packaging from three
samples from different consecutive product batches whose batch records are being submitted
in the dossier. These three samples would be tested for compliance to product specification.

Moreover, Certificates of Analysis (COA) for the prior thirty consecutive batches of the
product submitted in the registration dossier should be provided to allow QSL staff to
perform calculations of process capability for product yield, potency, and impurities.
Evidence of acceptable process capability (a process with a process capability index (Cpk) >
1.3) provides assurance of the dossier applicant’s process robustness. These COAs obviously
will not be from products sold in Namibia, but the COAs need to come from batches of
products manufactured on the same equipment at the manufacturing site stated in the dossier.

In order to enhance management and supervision of the QSL when it gains WHO or ISO
17025 approval, it is essential that the QSL facilities be located in Windhoek. Moving the
QSL facilities, together with the CMS, to a location 80 km away from Windhoek is not
recommended because:

o Current staff will probably not move to the new facility for personal, social, and
economic reasons.

o It will be difficult to recruit qualified new staff to work at the facility.

o  Supervision by senior NMRC staff would be greatly compromised. As such, the QSL
would suffer from an “out-of-sight, out-of-mind” mentality on the part of senior NMRC
managers.

If the NMRC wants to operate a QSL capable of working to WHO/ISO standards, then staff
need training in what is expected of them. While extensive and ongoing training will be
required, Phase 2 of this assignment will provide training in the key elements of operating a
QSL facility in a GMP-compliant manner.
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CONCLUSIONS

This consultancy and assessment is the follow up to the original 2009 SPS report. Several
substantive recommendations are made to enhance the effectiveness and efficiency of the
NMRC, particularly in the registration of ARV/AM/ATB medications and to accelerate the
processing of medicines on the Namibian EML.

This review reaffirms that the NMRC’s current capacity is inadequate and offers
recommendations for interventions to improve the situation. The NMRC would be better served
by becoming a self-funding agency within the MoHSS, with fees based on a realistic financing
model to fund all activities that Namibian law requires it to perform.

The most urgent tasks facing the NMRC Secretariat are:

Becoming a self-funding agency within the MoHSS, and establishing proper registration and
licensing fees to fund all NMRC functions, including the QSL.

Until the NMRC becomes a self-funding agency within MoHSS, obtaining budget and
headcount approval to hire sufficient scientific/technically capable staff to eliminate the
registration dossier backlog, currently at over 700 dossiers.

Allowing non-pharmacists to be trained to work as reviewers of medicines registration
dossiers. This will require changes to job titles and job descriptions, and a renegotiation of
pay scales within the Namibian government salary system.

Rapidly implementing the web-based version of Pharmadex to enhance the NMRC’s dossier
review capabilities.

Working with the CMS and other relevant government agencies to require that all medicines
that the CMS tenders are previously registered with the NMRC.

Determining whether the QSL provides value added to the NMRC and to the health and
safety of the Namibian population and/or immediately close the QSL until such time as its
added value is determined. If it is decided to operate the QSL, it should not be reopened until
it has been certified as meeting WHO GMP or 1ISO 17025 standards.

Changing the role of the QSL from randomly testing some medicines when they arrive in-
country to testing all samples of medicines as part of the NMRC medicines registration
process.

Considering not relocating the QSL’s location outside of Windhoek.
Linking the Namibian Customs and Excise Department of the Ministry of Finance locations

at Namibian ports of entry with the web-based version of Pharmadex such that it can, on a
real time basis, ensure that imported medicines are registered with the NMRC. Restrict ports

20



Conclusions

of entry for medicines into Namibia to Hosea Kutako International Airport, and to a single
border crossing from South Africa, both of which should linked real-time with the
Pharmadex database.

Transferring responsibility for inspection and licensing of medicines stores in pharmacies,
hospitals, clinics, warehouses, etc., to the PCN, together with the fees associated with this
function.

Adopting a capacity building model in its approach to operating an efficient and sustainable
regulatory system. This approach will require that current deficiencies in structures, systems,
and roles, which form the base of the model’s pyramid, are addressed as the foundation of a
sustainable institution. Countries need to periodically assess their regulatory capacity. In
some instances, it has been recommended that such an assessment be carried out every five
years.
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ANNEX A. LIST OF NMRC PERSONNEL MET AND INTERVIEWED

Name Title
Mr. Johannes Gaeseb Registrar of NMRC
Dr. Assegid Mengistu TIPC Advisor

Mr. Pascal Rite

Head, Registration

Ms. Saren Kauhondamwa

Registration Pharmacist

Mr. Ruigi Njiriri

GMP Inspection & Licensing Pharmacist

Mr. Gilbert Habimana

Chief Pharmacist

Mr. Howard Masiyachengo

QSL Manager
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ANNEX B. STANDARD OPERATING PROCEDURE FOR QSL SAMPLING

PHARMACEUTICAL CONTROL & INSPECTION
QUALITY SURVEILLANCE LABORATORY

TITLE: SOP NO: QSL 01- PAGE: 1 of 4
08
Writtenby:.................. Date: ...ccvvvvinnnnnn. Effective Date:
Author 1st August 2008
Reviewed by:..... ...ceeenee. Date: ....coovvvnnnnnn. Revision Date:
Head of Section 1st August 2009
Approvedby: ........ccoeunen Date: ....cccevvnnnnns Revision No: | Document Level:
Registrar 2
1.0 PURPOSE

2.0

3.0

4.0

5.0

To establish a procedure for sampling of pharmaceutical products from CMS.
SCOPE

This applies to the sampling of pharmaceutical products from CMS.
RESPONSIBILITY

This procedure is used by the following:

(i) Staff from CMS

(ii) Staff from QSL

LOCATION

CMS (Receiving bay)

DEFINITIONS
Q) Sample —a portion of a material collected according to a defined sampling procedure.
(i) Batch -a quantity of any drug produced during a given cycle of manufacture

(iii) Available sample —whatever total quantity of sample material is available.
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(iv) Consignment — a quantity of a drug product supplied at one time in response to a particular
request or order.

(v) Representative sample-sample obtained according to a sampling procedure designed to ensure
that the different parts of a batch are proportionately represented.

REVISION
6.1 Supersedes
Original document.

ATTACHMENTS/APPENDICES

7.1 Sample Quantity Form SQF 001/08
7.2 Analytical Request Form ARF 001/08

PROCEDURE
8.1 Sampling is done at the arrival of a new consignment at CMS.

8.2 The sampling process should be appropriately supervised by personnel from CMS. The
sampling is done on a batch by batch process for batch release. The Sampling process is
carried out at the receiving bay.

< Identify the consignment to be sampled. Take care to avoid the collapse of stacked
containers during sampling. Check the product name, manufacturer and batch numbers.
Verify the quantities with purchase orders.

< Complete sections A and B of the Analytical Request Form.

e Carry out visual inspection of the consignment for possible tampering, contamination,
deterioration etc. Any visible defects should be counted categorized for all packages i.e.
pellets, shippers, secondary and primary containers. Complete section C of the Analytical
Request Form.

e Take samples from any part of the consignment in their original containers (random
sampling). Individual packs should not be broken open for the purposes of sampling. Use
the Sample Quantities Form as a guide on the number of samples required. The samples
should be sufficient for:

(@) Initial Analysis
(b) Repeat analysis
(c) Retention

A single consignment of a product from a single manufacturer and labeled with a single
batch number may be assumed to be uniform.

e The minimum size of the sample is determined by the requirement of the analytical
procedure to be used to test the product.
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Annex B. Standard Operating Procedure for QSL Sampling

= When a consignment is composed of two or three batches from the same manufacturer, a
single sample will be taken from each batch provided that there is previous favorable
documented experience with the product and manufacturer, and there is evidence from
expiry date or other information that the batches were produced at approximately the
same time.

= When a consignment consists of one very large batch and there is little experience with the
product, two samples will be taken from different sampling units.

< When the quantity of the available sample is not adequate as required by the
Sampling Quantities Form and there is need to adjust the quantity of the sample to be
taken , the following steps should be taken.

(1 Advise the QSL Manager on the quantity of sample to be taken.

(i) Take one or two containers as described in 7.6 above.

(iii)  If there is need to open the container for sampling, the container to be
sampled should be cleaned prior to sampling.

(iv) The container used to store the sample should not interact with the sampled
material nor allow for contamination. It should also protect the sample from
light, 