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Saudi Food & Drug Authority

Responses of Pharmaceutical Companies to Literature Review
Inquiries from a Regulatory Authority: A Retrospective Analysis

Background

In support of new marketing authorizations and
variations for novel pharmaceutical products,
regulatory submissions generally consist of
comprehensive modules that cover all phases of
clinical development, including Phase I, Il, and Il
trials. These comprehensive submissions are
essential to ensure a thorough evaluation of the
product’s safety and efficacy.

However, for certain submissions pertaining to
products with known active substances or
generics, regulatory guidelines permit applicants
to submit only relevant literature references, thus
exempting them from providing the complete set
of documentation typically required for novel
products. Although, the applicant is responsible
for ensuring that the submitted literature Is
scientifically rigorous, directly relevant, and
appropriately aligned with the specific product,
Including its dosage form, route of administration,
and intended therapeutic indication.
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Objective

This study aims to evaluate the adequacy and
regulatory compliance of company responses to
literature inquiries issued by the Saudi Food and

Drug Authority (SFDA), focusing on the
effectiveness of these responses in meeting
regulatory expectations.

Methodology

A retrospective document analysis was
conducted, reviewing all literature inquiries and
corresponding company responses filed in the
electronic Common Technical Document (eCTD)
from January 2021 till November 2023. Data of
product submissions were collected from the
Saudi Drug Registration (SDR) and Extedo
Universal Review System (EURS).

Dscriptive analysis was performed to assess the
current literature review inquiries and company
responses Iin terms of number of inquiries, type of
products, submitted evidence, search strategies,
and decision outcomes related to these
submissions.

SFDA Clinical Consideration for Efficacy and Safety Assessment

The literature review should be submitted in module 2.5 clinical overview
and covers the following aspects:
The search should support the efficacy and safety of the active
Ingredient in each proposed indication.
The search should be as extensive and relevant as possible.
The methodology of the search used should be stated in detail
(database used, keywords used, and filters applied as well as date
and time the search was carried on).
Provide a tabular listing of the identified literature with their citations
and arrange the studies according to the following:
Start with the key clinical studies (e.g. confirmatory studies).
Well-desighed, adequately powered, and preferably multicenter
studies.
Studies that have registered protocol or registered in clinical
trials registries (provide registration status).
Evidence from non-randomized controlled trials should be in a
separate section of the table.

Results

Of the 28 products evaluated, 15 met the
Inclusion criteria. Nine products were generics
compared to six new products from known active
substances.

THE SEARCH SHOULD SUPPORT THE EFFICACY THE SEARCH SHOULD BE AS EXTENSIVE AND THE SEARCH METHODOLOGY SHOULD BE
AND SAFETY OF THE ACTIVE INGREDIENT IN RELEVANT AS POSSIBLE.
EACH PROPOSED INDICATION. FILTERS, AND DATE AND TIME THE SEARCH

WAS CARRIED ON).

START WITH THE KEY CLINICAL WELL-DESIGNED, ADEQUATELY  STUDIES THAT HAVE REGISTERED EVIDENCE FROM NON-
STUDIES (E.G. CONFIRMATORY POWERED, AND PREFERABLY PROTOCOL OR REGISTERED IN RANDOMIZED CONTROLLED
STUDIES). MULTICENTER STUDIES. CLINICAL TRIALS REGISTRIES TRIALS SHOULD BE LOCATED IN A

(PROVIDE REGISTRATION STATUS). SEPARATE SECTION OF THE TABLE.
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STATED (E.G. USE OF KEY WORDS, DATABASES,

Conclusion

The study reveals a significant discrepancy
between the expectations of the SFDA and the
guality of company responses to literature
iInquiries. The findings suggest an urgent need for
regulatory guidance specific to literature reviews,
alming to standardize and improve the quality of
submissions.
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