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ABSTRACT

Regulatory authorities in both developed and developing countries share the
responsibility of ensuring the access of safe and effective medicines to patients;
however their structures, strategies, and practices vary significantly. The aim of this
study was to evaluate the Gulf Cooperation Council (GCC) regulatory systems
(Bahrain, Kuwait, Oman, Qatar, Saudi Arabia, United Arab Emirates (UAE) and
Yemen) in order to develop a harmonised strategy.

A questionnaire was designed and completed by the seven GCC authorities to provide
details of their review process and the quality measures used to improve their
assessment procedures. The Kuwait Drug and Food Control (KDFC) authority was
assessed to identify areas for improvement in the system. Metrics for medicines
approved for the private and government sectors were collected together with their
patients’ access time using data obtained from the authority’s archives. Another
questionnaire was developed to assess and compare the strategic planning processes
of the regulatory authorities in the seven Gulf States. Both questionnaires were tested
for applicability and practicality in the GCC region and a pilot study was conducted
with two selected authorities, after which they were distributed for completion by

senior managers in each of the seven GCC authorities.

The results of the Kuwaiti regulatory system showed a significant decline (p < 0.001)
in the number of medicines approved for the private sector from 180 to 129 products
(2006 to 2009). In contrast, there was an increase in the number of medicines
approved for the government sector from 22 to 48 products over the same period, but
did not reach statistical significance (p > 0.05). Further analysis showed a significant
"decline (p < 0.001) in the patients’ access time for New Active Substances (NASs) (26
to 11 months) and Existing Active Substances (EASs) (28 to 14 months) due to the
enhanced political conditions and the improved performance of the authority.
Furthermore, there was a significant decline in the registration time for government
health supply (GHS) medicines from 10 to 7 months (p < 0.05) and for private sector

medicines from 28 to 14 months (p < 0.001) over the same period.

The comparative study of the seven Gulf States showed that Kuwait and Yemen carry
out a verification assessment for all applications. Bahrain and Oman conduct an

abridged review while Saudi Arabia and UAE perform a full review for the majority of
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their applications. Furthermore, the speed of the approval process in the GCC States
depends on the types of products being registered (NASs or EASs), the quality of the
submitted data, the level of interaction between the sponsor and the authority and
whether parts of the review process are carried out in parallel or sequentially. Several
GCC authorities lack the essential measures for conducting a quality review process
such as Good Review Practice, assessment templates, Standard Operating
Procedures and peer reviews. Finally, comparisons of the GCC strategic planning
processes showed that the seven Gulf States shared common strategic parameters
that can form a harmonised strategy, namely, the guidelines, SOPs, resources and
Post-Marketing Surveillance (PMS).

It is hoped that the findings of this study will help the GCC authorities to improve
approval time for the registration of new medicines by fully engaging in the quality
review practices. Such improvements will fulfil the GCC central drug registration goals
and encourage the pharmaceutical industry to use the GCC centralised system which

is a step towards successful harmonisation of the regional regulatory systems.
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GLOSSARY OF TERMS

Adverse event: any unfavourable and unintended sign in a patient or clinical
investigation of a subject administered including a symptom or disease associated
with the use of a pharmaceutical product and which does not necessarily have a
causal relationship with this treatment.

Africa, the Southern African Development Community (SADC): Angola,
Botswana, Democratic Republic of Congo, Lesotho, Malawi, Mauritius, Mozambique,

Namibia, Seychelles, South Africa, Switzerland, Tanzania, Zambia and Zimbabwe.

Approval: The active substance is licensed by a regulatory authority in one or more
markets (a product can be legally marketed when the authority grants a licence and

subject it to pricing/ reimbursement issues).

Authorisation phase: Includes practices carried out when satisfactory outcomes of
the evaluation phase has been reached. These are the product pricing process and

the final decision making procedures.

Gulf Cooperation Council (GCC) Central Drug Registration: Bahrain, Kuwait,
Oman, Qatar, Saudi Arabia, United Arab Emirates (UAE) and Yemen.

Arab Central Registration (ACR): Jordan, UAE, Bahrain, Tunisia, Algeria, Djibouti,
Saudi Arabia, Sudan, Syria, Somalia, lrag, Oman, Palestine, Mauritania, Yemen,

Qatar, Comoros, Kuwait, Lebanon, Libya, Egypt and Morocco.

Association of Southeast Asian Nations (ASEAN): Brunei, India, Thailand,

'Philippines, Indonesia, Malaysia, Singapore, Myanmar and Cambodia.

Biological: A substance isolated from animal tissues e.g. vaccines, hormones,

antigens.

Biotech product: A naturally occurring or modified polypeptide, protein, DNA or RNA
product (produced by recombinant DNA or hybridoma technology and expressed in

cell lines, transgenic animals or transgenic plants) for therapeutic, prophylactic or in
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vivo diagnostic use in humans. The only types of vaccines included in the biotech

category are recombinant vaccines.

Centralised procedure: The centralised procedure is used when marketing
Authorisation covering the entire EU region is applied for, for example, for new
biotechnological medicinal products and new innovative medicinal products. The
applications for marketing Authorisation are then submitted to the European Medicines
Agency (EMA).

Clinical trial: Any investigation in human subjects intended to discover or verify the
clinical, pharmacological and/or other pharmacodynamic effects of an investigational
product, and/or to identify any adverse reactions to an investigational product, and/or
to study the absorption, distribution, metabolism and excretion of an investigational

product, with the objective of ascertaining its safety and/or efficacy.

Collaborative or sponsored research: The active substance is discovered as a
result of research carried out in collaboration with, or sponsored by, another company,

a university, government agency or an individual.

Drug product: A finished formulation, for example, a tablet or capsule that contains

the active substance, generally in association with one or more other ingredients.

European Union Member States (EU): Austria, Belgium, Cyprus, Czech Republic,
Denmark, Estonia, Finland, France, Germany, Greece, Hungary, Ireland, ltaly, Latvia,
Lithuania, Luxembourg, Malta, Poland, Portugal, Slovakia, Slovenia, Spain, Sweden
The Netherlands and the United Kingdom.

Evaluation phase: Includes all the stages that involve the scientific assessment and
quality control analysis carried out to ensure that the medicine is safe, efficacious and
of the desired quality standard to be given to the patients. This phase consists of three
stages, namely, the scientific assessment stage, the sponsor’s interaction stage, and

the sample analysis stage.

Existing Active Substance (EAS): An existing chemical, biological or pharmaceutical
active substance includes a chemical, biological or radiopharmaceutical substance

previously authorised as a medicinal product; an isomer, mixture of isomers, a
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complex or derivative or salt of a chemical substance previously authorised as a
medicinal product with the same properties with regard to safety and efficacy to that
chemical substance previously authorised; a biological substance previously
authorised as a medicinal product, which has the same molecular structure, nature of
the source material or manufacturing process; a radiopharmaceutical substance which
is radionucleotide, or a ligand previously authorised as a medicinal product, or the
coupling mechanism to link the molecule and the radionucleotide which has been

previously authorised.

Goal: A stated aim; something specific the Planning Unit seeks to achieve or bring
about in support of its mission. It is a broad statement describing a desired future

condition or achievement without being specific about how much and when.
ICH Regions: European Union, Japan and USA.

Indication: The specific indication for which the active substance for the project is
designed. This may represent the cure, alleviation, treatment, prevention or diagnosis

of disease in humans.

Investigational New Drug (IND): An application that a drug sponsor must submit to
FDA before beginning tests of a new drug in humans. The IND contains the plan for
the study and is supposed to give a complete picture of the drug, including structural

formula, animal test results, and manufacturing information.

Local study: A study conducted in a single country with the primary aim of providing

local experience with a compound.

Marketing Authorisation (MA): Legal approval granted to a company by a national
(or regional) authority to market a medicinal product in that particular country (or

region).

Marketing Authorisation Application (MAA): An application by a company for a
marketing authorisation to be submitted to each country (or region) in which marketing

approval is sought.
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Mission statement: A mission statement outlines the purpose of the existence of an
organisation today. It focuses on today; it identifies the critical process (es); and it

states the level of performance.

Mutual recognition procedure: The Mutual Recognition (MR) procedure utilizes the
marketing authorisation granted for an active substance by another EU Member State,
Norway, or Iceland. The Member State whose assessment is recognized as a basis
for marketing Authorisation is called the Reference Member State (RMS).

National procedure: The national procedure is mainly used in cases where marketing

authorisation is being applied for in a single member state.

New Active Substance (NAS): A chemical, biological or radiopharmaceutical
substance not previously authorised as a medicinal product. The term NAS also
includes: an isomer, mixture of isomers, a complex or derivative or salt of a chemical
substance previously authorised as a medicinal product but differing in properties with
regard to safety and efficacy from that substance previously authorised; a biological
substance previously authorised as a medicinal product, but differing in molecular
structure, nature of source material or manufacturing process; a radiopharmaceutical
substance that is a radionuclide or a ligand not previously authorised as a medicinal
product. Alternatively, the coupling mechanism linking the molecule and the

radionuclide that has not been previously authorised.
New Chemical Entity (NCE): An entity produced by chemical synthesis.

New Drug Application (NDA): An application requesting regulatory approval to

.commercially market a new drug for human use.

Objectives: Objectives are action-oriented and measurable steps towards the goals
of an organisation. They are specific statements of desired short-term conditions or
achievements; these include measurable end results to be accomplished by specific

teams or individuals within time limits.

Patients’ access: The active substance is made available for patients in the private

and government sectors in any country.
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Patients’ access time: This is the time from the submission of the registration dossier

to the Ministerial price approval of the new medicinal product.

Pricing time: The time from the registration of a new medicinal product to the

Ministerial approval of the product price.
Preclinical: /n vivo and in vitro studies to support administration to man.

Pre-submission: The last patient visit for the last pivotal study to be included in the
regulatory dossier is complete and the dossier is being prepared but has not yet been
submitted to a regulatory authority.

Registration time: The time from the submission of the registration dossier to the

registration of the new medicinal product.

Strategy: The direction and scope of an organisation over the long-term; which
achieves advantage for the organisation through its configuration of resources within a
challenging environment, to meet the needs of the public and to fulfil the stakeholder's

expectations.

Strategic planning: A tool for organizing the present on the basis of the projections of
the desired future. It is a road map to lead an organisation from where it is now to

where it would like to be in five years.

Submission phase: The submission phase involves all the stages and processes
carried out by the authorities’ administrative staff prior the scientific assessment of the

medicine. These include the receipt and validation stage and the queuing stage.

Values: Values are the collective principles and ideals which guide the thoughts and
actions of an individual or a group of individuals (i.e., an organization). Values define

the character of an organization — they describe what the organization stands for.

Vision statement: A vision statement outlines what an organization wants to be. It
focuses on tomorrow; it is inspirational; it provides clear decision-making criteria; and

it is timeless.

Xvi



LIST OF FIGURES

Figure 1.1
Figure 1.2

Figure 1.3

Figure 1.4

Figure 1.5

Figure 2.1
Figure 3.1
Figure 4.1

Figure 4.2

Figure 4.3

Figure 4.4

Figure 4.5

Figure 4.6

Figure 4.7

Figure 4.8

Figure 4.9

Figure 4.10

Mép of the seven Gulf Cooperation Council (GCC) States.............

Median times for patients’ access to New Active Substances
(NASS) in six mature markets (1998-2009)............cccvvevninieninnnn.

Regulatory approval time from date of submission to date of
approval for New Active Substances (NASs) (2005-2009).............

Median time for patients’ access to medicines in Emerging Markets
(EM) countries for New Active Substances (NASs) (2005-
2009 . e

Measures used to improve the quality of the regulatory review
process and decision-making in the GCC States.........................

Adoption of the Delphi approach to be used in this study..............
The regulatory review process map for Kuwait...........................

Total number of pharmaceutical products submitted for registration
(2006-2009)....cueieiitiit i e

Total number of registered pharmaceutical products for the
government and private sectors (2006-2009)..........cccceiiiiiiniienn.

Total number of New Active Substances (NASs) and Existing
Active Substances (EASs) registered for the private and
government sectors (2006-2009)..........ccoeviiiiiiiiiiiiiii

Total number of pharmaceutical products priced
(2006-2009). .. ueeeieei e

Overall profile of the New Active Substances (NASs) and Existing
Active (EASs) submitted, registered and priced (2006-2009).........

Total number of pharmaceutical products submitted for review and
available to patients in the same year
(2006-2009). ... eueneenineeneeaae et
Total number of pharmaceutical products submitted for review and
available to patients in the same year
(2006-2009). ... .eureeneinineieeen et

Number of pharmaceutical companies registering medicines (2006-

Number of pharmaceutical products submitted by the GCC Arab,
Non-GCC Arab and international pharmaceutical companies (2006-

Number of pharmaceutical products available to patients in the
private and government sectors from the GCC Arab, Non-GCC
Arab and International pharmaceutical companies (2006-2009)......

XVii

11

14

15

18
37
57

88

89

90

91

92

93

94

97

98



Figure 4.11

Figure 4.12

Figure 4.13

Figure 4.14

Figure 4.15

Figure 4.16

Figure 4.17

Figure 5.1
Figure 5.2
Figure 5.3
Figure 5.4
Figure 5.5
Figure 5.6

Figure 5.7
Figure 5.8

Figure 7.1
Figure 7.2

Figure 7.3

Figure 7.4
Figure 7.5

Patients; access time to government health supply (GHS)
medicines in Kuwait (2006-2009)..........cc.coviriiiiiiiiiiiiieeeeeeans

Patients’ access time to private sector medicines in Kuwait
(2006-2009). ... cneneieete et

Patients’ access time to New Active Substances (NASs) and
Existing Active Substances (EASSs) in the private sector

(2006-2009).......eeeeeeeeee et

Median registration and pricing time for patients’ access to New
Active Substances (NASs) and Existing Active Substances (EASs)
in the private sector (2006-2009).........c.ccoviiiiiiiiiiiiiiie e,

Median registration time for New Active Substances (NASs) and
Existing Active Substances in the private sector

(2006-2009)....eieineeieei et e eaas

Median patients’ access time to New Active Substances (NASs)
from various therapeutic groups in the private and government
sectors (2006-2009) ......eiiniiniiie s

Median registration and pricing time for New Active Substances
(NASs) from major therapeutic groups

(2006-2009) . ... eeeueeneeeeet et et
The regulatory review process map for Bahrain..........................
The regulatory review process map for Kuwait...........................
The regulatory review process map forOman.................coeeeee
The regulatory review process map for Qatar...................ooeeei
The regulatory review process map for Saudi Arabia...................

The regulatory review process map for the United Arab Emirates
(72

The regulatory review process map for Yemen...........................

The proposed standardised regulatory review process map for the
Gulf Cooperation Council (GCC) region.............cooeeveiiiinieninnnnnn.

Common Gulf Cooperation Council (GCC) organizational values....

Shared aspects between the seven Gulf Cooperation Council
(GCC) vision statements............ccoooiiiiii

Shared reasons for the existence of the Gulf Cooperation Council
(GCC) regulatory authorities............ccoovviiiiiiii

Shared Gulf Cooperation Council (GCC) regulatory goals.............

Shared objectives of the seven Gulf Cooperation Council (GCC)
regulatory authorities. ..o

xviii

102

104



Figure 7.6

Figure 7.7

Figure 7.8

Figure 7.9

Figure 7.10

Figure 7.11

Figure 8.1
Figure 8.2
Figure 8.3
Figure 8.4

Figure 8.5

Figure 8.6

Figure 8.7

The Five-Force model for the Gulf Cooperation Council (GCC)
Strategic regulatory changes

...................................................

The three most prevalent driving forces for change in the Gulf
Cooperation Council (GCC) regulatory authorities

The Gulf Cooperation Council ‘s (GCC’s) shared short-term (one to
two years) regulatory strategic parameters....................coinn

The Gulf Cooperation Council’s (GCC’s) shared long-term (three to
five years) regulatory strategic parameters................coiiiin

Shared strategic parameters identified in the short-term and the
long-term strategic plans of the Gulf Cooperation Council (GCC)
regulatory authorities. ...,

Balanced scorecard framework for the types of quality measures
and activities included in the study on the Gulf Cooperation Council
(GCC) regulatory authorities............ccooiiiiiiiiii

The Gulf Cooperation Council (GCC) regulatory dilemma..............
The ‘Generic’ regulatory review process.............cccvvvviiiiiiinnn.n.
Milestones recorded by nine mature authorities...........................

Balanced scorecard framework for the types of quality measures
and activities included in the study on the Gulf Cooperation Council
(GCC) regulatory authorities............ccoeviiiiiiiii

A progress of the quality measures adopted by the GCC regulatory
authorities siNCe 2005........coiiiiiiiiii

The GCC roadmap to successful harmonization of the regulatory
SHAtEgY ..

The proposed Gulf Cooperation Council (GCC) resource allocation

XiX

214

215

217

224
229
235
236



LIST OF TABLES

Table 1.1

Table 1.2

Table 2.1

Table 2.2
Figure 3.1

Table 4.1
Table 4.2
Table 4.3
Table 5.1
Table 5.2

Table 5.3
Table 5.4
Table 5.5
Table 5.6
Table 5.7
Table 5.8

Table 5.9
Table 5.10

Table 5.11
Table 5.12

Table 6.1
Table 6.2

Derﬁographic structure of the Gulf Cooperation Council (GCC)
) = (== J ORI 6

The structure, responsibilities and scope of the activities within
each of the seven Gulf Cooperation Council (GCC) regulatory

authorities................o 8
Regulatory authorities in the Gulf Cooperation Council (GCC)

S At . .ttt 32
Features of Consensus Methods............cccooiiiiiiiiiiiiiiiic e, 34
Estimated timelines for key milestones of the review process in

KUWALL. . . e e 62
Data type and definitions collected from the Kuwait Drug and Food
Control (KDFC) authority.........cccoviiniiiiiii i 87
Number of New Active Substances (NASs) available to patients

from various therapeutic groups (2006-2009)..........cccoovvvriiiininnns 96

Number of pharmaceutical products made available to patients

during specific time interval (2006-2009)...........c.coeviiiiiiiii 106
Definitions of key milestones identified in the Gulf Cooperation

Council (GCC) regulatory review processes..............ceveviiiiiininns 119
Models of assessment and the extent of the scientific review in the

Gulf Cooperation Council (GCC) authorities.................ooooiiii 123
Key milestones in the regulatory review process of Bahrain........... 127
Key milestones in the regulatory review process of Kuwait............ 130
Key milestones in the regulatory review process of Oman............. 133
Key milestones in the regulatory review process of Qatar............. 136
Key milestones in the regulatory review process of Saudi Arabia.... 139
Key milestones in the regulatory review process of United Arab

=10 4112 1 (= TP 142
Key milestones in the regulatory review process of Yemen............ 145
The submission phase in the Gulf Cooperation Council (GCC)

regulatory review proCesses........ocoeviviiiiiiiiiiiiiiiii e 147
The evaluation phase in the Gulf Cooperation Council (GCC)

regulatory reVieW ProCEeSSES. ... ...ouiuiuiuiniiiiiiiieieieeeneeire e 149
The authorization phase in the Gulf Cooperation Council (GCC)
regulatory reViEW ProCESSES. ... .vueurrriuirieiiiiaeiiiiaitnieneeeaens 153
General measures used to achieve a quality review process......... 168

Current measures used to achieve quality in the Gulf Cooperation

XX



Table 6.3

Table 6.4
Table 6.5
Table 6.6
Table 6.7
Table 6.8
Table 6.9
Table 6.10
Table 6.11
Table 7.1
Table 7.2
Table 7.3
Table 7.4
Table 7.5
Table 7.6

Table 7.7

Council (GCC) revView pProCeSSES.........c.vvivininiiinieeiieesiieeenann 171
Quality audit and feedback activities carried out to improve the

quality of the assessment and registration process in the Gulf
Cooperation Council (GCC) States............cc.ceeeiiiiiiiiiiiiinennnnn. 174
Description of the scientific committees in five Gulf Cooperation

Council (GCC) regulatory authorities.................cccoeviviiiiininnn. 177
Electronic facilities for registering and tracking applications in the

Gulf Cooperation Council (GCC) States...........cc.cccovveiiiiiiin.n. 178
The interactive relationship between the sponsor and the Gulf
Cooperation Council (GCC) regulatory authorities....................... 179
Training and continuing professional development in the Gulf
Cooperation Council (GCC) regulatory authorities....................... 181
Transparency as an element of quality in the Gulf Cooperation

council (GCC) reVieW ProCeSS......ovvuiiriiiiiiiiiieiiiieieeieeaenaenas 183
The level of transparency assigned to provide information to the

public in the seven Gulf Cooperation Council (GCC) States........... 184
Reasons for introducing quality measures in the Gulf Cooperation
Council (GCC) review and decision-making process.................... 186
Drivers and barriers to quality review and decision-making process

in the Gulf Cooperation Council (GCC) States...............coccevnnnen. 187
General information on the seven Gulf Cooperation Council (GCC)
regulatory authorities..........cooiiiii 199
Analysis of the internal conditions within the Gulf Cooperation

Council (GCC) regulatory authorities..............ccoooeviiiiiiiinn. 204
Analysis of the external conditions surrounding the Gulf

Cooperation Council (GCC) regulatory authorities....................... 205
Overall SWOT analysis for the Gulf Cooperation Council (GCC)
regulatory authorities...............ccooiii 206
Overview of the situational perspectives shared by the seven Gulf
Cooperation Council (GCC) regulatory authorities....................... 218
Overview of the directional perspectives shared by the seven Gulf
Cooperation Council (GCC) regulatory authorities....................... 219
Overview of the strategic planning perspectives shared by the

seven Gulf Cooperation Council (GCC) regulatory authorities........ 220

XXi



CHAPTER 1

General Introduction



BACKGROUND

Effective Medicines Regulations

The regulation of medicines has evolved over the last five decades in response to
serious adverse events in relation to medicinal products. The early regulatory
standards were mainly related to ensuring the quality of pharmaceutical products and
subsequent advances in the early 1960s led to the development of new standards for
assessing the efficacy and safety of new medicines (Hill and Johnson, 2004).

Today, medicines are manufactured, marketed, distributed and dispensed across the
globe. However, the globalization of pharmaceutical markets and production has also
increased the spread and prevalence of medicines which are unsafe (Torstensson and
Pugatch, 2010). Unsafe medicines can be divided into two categories, namely,
counterfeit medicines which are deliberately forged and mislabelled with respect to
identity and/or source and substandard medicines which have been legally authorised
for manufacturing and marketing by a national or a regional regulatory authority, but
do not meet the required quality or safety standards (Tortensson and Pugatch, 2010).

Currently, approximately 20% of countries have fully operational medicines
regulations, 50% have regulations of varying capacity and 30% have either none or
very limited drug regulation. Many developing countries are incapable of ensuring
safety, efficacy and quality of the pharmaceutical products available in their markets
because they are resource constrained in terms of staffing, standard systems, and
training (WHO Drug Information, 2008).

The primary aim of drug regulation is protection of public health. However, it is claimed
by some that the balance between controlling pharmaceuticals in the interests of
ensuring public health and encouraging the development of the pharmaceutical
industry has shifted in favour of the innovative industry. Regulation is perceived as an
obstacle to the availability of medicines in national or regional markets and has placed
a significant demand on regulators to expedite reviews and evaluations to approve
new medicines in the shortest possible time. Furthermore, Hill and Johnson (2004)
suggest that the political climate is currently in favour of multinational companies
demanding the availability of new medicines for local patients in a timely manner

without fully understanding the importance of supporting effective legislation to ensure



access to effective and safe medicines. However, medicines regulation is the
foundation of any country’s national drug policy that ensures a viable pharmaceutical

industry as well aé a high standard drug approval process.

The Role of Harmonisation of Drug Approval Systems

Given the major resources required to assemble registration dossiers for multiple
submissions to a number of countries, there is a strong driving force towards
promoting harmonisation in the format and the content of these dossiers. The
establishment of the International Conference on Harmonisation (ICH) between the
United States, Europe and Japan in 1990 reflected a need felt by the research based
industry and certain governments to streamline the approval process for the
registration of new medicines (WHO, 2002). Harmonisation involves the formation of
effective networks between regulatory authorities (nationally, regionally and/or
internationally) to facilitate the sharing of best practices, making the best use of scarce
resources and eliminating duplication of effort. Such networks are an important
element in building regulatory capacity and trust between different regulatory systems
(WHO Drug Information, 2008). The technical meaning of ‘harmonisation’ is the
standardisation of technical requirements for medicines regulation (WHO Drug
Information, 2008). These requirements relate to the quality, safety and efficacy of
medicines and can differ in complexity from one country to another. In implementing
harmonisation, all aspects of regulation are addressed to mitigate some of the
problems associated with differing requirements between countries. Although the ICH
group has intensified its work to cover non-ICH countries, it has been less successful
in involving developing countries because harmonisation requires a certain level of
socioeconomic development and a reasonable uniformity between existing regulatory
systems (Saillot and Paxton, 2009). The ICH partners included the highly
industrialized nations controlling the majority of the innovative industry, whereas most
developing countries have generic markets with generic manufactures or none (Lilja et
al., 2008).

Since its inception in 1990, ICH has evolved, through its Global Cooperation Group
(GCG), to respond to the increasing global demands for drug development. The GCG
was originally formed as a subcommittee in 1999 in response to the growing interest in

ICH guidelines beyond the three ICH regions. A few years later, recognizing the need



to engage actively with other harmonisation initiatives, representatives from five
Regional Harmonisation Initiatives (RHIs) were invited to participate in GCG
discussions, narﬁely, Asia-Pacific Economic Cooperation (APEC), Association of
South East Asian Nations (ASEAN), Pan American Network on Drug Regulatory
Harmonisation (PANDRH), Southern African Development Community (SADC) and
the Gulf Cooperation Council (GCC) (Molzon, 2010). A further expansion of the GCG
was agreed in 2007 and regulators were invited from countries with a history of ICH
guideline implementation and/or where major production and clinical research are
done (Australia, Brazil, China, Chinese Taipei, India, republic of Korea, Russia and
Singapofe) (ICH, 2011).

Regional Harmonisation

Cooperative action can be more effective in strengthening regulatory capacity at the
national level, and the European Union (EU) centralized procedure is the largest
established model for these systems. However, harmonisation within the EU took a
number of years to develop to its current status. While the first EU Pharmaceutical
Directive was issued in 1965, it was not until the 1990s that effective approaches for
sharing regulatory processes and structures were really in place. Other regional
initiatives include the ASEAN, the Andean Community, the Mercosur and the SADC
(WHO Drug Information, 2008).

The seven Gulf Cooperation Council (GCC) States (Bahrain, Kuwait, Oman, Qatar,
Saudi Arabia, United Arab Emirates and Yemen) also took the initiative after the EU
centralized procedure to improve patients’ access to safe and effective medicines in
the GCC Region. This was accomplished by strengthening the technical and
administrative capacity of the individual GCC regulatory authorities. This envisaged
that this collaborative mechanism could ensure a more transparent and streamlined
process for the marketing authorisation of pharmaceutical products in the GCC

Region.

The harmonisation of the regulatory processes in the GCC States has been a lengthy
process. It was initiated following the issuance of the GCC Health Ministers’ Council
Decree No. 8 in 1976 regarding the formation of a study group to report on how a
centralized registration system should be set up to monitor medicines and common
guidelines be established for the participating authorities (Hashan, 2005). This was

4



followed by a series of GCC Ministerial Decrees relating to the establishment of a
centralized registration system which was not approved until the Kingdom of Bahrain
submitted a propbsal for the formation of a “Central Committee for the Gulf States” to
register pharmaceutical companies and their products. The remit of this committee
ensures that the pharmaceutical companies apply satisfactory standards to guarantee
manufacturing of quality, safe and effective medicines and to standardise their

regulations with regards to medicines importation practices in the Gulf States.

The GCC Central Drug Registration (GCC-DR) Committee is composed of two
members from each of the seven countries. The procedure is carried out by selecting
two authorities alphabetically to review a registration dossier. However, all the GCC
authorities are equally responsible for evaluating the quality, safety and efficacy of
medicines and therefore all the seven states are provided with copies of the product
registration dossier for their individual assessments. The seven member states meet
four to five times a year to discuss the product review reports issued by the reviewers

from each authority and the approval decision is made by agreement.

The central registration system has faced several criticisms with opponents both from
the pharmaceutical industry who were apprehensive about whether the GCC-DR
system would be an obstacle to the timely approval of medicines in the region as well
as government officials who were concerned about losing sovereignty to the
centralized authority. However, the effective collaborative efforts between the member
states substantiated the support of the GCC-DR system for each GCC authority in
improving the regulatory approval processes and operational efficiencies at the

national level.

THE GULF COOPERATION COUNCIL (GCC) STATES: THEIR
SIMILARITIES AND DIFFERENCES

The Gulf Cooperation Council (GCC) is a political and economic union involving six
Arab States of the Arabian Gulf with shared economic and social objectives. It was
created in May 25™, 1981 comprising Bahrain, Kuwait, Oman, Qatar, Saudi Arabia and
United Arab Emirates (UAE) (Figure 1.1). Therefore, these countries are often referred
to as the GCC States.
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The largest country with the largest population and a dominating economy in the
region is Saudi Arabia (CIA World Factbook, 2009 and 2010 data). The largest life
expectancy at biﬁh was shown to be in Kuwait while the highest median age was in
Qatar. Yemen has the lowest GDP which may have had an impact on the life

expectancy being the lowest in the region (63.4 years).

The demographic pattern of the GCC States may have an impact on the demand for
pharmaceutical products in the region. During 2010-2020, the proportion of population
over 65 years old is expected to grow from 2.7% to 4%. This population growth has
averaged 3% per annum during 2004-2009, while the world population growth has
risen 1% (ALPEN Capital, 2010). Older people generally need to seek more medical
care and have more expensive health profiles than younger people. Improvements in
life expectancy over the past quarter of a century have left the GCC with an increasing

number of elderly people requiring care (Mourshed et al., 2007).

Furthermore, the increased urbanisation and per capita income in the GCC States
have led people to consume unbalanced diets and aggravated lifestyle-related
diseases such as diabetes and cardiovascular ailments. This has increased the
market for drugs such as insulin. Although patents for many medicines are expiring,
increasing lifestyle diseases would maintain revenue of the prescription medicines
market in the long-term and encourage prospects for generic medicines

manufacturers in the near future (ALPEN Capital, 2010).

The structure of the individual GCC regulatory authorities were explored through
personal communication with key regulators in the region (Table 1.2). Five authorities
are under the autonomy of the Ministry of Health and fully funded by their respective
governments. Saudi Arabia and Yemen, however, are independent stand-alone
authorities that rely on registration fees as the major source of their funding. The
seven GCC authorities regulate pharmaceutical products for human use with their
main scope of activities revolving around marketing authorisation, post-marketing
surveillance and quality control analysis. They also have a variety of other
responsibilities depending on the size and resources available for each regulatory

authority
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REGULATORY APPROVAL TIMES AND PATIENTS’ACCESS TO
MEDICINES

The timeliness with which regulatory authorities approve new medicines for
marketing affects healthcare professionals and patients. An unnecessarily long
approval process delays access to new medicines that may improve patients’ health
status. Variation in the availability of drugs in different countries has been studied
since the early 1970s (Rawson, 2000), and some marked differences have been
found. The length of review time was perceived as one of the most important barriers
to the pharmaceutical industry which is endeavoring to reduce the time required for
review and approval of new applications (CMR Briefing 32B, 2001). Therefore,
efforts have been made by many national authorities to allow patients’ access to
medicinal products in a timely manner by reviewing their strategies to monitor the
efficiency of the review process, as well as the performance of the regulatory
authorities (WHO, 2010). The timeliness with which national regulatory authorities
approve new medicines has an effect on stakeholders, namely the pharmaceutical

industry, patients and regulatory authorities (Anderson, 2004).

The length of the review process depends on the type of products being registered
and the requirements of the approval process. Different countries impose different
registration requirements on the manufacturers. However, it is possible to exploit
these differences for the benefit of both the pharmaceutical industry and the
regulatory authorities. For the manufacturers, registering new products in countries
that have less requirements can help them produce evidence to support registration
in other countries. On the other hand, such regulatory authorities will have the
‘opportunity to compare themselves against other international systems. However,
the first registering authority may not be sufficiently competent or recognised by the
subsequent registering authorities. This may have an impact on the standard of the
registration process of a pharmaceutical product elsewhere and the level of
regulatory control in the countries where the product is approved. Therefore,
authorisation by developed regulatory agencies not only leverages the standard of
pharmaceutical products’ registration elsewhere but provides an opportunity to
establish a global market for the product in both developed and developing countries.



Furthermore, the time taken to register a pharmaceutical product differs from country
to country and from product to product. However, it is possible to complete the
review process Within a reasonable time frame if the data is available and adequate.
Many countries have legislative maximum times allowed for the review of dossiers.
For example, the target time-frame for completing the review process in the EU
centralized system is 210 days. This authorisation period has two points- known as
‘clock-stops’- at day 120 and day 180. A time-scale of three months and one month,
respectively, are enforced for applicants to respond and these periods maybe
doubled upon request (EMA, 2009). The longest review time usually occurs when the
benefits of the product are not apparent. This is used as a strong argument for
carrying out the assessment at a regional level, rather than at a country level. The
sharing of the evaluation work is currently what happens in the GCC-DR system,
where the assessment process is shared amongst the GCC States and the decision
is made by agreement. The challenge is not to implement a new centralised system,
but to establish an effective method for sharing best practices, which include
differences, amongst the countries to leverage the standard of the regulatory
practices in each individual authority. The GCC-DR committee, with a total number of
14 members, two senior managers from each of the seven authorities, manages the
GCC review process but is not able to function as a single authority, such as the
United States Food and Drug Administration (US FDA) with approximately 3000 staff.
Each country has its own authority with its respective identity that plays a prominent

role in the overall functioning of the GCC-DR committee.

The efficiency of a review process is judged by the overall approval times from the
time of submission of the new application to the date of patients’ access to new
'medicines (Rawson, 2000; Anderson et al., 2002). Median times for patients’ access
(from the date of submission to the date of marketing authorisation) to new active
substances (NASs) that were approved by six major authorities from 1998 to 2009
are demonstrated in Figure 1.2 (Patel et al, 2010). The median patients’ access time
achieved by the United States Food and Drug Administration continues to be the
shortest amongst the six authorities. However, since 2006 there is an indication that
the difference in the patients’ access time between the six authorities has decreased,
except for the Pharmaceuticals and Medical Devices Agency (PMDA) in Japan which

moved away from the other authorities when its review time increased in 2009.
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Exploring the approval timelines in the Gulf Region would be worthwhile if the GCC
regulatory authorities have managed to implement an electronic tracking system to
monitor their approval times over the last 5 years; otherwise, the assessment of their

approval timelines would remain to be a challenge for the current study.

The study carried out on established authorities assessed the review timelines,
length of milestones and data points involved in the review process conducted in the
United States, European Union, Canada and Australia. The data were obtained on
applications for NASs that had not been previously approved by the authority in
question, and were collected according to the year of submission rather than by the
year in which the review process was completed. This method allowed meaningful
comparisons to be made across these developed countries and identified variations
in the length of the approval time in each authority (Hirako et al., 2007). This study
highlighted differences in timelines through variations in review practices and
procedures. For example, in the Therapeutic Goods Administration (TGA), Australia,
the advisory committee’s evaluation procedure is an additional step to the scientific
assessment process, while in the United States Centre for Drug Evaluation and
Research (CDER), the advisory committees’ evaluation process is part of the overall
scientific assessment procedure. Likewise, Kuwait is the only authority that has a
pricing department which is independent from the registration department and the
pricing process is not part of the review process, while the pricing step in the other
GCC authorities is part of the review process. Such factors may have an impact on
the length of the approval time in any regulatory authority. The pricing step is an
important part of the overall approval process in the Gulf States and, therefore, it
should be addressed in future studies to make recommendations for improvement in

‘the patients’ access to new affordable medicines in the GCC Region.

EFFECTIVE REVIEW PROCESS: REGULATORY
PERSPECTIVE

New medicines take years to develop and at every stage of the approval process,
competent authorities review and assess research results. The scientific evidence
developed by a pharmaceutical company is evaluated to ensure that the product can
be made available for use or prescribed to patients. Regulators must balance

12



between the speed of access of the medicine to patients and ensuring’that its

benefits outweigh any risks.

A strong, well-funded, consistent and transparent regulatory review system is
essential to protect the public health and build confidence in the marketed medicines.
Therefore, strengthening the regulatory authorities in the GCC Region is vital so that
they have the expertise and tools to effectively evaluate new medicines. In general,
the GCC authorities are structured differently and the scientific guidelines are not
fully standardised and to solve this problem, they are consistently improving dialogue
with each other and with the industry. To submit a new application in the GCC
States, it is important to assess the regulatory review systems (regulations, directives
and guidelines) and the regulatory requirements in each country. Differences in the
pharmaceutical legislation and registration requirements can be determined from the
administrative data (e.g. type of documents and certificates requested), from the
pharmaceutical quality data (e.g. requirements for stability data) and from the clinical
development data (e.g. placebo-controlled studies or comparative studies) (Horner,
2005). Therefore, it is very important to analyse and discuss especially the
differences and similarities between the regulatory review processes carried out in
the seven GCC authorities. To explore these, it is critical to identify key milestones
and stages within each review process that can be benchmarked across the GCC
Region (CMR Briefing 11, 1997).

Regulatory approval times can also be influenced by the type of assessment carried
out by different authorities. This was outlined in a study carried out among regulatory
authorities in the emerging markets (Mallia-Milanes, 2010). This study showed that
Singapore carries out three different review procedures, namely, the full, abridged
‘and verification review. Full review involves products that have not yet received
approval elsewhere. It takes 270 working days to be completed and is supported by
external regulatory professionals (Foo, 2006). An abridged review is used for the
majority of applications when the drug has been approved by a recognised regulatory
authority, such as US FDA and EMA, before submission in Singapore. An Abridged
evaluation takes approximately 180 working days. A verification review is carried out
if the drug has been approved by at least two benchmark authorities. The evaluation
takes four months and is mainly based on assessment reports but cannot be used for
biological and biotech products (Foo, 2006). Argentina, was the only authority using

13
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standards as mandated by the World Health Organisation (WHO). It contains specific
information such as the name of the product, the formulation, the manufacturer,
packager, product license holder, and whether the product is marketed in the country
where the CPP was issued. The extent of the authorities’ reliance on the CPP
depends on the type of review that is carried out by the importing country. However,
pharmaceutical companies are concerned that patients’ access to new medicines is
being delayed by rigid registration requirements, particularly with regards to the
timing of the CPP submission, and that the evidence of registration elsewhere
required by developing countries needs to be revised and rationalized (Walker et al.,
2007).

BUILDING QUALITY INTO THE REVIEW PROCESS

Maintaining confidence in the regulatory system requires that government authorities
have sufficient resources and skills to perform quality review. These resources
include adequate staff, budget, information technology and work facilities (Korteweg,
2003).

It is not simply registering a product faster than other regulatory authorities that
determines the efficiency of the regulatory system because measures of
performance through identification of poor quality products are much more important.

There are four key determinants of the quality review process, namely an,

o Effective capacity development strategy that involves retaining staff through salary
benefits as well as collaborations with other authorities for skill development.

o Efficient system of tracking application assessment and decision-making. Quality
review requires the appropriate use of information technology.

‘e Effective networking with competent authorities to exchange best practices and to
have appropriate insight into the capacity and performance of the authority.

e Accountability and transparency of the registration decisions. There is a range of
interest groups that try to influence the authority’s decisions, ranging from
politicians to patients and clinicians. Strong and defensible decision-making is an

authority’s best protection against any influence.

Despite the considerable number of analytical and comparative studies on regulatory
performance, there is limited research in the field of quality management, particularly

the quality of the regulatory review process, the quality of decision-making, as well as

16



on the quality of the dossier submissions. The ultimate measure of success in the
regulatory performance is the quality reviews and decisions, as well as the quality of
the dossiers (United States Pharmacopeia (USP) Drug Quality Information Program,
2007; Karlton and Johnson, 1997; Cone and McAuslane, 2006). The regulatory
authority, industry and patients benefit from having a high quality review process that
is well managed (Hynes et al., 2001 and Booz Allen Hamilton, 2006). An efficient
review allows the regulatory authorities to fulfill their public health mission to ensure
that safe and effective medicines are made available to patients in a timely manner
and allows for efficient use of resources. Patients benefit from the timely access to
safe and effective therapies while pharmaceutical companies are able to market the
product sooner and generate revenues (Booz Allen Hamilton, 2008). The regulatory
challenge is to allow access to the safest and most effective pharmaceutical products
in the shortest possible time with a highest degree of certainty (Alder, 2001).

Equally, both the authorities and the industry benefit from the consistency, thorough
content, simplicity and overall the quality of the dossier (Zellerhoff, 2001). The quality
of the dossier plays an important role in the achievement of a rapid regulatory review
and approval of the new application (Karlton and Johnson, 1997). Poor quality
complicates the review process and may negatively impact the confidence in the
quality of the medicinal product and/or its manufacturer (Zellerhoff, 2001). Therefore,
pharmaceutical companies are obliged to present high quality dossiers to maximize
the efficiency of the review process and to increase the confidence in their systems
(Abraham, 2002). Quality decision-making is also essential for any organisation that
seeks maximum performance outcomes. Poor decision-making in the regulatory
authorities results from the risk of performance failure or human errors (WHO policy
‘perspectives, 2003). Furthermore, pharmaceutical companies are equally
responsible for the quality of their decisions made at critical stages with regards to
the benefit and risk for patients (Cone and McAuslane, 2006; Walker et al., 2007).

A study conducted by Hashan (2005) on the GCC regulatory authorities explored the
quality measures used to improve the quality of the review and decision-making
process in each of the six authorities (Yemen was not in the GCC group at the time).
The study examined several aspects of quality that may have had an impact on the
regulatory review process such as standard operating procedures (SOPs), good
review practices (GRPs), peer review, assessment templates, transparency,

17
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STRATEGIC PLAN

The seven members of the Gulf Cooperation Council (GCC) decided to formulate
similar regulations through their joint efforts to improve patients’ access to medicines
in the Gulf Region. The nature of the individual authorities makes the design of a
harmonisation strategy rather difficult before a full evaluation of each of the seven
authorities has been carried out. Therefore, a systematic planning process which
involves identifying the status of the GCC authorities, their vision and mission
statements, operating values, goals and objectives, priorities and monitoring their
strategies and action plans are critical for the successful harmonisation of the GCC
regulatory systems.

Strategy Concept

The Gulf States willingness to share their strategies is highly significant for the future

of the region and the following background information underlines why this is

important. Although strategy-related terms (e.g. strategic planning, strategic
management, strategic thinking) have entered into the literature over the past four or
five decades, the focus of attention has been for managers and business
development. More recently, however, it has been of interest to healthcare providers.

There are several definitions for strategy, which can be identified, some of which are

listed below (Mintzberg, 1987). These are,

e Strategy is an approach taken by managers that will affect the overall direction of
the organisation and will establish the organisation’s future environment.

e Strategy is a way an organisation seeks to achieve its vision and mission. It is a
forward-looking statement about an organisation’s planned use of resources and
deployment capabilities.

e Strategy is actions undertaken by managers to attain their goals.

e Strategy is a way of visualizing a future scene and doing everything possible in

order to convert future scene into reality.

Advantages and Disadvantages of Strategy

The Gulf States have developed their internal strategies, which have considerable

advantages as well as disadvantages.
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Advantages of Strategy

Strategy sets the direction of an organisation in order for it to sail cohesively
through its environment.

Strategy promotes coordination of activity. To focus effort without a strategy would
result in chaos as people pull in different directions.

Strategy defines the organisation. It provides a shorthand way for people to
understand their organisation and to distinguish it from others and provides
meanings plus a convenient way to comprehend what the organisation does.
Strategy provides consistency, reduces ambiguity and provides order. In this
sense, a strategy is like a theory: a cognitive structure to simplify and explain to
the world, and thereby facilitate action.

Disadvantages of Strategy

Strategic direction can hide the potential dangers that can be encountered during
the course of its implementation. While direction is important, it is better to move
slowly and carefully without looking too far ahead so that the resulting behaviour
can be easily controlled and modified at a moment notice.

“Group think” arises when effort is too carefully focused. There may be no
peripheral vision, to open other possibilities. A given strategy can become too
heavily embedded in the fabric of the organisation.

Every strategy, like every theory, is a simplification that distorts reality. Strategies
and theories are not really themselves, only representations (or abstractions) of
reality in the minds of people who create them. No one has ever touched or seen
strategy. This means that every strategy can have a misrepresenting or distorting
effort. That is the price of having a strategy (Mintzberg et al, 1998).

The Model of Strategic Planning

In pulling together the Gulf States strategies, it is useful to have a “model” to follow.

Although different models might have different steps or maybe they vary in the

sequence of the steps, the strategic planning process essentially involves three

stages and poses the following questions: Where are we now? Where do we want to

be in the future? How are we going to get there?
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Where are we now?

Every profession and every organisation is guided by a set of beliefs and values that
communicate its identity and what it stands for. Core values describe collective
principles and ideals that guide the thoughts and actions of individuals within an
organisation (Zarkesh, 2008). Values shape the organisational mission, processes
and goals (Seevers, 2000) and, therefore, it is critical to determine the values that the
GCC authorities live by in order to prepare and implement a successful harmonised
strategic plan.

All strategic planning approaches attempt to find an optional match between the
resources and capabilities available within the organisation (strengths and
weaknesses) and the external market conditions and environmental trends
(opportunities and threats). This match or co-alignment, often called SWOT analysis
(Strengths, Weaknesses, Opportunities and Threats) results in a strategy, where
efficacy translates into some level of corporate performance (Darden School of
Business Administration, 2009).

Where do we want to be in the future?

While an organisation must continually adapt to its environmental status, there are
certain core ideals that remain relatively stable and provide guidance for the
organisation’s strategic direction (Zarkesh, 2008 and Minzberg, 1998). These ideals
are:

e The Vision Statement, which provides a picture of the organisation’s future and

allows a framework to be formulated for its strategy.

The Mission Statement, which provides a brief description of the organisation’s
fundamental purpose and focuses on its existing status.

e The Visionary Goals, which describe what the authority desires to achieve in the
future without being specific about when and how much to accomplish.

e SMART Objectives, which determines the Specific, Measurable, Attainable,
Relevant and Time-bound steps that support the organisation’s mission in order to
achieve its ultimate visionary goals.

e Driving Forces, which are the motivating factors that every organisation needs to

have to be successful in navigating its uncertain future.
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How are we going to get there?

Given the information obtained from the environmental scanning and the collective
core ideals which comprise the fundamental components of the strategic planning
process, a strategic planning model can be proposed as an initiative to harmonise
the GCC regulatory practices and to pinpoint areas where quality measures are
mostly required to improve the registration procedures in the seven GCC authorities.
This strategic background provides the rationale as to why this particular study is so
valuable to the Gulf Region.

Drug regulation is an interplay between law and science, as well as between
regulators and the pharmaceutical companies, with input and influences from
patients and healthcare professionals. These stakeholders determine the identity of
the regulatory environment in each of the seven GCC authorities which cannot be
neglected in the course of the assessment of the regulatory practices in each
country. A focused view of the regulatory review process and the quality measures
currently used to improve the standard of the assessment procedure is critical to
underpin the similarities and differences between the GCC regulatory authorities.
However, these similarities and differences cannot be exploited unless they are
placed in the context of the GCC harmonised strategic plan. In general, an effective
harmonisation strategy requires an effective coordinated approach, legislations and
administration at the country and regional level. Regional cooperation is needed to
ensure that the regulatory capacity is sufficiently developed to meet the demands of
the regulatory environment and to ensure that public health protection is the main
purpose of achieving a quality review process for medicines which is a critical step to

ensure patients’ access to safe and effective medicines.
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AIM AND OBJECTIVES OF THE STUDY

Aim

The aim of this study is to develop a strategic planning process for the GCC

regulatory authorities which would enhance their similarities, minimise their

differences and standardise regulatory practices across the GCC Region.

Objectives

Assess the regulatory review process in Kuwait in order to develop an appropriate
model for the evaluation of other GCC countries. (Chapter Three)

Examine the trends in the submission, registration and pricing of pharmaceutical
products and the associated approval timelines for patients’ access to medicines
in Kuwait. (Chapter Four)

Identify' and assess the models and activities related to the submission, review
and regulatory action for new drug application in the seven GCC States. (Chapter
Five)

Determine the similarities and differences between the regulatory processes that
occur during the review of product dossiers within the GCC authorities. (Chapter
Six)

Identify best practices in order to improve the standard of the regulatory review

process in the GCC states. (Chapter Five)

Evaluate the quality measures that the GCC member states are building into their
regulatory review processes to ensure consistency, efficiency and transparency

across the assessment procedures. (Chapter Six)

Review the seven GCC authorities’ vision and mission statements, goals,
objectives and driving forces for change in order to determine their overall strategy

for a successful GCC system. (Chapter Seven)

Follow-on the progress of the quality measures adopted by the GCC regulatory
authorities since the previous study conducted by Hashan (2005) to improve their
review practices and the quality of their decision-making processes (Chapter

Eight)
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CHAPTER 2

Study Rationale and Methodological
Framework
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STUDY RATIONALE

Several key areas in the Gulf States were believed to be vital in regulating and

monitoring the accessibility of medicines which have been recognised through a

review of recently published literature and a series of informal dialogues with the

senior managers within the seven Gulf Cooperation Council (GCC) regulatory

authorities, namely,

e The timelines of the regulatory review processes within the targeted authorities

e The phases and milestones involved in each of the seven regulatory review
processes

e The measures used to build quality into the GCC regulatory review processes

e The strategic planning process within each of the seven GCC regulatory
authorities

Comprehensive literature search has identified lack of sufficient up-to-date published

information about the regulatory review processes, quality measures and the

strategic planning processes in the GCC Region. Therefore, it is recommended that

information be collected to:

e Examine the performance of the regulatory review process in Kuwait and the rest
of the Gulf States;

e Verify the quality measures used by the regulatory authorities to improve the
assessment procedure;

e Assess the strategic planning processes within the GCC States to underpin areas

for further improvement.

The aim of this research project is therefore to assess the regulatory environment for
medicines within the GCC States with regards to all the procedures that involve the
éubmission, registration and pricing of medicinal products as well as the strategies
utilized by the seven authorities to improve their regulatory efficiencies and
performances and to provide timely access of quality medicines to the local patients
in the GCC Region.

Apart from presenting the rationale for carrying out all these studies, this chapter also

reviews the appropriate methodological framework for the research project.
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METHODOLOGICAL FRAMEWORK

Study Design

The selection of a study design is one of the most important decisions that need to

be taken in order to answer the research questions. According to Yin (2003), the

purpose of any academic research can be exploratory, descriptive or explanatory.

e Exploratory studies: exploratory studies aim for basic knowledge within the
problem area (Zarkesh, 2008). These studies are appropriate when it is difficult to
identify the problem and when important characteristics are hard to determine.
They tend to start from a large pool of data that are narrowed as the research
develops (Saunders et al., 2002).

e Descriptive studies: descriptive studies are suitable when the problem is clearly
structured but the intention is to simplify the matter to make it more
understandable rather than identifying the causes of the symptoms. This is done
by reducing the complicated problems into their component parts (Miles and
Huberman, 1994).

o Explanatory studies: explanation means “making complicated concepts
understandable by showing how their component parts fit together according to
some rules” (Miles and Huberman, 1994). Explanatory research is used for
studying the relationship between causes and effects and factors which together

cause certain phenomena to be identified (Yin, 2003).

This research project aims to investigate the regulatory review processes and
strategic plans in the seven Gulf Cooperation Council (GCC) regulatory authorities to
develop a standardised assessment procedure through the establishment of a
harmonised strategic plan for the GCC Region. Therefore, the main purpose is
exploratory even though it can also be considered descriptive research. However,
the study on approval timelines in Kuwait involves a set of hypotheses that will be
tested statistically to provide an overview of Kuwait Drug and Food Control (KDFC)
authority’s performance over the four-year (2006-2009) period and therefore this
particular study is considered explanatory as it evaluates the relationship between
the authority’s environment, political stability and the approval timelines of medicines
in Kuwait. When considering the sample from which information will be collected,
namely, the regulatory authorities located in the GCC States, together with the
confidential nature of the data that will be gathered, it was decided that the most
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appropriate technique for this research would be the use of a questionnaire
technique.

Once the nature of the inquiry has been determined, two other issues need to be
considered, namely, the duration of the study and the subjects to be included.
Suitable study designs are reviewed here involving these two variables, namely,
cross-sectional and longitudinal designs (Hua and David, 2009). Cross- sectional
research involves the collection of data from different participants at one point in time
within a narrow time span. There are several advantages of the cross-sectional
studies such as saving in time and cost as these designs can collect a large amount
of data over a short period of time (Anon, 2000). The research can be very short in
study duration and can be executed with less difficulty and cost of maintaining
contact with subjects than the longitudinal research. Another advantage which
cannot be overlooked is mapping the similarities and differences between the
authorities. This can be achieved by comparing the normative data collected through
cross-sectional studies carried out with comparable criteria (Hua and David, 2009).
One disadvantage of this cross-sectional research is that it this type is unable to
trace a sequential developmental pattern of a particular change over time (Anon,
2000).

Longitudinal research involves a small number of subjects observed over a period of
time, or repeatedly sampled at pre-determined intervals within a pre-determined
period (Hua and David, 2009). The time scale varies significantly from a few weeks
to a few years depending on the research question. However, longitudinal studies
can address issues and support data collection methods in ways that are not
possible with cross-sectional design. They allow for a large amount of data to be
collected from every single individual over time and, therefore, are able to provide a
more comprehensive and representative picture of the variables under investigation.
However, longitudinal designs, by nature have a number of disadvantages. These
include the challenge in maintaining contact and commitment from all participants in
the study, as well as being time consuming and costly (Hua and David, 2009).
Another form of research is comparing two similar subgroups and this is referred to

as comparative research (Anon, 2000).

27



In order to achieve the objectives of the study with regards to the regulatory review
processes and the measures used to build quality into the assessment procedures in
the GCC States, rthe cross-sectional approach will initially be adopted. Depending on
the level of response and the data obtained, the research may then be followed up
by a systematic longitudinal study, should there be the need to determine particular
changes and developments over time. With respect to the GCC strategic planning
review, a cross-sectional approach will be adopted as the fundamental components
and parameters of the strategic planning processes in the seven Gulf States will be

measured at a specific point in time.

Data Collection Technique

Having decided to use a questionnaire technique, there are two possible approaches
that could be used to collect data, self-administered questionnaires or semi-
structured interviews. A key difference between these two is that the study
participants complete questionnaires whereas interviews are completed by the
interviewer based on a predetermined schedule to prompt and record the

interviewees’ responses.

Questionnaire

A self-administered questionnaire is useful when there is a need to collect
information from the study participants within a reasonable time period. It is a
structured technique for collecting primary data in a survey study using a series of
structured questions for which the respondent provides answers. A well-designed
questionnaire motivates the participant to provide complete and accurate information
(Salant and Dillman, 1994). The main strengths and limitations of a questionnaire

(McNamara, 2006; Passmore et al., 2002; Trochim, 2006) are as follows:

Strengths

« It is an inexpensive and efficient method where no special conditions or equipment
are required. It can also be compiled anywhere and distributed easily.

« Information can be collected from a large group of people in a timely manner.

« The data collection can be anonymised, which might improve the response rate.

o Questions are standardised i.e. everyone answers the same questions. As the

questions are consistent, the answers can easily be compared.
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Limitations

e The recipients may be reluctant to complete and return the questionnaires,
particularly by post.

» There is no opportunity to clarify what a question means.

» The choice of answers may be restricted, not allowing the respondents’ views to be
reflected accurately.

» Unless the researcher is present when the questionnaire is completed there is no

certainty as to who has supplied the answers.

Semi-structured Interviews

Semi-structured interviews have a great deal in common with questionnaires as they
are centred round a set of questions. The main difference is that they involve
personal interaction either face-to-face, or by telephone, video conferencing etc.
Normally, they would be on a face-to-face basis and, therefore, the interviewer has to

avoid influencing the interviewee’s responses.

A great deal of qualitative material comes from talking with people whether it be
through formal interviews or casual conversations (Woods, 2006). If interviews are
going to tap into the depths of reality of the situation and discover subjects’ meaning
and understandings, it is essential for the researcher to develop empathy with the
interviewee and win their confidence and to be unobtrusive, in order not to impose

one’s own influence on the interviewee.

The main advantages and disadvantages of the interview technique (McNamara,
2006; Bourque and Fielder, 2003a; Trochim, 2006, Woods, 2006) includes:

Advantages

e Opportunity to obtain quick responses

e Interviewees are likely to talk more freely and produce more useful results due to

the elements of empathy and closeness between the interviewer and interviewee
¢ The interviewer can explain the questions and give more information if necessary
e It is easier to obtain an accurate reflection of the interviewee’s true feelings

e High response rate
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Disadvantages

e The risk of leading questions which may direct the respondents towards giving

biased answers

e Can be costly which is particularly true of in-home interviews, where travel time is

a major factor

e Can be hard to analyse and compare

Due to the distance between the authorities and the researcher, the high costs
involved, and the absence of face-to-face interactions, questionnaire is the more
appropriate technique. This research seeks factual data and responses to categories
related to the strategic planning processes within the Gulf Region. Also, it is
reasonable to perform the pilot test on two pre-selected GCC regulatory authorities to

understand if the participants are able to interpret the questions as intended.
Data Collection Method using the questionnaire technique

There are a number of methods available for collecting data using the questionnaire
technique. Several factors should be considered when selecting the most appropriate
method including the type and size of population being studied, timelines, budget,

resources and purpose of the study (Diem, 2002a).

Paper or Electronic mail-delivered

This method uses a printed questionnaire that is mailed to the study participants and
allows them to respond at their convenience before returning it via mail or fax.
Alternatively, e-mail can be used to deliver a questionnaire that maybe either
completed electronically and returned via e-mail or maybe printed and returned by
mail or fax. This method requires minimum resource to prepare; it enables privacy of
responses and is relatively inexpensive, particularly if using e-mail. However, it does
take time and requires follow-up to obtain responses. It can also be difficult to judge
the quality of responses and to obtain accurate mailing lists or e-mail addresses and
may risk being buried among unwanted “junk” mail (Diem, 2002a; Trochim, 2006).

Group-administered

A group-administered approach involves gathering a group of individuals together,
administering the questionnaires and asking the group to complete them individually.
This method ensures a high response rate and enables a full explanation of the study
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to be given with the opportunity for questioning (Bourque and Fielder, 2003). It also
improves the quality of responses particularly when the participants are unclear
about the meanihg of a question and requiring an explanation from the researcher.
The disadvantages of this method are that time is limited for respondents to

formulate their answers and the total turnaround time can be slow (Trochim, 2006).

Telephone-administered

Calling the participants by telephone, typically spontaneously, or by scheduling an
appointment, can be used to collect data. It may be possible to use an automated
system where users reply via a touch-tone telephone to a computer-based interview
system. A rapid response is possible using this approach and it can be inexpensive if
calling locally. Some of the problems encountered with this method include access
limitations from answer machines, reliance on correct numbers and instantaneous
credibility of the caller being established in order to complete the call. Time zones
and language can also be a barrier (Diem, 2002a; Trochim, 2006). In addition, the
time differences between different countries can be one of the problems which may
lead to it being inconvenient to answer questions from the researcher’s point of view.
Text messages, to remind respondents, together with a mobile phone will be used in

this study.

Web-based

Questionnaires can be posted on a web site to be completed by the study
participants, typically remotely from individual computers. Web-based methods
enable a quick and easy response and can be inexpensive if correct facilities and
tools are available. However, this method relies on respondents having web access
(Diem, 2002a).

Information Sources
Information will be sought from the seven regulatory authorities who are members of
the Gulf Cooperation Council (GCC) States (Table 2.1).

The data source
For the Kuwait study all products (New Active Substances and Existing Active
Substances) from Arab GCC, Arab non-GCC and international manufacturers, which

have been approved for human use between 2006 and 2009 will be included.
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Data Collection Monitoring and Timeline

A face-to-face meeting and telephone interviews will take place to follow-up on the
data to be obtaihed from the Kuwait Drug and Food control (KDFC) authority to
closely observe the regulatory review processes and the approval timelines in Kuwait

as a model of the regulatory systems in the GCC region.

In addition, face-to-face meetings with all the Directors and General Directors of the
seven GCC regulatory authorities will take place in Kuwait and/or other GCC States
where the GCC Central Registration Committee meeting will be held. The
participants will be asked to provide information on:

e The regulatory review processes in each authority, which will then be standardised
into an individual report for each country in word documents which will be sent to
each authority for auditing, correction and comment.

e Their feedback about the questionnaire that explores the regulatory review
process and building quality into the assessment procedures in the GCC States.
Attempts will be made to clarify the sections of the questionnaire considered by

the participants as unclear.

The GCC strategic planning processes require telephone-interview and an email
delivered questionnaire in order to:
e Observe similarities and differences in the strategic plans of the regulatory

systems in the seven GCC States;

o Determine the driving forces for change that shape the future direction of the GCC
regulatory systems.

e Collect feedback about the Strategic Planning Process questionnaire from the
GCC regulatory authorities. Attempts will be made to clarify areas of the

questionnaire which maybe unclear to the participants.

Questionnaire Development

A questionnaire will be developed based on tested and evaluated questionnaires
previously used in studying ICH countries (McAuslane et al., 2006). Through a series
of consultations with experts and key regulators, it will be possible to test the
applicability of the questions to the regulatory systems in the GCC Region through
conducting a pilot study consultation with two selected GCC authorities. The
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questionnaire (Appendix A) will address the regulatory review processes and building
quality into the review processes in the GCC States.

Another questionnaire will be developed to assess the strategic planning processes
of the regulatory authorities in the seven GCC countries. Following a series of
consultations with experts from CMR International Institute for Regulatory Science
and the GCC regulatory authorities, a pilot study consultation will be conducted with
some of the authorities in the GCC Region.

Chapters three, four, five, six and seven will aim to provide evidence to establish
consensus on topics for which adequate information currently available. The studies
in these chapters will focus on the collection of both qualitative and quantitative
information. In situations where there is a need to define levels of agreement on
controversial subjects but there is no unanimity of opinion because little evidence
exists or the available evidence is contradictory, consensus methods can be used.
These methods attempt to assess the extent of agreement (consensus
measurement) and resolve disagreement (consensus development). They allow a

greater role for the qualitative assessment of evidence (Van Teijlingen et al, 2006).

The most commonly used consensus methods are the Delphi process, the nominal
group technique (also known as the expert panel) and the consensus development
conference. The aim of consensus methods is to determine the extent to which
experts agree about a given issue. This “agreement” includes the extent to which
each participant agrees with the issue under consideration and also the extent to
which participants agree with each other: the consensus element (Jones and Hunter,

1995). The features of consensus methods are described in Table 2.2.

Table 2.2 Features of Consensus Methods

Anonymity To avoid dominance; achieved by use of a questionnaire in Delphi
and private ranking in nominal group

lteration Processes occur in "rounds”, allowing individuals to change their
opinions

Controlled feedback Showing the distribution of the group's response (indicating to each

individual their own previous response in Delphi)

Statistical group response Expressing judgement using summary measures of the full group
response, giving more information than just a consensus statement

Source: Adopted from Jones and Hunter, 1995
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Consensus Development Conference (CDC) Method

Developed by the US National Institutes of Health in 1977, CDC is a formal method
of gaining feedback that is facilitated through face-to-face contact. A key feature of
this method is the appointment of a carefully selected panel of people thought to be
without vested interest, to listen to the evidence presented at a CDC meeting and
prepare a report on the topic under discussion with recommendations (Fink et al.,
1984).

Nominal Group Technique

This approach was developed in the USA in the 1960s. A highly structured meeting
is organised to collect information from appropriate experts about a given topic or
issue. It involves two rounds in which panellists rate, discuss and then re-rate a
series of items or questions. This technique is most commonly used in healthcare to
examine the appropriateness of clinical interventions and has some features in
common with focus groups (Van Teijlingen et al., 2006). This method focuses on a
single goal, e.g. the definition of criteria to assess the appropriateness of a gene
therapy invention, rather than eliciting a range of ideas and therefore it will not be

appropriate for studies considered for this research project.

Delphi Approach

The Delphi technique was developed in the 1960’s by RAND (a non-profit institution
that helps to improve policy and decision-making through research and analysis).
Since then the method has been adopted and interpreted widely in health services
research to obtain judgement from expert panels by systematically collecting and
aggregating informed opinions from a group on specific issues. Assessment of the
application of this method has more recently indicated considerable variation in
process and thus the term 'Delphi Approach' is more appropriate (Shulmoski and
Hartman , 2007).

In essence, the Delphi approach uses repeated rounds of questionnaires,
interspersed by controlled feedback, that seek to gain a reliable consensus of opinion
from a group of experts while avoiding the biasing effects that may occur in face-to-
face meetings through dominance. The first round involves application of an
unstructured questionnaire that aims to gain responses about a broad subject or

question(s) from which subsequent questionnaires are derived using summarized
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findings from previous questionnaires. Expert panellists responses are treated in the
strictest confidence, thereby avoiding an identifiable link between a specific opinion
and an individualk. This anonymity promotes a sense of freedom to express opinions
without negative repercussion. Panel experts are encouraged to revise previous
responses in subsequent iterations after reviewing new information submitted by
other experts. This multiple iteration process is used as a means of accomplishing

group consensus (Annells et al., 2004).

The Delphi approach is useful for situations where individual judgments must be
tapped and combined in order to address a lack of agreement for incomplete state of
knowledge (Hsu and Sandford, 2007). It is viewed as a useful communication tool for
generating debate as opposed to reaching conclusions. Therefore, the feedback
between questionnaire rounds enables participants to share their wide range of direct
knowledge and experience that will be educational and may stimulate new ideas and,
in itself, be highly motivating (Powell, 2003). The technique can be a quick,
inexpensive and a relatively efficient way of combining the knowledge and abilities of
an expert group on a particular issue. On the downside, it has been noted that
consensus approach may result in a dilution of the best opinion and that the
anonymity of the technique may lead to accountability of views expressed or
encourage hasty decisions (Powell, 2003). The Delphi approach has also been

criticised for not being evidence-based

For the purpose of this study, the essence of the Delphi approach will be used to
develop consensus of opinions in each of the previously defined topic areas as well
as collect information that can be used as scientific evidence (Figure 2.1). It is,
therefore, imperative that detailed information be given about the proposed method
of data collection, and if questionnaires are used, their development should be

described.

Having defined the key problem in each of the research areas and identified the
appropriate individuals from regulatory authorities in the area, a pilot study will be
conducted in the first round. Comments from the experts will then be incorporated
and used to refine the questionnaire that will be mailed to all participants. Then,
results from the questionnaire will be aggregated and analysed before being reported

back to participants.
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The thesis consists of five core chapters that investigate four major areas in the GCC

drug regulatory field, namely,

Chapter three: A detailed assessment of the regulatory review process will be carried
out in Kuwait selected as an example of a medium-sized authority in the GCC

Region.

Chapter four: A detailed investigation of patients’ access timelines (i.e. the
registration time + the pricing time) to new medicines over the period from 2006 to
2009 in Kuwait selected as a representative model for the approval timelines in the
GCC region.

Chapter five: A comparative study of the regulatory review processes in the seven
GCC States.

Chapter six: A comparative study of the measures and tools used to build quality into

the regulatory review procedures in the seven GCC States.

Chapter seven: An evaluation of the strategic planning processes in the seven GCC
States.

The outcomes of the study will be combined to identify the major areas that require
further improvement to achieve a standardised and efficient regulatory review
process for the GCC region. The following methods will be employed to collect the

required data, namely to:

1. Obtain a list of the senior personnel in each regulatory authority in the GCC
Region.

2. Review of the literature on the subject of regulatory review process and building
quality into the assessment practices.

3. Carry out consultation with regulatory experts and senior managers in the GCC
regulatory authorities.

4. Develop two questionnaires to be completed by the key regulatory managers in
the GCC States to assess and compare the review processes, quality tools, and
strategic plans in each of the seven regulatory authorities.

5. Prepare two reports as a result of the assessment of the GCC regulatory review
systems and the strategic planning processes shared with the Gulf States.

The steps outlined above will be used as the basis for the preparation for the relevant

chapter in this thesis.
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Study Instruments

The sequence of events to be carried out to achieve the aims of this study will start
with an evaluation of the regulatory approval timelines in Kuwait. This is a lengthy
process which involves collecting data on the registration and pricing dates in 2006
and 2007 from the KDFC archives, and following up on the completion of these data
for 2008 and 2009. During the course of collecting data on the approval timelines in
Kuwait, the questionnaire on the regulatory review process and building quality into
the assessment procedures will be prepared for distribution to the seven GCC States
for completion. The questionnaire was originally designed and utilised by CMR
International Institute for Regulatory Science in a number of emerging markets
(McAuslane et al., 2006a). This questionnaire comprises three main parts, namely,
the key milestones in the registration of medicines, the regulation of clinical trials and
building quality into the assessment and registration process in the emerging
markets. The three parts were carefully revised to confirm their appropriateness with
the current regulatory status of the Gulf States. It was known that the GCC
authorities do not conduct clinical trials and, therefore, the regulation of clinical trials
was excluded from the study. Furthermore, items covered in the original
questionnaire on the regulatory review models in the GCC countries were carefully
examined to confirm their suitability to the fundamental structures and core practices
within each GCC regulatory review process. This is to ensure that all the main points
were thoroughly identified and assessed and that all the data pool was complete.
Data were collected on applications for New Active Substances (NAS) and Existing
Active Substances (EAS) that had not previously been approved by the authority in
question. The methodology was based on identifying review stages and milestones
that could be compared across regulatory authorities; in spite of any differences
between the individual regulatory procedures. It is crucial to understand the individual
regulatory systems in the GCC Region and carry out a comparative analysis to
understand the best practices shared by the seven GCC States and the commonly
identified gaps in the region that require further attention to improve the quality of the

review processes and approval timelines in the GCC Region.

The second questionnaire on the strategic planning processes will then be developed
and prepared for distribution to the seven GCC authorities. The questionnaire

consists of eight parts each having its own instructions for completion. Each part
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evaluates different aspects of the strategic planning processes of the regulatory
authorities in the GCC Region as follows:

1. General characteristics of the organisation and respondent

Vision and mission statements and organisational values

Organisational goals and objectives

SN

. Analysis of organisation’s Strengths, Weaknesses, Opportunities and Threats
(SWOT Analysis).

Organisational Short-term (1-2 years) and Long-Term (3-5years) Strategic plans
Organisational driving forces for change

Methods for approving and documenting strategic plans in each GCC authority.

® N o o

. General comments not covered by the questionnaire.

It is critical to understand the shared strategic needs of the GCC authorities to be
utilised during the course of establishing a harmonised regulatory strategy that will
close the common gaps identified in the comparative evaluation of the regulatory
review processes and the quality measures used to improve the assessment

procedures in the seven GCC authorities.

Psychometric evaluation of the study instruments

There are a number of fundamental principles that need to be considered when
developing measurement instruments. There are seven psychometric principles that
will be assessed in this study, namely, the applicability and acceptability, practicality,

confidentiality, validity, reliability and sensitivity (responsiveness).

Applicability and acceptability

Applicability of the study instrument ensures the appropriateness of its content for the
purpose of the research being conducted. Furthermore, applicability describes the
suitability of an instrument for its intended use in terms of wording, clarity and
simplicity of language (Higginson and Carr, 2001). Another critical aspect is the
acceptability of the study instrument by the study participants and whether they are
willing to respond to the questions. It also considers the time required from the
participants to complete the questionnaire and whether the questions are clear,

concise and easy to understand (McLeod et al., 2008).
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Confidentiality and anonymity of the participants

Anonymity and confidentiality of participants are central to ethical research practice
in social research (Crow and Wiles, 2008). Where possible, participants in this study
will be assured that every effort will be made to ensure that the data they provide
cannot be traced back to them in reports, presentations and other forms of
dissemination. The primary method researchers use to preserve anonymity and
confidentiality is the use of pseudonyms for participants and also for the location of
the research (Crow and Wiles, 2008). There are several issues that such practices
raise. One is that it is difficult for researchers to know how far to take anonymisation
of individuals in order for them not to be identifiable, given that research findings may
be presented to a variety of audiences. A second issue is that research participants
hold differing views about the desirability of anonymisation, presenting researchers
with difficult choices between respecting the preferences of those participants who
wish to be identifiable and those who prefer to remain anonymous (Crow and Wiles,
2008).

Practicality

The practicality of the instrument must also be considered when assessing its
appropriateness to the purpose of the study. Practicality issues include the
participant’s comfort, cost and mode of administration of the study instrument (e.g.
interviews or self-administered), convenience and ease of understanding of the
questions (Ware et al., 1981). Indicators of the participants’ lack of comfort include
low response rate, high refusal rate, missing responses and administration time
(Ware et al., 1981).

Validity

Kaiser and Smith (2001) define validity as “... the most fundamental consideration in
developing and evaluating tests. The concept refers to the degree to which evidence
and theory support the interpretations of test scores entailed by proposed uses of
tests”. Essentially, the concept of validity is whether or not an indicator/instrument
measures what it claims it does and when investigating sensitive issues this can be
complex. There are a variety of methods by which validity can be assessed. The

three types of validity most commonly used are content, criterion and construct.
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Content Validity

This assesses the extent to which questions in a survey serve to encompass the
important facets of the notion the indicator is supposed to represent in a balanced
way. The weighting of the results are also reviewed with the set of indicators (Anon,
2001).

Criterion Validity

This assesses how the observed values of the indicator compare with another
related measure. The aim is to correlate a new indicator with reference to a
previously well-established indicator (‘gold standard’) (Anon, 2001). Piloting the
questionnaires before using the final version in the main study participants assess
the practicality and applicability of questions and will ensure that they are clear,

feasible and unambiguous.

Construct Validity

This is the most rigorous approach to establishing validity (Guyatt et al., 1993). This
type of validation requires assembling empirical evidence to support the inference
that a particular instrument measures what it is supposed to measure. Construct
validity involves comparisons between measures and examines the logical relations
that should exist between a measure and the characteristics of the system being
studied (Guyatt et al, 1993). Sub-types of construct validity include convergent
validity (positive correlation with a related measure) and discriminate validity (a low
correlation coefficient is obtained when the measures are of unrelated constructs
(Saw, 2001).

Sensitivity

Sensitivity is related to the instrument’s ability to detect and measure change when it
has occurred (Higginson and Carr, 2001; McLeod et al., 2008). Differences among
groups (approval times, milestones, quality measures, strategic parameters, years of
study, and the authorities) will be checked to test the instrument’s ability to detect

differences if they really exist (sensitivity) (Dimoliatis et al., 2010).

The questionnaires will be developed based on established psychometric principles
to collect data from the participating regulatory authorities. Pilot testing with two

authorities is a critical step to increase the confidence about the clarity, feasibility and
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suitability of the questions for the GCC Region. Following the pilot study, changes
will be made to the questionnaires in order to incorporate the feedback obtained and
the lessons leamed. Once the appropriateness, convenience, relevance and clarity
of the questionnaire are ensured from the pilot study, it will then be distributed to the

rest of the GCC authorities for completion.

DATA ANALYSIS AND PROCESSING

Data processing and analysis will be carried out using Microsoft Excel™. Where data
is quantitative, descriptive statistics such as mean and median will be used and
where data are qualitative, content analysis will be used to generate major themes.
Where consensus is being sought in a study it will be defined in a variety of ways
from the use of percentage levels and ranking to less specific alternatives, such as
reference to the agreement of the majority of participants.

Quantitative Analysis

Hypothesis Testing

Setting up and testing hypotheses is an essential part of statistical inference. A
hypothesis is a specific statement of prediction that describes in concrete (rather
than theoretical) terms what to expect in a study (Trochim, 2006). Not all studies
have hypotheses as some studies are designed to be exploratory where no formal
hypotheses need to be tested. These studies explore areas more thoroughly in order
to develop some specific hypotheses or predictions that can be tested in future
studies; such as the exploratory study of the regulatory review processes, quality
measures adopted and the strategic planning processes in the seven GCC
authorities conducted in order to pinpoint areas for improvement. However, a formal
hypothesis will be necessary to examine the differences in the regulatory approval
ﬁmes of pharmaceutical products in Kuwait between 2006 and 2009. The best way to
determine whether a statistical hypothesis is true would be to examine the set of
collected data and if they are not consistent with the statistical hypothesis, the
hypothesis is rejected (Trochim, 2006). The way to formally set up the hypothesis is
to formulate two hypothetical statements, one that describes the study predictions
(Null Hypothesis, H0), and one that describes all the possible outcomes with respect
to the hypothesised relationship (Alternative Hypothesis, H1). Hypothesis testing

consists of four steps (Akindeinde, 2010), namely,
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 Setting the hypothesis: this involves stating the null and alternative hypothesis in
such a way that they are mutually exclusive. That is, if one is true, the other must
be false. |

« Formulating an analysis plan: the analysis plan describes how to use sample data
to evaluate the null hypothesis. The evaluation often focuses around a single test
statistic.

« Analysing sample data: the value of the test statistic is determined (mean, median,
proportion, test score, percentage) as described in the analysis plan.

« Interpret results: the decision rule described in the analysis plan will be applied. If
the value of the test statistic is unlikely, based on the null hypothesis, the null
hypothesis will be rejected.

Statistical Testing

A statistic is a quantity that is calculated from a sample of data used to give
information about unknown values in the corresponding population. Statistical
inferences make use of information from a sample to draw conclusions (inferences)
about the population from which the sample was taken (Easton and McColl, 2004).
This study will utilize a variety of statistical inferences, depending on the type of data
being analysed. Therefore, most of these data will be presented in bar charts to

illustrate key features in the distribution of the data.

The sample mean will be used for estimating the population mean (the "middle"
value) as well as the median (the value half way through the ordered data set, below
and above which there lies an equal number of data values). Box and whisker plots
will be used on data sets measured on an interval scale to show the shape of the
distribution, the central value, and variability. The picture produced consists of the
most extreme values in the data set (5" and 95™ percentile values), the lower and
upper quartiles (25" and 75™ percentile values), and the median (Easton and McColl,
2004). Where appropriate, alternative statistics will be used to make inferences about
the data presented, namely, regression analysis, correlation analysis, Mann-Whitney
U-Test and Kruskal-Wallis test.

Regression

Regression analysis is a statistical tool for the investigation of relationships between
variables. In particular, it indicates the extent to which some variables can be
predicted by knowing others, or the extent to which some are associated with others.
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A linear regression equation is usually written as Y = a + bX + e, where Y-is the
dependent variable, a is the intercept, b is the slope or regression coefficient, X is the
independent variable (or covariate) and e is the error term (Easton and McColl,
2004).

Correlation

Correlation analysis can be used to show the strength of a relationship between two
variables. It is often used as a descriptive tool in non-experimental research. Two
measures are correlated if they have something in common. The intensity of the
correlation is expressed by a number called the coefficient of correlation which is
denoted by the letter r. A correlation coefficient is a number between -1 and 1 which
measures the degree to which two variables are linearly related. If there is a perfect
linear relationship with a positive slope between the two variables, the correlation
coefficient equals +1. There is a positive correlation whenever one variable has a
high value and so does the other, or vice versa. If there is a perfect linear relationship
with a negative slope between the two variables, the correlation coefficient equals -1.
There is negative correlation whenever one variable has a high value and the other
has a low value, or vice versa meaning that the direction measurement is opposite,
to the other. A correlation coefficient of O indicates that there is no linear relationship
between the variables (Easton and McColl, 2004).

Mann-Whitney U-test

The Mann-Whitney U-test is a non-parametric test used to test the difference
between the medians of two independent samples (Crichton, 2000; Easton and
McColl, 2004).

Kruskal-Wallis test

The Kruskal-Wallis test is a non-parametric test used to compare three or more
independent samples. It is used to test the null hypothesis that all populations have
identical distribution functions against the alternative hypothesis that at least two of
the samples differ only with respect to location (median), if at all. The outcome of this
test is not conclusive as to which of the samples differ. The Kruskal-Wallis test is a
logical extension of the Mann-Whitney U-Test (Easton and McColl, 2004).
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Qualitative Analysis

The ultimate goal of analysing data is to treat the evidence fairly, to produce
compelling analytical conclusions and to rule out alternative interpretations. When
analysing the data collected, the intentions are to find answers on the study
objectives. Miles & Huberman (1994) presents the following three parallel flows of
activity to explain the analysis.

e Data Reduction: the process of selecting, focusing, simplifying, abstracting and
transforming the data. The purpose is to organise the data so that the final
conclusion can be drawn and verified.

e Data display: taking the reduced data and displaying it in an organised
compressed way so that the conclusions can be more easily drawn.

¢ Conclusion drawing/verification: deciding what things mean, noting regularities,
patterns, explanations, possible configurations, causal flows, and propositions.

Miles and Huberman (1994) further present pattern coding as a way to present data

for a qualitative analysis, pattern coding is important since it reduces large amounts

of data into a smaller number of analytic units. This allows for a better focused
analysis and helps the researcher to elaborate a cognitive map in order to

understand local incidents and interactions.

In this study, a set of steps is followed in order to analyse the generated data. The
two questionnaires will be piloted with two GCC regulatory authorities before the
appropriateness of the final questionnaires is determined. They are then emailed to
the targeted key regulators in the rest of the authorities for completion at pre-
scheduled dates. After the completed questionnaires are returned, the data will then
be analysed and reduced where the required data is abstracted according to pre-set
targeted information in each GCC authority. Furthermore, the data will be displayed
in a report format where the respondent’s answers will be compared to one another
in a clear organised manner. Finally, conclusions from the analyses will be drawn
based on patterns of similarities and differences which are discovered in the data

reduction and data display processes.
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SUMMARY

The chapter describes the rationale for carrying out the study on the seven GCC
regulatory authorities.

The various methodologies, techniques and instruments that will be used in
analysing the data obtained from the seven GCC regulatory authorities have been
described.

A detailed description of the developmental technique of the two questionnaires
has also been provided and how the information obtained from these

questionnaires will reduced, analysed and displayed in an organised manner.

Methodological choices related to database management, data processing and
data analyses are described.

The data collected from the GCC regulatory authorities revolve around three major
areas, namely, the regulatory review processes and milestones, the quality
assurance measures used to improve the assessment practices, and the strategic

planning processes for the regulatory systems within the seven GCC States.
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CHAPTER 3

Evaluation of the Regulatory Review
System in Kuwait
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INTRODUCTION

Medicines in Kuwait are regulated for quality, safety and efficacy standards, price
control and patent protection. Kuwait has 40 years experience in drug regulatory
practices and plays a prominent role in the Gulf Cooperation Council (GCC) Region
(Bahrain, Kuwait, Oman, Qatar, Saudi Arabia, UAE, and Yemen). The regulatory
system started with a small quality control laboratory in 1967 where all
pharmaceutical products imported into the country used to be analysed to ensure
that they were of the desired quality standards. A registration certificate used to be
issued according to the quality control laboratory analysis results on samples of the
pharmaceutical product under registration. Kuwait began facing significant
challenges reflecting the rapid advancement of the regulatory services with limited
resources possibly influencing patients' timely access to medicines. These
challenges gave the regulatory authority no choice but to review and update its

regulatory practices.

In 1980, the first Ministerial Decree (M.D.) 302/80 was issued to regulate the
submission of the drug registration dossier and is considered the appropriate guide
for the regulatory reviewer to ensure that all the required documents are submitted.
These documents assure the authority that the pharmaceutical product being
registered is of the desired quality, safety and efficacy. Since 1980, pharmaceutical
companies were required to comply with the M.D. 302/80 for each pharmaceutical
product intended for registration in Kuwait. Being an oil-rich country, financial
resources have never been the problem in this aspect. It is the lack of proper
knowledge and the appropriate expertise in the regulatory field, which is impeding
the development of more advanced regulatory services. Although there are a few
discussions on the development of quality measures in the regulatory review
processes of authorities in the emerging markets, there is only one major study on
this area and this is limited to the regulatory practices in the Gulf States (Hashan,
2005). The Kuwait regulatory system was considered briefly as part of the critical
evaluation of the GCC regulatory authorities. The literature has focused on the

quality measures in the regulatory authorities for major markets, such as EU, North
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America and Japan and a number of studies have been carried out in these regions
(Anderson, 2004).

Therefore, the scope of this chapter was to: a) obtain data and information on how
Kuwait is conducting its quality review process; b) identify factors affecting
applications and approvals of medicines in Kuwait from the regulatory authority’s
perspective; c) determine the standard procedures being performed to ensure the
quality of the review process; and d) identify the main reasons that are driving the
authority to build quality into its review process and its decision-making. The
responsibility of the review process rests with the Registration Department in Kuwait
Drug and Food Control (KDFC). This department is headed by the Drug Registration
and Release Superintendent (DRRS) and has six units: Pharmaceutical Drug
Registration Unit (PDRU), Veterinary Medicine Registration Unit (VMRU),
Unclassified (Borderline) Product Registration Unit (UPRU), Herbal Medicines
Registration Unit (HMRU), Release and Invoice Unit (RIU), and The GCC Central
Registration Unit (GCCU).

The Kuwait regulatory system was closely assessed and evaluated as a model
system to obtain a deeper insight into the areas that need to be addressed to
improve the regulatory services for better patient access to safe medicines in Kuwait.
It was then possible to perform the same assessment on the rest of the GCC
countries described in Chapters six and seven to pinpoint the similarities and
differences in the areas of concern addressed in the Kuwait project. This study
utilized a questionnaire, which was revised and updated to fit the current status of the

regulatory systems within the GCC region.

OBJECTIVES

The main objectives of this study were to:

e Critically evaluate the regulatory review process in Kuwait

e Identify the key milestones and stages of the review process.

e Assess the quality measures used to ensure consistency, transparency,
timeliness and competency in the review process.

e |dentify opportunities for better regulatory practices in Kuwait through

understanding the Authority’s quality of decision-making processes.
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METHODS

Study Participants
The study involved the Drug Registration and Release Superintendent (DRRS) who

is responsible for decision-making, setting and implementing policies, procedures,
and guidelines for the regulatory review system within the authority, and the director

of the authority who approves and authenticates the decisions made by the DRRS.

Data Collection Process

A questionnaire was designed which enables details of the regulatory review process
in Kuwait to be determined and completed by the DRRS (Appendix A). Key

milestones and quality review measures were addressed in the questionnaire.

The questionnaire was previously utilized to analyse the regulatory environment in a
number of emerging markets (McAuslane et al.,, 2009). Parameters and sections
within the original questionnaire were carefully assessed and selected to confirm that
they are in accordance with the authority’s foundation and core practices. This is to
ensure that fundamental details were identified and evaluated and that all the data
pool was complete. Data were collected on applications for New Active Substances
(NASs) and Existing Active Substances (EASs) that had not previously been
approved by the authority. After completing the questionnaire, the data was then
standardised into a word document for the auditing, correction and comment by the

authority’s key participants.

RESULTS

PART | Model of Assessment in Kuwait

Many authorities apply a different level of data assessment to different applications,
according to the type of product and/or its regulatory status with other authorities.
Three basic types have been identified as a result of discussions with regulatory
authorities and workshop reports from CMR International Institute for Regulatory

Science (McAuslane et al., 2006a).
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Verification model (type | assessment)

This model is used to reduce duplication of effort by agreeing that the importing
country will allow certain products to be marketed locally once they have been
authorised by one or more recognised reference agencies, elsewhere. The main
responsibility of the authority in the importing country is to ‘verify’ that the product
intended for local sale has been duly registered as declared in the application and
that the product characteristics (formulation, composition) and the prescribing
information (use, dosage, precautions) for local marketing conforms to that agreed in

the reference authorisation(s).

Abridged model (type Il assessment)

This model also conserves resources by not re-assessing scientific supporting data
that has been reviewed and accepted elsewhere but includes an ‘abridged’
independent review of the product in terms of its use under local conditions. This
might include a review of the pharmaceutical quality (CMC) data in relation to climatic
conditions and distribution infrastructure and a benefit-risk assessment in relation to
use in the local ethnic population, medical practice/culture and patterns of disease

and nutrition.

Approval by a recognised agency elsewhere is a pre-requisite before the local
authorisation can be granted but the initial application need not necessarily be
delayed until formal documentation such as a Certificate of a Pharmaceutical Product
(CPP) is available.

Full review model (type lll assessment)

In this model the authority has suitable resources, including access to appropriate
internal and external experts, to carry out a ‘full’ review and evaluation of the
supporting scientific data (quality, pre-clinical, clinical) for a major application. A Type
IIl assessment could be carried out on a new application that has not been approved
elsewhere but in practice legal requirements may dictate that the product must be

authorised by a reference authority before the local authorisation can be finalised.

The data assessment models for scientific review were explored for Kuwait to identify
the type of scientific review used in the authority. The survey results indicated that
KDFC authority uses a ‘verification review’ for all major applications. However,
Kuwait carries out a unique practice whereby the pharmaceutical product, being
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considered for approval, must be marketed elsewhere for at least 12 months before it
can be registered in Kuwait. This requirement may be waived, depending on the
product type, if ‘evidence of registration in recognised international reference
agencies such United States Food and Drug Administration (US FDA), Medicines
and Health products Regulatory Agency in UK (MHRA), European Medicines Agency
(EMA), Therapeutic Goods Administration in Australia (TGA), Health Canada,
SwissMedic and/or GCC Drug Registration (GCC-DR) System.

Data requirements and assessment
The Kuwait review process is carried out according to the Ministerial Decree (M.D.)
302/80 that is used as a reference guide for the scientific reviewers and companies

about the requirements of the registration process in Kuwait.

There are four types of applications that were investigated by the survey to highlight
the data requirements for a successful registration procedure, namely,

1. Products authorised in one or more reference countries

2. Products authorised elsewhere but not in a reference country

3. Not authorised elsewhere at the time of application

4. Priority/Fast-track products

The most important registration requirement is the Certificate of Pharmaceutical
Product (CPP) and it is a determining factor for the successful completion of the
approval procedure in Kuwait. The CPP covers all the information required about the
product manufacturer, packager, product license holder, shelf life, composition, GMP
status of the manufacturer and product characteristics and it is required at the time of
the submission, but the application is not refused if the CPP is missing. However, it
must be submitted before granting the registration approval. Failure to submit the
CPP will delay the approval and the registration certificate will not be issued until the
CPP is submitted in its original format and authenticated by a consulate or an
embassy. This practice is applied to the four types of applications stated above.

The authority requires another evidence of authorisation that provides the list of
countries where the product is registered and marketed for at least 12 months. This
list does not replace the CPP but is required in addition to the CPP to demonstrate its

clinical effectiveness in patient populations in other countries. The list of countries is
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considered as an appropriate solution for the shortage of experts required to cenduct

proper safety and efficacy review of the product.

In case of products not authorised elsewhere at the time of application, Kuwait is
reluctant to proceed with the completion of the review process of such products until
it is registered in another country. However, if the CPP is from a country with a
recognised regulatory authority, the registration process will be expedited.
Furthermore, Kuwait requests Chemistry/Manufacturing/Control (CMC) data to
ensure that the product is of the desired pharmaceutical quality according to

internationally recognised pharmacopoeia standards. This includes,

1. Finished product specifications with detailed methods of analysis. The reviewer
verifies the submitted data to provide the quality control laboratory with the
complete analytical details to carry out the sample analysis on products under

registration.

2. Original certificate of analysis of finished products from the manufacturer. This is
to be used as a benchmark document in the quality control laboratory to compare

it with the quality control analytical results of products under registration.

3. Full stability studies in tabulated format demonstrating the product stability on two

conditions:

a. Long-term stability studies at 30°C/65% Relative Humidity (RH) for three
different batches covering the full proposed shelf life of the product.
b. Accelerated stability studies at 40°C/75% RH for three different batches

covering a period of six months.

Kuwait places great emphasis on the accelerated stability data in their assessment of
the stability studies because of the climatic conditions in Kuwait that could adversely

affect the stability of the product.

4. Raw material specifications with detailed methods of analysis. This is an
important requirement but it is only requested for documentation and is only
examined if there is a queries such as a problem with the source of the raw
material.

An assessment template is used by the reviewers to provide a standardised content

and format of the data to be presented to the DRRS, who evaluates the presented

report, queries and questions raised during the assessment process. He/she then
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recommends his/her decision to the Director of the authority accordingly. The non-
clinical and clinical data must be submitted to the authority but they are only
examined when there is a query. These studies are only required for New Active
Substances (NASs) as an evidence of their safety and efficacy. For products which
are not authorised elsewhere, depending on the type and medical urgency of the

product, a selective review may be performed in detail.

For priority review and fast-track products, the registration dossier is taken out of the
queue and verified for data completeness. The reviewer ensures that all the required
documents are available and presents his/her queries to the DRRS to recommend
the decision to the director. The authority recognises the medical urgency and the
importance of some products, and therefore priority review and fast tracking is
considered imperative in some cases.

The authority is also required to ensure that the product characteristics (dosage form,
strength, ingredients, indications and dose, warnings and precautions) as well as the
product labeling information are identical to the one which is authorised in the

country that exports in Kuwait.

The Kuwait review is considered a process that does not necessarily rely on
information sources other than the Ministerial Decree 302/80. This Decree was
issued in 1980, and the authority has stated its intention to update its contents in line
with developments of the regulatory review practices around the world. However,
reference to additional data that are not included in the application depends on the
motivational level and enthusiasm of the reviewer. The appointed reviewer has the
full choice to refer to other agencies’ internal assessment reports as and when they
are available, reports available on the Internet, and/or general Internet searches to

obtain additional information on the product.

PART Il Kuwait Regulatory Review Process

A map of the review process in Kuwait is given in Figure 3.1. It is a simplified
representation of the main steps in the review of New Active Substance (NAS) and
Existing Active Substance (EAS) applications. The map represents the review and
authorisation of a product that is approved on the first cycle basis (i.e. does not
include a second cycle for products approved subject to the submission of additional

data). Furthermore, it does not include the steps that follow the refusal of an
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application (hearing, appeals, etc). The procedures for the review and authorisation
of medicines are performed within the pharmaceutical drug registration unit (PDRU)
under the supervision of the DRRS.

Company registration

It is Kuwait's practice that separates the company registration from the product
registration. For a pharmaceutical company to access the local market, it must
appoint a local agent to represent it in Kuwait. This is a one-off process that is
required as a prerequisite for the registration of all the company’s products. So
before submitting any product of a new manufacturing company, the local agent must
present an original letter of appointment from the pharmaceutical company, which

must be authenticated by the Kuwait embassy or consulate in the country of origin.

The letter of appointment must clearly state that the selected local agent is the
company’s sole/exclusive agent in Kuwait. This is critical to define the legal status of
the medicine and the officially responsible representative of the principal
manufacturer in Kuwait. Another requirement to register a pharmaceutical company
is the GMP certificate in its original format from the health authority in the country of
origin and authenticated by Kuwait embassy or consulate. This certificate states that
the manufacturer is periodically inspected by the relevant health authority and that it
follows strict current Good Manufacturing Practice (cGMP) guidelines to ensure the
production of products with the desired quality standard. Finally, an original
manufacturing license from the health authority in the country of origin must also be

available and must be authenticated by the Kuwait embassy or consulate.

Product registration
The review process for the registration of pharmaceutical products was examined

and described in detail as follows (Figure 3.1),

1. Submission stage
The registration dossier is submitted to the authority with an official request letter
from the local agent to register the product. The date of submission is manually

recorded by the director's administrative staff.
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The price certificate is a legal document produced by the principal pharmaceutical
company and authenticated by the Kuwait Embassy or Consulate in the exporting
country to the KDFC authority indicating the proposed price of the product in the
exporting country as well as other GCC States (as applicable).

3. Queuing stage

The registration department’s administrative staff manually keeps record of the
product registration files in the queue and is responsible for clearing the files from the
queue by transferring them to the appointed reviewers in an organised manner. The
date of transfer of the file to the appointed reviewer is recorded.

4. Scientific assessment stage

The scientific assessment starting time is recorded but the duration of this stage is
not calculated. However, it is estimated that it takes the reviewer no more than one
week to review the registration dossier. The reviewer starts the assessment process
by validating the submitted documents and making sure that the applicant/local agent
and the manufacturer are registered in the authority, the active ingredient’s patent
status is confirmed, the original CPP is submitted in the WHO format and
authenticated by an embassy or a consulate, and an evidence of registration in other

countries is clearly verified.

Then, the reviewer ensures that the quality, safety and efficacy sections are in a
clear unambiguous order within the file. However, the reviewer attempts to assess
the pharmaceutical quality/CMC data in detail. The safety and efficacy data must be
submitted but they are not investigated unless a query is raised on a specific product.
In this case, the safety and efficacy assessment may or may not be carried out by
the originally assigned dossier reviewer, depending on his/her level of expertise in
this area. In certain cases, particularly for New Molecular Entities (NMEs), the safety
and efficacy studies are transferred to an external expert in a local hospital or health
institution to perform clinical evaluation and provide a clinical opinion on the new

medicinal product.

5. Quality control analysis stage

In general, NASs do not go through the quality control analysis stage because the
authority relies on the certificate of analysis submitted by the sponsor from the
manufacturer. Also the authority may not have the reference pharmacopoeia that

58



they can rely on to carry out the analytical testing on the NASs. EASs, on the other
hand, must pass the quality control testing. The quality control stage affects the
overall approval timeline, and failing the tests will either delay or terminate the whole
approval process. NASs and EASs registered in countries with developed regulatory
systems (Such as US FDA and EMA) are exempt from this analytical stage, because
KDFC depends on the credibility of the review processes carried out by these

authorities.

If the manufacturing company submits an evidence of authorisation by a recognised
competent agency such as USFDA, EMA, MHRA, TGA, SwissMedic, Health
Canada, or the GCC Central Registration Committee (GCC-DR), the authority will
waive such QC testing and will grant the registration approval if all the required
documents are completed. As a general rule, the evidence of registration in a
recognised competent agency is equally required for both NAS and EAS
manufacturers. Products produced by innovative companies, which are not
registered in these authorities, are not accepted for registration until the company
provides such evidence. Products produced by EAS manufacturers, which are not
registered by reference agencies, are able to register their products if the NAS
version is registered and marketed in Kuwait and if they pass the QC analysis. In
addition, EAS manufacturers must be able to demonstrate bioequivalence between

their product and the registered NAS comparator.

6. Interaction with sponsor

Questions are collected as they arise during the scientific assessment and quality
control testing and then they are transferred to the DRRS who decides on the
suitability of the queries raised during the review process. The questions and queries
are sent to the sponsor in one batch. The authority places no limits on the sponsor’s
response time and the review process ceases at this stage. The sponsor is permitted

to meet with the DRRS or the Director to discuss issues stated in the queries form.

7. Final decision-making

When all the requirements are completed, the DRRS proposes the approval decision
to the director of the authority who signs the registration certificate upon his approval
of the recommendation made by the DRRS. The sponsor pays the registration fees
of 100KD (340USS$) and receives the registration certificate.
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8. Pricing agreement

The registration certificate will not permit the product’s access into the market before
the ministerial pricing approval is published in the local official business magazine
“‘Kuwait Today”. Once the price is approved by the minister, the local agent is

allowed to order the first shipment of their new registered product for Kuwait.

The pricing department in Kuwait is independent from the registration department.
The main responsibility of this department is to ensure that the product price is
reasonable for patients. The local agent must submit an original price certificate,
authenticated by Kuwait embassy or consulate in the country of origin. There are four
price categories that the authority requires in the certificate, namely:

e C&F price to Kuwait (and another GCC States if applicable)

C&F stands for ‘Cost and Freight’. Both the initials and phrase are used in offers and
contracts for the sale of goods (in this case medicines) to indicate that the quoted
price includes the cost of the freight to a named destination as well as the cost of the
goods. In some cases pharmaceutical companies submit CIF price which stands for
‘Cost, Insurance, and Freight'. This phrase is used in an offer or a contract for the
sale of goods indicating that the quoted price includes the combined cost of the
goods, insurance, and the freight to a named destination. CIF price is always higher
than the C&F price. However, the submission of either one is acceptable as it
depends on the contractual agreement between the principal company and the local

agent.

The C&F to other GCC States is also required, as applicable, to compare between
the submitted C&F prices in the region. There are a number of problems that have to
be considered in making comparisons between C&F (or CIF) prices submitted to
GCC States such as whether the medicine is marketed in any of the GCC countries,
the inclusion of the insurance cost which increases the CIF value above the C&F and
the differing practices at the GCC customs services. C&F (or CIF) price must be
submitted to the authority to be used in the pricing formula, along with the current
exchange rates to generate the final price to be proposed to the Health Minister for
approval. The price regulators ensure that the medicines sold in Kuwait are not over-

priced.

60



o Ex-factory price in the exporting country

The seller owns the goods until they are picked up at the factory and the ex-factory
price is the cost of the goods at the point of their pick-up from the factory. This price
is required for the purpose of comparison of the medicines cost at different levels of

transport to Kuwait. However, ex-factory price is not used in the pricing formula.

e Wholesale price in the exporting country

This is the price of goods purchased through wholesale. Medicines are purchased by
the pharmacies from the local agents through wholesalers and these have a lower
price than medicines sold in retail pharmacies. This is required for the purpose of
comparison between the wholesale price in the exporting country and the calculated

local wholesale price according to the formula used by the pricing department.

e Retail price in the exporting country (and in UAE if applicable)

This is the price paid by the consumer (in this case the patient) to the dealer (in this
case the pharmacy). The retail price is calculated by the pricing department, using
the pricing formula. UAE retail price is required from the local agent (when available)
for the purpose of comparison between retail prices in Kuwait and UAE. Some
comparative assessment is carried out between the calculated price of medicines in
Kuwait and other GCC States. However, the assessment lacks the health technology
evaluation with respect to cost-effectiveness of medicines. The pricing formula used

to calculate the proposed retail and wholesale prices is:

Retail Price = C&F X Exchange Rate X 1.55
Wholesale Price = C&F X Exchange Rate X 1.29

The profit margins for wholesalers and retailers in Kuwait are controlled by the

authority as follows:

Local Agent Profit 29%
Pharmacy Profit 26%
Pharmacy Profit on Wholesale 20%
Total Profit Margin on C&F 55%

Once a reasonable price is reviewed, negotiated and agreed with the local agent, the
Director recommends the calculated price to the Health Minister who makes the final

decision to approve the marketing of the registered product.
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The DRRS then sends the dossier to the administrative staff within the registration
department for queuing. The queue time is estimated to be between two to eight
weeks depending on the urgency and importance of the product. When the product is
ready to enter scientific assessment stage, the authority estimates this time to be
around seven days. The quality control analysis time is estimated to be seven to
fourteen days. Following questions and queries the sponsor is not given a time limit
to respond to the authority but the scientific review clock stops at this stage. Once
the response is received, the appointed assessor presents the conclusion to the
DRRS who recommends the final decision to the director. A positive opinion is given
to the sponsor once the decision is made by the DRRS and confirmed by the director
and the final registration certificate is signed. This process takes less than 30 days.
However, the product is still not available to patients until the pricing procedure is
finalised and approved by the Health Minister which can take between 120 and 180
days (Table 3.1).

PART Il Building Quality into the Assessment and the Registration
Process

Quality in the assessment and registration process is important to KDFC as it
ensures consistency, transparency, timeliness and competency in the review
process. The authority is striving to develop and implement a variety of measures to
improve and achieve higher quality standards and to meet the expectations of
industry and the general public. The purpose of this section is to obtain an insight
into the strategies, measures and resources that KDFC has in place to develop and

maintain quality in their review process.

General measures used to achieve quality

The KDFC implements one important quality measure, which is the use of
“assessment templates” to provide a standardised content and format of all scientific
reviews. Assessment templates present the data to the DRRS in a precise, concise

and organised manner to enable him/her to make the appropriate decision.

However, the authority does not have Good Review Practice (GRP) guidelines or
Standard Operating Procedures (SOPs) to ensure acceptable quality of the review
process. Peer reviews are not practiced by the authority for new applications

submitted for registration in Kuwait, but peer reviews are carried out as part of the
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GCC centralized procedure where two reviewers from two GCC states are appointed
to review the same product file and raise their reports to the GCC Central
Registration Committee where the decision is made in a conference meeting by the

seven member states.

Quality management

The KDFC recognises the importance of implementing quality measures and is very
supportive to any new practices that can be employed to improve the quality of the
review process in Kuwait. The authority’s enthusiastic support to improving the
quality management system comes from its eagerness to increase the efficiency, to
minimize errors and to ensure consistency in the review processes conducted by the

assigned reviewers.

This is achieved by undertaking activities to bring continuous improvement in the

assessment and authorisation process, namely:

1. Reviewing assessors’ feedback and taking necessary action

2. Reviewing stakeholders’ feedback (e.g. through complaints, meetings or
workshops) and taking necessary action

3. Using an internal tracking system to monitor the consistency, timeliness, efficiency
and accuracy of the review process.

4. Having a ‘post-approval’ discussion with the sponsor to provide feedback on the

quality of the dossier and obtain company’s comments.

There is no specific department or unit that has the full responsibility of performing
these activities but a QA unit was established in 2008 to monitor the quality of the
registration process for new medicines. This unit is not involved in the details of the
review process, but it does monitor the outcomes of the approval process and the
performance of the reviewers. The authority intends to set clear responsibilities for
the QA unit to involve more activities that can achieve consistent improvements in

the assessment and approval practices.

Quality in the review and assessment process

The authority provides guidelines on request to assist the pharmaceutical companies
in the registration of medicinal products and the requirements are set out in the
Ministerial Decree 302/80. Senior pharmacists within the authority are currently

updating this Decree. In addition, applicants are allowed to meet with the authority’s
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key personnel to discuss the registration process prior to submitting a new
application. This provides them with a potential opportunity of understanding the
authority’s review procedures and requirements before going through the process.
However, the level of contact between the sponsor and the authority’s personnel is
controlled. The reviewing staff are not permitted to meet with the sponsors without
the DRRS'’s or the director’s approval. Extensive formal contact between the sponsor
and the key personnel occur during the assessment process. This includes
scheduled meetings, teleconferencing, and emails. This form of contact motivates
the sponsor to follow-up on the registration requirements and enables them to

negotiate certain questions and queries raised during the assessment process.

Training and continuing education as an element of quality

Unfortunately the authority does not currently have any formal training programs for
assessors. Training is mainly carried out through induction, where a new employee is
provided with a scheduled orientation to be introduced to all the departments and
units in KDFC. A time period is set from one week up to one month in each
department or unit and after the orientation program is completed the director places
the employees in the department that is most short staffed. The authority sets no
formal examinations or requirements for completion of the orientation program, but it
must be completed in order to be eligible to work in the authority. The director is
flexible with the candidates needs and interests because the most important goal of
employing a new member of the staff is to maintain the best level of performance

which is highly affected by the employees personal interests and ambitions.

Transparency of the review procedure

'Transparency' is the ability and willingness of the authority to assign time and

resources to providing information on its activities to both the informed public (which

includes health professionals) and industry. In general, KDFC assigns medium

priority to transparency:

e Public: KDFC responds to public queries on an individual basis or through
published reports in newspapers and local magazines

e Professional: KDFC responds to queries from all health professionals on an
immediate basis but some delays could be encountered due to work carried out
manually.

¢ Industry: KDFC always responds to queries coming from the industry.

65



The authority strives to answer all queries from the public, health professionals, and
the industry as openly and transparently as possible, but at the same time, they are
very cautious with the kind and amount of information being released as there are
many specialised and technical practices that may not be fully comprehended by the
general public and media. The authority is under a great deal of public, media and
political pressure and must be careful about any statements they may be required to

release.

However, the KDFC identified four main drivers for assigning resources to activities
that can enhance openness of the regulatory system:

¢ Need to increase confidence in the system

e Press and media pressure

e Political will

e Public Pressure

Transparency is a major responsibility and it significantly contributes to the
effectiveness of the authority’s resources and capabilities. The KDFC is often
guestioned as to why so little information about the approved drug is provided to the
medical community, researchers and consumers. The same concept applies to the
lack of the industry’s transparency. However, pharmaceutical companies are
incapable of obtaining the information they need about the stage of their product
assessment from the authority. Some companies are persistent in their follow-ups
with their products and are constantly pressurising the authority’s senior managers to
approve them in the minimum possible time. Furthermore, companies are not

provided with detailed reason(s) for rejecting a product.

Drivers and barriers facing the review process in Kuwait

KDFC senior managers are eager to improve the quality of the review process and to
maximize its performance through achieving efficiency, precision, credibility and
consistency in their assessment practices. There are several motivating factors
identified by senior managers in KDFC, that contribute to accomplishing the desired
effectiveness and efficiency of the authority’s review procedures and decision-

making for new applications, namely:
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e KDFC is a key regulatory authority in the GCC region. The successful completion
of registration process of a product in Kuwait facilitates the registration process in
other GCC authorities such as Oman and UAE. This practice is currently changing
to enhance the GCC-DR system, and the GCC States, particularly Saudi Arabia
and UAE, are requesting the GCC registration to obtain marketing authorisation in
individual States.

e The reviewers are highly experienced and are working efficiently within the scope
and capacity provided by the authority.

e Senior managers are highly supportive of any improvement in the system within
the scope of their capabilities and responsibilities

e A variety of scientific qualifications is available to suit the regulatory needs.

On the other hand, the KDFC is facing several obstacles that are hindering its ability
to make new medicines available in timely manner, namely:

e Lack of quality assurance guidelines and policies

e Lack of project management plans in place

e No electronic handling for the submission, assessment, analysis and

documentation of the product dossiers.

DISCUSSION

It has been recognised that Kuwait has an efficient regulatory review system which
streamlines the registration of new medicines, provided that they have been
approved in a ‘major’ reference country. Products with US, UK, EU, Canadian,
Australian, Swiss, or Japanese approvals usually experience little difficulty in gaining
access to the market. Life-saving and emergency products are taken out of queue for
priority evaluation as the authority realises the medical importance of these products
for local patients. Registration fees are relatively low at US$340 per product with no
fees charged for product variations or renewal. The low cost is due to the small local

manufacturing industry, which renders Kuwait being largely dependent on imports.

This study has evaluated the regulatory review process in Kuwait and the various
milestones and stages constituting it. It also addresses various measures, which may

have critical effects on the quality of the review process in Kuwait.
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Model of the Regulatory Review in Kuwait
This study addressed the review model undertaken by KDFC for both NASs and

EASs. The guidance for review set for the assessors is the Ministerial Decree (M.D.)
302/80 which is concermned with the requirements of the product registration dossier.
It is currently being updated by the authority’s key personnel and the new version will
be released after the Ministerial approval has been given. There are several
regulatory practices that are considered unique to Kuwait that are addressed in this
study. These practices may or may not have a positive impact on the review process
carried out by the authority but they do demonstrate, however, that Kuwait has a
rational registration system that recognises the drivers and the barriers to achieving a

reliable and efficient review process.

One of the most distinctive practices undertaken by KDFC is that products
manufactured by innovative and generic manufacturing companies are not sent to
the Quality Control (QC) laboratory for analysis if they are registered in countries with
competent regulatory authorities. This process increases the authority’s confidence
in the product’s quality, safety, and efficacy and overcomes its shortage in skill sets
required to perform a highly specialised review for the product. Dossiers for New
Chemical Entities (NCEs) typically involve between 100 and 800 binders of data
(Health Canada, 2006). The time taken to review and evaluate such dossiers is a
common measure of the performance of a drug regulatory authority, which
unfortunately puts pressure on small authorities to keep up with international
standards set by agencies such as USFDA and the EMA (Hill and Johnson, 2004). It
is understandably difficult for KDFC, being a small developing authority, to undertake
a full assessment. Therefore, the authority performs a ‘verification review’, rather
than a full review, concentrating on the evaluation of quality and the product
information documents. Thus, the basis for decision-making is generally trusting the

assessment performed by well-resourced and experienced agencies.

The KDFC’s most important document that can markedly affect the approval time of
any product is the Certificate of Pharmaceutical Product (CPP). This is the focus of
the authority’s whole review process and it is compulsory for companies to submit
the original CPP, in WHO format, authenticated by an embassy or a consulate. It is
considered the birth certificate of any pharmaceutical product where all product
particulars are legally stated such as the name, dosage form, shelf life, manufacturer,

68



product license holder, packager, GMP status, the summary of product
characteristics, and the marketing status of the product in the exporting country.
However, the KDFC has particular concerns about products that are regarded as * for
export only’ and clarification from the manufacturer is requested accordingly. The
reason for this request comes from the authority’s concern that developed authorities
may not pay full attention to product specifications if the manufacturer indicates that
such a product is only for export to another country, especially a developing country.
An appropriate practice, that the authority needs to consider to ensure that
manufacturers of ‘for export only’ products are of the desired standard, is the conduct
of GMP inspection of the manufacturing site(s) whether based in developing or
developed countries. Currently, some GMP inspections are performed on the local
manufacturer (Kuwait Saudi Pharmaceutical Industry Company- KSPICQO) and as
part of the GCC centralized process. No GMP inspections are carried out on any
international manufacturing sites for the registration of products in Kuwait. The KDFC
relies on the GMP certificate and the manufacturing license submitted at the point of
the company registration.

Having an officially registered local agent is a critical practice in developing countries
to ensure that the product is legally under the full responsibility of one local
representative of the principal company who follows up the product’s pre- and post-
marketing status within the country and enables the authority to have a locally
approved representative with whom they can directly liaise in case of any product
related issues. The registration of a pharmaceutical company is an important first
step for the registration of its own products. It saves the company the time spent
during the validation stage to check the status of the applicant for every single
product submitted for registration. Instead, the authority enforces the practice of
registering the company and its local agent, who will then be fully responsible for

following up on the registration of its products.

The registration of NASs in Kuwait is simpler than the registration of EASs. For an
NAS, a company is required to submit a dossier that contains data about the
pharmaceutical quality of the product. The assumption is that by providing evidence
of registration in other competent authorities, the KDFC generally trusts the
assessment carried out by these authorities and is therefore able to streamline the

registration requirements and accept the NAS without the need to perform QC testing
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or to evaluate the submitted clinical studies for the approval. The drug is therefore
assumed to be clinically effective and safe if it is registered in a strongly controlled
market like the EU or USA. This also applies to EASs registered in reference
authorities. However, NASs are not accepted for registration until they are registered
in countries with developed regulatory systems, while EASs not registered in
reference agencies, must pass the QC analysis and prove to be interchangeable with
the NAS in terms of efficacy and safety. Kuwait requests limited clinical data in the
form of bioequivalence studies which show that the EAS is bioequivalent to the NAS.
Bioequivalence presents the first challenge for the EAS registration because many
EAS manufacturers find it difficult and costly to perform high standard controlled trials
that compare the proposed EAS with the NAS.

The second challenge that faces the KDFC and the companies is that KDFC refuses
to register an EAS if the NAS is not marketed in Kuwait. The authority requires that
the submitted EAS is capable of demonstrating a satisfactory safety and efficacy
profile and bioequivalence to the NAS marketed in Kuwait. The third challenge is the
availability of sufficient statistical and phamacokinetic skills within the authority to
properly assess the bioequivalence studies. Kuwait has 15 scientific reviewers, none
of whom have had any formal training in assessing bioequivalence studies. They all
gained the experience through personal efforts and job experience. However, there
are several ways of improving the authority’s skill sets, such as utilizing user-friendly

software, attending additional training programs, and the use of external experts.

Key Milestones of the Review Process in Kuwait

The total number of the staff members working in the Pharmaceutical Drug
Registration Unit (PDRU) is 30, 15 of whom are pharmacists performing the review
process. Reviewers evaluate the pharmaceutical quality of medicines. However, the
KDFC understands that medicines are not normal commodities, and the ultimate
public health protection relies on the benefit-risk profile demonstrated by the product
through the regulatory review process. The authority lacks the skill sets required to
assess the safety and efficacy data of the medicines and approves products based
on pharmaceutical quality data, relying on the registration and marketing of the
product in other countries with competent authorities. The pressure on regulators in

Kuwait includes having to respond to the political force, media critiques, the culture of
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personal interests, the public needs for access of new medicines, and the industry
demands for entry of their product onto the market within the shortest period of time.
The regulators strive to balance these responsibilities by making high quality

medicines available to the public through an efficient and reliable review process.

New Product Submission Process

In certain mature agencies, such as US FDA and Health Canada, the regulatory
review process consists of two main stages, namely, the investigational new drug
(IND) and the new drug application (NDA). During the IND, the medicine is required
to pass the pre-market review process in order to be approved for regulatory
assessment. Pre-clinical studies are carried out to evaluate the safety of a drug and
to provide information about the existence and extent of adverse effects prior to
testing in clinical trials. If the pre-clinical studies are promising, clinical trials are
conducted to assess the existence of potential therapeutic value that may outweigh
the risks (e.g. adverse effects or toxicity) associated with its proposed use; the
manufacturer can, then, file for NDA with the relevant agency (Health Canada, 2006).
An NDA contains all pre-clinical and clinical information obtained during the testing
phase and information on the chemical make-up and manufacturing process,
pharmacology and toxicology of the compound, human pharmacokinetics, results of
the clinical trial and proposed labeling (Lipsky and Sharp, 2001). These are similar to
the contents of the product registration dossier submitted to the KDFC for approval.
The authority is therefore skeptical about approving products that are not assessed,
approved and marketed in countries with developed regulatory systems.

New Product Assessment Process

At the time that the new medicine is selected for review, the administrative staff
member transfers all the files to the assigned reviewer. The reviewer is fully
responsible for validating and scientifically evaluating the product dossier, listing all
the possible queries, questions and missing data in one form to be sent to the local
agent/sponsor. The validation stage may be critical for agencies like Health Canada,
US FDA or EMA, when many dossiers are submitted by the applicant whereby the
submission is screened to ensure that the data are complete and of suitable quality
for review. This is more convenient and less time consuming for developed agencies,
while it is considered time consuming for the KDFC being a small agency that

performs a simple verification review.
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After completing the scientific assessment, the product enters the QC analysis stage.
NASs and EASs registered in countries with reference agencies are exempt from this
analytical stage. Upon passing the QC analysis, the DRRS recommends the
approval to the Director of the authority who authenticates and issues the registration
certificate. Interaction occurs directly between the authority and the manufacturing
company in Canada and USA. In Kuwait, however, communication occurs between
the authority and the local agent, because the KDFC is limited in its ability to make
risk-benefit assessments and has inadequate resources to perform effective post-
marketing surveillance (PMS). Therefore, regulators need to interact with a legitimate
local representative who is legally responsible for the entire product’s pre- and post-
marketing status. The local agent faces considerable pressure from the
pharmaceutical company and the regulatory authority proving and sustaining
credibility, integrity, and honesty in their interactions with the two parties. They must
demonstrate that their fundamental ethical goal which is to ensure access to safe
and effective medicines in Kuwait and must avoid any detrimental expression of
being a sole ‘profit-making company’ to any of the two parties. A recent improvement
involves the addition of a requirement to submit Post-Marketing Surveillance (PMS)
reports as part of the safety studies which include cases of Adverse Drug Reaction
(ADRs) and Adverse Drug Events (ADEs) that occurred during the use of the

medicinal products by patients in other countries.

Priority Review

Products that are considered lifesaving or medically urgent are prioritised for review
in Kuwait. These are categorized as fast-track submissions. They are reviewed more
quickly with shorter approval time than non-fast-track submissions. This is similar to
the Canadian priority review for medicines and medical device applications intended
for the treatment, prevention or diagnosis of serious, life threatening or severely
debilitating illnesses or conditions. Their priority review is specifically applicable
where no product is currently marketed in Canada and/or where a new product
represents a significant increase in efficacy and/or significant decrease in risk such
that the overall risk-benefit profile is better than that of existing therapies (Health
Canada, 2008a). US FDA, on the other hand, has a different system for fast

approvals which includes accelerated approvals, fast-track reviews, and priority
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reviews. The first two categories affect the development process before the sponsor
submits a marketing application to the agency (Thaul, 2008). The priority review
relates only to the applications’ place in the review queue, which is one that
coincides with the Kuwaiti and Canadian Priority Review systems mentioned above.
Priority review in USA applies to major advances in treatment or where no adequate
therapy exists. The difference between KDFC and the other two comparator
agencies is that Health Canada and US FDA do not prioritise the review of products
for serious or life-threatening conditions because they must establish the evidence of
their safety and efficacy during the development stage in order to be medically

recognised as lifesaving products.

Pricing Review and Agreement

It is important to evaluate the quality, safety and efficacy of the medicinal product to
protect the public health, however, ensuring that the product price is affordable by
the local patients is another important aspect to be considered. The pricing process
can markedly affect the timely access of medicines to the patients in Kuwait.
Therefore, the Director decided to commence the pricing procedure in parallel, rather
than at the end of, the review process. The Pricing department is responsible for
regulating the price charged by pharmaceutical companies for medicines sold in
Kuwait to wholesalers, pharmacies and local agents. Each party is allowed a
calculated profit margin that is controlled by the KDFC price regulators. By examining
this profit margin, which is fixed by the government at 55%, it is clearly
understandable why the medicines in Kuwait are considered expensive. The
government is making significant efforts to reduce these prices and the profit margin
was reduced from 71% to 55% in 2005. However, other factors involved in the pricing
of medicines, such as inflation and exchange rates, cannot be controlled by the
KDFC.

Unfortunately, the Kuwaiti authority does not perform cost-effective analysis of
medicines marketed in the private sector, and pharmaceutical companies set prices
to ensure appropriate profits in countries such as Kuwait. In addition, the Kuwaiti
government is spending more than US$ 2billion on the health sector each year and
providing the public with medicines free of charge. The authority is not paying
attention to the affordability of medicines available in the private sector, and the full
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implication of the current situation has been a shift of patients towards government
hospitals and the failure of pharmaceutical companies to achieve profits in the private
sector. A clear sense of value of a medicine being considered for marketing is an
advantage during the negotiation process and could improve the access to quality

medicines in the private sector at affordable prices (Lopert et al., 2002)

Evaluation of Quality Measures used in the Review Process in
Kuwait

Regulators in Kuwait are eager to promote consumer protection and support public
health by achieving effective and timely regulatory judgments based on the quality of
the review process. The KDFC, as many other small developing agencies, lack the
appropriate expertise and resources that ensure the conduct of high standard review
practices such as GRP, SOPs, peer reviews and other quality assurance tools to
ensure consistency, transparency, timeliness and competency in the review process.
Thus, this study explores the quality measures that are currently available in the
KDFC to identify areas of improvement and provides an insight into the strategies,
measures and resources that KDFC has in place to develop and maintain quality in

its review process.

General quality measures used in the review process

Unfortunately, Kuwait is still not adopting Good Review Practice (GRP) which may be
due to the lack of the required expertise, and the formal training programs for
reviewers. The KDFC regulators recognise the urgency of standardising the overall
documentation and ensuring timeliness, predictability, consistency and high quality
review reports as a result of implementing GRP. However, the KDFC lacks the
political influence to convince the minister and the parliament members to
accomplish this quality measure. Standard operating procedures (SOPs) are another
quality measure that is deficient in the regulatory practices. The importance of
implementing SOPs is fully understood by the regulators, but they explained that
M.D. 302/80 is used as in SOP because it guides the reviewer through the data and
the documents required in a complete application. Furthermore, Kuwait uses
assessment templates that set out the content and format of the written scientific
reviews for the reviewers in a clear, unambiguous manner. SOPs and assessment

templates are sufficient for the conduct of a simple verification review in Kuwait.
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Long, thorough and complicated full-reviews carried out by developed agencies
require the availability of detailed SOPs that enable the assessors to precisely follow
the routine review procedure without losing the quality and effectiveness of the
review outcomes. Nevertheless, it is essential that the KDFC regulators seriously
consider the implementation of SOPs in the regulatory review practice if they have
the intention and the desire to improve the standard of the review process in Kuwait.
Unwritten SOPs and guidelines may become erratic and even lead to questions

about the transparency of law enforcement (Hashan, 2005).

The Kuwaiti review process relies entirely on three key persons: the reviewer, the
DRRS, and the Director. The DRRS appoints the reviewer who is responsible for
validating and scientifically assessing the product dossier. Therefore, the quality of
the review depends on the reviewer’s level of experience, qualifications, knowledge
and the level of enthusiasm in carrying out the assigned task. There are 15 reviewers
for pharmaceutical products in the KDFC with a range of experience from few
months to 30 years. This wide range demonstrates the difference in the quality of the
review process from one reviewer to another. Moreover, some reviewers are keen to
produce the best possible review reports and have a great interest in continuously
learning and improving their individual practices, while some others are only carrying
out the jobs they are assigned to achieve without demonstrating any enthusiasm in
improving the quality of their performance and outcomes. Peer review may be an
essential determinant that should be seriously considered by the DRRS and the
Director of KDFC to ensure optimal quality review, especially if the reviewer has less
than six months experience in conducting a review process. In the TGA, for example,
there is a multilayered peer review process during which applications are evaluated a
second time by more experienced reviewers to ensure that a correct decision is
made initially (Anderson, 2004). The DRRS fully relies on the assigned reviewer’s
report to recommend the approval decision to the Director who makes the final
decision. In addition to peer review, joint review is another important tool of quality in
the review process. It is performed as part of the GCC central registration process,
where two authorities are assigned alphabetically to review a product submitted for
the central registration, where the outcome is discussed in a conference meeting and

the decision is made by consensus.
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Quality management

The DRRS has the responsibility for ensuring the consistency, efficiency and
accuracy of the review process. Therefore, establishing an effective communication
style between the authority and the local agent is critical to bring about continuous
improvement in the assessment and registration process. The DRRS must have the
experience and the skill of managing and scrutinising the feedback from the
assessors and the local agent without negatively affecting the quality of the review
process. In that case, peer review is essential to help the DRRS provide the

companies with more accurate and reliable feedback.

In the US FDA, for example, more dialogues occur among the review team members
throughout the process. Medical officers and statistical reviewers work particularly
closely and sometimes carry out a joint evaluation. Members of a review team are
located close to one another to encourage more interaction. Multidisciplinary teams
review the NDAs and meet throughout the review process to discuss the status of
their reviews and to share ideas. The NDA review process adequately integrates

information across the review disciplines (Rehnquist, 2003).

The management team in KDFC has the responsibility to ensure the quality of the
review process. Therefore, an attempt to establish a quality assurance (QA) unit was
made in 2008. This unit is responsible for ensuring that the reviewers’ as well as the
QC analysts’ performance meets the authority’s demands and expectations.
However, this unit is not yet officially approved as part of the KDFC structure and
therefore its scope of responsibility cannot yet be enforced. The unit consists of two
pharmacists which is a small number to achieve the desired quality assurance task
for the authority. The KDFC'’s perception of achieving quality in the review process
relies on the outcome of the review at different managerial levels from the reviewer to
the DRRS to the Director. However, in the absence of written official SOPs for the
review activities within the authority, the role and efficiency of checking and
supervision as a QA method becomes questionable. In the USA, the quality
assurance staff (QAS), who monitor the quality and consistency of the review
activities, reside in the Office Centre Director (OCD). The QAS also provides an

oversight for committees created to ensure conformity with FDA regulatory policies
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and procedures, such as the FDA refusal-to-file and clinical hold policies. The head
of these staff reports directly to the biologic center director (Sensabaugh, 1998).

Quality in the review and assessment process

The only official written guide for both the reviewers as well the industry is the M.D.
302/80. For reviewers it acts as an SOP that directs them through the routine review
process. For the industry, on the other hand, it assists the applicants in the
registration of medicinal products. A hard copy is provided to the local agents upon
submitting an official request. Another important determinant of a good quality review
process is the authority’s willingness to provide pre-submission advice that allows the
applicant an opportunity to understand the requirements of the registration process
more clearly, and it also informally introduces the authority to the new proposed

product and the importance of this product for local patients.

The KDFC permits the applicant to establish the contact with the technical staff only
upon the approval of the Director or the DRRS. This is to prevent the culture of
bribes and corruption from creeping into the system (Fattore and Jommi, 1998). The
most effective tool to circumvent any distortion is the use of an electronic system for
handling the regulatory review procedures, which is still deficient in the KDFC. All
submissions, reviews, follow-ups and tracking procedures are handled manually.
This results in several errors, misplaced files and documents and missing data,
which can markedly affect the credibility of the work being carried out by the
authority’s staff.

Training and continuing professional development (CPD) programmes

Training and CPD is an important element of quality that can markedly affect the
standard of the scientific review performed by an assessor. The US FDA has taken
several steps to encourage reviewers to participate in professional development
activities. A policy was put in place to allow the reviewers to spend up to one day a
week participating in professional development activities as well as conducting
extensive internal training programs that include a broad range of classes from
statistics to technical writing and good review management principles (Rehnquist,
2003). Unfortunately, the KDFC does not conduct official training on the review

process for new reviewers when they join the authority. The new reviewer
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(Pharmacist) is trained by other experienced colleagues and there is no obligatory
training program for any reviewer to achieve the desired level of expertise. Lack of
such important QA tools does not provide confidence in the KDFC's reviewer’s ability
to produce high standard review reports and therefore, it will negatively affect the
quality of the final decision-making. In fact, senior managers are encouraged to
attend training courses and CPD programmes. However, the KDFC should seriously
consider training programmes that particularly include the reviewers, because
decision-makers depend on the review reports issued by the assessors to make the
final approval decisions. Training and continuing education programmes should be

compulsory for reviewers and other members of the authority’s staff.

Transparency of the review procedure

Transparency is another critical determinant of the quality of the review process. It
demonstrates the authority’s willingness to provide information on its activities to both
the informed public (which includes health professionals) and industry (Hill and
Johnson, 2004). Transparency in pharmaceutical regulation in Kuwait is considered
crucial. However, this study found that KDFC regulators are skeptical about releasing
all the details to avoid unnecessary political or media criticisms. This can be
understandable as the authority realises that the information maybe too specialized
and that the public would not fully comprehend the authority’s decision(s), particularly
when the media exaggerates the case. However, there are certain situations where
full transparency is essential and can affect the credibility of the regulatory authority.
An example of these cases is the recent review of antidepressant trials registered
with US FDA. It showed that antidepressant trials with negative results were much
less likely to be published than trials with positive results. This influenced the public
trust of FDA  (Vitry, 2008). Another crucial point to be considered is the regulatory
decision that involves value judgments in balancing data about the benefits and
harms of medicines (The Ontario Health Technology Advisory Committee (OHTAC),
2010). These value judgments should be disclosed with reasons for regulatory
decisions. This would help patients make their own choices about whether the

medicines are suitable for them (Editorial Executive Committee, 2005).

There are considerable media critiques and public suspicions about the integrity of
the decisions made by KDFC regulators. Pharmaceutical companies make significant

profits following the successful registration and pricing of their product(s). This places
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