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try

Year 20202021 | 2022|2023 2020 2021 | 2022 2023|2020 2021 2022 2023 2020 2021 2022 2023|2020 2021 2022 | 2023 2020|2021 2022 2023
NASs

Received 0 0 0 0 55 53 N/S N/S 0 0 409 398 0 0 0 0 NS NS 0 0 0 0 0 0
Approved| 0 0 0 0 18 47 N/S N/S 0 0 160 60 0 0 0 0 NS NS 0 0 0 0 0 0
Generics

Received | 157 68 80 342 692 909 N/S N/S 533 615 390 379 631 975 1,079 | 764 508 849 804 905 8 10 14 22
Approved| 110 0 36 57 81 368 N/S N/S 46 55 147 51 499 383 359 51 389 405 430 571 1 2 0 0

WHO pre-qualification

Received 0 2 0 1 10 35 N/S N/S 16 18 Z 3 7 22 16 14 10 12 7 6 1 0 0 0

Approved 0 0 4 1 10 20 N/S N/S 0 11 7 0 7 14 13 12 10 12 7 3 1 0 0 0

NASs, new active substances; WHO, World Health Organization; N/S, not specified.
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Total N (risks)

Not listed in package
inserts (risks)

Important potential risks 164

Malignant neoplasm 29 9 31.0 0.0165
Infectious disease 13 3 23.1 0.4083
Cerebral cardiovascular risks 10 3 30.0 0.1648
Antibody production 5 2 40.0 0.1557
Urinary system risks 7 2 28.6 0.2721
Medication error 6 2 333 0.2130
Disseminated intravascular coagulation 1 1 100.0 0.1463
Suicide-related events 6 1 16.7 1.0000
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Total N (items) Not included in the
package insert (items)

Important missing 92

information

Impact on cardiovascular risk 7 7 100.0 < 0.0001
Safety when administered to patients with 19 5 26.3 0.3083
liver dysfunction

Safety when administered to patients with 1 1 100.0 0.0284
cardiovascular disease

Drug interactions 3 1 333 0.4402
Safety during long-term administration 5 1 20.0 1.0000
Safety during administration under actual 3 1 333 0.4402
use conditions
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Ongoing Details Number %
Additional pharmacovigilance activities 2 Post-marketing clinical trials 1 50.0
Special drug use-results survey (survey regarding 1 50.0
long-term use)
Additional risk minimization activities 69 Creation and distribution of materials for patients 33 47.8
Creation and distribution of materials for healthcare 29 42.0
professionals
Reporting the occurrence of side effects on company 3 43
websites
Measures to prevent administration errors 1 1.4
Creation and provision of patient cards 1 14
Ensuring distinguishability from existing formulations 1 14
with different concentrations
Safety measures for pain associated with chronic low 1 14

back pain and osteoarthritis
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Drugs with RMP that have undergone
reexamination for all indications

Therapeutic indication classification* Other hormonal drugs (including antihormonal drugs) 7 9.7
Antihypertensive drugs 3 4.2
Antiepileptic drugs 3 42
Neuropsychiatric drugs 8 11.1
Diabetic drugs 8 111
Follicular/Progestin hormone agents 4 5.6
Others 41
Pediatric indication 17 23.6
Orphan drugs 1 1.4

*1f there were multiple therapeutic indication classification categories for one drug, each was counted as multiple.
p. p g g, p!
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Reexamination Number of drugs Drugs with Drugs with Drugs with important Drugs with ongoing Drugs with
completed drugs (%) important identified | important potential missing information not additional additional risk
(N =72) risks not listed in risks not listed in listed in package inserts pharmacovigilance minimization

package inserts package inserts activities activities

RMP-terminated drugs 69(95.8) “ 16(23.2) 11(15.9) 2(2.9) 43(62.3)
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ID qualification opinion

Methodology

Therapeutic
area

Included in
aPIP

Pediatric
data in QO

EMADOC-1700519818-1127132

Stride velocity 95th centile as
a primary endpoint in studies
of ambulatory Duchenne
muscular dystrophy studies

Endpoint

Neurology

Yes

Yes

EMADOC-1700519818-828910

Use of Enroll-HD (a
Huntington’s disease patient
registry) as a data source and
infrastructure support for
post-authorization
monitoring of medical
products

Registry

Neurology

EMA/CHMP/SAWP/186420/2022

Islet autoantibodies (AAs) as
enrichment biomarkers for
type 1 diabetes (T1D)
prevention clinical trials

Biomarker

Endocrinology

Yes

Yes

EMA/CHMP/SAWP/178058/2019

Stride velocity 95th centile as
a secondary endpoint in
Duchenne muscular
dystrophy measured by a valid
and suitable wearable device

Endpoint

Neurology

Yes

Yes

EMA/CHMP/SAWP/622564/2018

The European Cystic Fibrosis
Society Patient Registry
(ECESPR) and CF
pharmaco-epidemiology
studies

Registry

Pulmonology

EMA/CHMP/SAWP/801872/2015

Pediatric ulcerative colitis
activity index (PUCAI)

Endpoint

Gastroenterology

Yes

Yes

EMA/SA/00000104642

GFR slope as a validated
surrogate endpoint for RCT
in CKD

Endpoint

Nephrology

Yes

EMADOC-1700519818-946771

iBox Scoring System as a
secondary efficacy endpoint in
clinical trials investigating
novel immunosuppressive
‘medicines in kidney
transplant patients

Endpoint

Infectious and
immune system
diseases

Yes

EMADOC-1700519818-907465

Prognostic Covariate
Adjustment (PROCOVATM)

Statistical methodology

N/A

EMADOC-1700519818-808373

IMI PREFER

Research framework for
patient preference studies

N/A

EMA/CHMP/SAWP/483349/2019

eSource Direct Data Capture
(DDC)

Tool for data
measurement/management

N/A

EMA/CHMP/SAWP/792574/2018

Cellular therapy module of
the European Society for
Blood and Marrow
Transplantation (EBMT)
Registry

Registry

Oncology

Yes

EMA/CHMP/SAWP/513571/2015

Ingestible sensor system for
medication adherence as a
biomarker for measuring
patient adherence to
medication in clinical trials

Biomarker

N/A

EMA/CHMP/SAWP/473433/2015

Total kidney volume (TKV)
as a prognostic biomarker for
use in clinical trials evaluating
patients with autosomal
dominant polycystic kidney
disease (ADPKD)

Biomarker

Nephrology

Yes

EMEA/H/SAB/049/1/Q0O/2014/SME

In vitro hollow fiber system
model of tuberculosis
(HFS-TB)

Model for dose selection

Infectious and
immune system
diseases

Yes

EMA/CHMP/SAWP/757052/2013

MCP-Mod as an efficient
statistical methodology for
model-based design and
analysis of phase I
dose-finding studies under
model uncertainty

Statistical methodology

N/A

EMA/CHMP/SAWP/120610/2020

Treatment effect measures
when using recurrent event
endpoints

Endpoint

Cardiology

EMA/CHMP/SAWP/283298/2010

ILSI/HESI submission of
novel renal biomarkers for
toxicity

Biomarker

Nephrology

Yes

EMEA/679719/2008 Rev. 1

Final conclusions on the pilot
joint European Medicines
Agency/Food and Drug
Administration VXDS
experience on qualification of
nephrotoxicity biomarkers

Biomarker

Nephrology

No

‘The table details if the methodology addresses a discase or a medicine included in a PIP and the availability of pediatric data in the QO. Methodologies spanning more than one therapeutic arca

were indicated as N/A.





OPS/images/fmed-11-1387652/ain.jpg





OPS/images/fmed-11-1369547/fmed-11-1369547-g004.gif
Gomacker
encpo

[T —
PR —
Er—

Mocetfrdoss siscion

g

Resesrch rmensi o e prefertocesuds

o 1+ ¢ s 1 n
[P,





OPS/images/fmed-11-1369547/fmed-11-1369547-g005.gif
< ol avestons vapn  on





OPS/images/back-cover.jpg
Frontiers in
Medicine

Translating medical research and innovation into.
improved patient care

Amultidisciplinary journal which advances our
medical knowledge. It supports the translation
of scientific advances into new therapies and
diagnostic tools that will improve patient care.

Discover the latest
Research Topics

Frontiers

Avenue du Trbunal-Fédéral 34
1005 Lausane, Switzerland.
fontersinorg

Contactus

+41(01215101700
frontersin ro/about/contact

& frontiers | Research Topics






OPS/images/fmed-11-1467229/fmed-11-1467229-t002.jpg
Covered WHO Global WLA WLA Policy | PE Manual WLA TAG-WLA WHO

Domains/Aspects | Benchmarking, Concept Document (23) Operational| Terms of TRS No.
Tool (12) note (11) (16) guidance Reference 1033
(14) (20) (13)
Historical background ® . . .
on the WLA framework
SRA concept and/or ® ® . .
WHO-Prequalification
programme
T T
GBT based WHO ° . . .
maturity levels
Roles of the WHO and . . . »
stakeholders
Objectives and ® . . . .
description of the WLA
framework
Criteria and progress for . . . .
WLA listing
WLA and objectives of . ° . ®
the Resolution WHA
67.2
Status achieved by RAs .
towards WLA listing
Impact of WLAs on . . . .
regulatory outputs,

outcomes, and impact

Impact of WLA in ° . .
regulatory collaboration,
convergence,
harmonization, and

reliance

PE, Performance Evaluation; TAG, Technical Advisory Group; TRS, Technical Report Series; WLA, WHO Listed Authority; full details of the documents are provided
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Recommendation IE]S

Continued WHO’s engagement
and support

e Continue to engage with and provide
customized support to RAs interested in
WLA listing

e WHO should use existing WLAs to
promote regulatory excellence through
experience and expertise sharing.

Improve clarity and awareness of

e Enhance communication of the BGT as a

transition process

the WLA framework capacity-building instrument.

e Communicate the WLA framework as a
path to evaluate and recognize regulatory
performance over time

Smooth Management of the e Ensure that the transition process is as

smooth as possible to avoid disruption in
global supply chain of medical products
e Prioritize assessments based on factors
such as the applicant’s regulatory
capacity, geographical distribution, and

manufacturing capacity.

Develop a searchable database for
WLAs

Allow easier navigation and tracking of
WLA-listed functions, product categories
and geographical locations by creating a

searchable and openly accessible database

Expand scope of the WLA
framework

Ensure the frameworks relevance in the

changing regulatory environment by
including other product groups such as
medical devices, in vitro diagnostics,
blood products and vector control

products.

Ensure continuous improvement
and monitoring

Implement continuous improvement

measures.

Establish constant monitoring of the
framework’s performance through
feedback mechanisms, stakeholder
involvement, and dedicated impact
studies after three years of
operationalization

Enhance transparency,
information sharing and a
balance with confidentiality

Make PE outcomes and assessment

reports publicly available so as to
promote trust, accountability, and
knowledge sharing in regulatory decision
making.

o Ensure a balance between
transparency/information sharing and
confidentiality aspects
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Target Burundi Kenya Rwanda Tanzania Uganda Zanzibar
Receipt and validation (A-B) 90 3 30 5 No target time 90
Queuing (B-C) 60-180 <365 60-150 35 365 60-180
Primary scientific Assessment (C-D) 90 No target time No target time 100 180 180
Questions to applicant (Clock stop) (D-E) 90 180 90 180 180 180
Review by Expert Committee (G-H) 90 No target time 60 1 30 1
Approval procedure (Admin) 30-90 <30 <30 <30 30-90 <30
Overall approval time (A-I) 90 730 365 180 (exc. 547 365
Applicant time)

A for biosimilar products not approved by a reference authority only.
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ML 01

Some elements
of the regulatory
system exist

Ewolving national
regulatory system that
partially performs essential
regulatory functions,
havwng a reactive approach

Stable, well-
functioning and
integrated regulatory
system

Target of WHA
Resolution 67.20

Regulatory system
operating at an advanced
level of performance and
continuous improvement

Well-resourced
Regulatory systems
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Category/target group Organization—Country/Office Number of

participants

'WHO Headquarters and Regional Offices The World Health Organization (WHO)—Headquarters 4

The World Health Organization (WHO) —South-East Asia Regional Office 1

(SEARO)

Pan American Health Organization (PAHO/AMRO) —Latin America 1
WHO Listed Authority (WLA) Ministry of Food and Drug Safety (MFDS) —South Korea 2

Swiss Agency for Therapeutic Products (Swiss Medic) —Switzerland 2
Transitional WHO Listed Authorities (tWLAs) European Medicines Agency (EMA) —Europe 2

Agency for Medicinal Products and Medical Devices (HALMED) —Croatia 1

United States Food and Drug Administration (US-FDA) —United States 3
NRAs practicing reliance on SRAs South African Health Products Regulatory Authority (SAHPRA) —South Africa 1

Ghana Food and Drug Authority (Ghana FDA) —Ghana 1
Agencies involved in international procurements of United Nations Development Agency (UNDP) —Headquarters 1
health products

United Nations Children’s Emergency Fund (UNICEF) —Headquarters 5
Donors, stakeholders and partner organizations to the Bill and Melinda Gates Foundation (BMGF) —Headquarters 1
WHO

Council for International Organizations of Medical Sciences (CIOMS) 1

—Headquarters

International Federation of Pharmaceutical Manufacturers and Associations 1

(IFPMA)—Headquarters
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Coun- Burundi Kenya Rwanda Tanzania Uganda Zanzibar
try

Year | 2020|2021 2022|2023 2020 2021 2022|2023 2020 2021 2022 2023 2020 2021|2022 2023|2020 2021 | 2022 2023 2020|2021 2022 2023

Full review

NASs N/A N/A N/A N/A N/vV N/V N/V N/V N/A N/A N/A N/A N/A N/A N/A N/A 0 0 N/A N/A 0 0 0
Generics N/A N/A N/A N/A 575 739 N/V N/V 270 270 1,035 735 202 93 61 85 237 261 238 284 0 480 630
WHO N/A N/A 90 90 N/A 341 N/V N/V 90 90 484 90 83 N/A N/A 79 54 60 56 65 0 0 0
Pre-

qualifi

cation

Verification

NASs N/A N/A N/A N/A NV N/V N/V N/V N/V N/V N/vV N/V N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A N/A
Generics N/A N/A N/A N/A N/V N/vV N/V N/V N/V N/vV N/V N/V N/A N/A N/A N/A N/vV N/vV 54 43 0 0 78 0
WHO N/A N/A 90 90 NV N/V N/vV N/V N/vV N/V N/V N/V N/A N/A N/A N/A 54 60 56 65 90 90 90
Pre-

qualifi

cation

Abridged

NASs N/A N/A N/A N/A N/V N/V N/V N/V N/V N/V N/V NV N/A N/A N/A N/A N/A N/A N/A N/A 0 0 0
Generics N/A N/A N/A N/A NV N/vV N/V N/vV N/V N/V N/vV N/V 241 153 93 N/A NV N/vV N/vV N/V 180 0 0
WHO N/A N/A 90 90 N/V N/V N/V N/V N/V N/V 484 90 N/A 14 13 N/A NV NV N/vV N/V 0 0 0
Pre-

qualifi

cation

N/A, not applicable; N/V, not available.
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Type of review Burundi Rwanda Tanzania Uganda Zanzibar

model

Verifications review X Ve Ve p.¢ va bg
(type 1)

Target N/A 90 90 N/A 90 N/A
Abridged review (type 2) Vb Ve Ve Ve Ve Ve
Target N/A 105 90 126 105 126
Full review (type 3) V3A V3B V3A V3B V3A V3A
Target N/A 262 270 180 261 365
Fast track/priority review v v v v v v
Target N/A N/A N/A 90 N/A 126

a: For World Health Organization (WHO) collaborative registration procedure (CRP) and East African Community (EAC)-recommended products. b: For WHO CRP, WHO-listed authority
(WLA)-approved and EAC-recommended products. c: For WHO-prequalified and WLA-approved products. e: For OTC products.
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Marketing authorisations Burundi Kenya Rwanda | Tanzania @ Uganda | Zanzibar
Certificate of Pharmaceutical Product (CPP) is required with the v v v v v v
application or before authorisation is issued

Common technical document (CTD) format is mandatory for v v v v v v
applications

Medical staff: More than 25% within the authority review staff are b x X X X X
physicians

Review times: The authority sets targets for the time it spends on the v X v v v X
scientific assessment of NASs and generic applications

Approval times: The has a target for the overall time for the review v v v v X v
and approval of an application

Questions to sponsors are batched at fixed points in the review N v v v v v
procedure

Company response time: Recording procedures allow the company v v v v X v
response time to be measured and differentiated in the overall

processing time

Priority reviews: The authority recognises medical urgency as a v v v v v v
criterion for accelerating the review and approval process for

qualifying products

Sequential processing: Different sections of technical data reviewed X X X v X X
sequentially rather than in parallel

Price negotiation: Discussion of pricing is separate from the X v X X v v
technical review and does not delay the approval of products

Sample analysis: The focus is on checking quality in the marketplace v X X v v v

and requirements for analytical work do not delay the marketing

authorization
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Burundi Kenya Rwanda Tanzania Uganda Zanzibar

Chemistry, manufacturing and control (CMC) data v v
extensive assessment

Non-clinical data extensive assessment v v v v v v
Clinical data extensive assessment v v v v v v
Bioequivalence data extensive assessment v

Additional information obtained (where appropriate) v

Other agencies internal review reports v v v v v v
Medical and scientific literature v v
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Laboratory

Water R J

= Y
Analytical purpose water

as per Ph. Int. Water R
’ y

o Heavy metals, ammonia, \
Ca, Mg, CO,. chlorides,
Nitrates, sulphates,
oxidizable matter, nonvolatile
residue, acidity or

Identify critical process

lab design, environment,
personnel, method,

equipment,

s/

/ Filtrations, distillation, \

reverse 0Smosis, ion-
exchange,

heat
sanitization, and ultra-

Define control strategy

Air conditioning,
temperature monitoring
(15-30°C), personnel
qualification and

: : requirements set in

/ Water quality \

verifications (compliance
to all water R quality

Ph.Int, heat sanitization
and gradient HPLC
analysis), resistivity

Monitoring (18.2 MQ-cm)
as a system suitability

N

\

Plan. Do. Check, and Act {POCA} model, quality meetings
(management reviews), internal audits, proficiency tests,
corrective action
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