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Abstract

Background The Gulf Centralised Committee for Drug Registration (GCC-DR), as part of the Gulf Health Council (GHC),
enables the consolidated registration of pharmaceutical products throughout the member states of the Gulf Cooperation
Council.

Objectives The objectives of this study were to provide an update of the performance of the GCC-DR centralised procedure;
evaluate the review times for new products submitted to the GCC Centralised Registration between January 2015 and Decem-
ber 2020; assess the impact of applying facilitated regulatory pathways and implementing a reliance strategy; identify the
strengths and weaknesses of the centralised review process; and propose strategies that could enhance the GCC regulatory
review process leading to improved access to medicines for patients.

Methods A standardised data collection template enabled the structured documentation of information collected by the
Senior Regulatory Affairs and Regulatory Affairs Specialists from the Executive Board of the Health Ministers Council for
GCC States to determine the GHC structure, resources, review models and milestones and timelines. The total number of
applications approved was provided together with the average yearly timelines for new active substances and generics from
January 2015 to December 2020 including both scientific assessment time from the agency as well as applicant response
time to questions raised. Actual approval times for each product were calculated from the date of submission to the date of
approval.

Results The fewest (58) new products were approved in 2019 and the most (200) in 2020. The average review times for new
medicines were the longest (838 calendar days) in 2015 and the shortest (321 calendar days) in 2019. Important changes
recently implemented include an increase in the number of GCC-DR meetings, adoption of a standardised electronic com-
mon technical document and GCC regulatory review template, removal of authorisation dependence on pricing agreements
and introduction of a reliance strategy. Additional recommendations include Executive Committee mandates for dossier
review, target times for dossier validation, scientific review and Expert Committee recommendation and training for quality
decision making.

Conclusions GCC procedures and decision-making processes have been positively influenced by a variety of expert review-
ers, unified guidelines and the implementation of a reliance strategy. Certain barriers must still be overcome to enhance the
quality of the review, and to shorten regulatory review times without compromising the scientific robustness of the review.
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This study describes an updated evaluation (2015-2020)
of the Gulf Centralised Committee for Drug Registration
(GCC-DR), which enables consolidated registration (this
is defined as the process that leads to a joint assess-
ment opinion. However, the national medical regulatory
authorities have to register the product locally).

Information collected from the Health Ministers Coun-
cil revealed that recent important changes such as an
increase in the number of GCC-DR meetings and the
introduction of a regulatory reliance strategy have short-
ened review times.

Certain barriers must still be overcome to enhance the
quality of the GCC-DR review and to shorten regulatory
review times without compromising the scientific robust-
ness of the review.

1 Background

Across the world, the review of medicines is performed by
regulatory agencies according to the national regulations
established by their individual countries. In recent years,
however, regional groups such as the Gulf Cooperation
Council (GCC), which represents the seven Gulf States, have
attempted to harmonise these regulations and procedures for
the purpose of a regional review.

These initiatives, including those with mature regula-
tory systems such as the European Union as well as those in
developing pharmaceutical markets such as the Caribbean
Community and Sub-Saharan Africa, have been established
to maximise the use of regulatory resources and help expe-
dite patients’ access to new quality medicines [1-3].

1.1 The Gulf Cooperation Council

The Gulf Health Council (GHC) is an autonomous agency
that is independent of the Health Ministry administration
of the GCC and that regulates medical products for human
use, medical devices and diagnostics and medicinal products
for veterinary use. The GHC scope of activities includes
marketing authorisations, post-marketing surveillance, price
regulation and site inspections. The agency consists of six
staff, five of whom are pharmacists, who coordinate product
licence applications.
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Formed in 1981, the GCC is a regional political and
economic coalition of the seven Gulf countries, United
Arab Emirates, Bahrain, Saudi Arabia, Oman, Qatar,
Kuwait and Yemen. The countries in the GCC encompass
over 1 million square miles, with a population of over 54
million people [4]. The total gross domestic product (GDP)
of the GCC nations is US$1,649,731 M or US$29,460 per
capita [5]. The population of the GCC, which has grown
over 30% since 2000, is projected to continue to increase,
and it is estimated that by 2050, the percentage of elderly
people will reach 15% of the total population [6]. This,
plus an anticipated rise in the incidence and treatment
of chronic diseases, may result in a rise in government
healthcare expenditure to as much as 20% of the GDP [6].

1.2 Gulf Centralised Committee for Drug
Registration (GCC-DR)

In 1976, the GCC Health Ministers’ Council issued a
decree regarding the formation of a study group to report
on the establishment of a centralised registration review
system to monitor the marketing of medicines and develop
common guidelines for the participating authorities. By
1999, the Gulf Centralised Committee for Drug Regis-
tration (GCC-DR) was formed [7] as part of the GHC.
The GCC-DR consists of two representatives from each
member state and its primary function is the registration
of pharmaceutical companies as well as the registration/
authorisation of safe, effective and high-quality medicinal
products through a centralised procedure [8].

Data collected from the GCC central office in
2014 showed that in the first 11 years of its operation
(1999-2010), the GCC-DR received 1824 medicinal prod-
uct applications and approved 1165 [8]. Between 2006
and 2010, a total of 413 products were approved, increas-
ing from 60 products in 2006 to 130 in 2009, while the
median approval time increased from 107 calendar days
in 2006 to 265 calendar days in 2010 [8]. At this stage,
all products were subjected to a full review. However, it
should be noted that the overall review times include both
agency scientific assessment time and the manufacturer’s
response time.

In 2015, Al-Rubaie and colleagues outlined the differ-
ent steps in the GCC-DR review process and the way in
which these influenced the overall timelines. The study
mapped the key milestones and associated activities and
evaluated the quality measures employed. Information was
obtained to identify the practices that accelerate or delay
marketing authorisation and procedural improvements
were proposed [7]. Since 2015, the regulatory landscape
within the Middle East has changed, with an increasing
use of reliance as the strategy for the regulatory review [9].
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1.3 Objectives

The objectives of this study were to update the information
on the GCC Centralised Procedure and

e appraise the GCC centralised regulatory review process;

e evaluate the review times for new products, including
generics and new active substances (NASs) submitted to
the GCC Centralised Registration between January 2015
to December 2020;

e assess the impact of applying facilitated regulatory path-
ways (FRPs) and implementing a reliance strategy;

e identify the strengths and weaknesses of the centralised
review process; and

e propose strategies that could enhance the GCC regulatory
review process leading to improved access to medicines
for patients.

2 Methods

A standardised data collection template was used to enable
the structured documentation of information to be collected
by the Senior Regulatory Affairs and Regulatory Affairs
Specialists from the Executive Board of the Health Ministers
Council for GCC States in Riyadh, Saudi Arabia to deter-
mine the GHC structure, resources, review models and mile-
stones as well as the timelines that contribute to the quality
of the decision-making process and the review practices
that have been adopted to improve consistency, transpar-
ency, timeliness and predictability in the regulatory review
process. The data were then audited and confirmed by the
director and the deputy general manager of the GHC regu-
latory programme. In addition, the total number of appli-
cations approved was provided together with the average
yearly timelines for NASs and generics from January 2015
to December 2020. It should be noted that the average time
includes both scientific assessment time from the agency as
well as applicant response time to questions raised. Actual
approval times for each product were calculated from the
date of submission to the date of approval.

2.1 Reliance Strategy

A reliance-based regulatory model is defined by the World
Health Organization (WHO) as “an act whereby a regula-
tory authority in one jurisdiction may take into account/ give
significant weight to work performed by another regulator or
other trusted institution in reaching its own decision” [10].

National regulatory authorities (NRAs) are currently con-
sidering the use of FRPs such as reliance to conserve their
limited resources and avoid duplication of regulatory effort.
Using FRPs can contribute toward decreased timelines for

the evaluation of market authorisations, as the NRA may
rely on or recognise the regulatory decisions made by a
reference agency. In this way, the NRA does not need to
conduct a full review of the data submitted to support the
application for marketing authorisation and can realistically
achieve shorter overall review timelines.

If the product is registered in two Gulf countries, then
application can be made to the GHC for a centralised certifi-
cate, thereby putting reliance on the reviewing Gulf States,
enabling other Gulf States to decide whether they will reg-
ister the product in their jurisdiction.

3 Results
3.1 Review Models

McAuslane and colleagues previously characterised three
types of scientific regulatory review. Type 1 or verification
review requires the previous approval of a medicine by two
or more reference agencies, with the agency verifying that
the locally marketed medicine conforms with the approved
product. The type 2 or abridged review requires the previ-
ous approval of a medicine by at least one reference agency
and the review centres on aspects of the medicine that must
be assessed in the local environment. This type of review
is often limited to an assessment of the country-specific
requirements for product quality and the clinical data asso-
ciated with the local benefit risk assessment of the product.
Type 3 or full reviews consist of a complete review of a
medicine’s quality, safety (pre-clinical), and efficacy (clini-
cal) data, with type 3A also requiring previous approval by
a reference agency, which is not a requirement for type 3B
[11]. The GCC-DR conducts type 3A reviews for all major
applications (NASs and major line extensions). A priority
review track is in place for vaccines and anti-carcinogenic
therapies. However, if a product has been approved by two
Gulf States or by the United States Food and Drug Admin-
istration (US FDA), European Medicines Agency (EMA) or
the WHO prequalification (as reference agencies) then the
GCC-DR will conduct an abridged review. If a product is
registered in all member states, then the GHC will conduct
a verification review, which is normally achieved within 21
days.

3.2 Data Requirements

A Certificate of Pharmaceutical Product (CPP) is required
before final authorisation and no other documentation is
accepted as evidence of registration. However, considera-
tion should be given to no longer requiring a formal CPP
but substituting alternative ways of verifying registration
in the reference countries such as letters of authorisation
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or Internet reference. A full ICH electronic common tech-
nical document (eCTD) is required, including full non-
clinical and clinical data (Modules 3, 4, 5).

3.3 Key Points in the GCC-DR Review Process

1. Validation of marketing authorisation applications
consists of a verification of legal, good manufactur-
ing processes, patent and intellectual property status,
confirmation of an acceptable format and content of the
application and payment of fees.

2. Queueing for the scientific assessment can take 60—180
calendar days, although priority products may be taken
out of the queue to be the subject of an expedited review.

3. All member states receive dossier files and have the
option to review, but two member states are specifically
named by the Expert Committee to review the files for
quality, safety and efficacy in parallel and provide their
recommendations to the GCC-DR.

Fig. 1 Gulf Centralised Com-
mittee for Drug Registration
procedure process map and

4. Questions to the sponsor are batched and there is a target
time of 180 calendar days for the sponsor to respond to
queries.

5. The Expert Committee provides a peer review of the
dossier and issues its recommendation, which the GHC
is mandated to follow. However, authorisation does not
depend on pricing agreements.

6. There are no target times for validation, scientific assess-
ment, or Expert Committee evaluation, but there is an
overall review target time of 365 days for a full review
and 120 days for priority review and this includes both
agency and manufacturer’s response time (Fig. 1).

3.4 Number of Product Approvals

Over the period 2015-2020 (Fig. 2), the fewest NASs
(4) were approved in 2016 (4) and the most (13) in 2019;
while the fewest generics (45) were approved in 2019 and
the most (189) in 2020. The substantial increase in the
number of medicines approved in 2020 was due to several
factors, including the introduction of a significant digital
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transformation for all stakeholders, which included a shared
file storage system in which applicants’ dossiers were easily
accessible by all member states, resulting in a faster review
process for new and pending applications.

3.5 Review Times

Review times also significantly decreased with the imple-
mentation of a reliance strategy by the end of 2019. The
average approval time for generics and NASs decreased from
838 calendar days in 2015 to 321 calendar days in 2019
and 411 calendar days in 2020 (Fig. 3). In addition, when
products were registered in two Gulf States, an abridged
review was conducted in an average review time of 61 cal-
endar days and when products were registered in all member
states, a verification review was conducted in an average of
21 calendar days. However, the product cannot be the subject
of a GCC joint procurement unless it has a centralised cer-
tificate. Reasons for the reduction in review times included
an increase in the number of committee meetings. In 2019,
the number of drug registration committee meetings was
increased to once a month by teleconferencing in addition to

Fig.3 Average approval time
for all new active substances 900

M Full Registration
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a face-to-face regulatory meeting every quarter, for a total of
16 meetings per year. Prior to that, there were only 5 com-
mittee meetings in 2017 and 10 meetings in 2018.

Moreover, the following pharmaceutical legislation and
regulatory procedures were implemented as part of the prin-
ciple of reliance:

e Products registered in the six GCC member states are
directly approved (this indicates that the registration
department of the GCC will be responsible for issuing
the registration certificate). Products registered in two or
more GCC member states are registered and the registra-
tion certificate is issued after 60 days, unless observa-
tions or comments from GCC member states are received
on the reports issued. The review process involves a com-
parative assessment between the peripherally submitted
dossiers and the centrally submitted ones, alongside a
validation of submitted certificates.

e If a product is registered in two or more GCC states, then
this means that the GHC can issue a product certificate
whilst the manufacturer is still undergoing the process
centrally.
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e The inspection visit to the manufacturer is bypassed if a
visit has been made by one of the member states to the
manufacturer within the past 2 years and no issues have
been raised.

e GCC member states rely on approvals issued by the
GHC for variation requests of pharmaceuticals products,
where the company has the right to start implementing
the approved variation in the GCC countries, and the
company must provide member states with product files
according to the life cycle of the registration of the prod-
uct if they differ from that presented centrally (eCTD
sequence).

Electronic communication with applicants and member
states has also expedited the review process for new and
pending application requests, also resulting in reduced
approval times. Altogether, these factors led to the reduc-
tion in approval times seen in 2019 and 2020.

Prior to the implementation of reliance, approval times
had been reduced when member states began to depend on
their own scientific reports for the national procedure, but
this practice was replaced by reliance at the end of 2019.

3.6 Good Review Practices

The importance of establishing good review practices
(GRevPs) is recognised by the GHC and these have been
implemented in the GCC-DR review; they include standard
operating procedures (SOPs) for the guidance of scientific
assessors, the use of a standardised assessment templates,
shared/joint reviews within the Gulf Region, and a formal
training programme for assessors as well as an electronic
tracking system for monitoring the progress of applications.
However, some GRevPs, such as an internal quality policy,
SOPs for the guidance of advisory committees and internal
or external peer review, remain to be implemented.

To bring about continuous improvement in the assess-
ment process, GCC-DR assesses the feedback of reviewers
and other stakeholders and takes necessary action, moni-
tors the progress of applications through an electronic inter-
nal tracking system and carries out training through both
internal and external courses, on-the-job learning and par-
ticipation in external workshops. Training is tested through
examinations and is required for professional advancement.
In addition, the assessment report (AR) is shared with other
regulatory authorities if requested and the sponsor also get
a copy of the full AR. However, currently the ARs are not
released to the public.

3.7 Decision-Making Frameworks

The GHC has a systematic structured approach to decision
making, with clearly assigned roles and responsibilities.
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They assign values and relative importance to decision cri-
teria, evaluate both internal and external influences/biases,
re-evaluate decisions as new information becomes available
and effectively communicate to the pharmaceutical company
the basis of the decision.

4 Discussion

Since the 2014 study of the GCC Central Process [8], several
important recommended changes have been implemented.
Sample laboratory analyses, which were formerly carried out
sequentially after the evaluations of quality, safety, and effi-
cacy are now performed in parallel, which saves time. The
number of GCC-DR meetings has been increased to once a
month by teleconferencing, while every quarter there is a
face-to-face regulatory meeting. A standardised electronic
common technical document format has been adopted and a
standardised template is now used by all GCC countries for
their regulatory review, while product authorisations are no
longer dependent on pricing agreements.

As a result of these enhancements, the average approval
time for all new medicines through the Gulf Centralised
Procedure decreased from the average of 838 calendar days
in 2015 to 321 days in 2019 and 411 days in 2020 (Fig. 3),
despite the considerable increase in the number of prod-
ucts reviewed (Fig. 2). However, the major reason for the
improvement in 2019-2020 was the implementation of a
reliance strategy in which account was taken of the reviews
by reference agencies. In the GCC, when products were pre-
viously registered in two of the Gulf States, the review time
was significantly reduced to 61 calendar days. The average
review of new active substances also showed an improve-
ment from 1180 calendar days in 2016 to 182 days in 2019
(Fig. 4) and again, this improvement was due to the reliance
strategy that was put in place.

As part of their own national review processes, the seven
GCC countries all provide a full (type 3) review; however,
when the medicine submitted to the GCC is identical to that
approved by two reference agencies, the GCC conducts an
abridged review [12-14]. Verification or abridged reviews
are of particular value as the number of submissions to
GCC-DR has continued to increase, to a high of 200 sub-
missions in 2020. Where a Gulf State has obtained a national
approval based on reliance and secured an assessment report
from the reference agency then the GHC is responsible for
communicating this to other GCC member states.

Currently, the GCC centralised process does not include
the identification of target times for dossier validation,
scientific review, or Expert Committee recommendation
of new drug applications. As the regulatory processes of
the GHC evolve, documenting performance against targets
would help to assess where time is spent and identify areas
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Fig.4 Average approval time
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where improvement is needed. For this reason, the WHO
Global Benchmarking Tool includes the proactive and con-
sistent measurement of regulatory agency performance
against stated target times [15]. Furthermore, although the
reviewer’s questions to the sponsor regarding applications
are batched at fixed points in the review process, the time
companies take to respond to these questions is not recorded
and this response time therefore cannot be measured and
differentiated in the overall processing time.

The GHC stated that the three most important reasons
to introduce quality into the review process are to increase
efficiency, improve process predictability and enhance trans-
parency. Indeed, the GHC puts a high priority on building
quality into its processes and has measures in place to moni-
tor and improve quality. However, GHC GRevPs do not yet
include an internal quality policy, SOPs for advisory com-
mittees or an internal or external peer review. Furthermore,
scientific review templates are not based on the templates of
other agencies and there are no SOPs for how to complete
the assessment reports. Assessment reports themselves are
shared with other regulatory authorities as well as sponsors
but are not yet published on the GHC website.

The importance of implementing quality decision-making
practices is underlined in the WHO Global Benchmarking
Tool. Awareness of biases inherent in decision making and
the ongoing evaluation of decision-making practices can
enhance efficiency and outcome and enable predictability,
consistency and timeliness in evaluations [16]. However,
there are no measures in place to minimise the impact of
subjective influences/biases on GHC decision making and
no formal assessment takes place to periodically measure the
quality of decision making within the agency; there is a lack
of training in the area of quality decision making.

The relationship between the national and centralised
procedure is a two-way process. When a recommendation

ed in 2 States, n.

gistered all States)

is made from the centralised process to the National Medi-
cines Regulatory Agency (NMRA), then the NMRA will
not re-evaluate the application but will review it for a pric-
ing decision. However, when a decision is passed from the
National to the centralised procedure, it requires two GCC
member states for it to be recommended for marketing in all
member states. In the future it is hoped that the process of
reliance will be transferred to other sectors such as the regis-
tration of veterinary medical devices. Once a new medicine
receives the central registration approval, then the pharma-
ceutical company can market the medicine once it has been
granted a national certificate, which will include the price of
the product. Whilst it is recognised that the website should
contain practical information such as actual approval review
procedures as well as new drug approvals, at the present time
this is addressed through workshops and interactions with
the industry.

4.1 Recommendations

To further enable the successful ongoing evolution of the
GCC Central process, several actions are recommended:

1. Performance measurement In order to effectively bench-
mark the regulatory review process and monitor perfor-
mance, the GHC should consider recording the regula-
tory timelines for each of these milestones as well as
setting targets. Measuring regulatory metrics should
be carried out so that there is a differentiation in the
review time between the agency and the manufacturer’s
response time. In addition, practices that accelerate or
delay marketing authorisation should include a focus not
only on products approved but on all products assessed.

2. Quality decision making the GHC should consider estab-
lishing a formal assessment of decision making as well
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as implementing a training programme in this important
area.

3. Increased transparency the GHC should consider
publishing approval times and a summary basis of the
approval decision for products on their website.

4. Good review practices Whilst several GRevPs are imple-
mented in the GHC review process, consideration should
be given to implementing an internal quality policy,
SOPs for the guidance of the advisory committee and
the establishment of an internal or external peer review.

5 Conclusions

The objectives of this study were to update the information
on the GCC Centralised Procedure and appraise the GCC
centralised regulatory review process; evaluate the review
times for new products, including generics and NASs sub-
mitted to the GCC Centralised Registration between Janu-
ary 2015 to December 2020; assess the impact of applying
FRPs and implementing a reliance strategy; identify the
strengths and weaknesses of the centralised review process;
and propose strategies that could enhance the GCC regula-
tory review process.

Since the 2015 review by Al Rubiae and colleagues [7],
key recommended changes have been implemented in the
GCC Centralised Process. Sample laboratory analyses are
now performed in parallel with evaluations of quality, safety
and efficacy, the number of GCC-DR meetings has been
increased, a standardised electronic common technical docu-
ment format and standardised template are now used for
regulatory review and product authorisations are no longer
dependent on pricing agreements. The average approval time
for all new medicines through the Gulf Centralised Proce-
dure decreased from the average of 838 calendar days to
321 days in 2019 and 411 days in 2020. While electronic
communication with applicants and member states is one
factor in these reduced approval times, the major reason for
the shortened approval times was the implementation of a
reliance strategy. Strategies for improvement of observed
process limitations include the development of performance
management metrics, a formal decision-making framework
and a programme of increased transparency as well as the
implementation of an internal quality policy, SOPs for the
guidance of the advisory committee and the establishment
of an internal or external peer review.
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