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Child and Adolescent
Roadmap: Key actions

Roadmap towards ending TB

?‘ﬂs in children and adolescents

Leveraging
HLM commitments and
synergise with other
partners particularly
around promoting
innovation and
Integrating services to
improve children
outcomes
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End the
tuberculosis
epidemic by

2030
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adolescent TB case

o “““ finding and treatment

Encourage child and
adolescent TB research

Increase funding for :
child and adolescent
TB programmes ; 4&'0 Bridge the
G 9 £ policy-practice gap
S| Foster functional
Foster national . ) % ______ 9 ” ‘ ' partnerships for
leadership and w9 : o change
accountability q
@ Strengthen
advocacy
at all levels

Note; Many of these key actions can and
should be implemented simultaneously



Developing medicines for children requwes

addressing unavoidable complexities

Disease natural history

Growth and puberty: dosing the same drug in
changing body and a changing brain

Drug metabolism is different from adults and can heaV|Iy
depend on genetic polymorphisms (i.e. EFV)

Key comorbidities that impact drug use, tolerability, and | ¢
toxicity in SSA (HIV, TB, malaria, malnutrition, anemia, etc.) g "

Palatability and ease of administration are critical to /
support adherence 4

Rk World Health
*;5 ¥ Organiz




..while promoting simplification and harmonization
across the age spectrum

Care taker Harmonization is

e Same regimen for all family members may be helpful

critical but when

formulations are

different benefits of
e More familiar with adult regimens harmon Ization are

§ * But different formulations still need to be available potentia”y limited

* Dosing changes still necessary as child grows/ages

» Avoid inappropriate drug sharing

Health care Provider

Programme /supply manager

e Streamline procurement
e Simplify forecasting and ordering

Development of
o scored dispersible
e Ensure API availability
e Lower cost of production adults tablets
becomes essential (&) word seatt
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Drug optimization for paediatric TB through
collaborative and coordinated action

Key formulations are prioritised
in the context of a public health

approach
PROGRAMS
y . Technical/research
Priority formulations :

re reliably supplied to Drug work is undertaken to
a , optimization supportdevelopment

countries .
of the priority
formulations

Procurement Development

Product
selection

Priority formulations are (formulary)

procuredvia a pooled
mechanism

Priority formulations are
included in optimal

formulary for selection World Health
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Key lessons learned

* Critical to connect drug and formulations development with guidelines
revision and adoption

. OptirBilzingtriaI design to shorten timelines for investigation (ie PIPs/PSPs) is
possible

* Early investigation of acceptability can support definition of TPP and better
inform formulation development

* Use of existing pathways for acceleration of national registration should be
promoted

e Advance planning for introduction is critical to enable timely roll out

* Support to product selection and use of great value to reduce market
fragmentation and optimal clinical outcomes

* Pharmacovigilance of great importance to ensure safe introduction of
products with limited clinical experience
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The 15t PADO TB meeting:
Objectives

1. Discuss the PADO for TB platform and
modus operandi

2. Develop a list of short/medium and
long-term priorities for paediatric TB
drug optimization

3. Agree on a way forward to accelerate
development and uptake of priority
formulations

February 14-15%" 2019, Geneva-Switzerland
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A diverse set of expertise to ensure 360 view
on the challenges and opportunities

NTPs from TB high burden
and priority countries

Clinicians
Scientists
Funders

International
organizations/technical

partners

1: Introduction to size and
specifics of paediatric anti-TB
drug market

2: Experiences with anti-TB drug
development and market shaping

3: Current adult and paediatric TB
research landscape

4: PADO for TB
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The 15t PADO TB was tasked to initiate the drug
optimization process

e To inform dosing OR use
Research

guestions

* Short and Mid-term
priorities 3-5 years
PADO * Long-term priorities
priorities (WATCH LIST) 5-10
years

* Consider the full set of
possible formulations
* Innovativedelivery
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Short-term list DS-TB DR-TB LTBI Remarks
Rifampicin (RIF) Vv NOT for 4R LTBI regimen

Rifapentine (RPT) Vv Vv
Bedaquiline (BDQ) (v) On watch-list DR-TB LTBI
Clofazimine (CFZ)

< < < <

Delamanid (DLM) Vv
Linezolid (LZD)
Pretomanid (Pa-824) Vv (v) On watch-list DR-TB LTBI

Formulations: All dispersible scored
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Implementation consideration for the
Short-term list

RIF * Data available: can increase efficacy and lead to regimen shortening,
* Single rather than FDC as ratios will change across weight bands (for “top up”)
* ldeal dose of a dispersible tab to be determined

RPT |* Same rationale as for RIF for single need
* Formulation dispersible (potentially scored) —dose TBD on PK study

BDQ | * Group AWHO DR-TB guidelines, recommended from age 6*

CFZ |* Group B WHO DR-TB guidelines

DLM | * Group C WHO DR-TB guidelines, recommended from age 3**

LZD |* Group A WHO DR-TB guidelines
*  Syrup (very expensive); 150mg dispersible tablet in development

Pa * PKand safety studies underway
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Watch list DS-TB
RHZLfx FDC V
RHZE FDC V

Telacebec (Q203)

Sutezolid
(PNU-100480)

Delpazolid
(LCB01-0371)

OPC-167832
Moxifloxacin (MFX)

DR-TB

ITBI Remarks

If SHINE not successful and TBTC
study 31 LFX arm successful

To address barriers to the use of
ethambutol

Currently phase lla
Currently phase lla

Currently phase lla

Currently phase Ilb/lla

Taste-masked
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Venn-

diagram:
short-term
priorities
DR-TB
CFZ
* BDQ and Pa: LZD

Short-term priorities
for DR-TB treatment,
on watch list for LTBI

DS-TB
How do we
RIF focus our
RPT efforts and
maximize
LM LTBI . .
(BDQY* Impact:
(Pa)*
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How does this
link with the

broader work
on paediatric

medicines?




GAP-f: Formal collaboration across sectors to ensure
accelerated development and uptake

The Global Accelerator for Paediatric Formulations (GAP-f)

Prioritize and Evaluate Develop Deliver

. Business Regulatory
Development Procurement

Accelerating priority paediatric drug formulation development and uptake

Rollout
& Uptake

Product
Development

Adoption

A collaboration platform supported by an innovative financing mechanism that
promotes a faster, more efficient and more focused approach to paediatric clinical
and formulation development and introduction.



GAP-f Operationalization

HIV PWG
(PADO/PAWG)

Hep PWG

PRIORITIZES & EVALUATE WHO-convened
Scientific Advisory Board « eie ..
Prioritization

Clinical Research )
Working Groups

(subset of PADO plus
additional Hep experts)

EM PWG
(subset of PADO plus
additional EM experts)

DELIVER DEVELOP

Product Access Business Development
Treatment Delivery Product Development
Regulatory Affairs

GAP-f will be implemented via key stakeholders operating in the different disease
areas and building as much as possible on existing platform, ongoing work and



PADO TB (PWG for TB)

* Meeting every two years

* Mid-term review to assess implementation, issues and internal
prioritization of the PADO priorities

* Dissemination of PADO priorities via: webinars, peer-review papers

* Ensuring that PADO priorities are captured in EOl and ERP as soon as
dosing and ration of the formulation is identified

 Active reach out to regulators and industry to input PIP/PSP design as
well as facilitate rapid completion of those
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Prioritization working group will work as best
fit the technical area

Paeds R&D clinical
and PK experts
interestedin drug
development

Paeds R&D clinical and
PK experts interest in
drug development

PAWG clinical, PK, PADO includes

ot s e
MOHs and ad
Paeds and PLW hoc experts

PADO includes
partners and
MOHs and ad hoc
experts
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Closing the loop on paediatric development plans

PWG to provide TB PWG Industryto seek

technical opinion on PAWG technical

PIP/PSPs to advice toinform
regulatorsand submission and
promote further implementation of
focus and alignment PIP/PSPs that
between agencies address real need

Industry

Better paediatric development plans completed and
approved more quickly (@) ord pealt
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TB partners landscape

The Global Accelerator for Paediatric Formulations (GAP-f)

Prioritize and Evaluate Develop Deliver

Regulatory
Affairs

Business
Development

Prioritization Procurement

Rollout
& Uptake

Product

Development Adoption

Accelerating priority paediatric drug formulation development and uptake

1 1

IMPAACT/TBTC TB Alliance  Global Drug Facility ,,_
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Access & Fundraising
Delivery

Evaluation Development
approaches

Funding product 1

Funding product 2

Funding product 3

Funding product 4

Funding product 5

Funding Funding Funding i
Stream/Partner E Stream/Partners D Stream/Partners A 3P organization



Catalysing a strong political support and leverage it to
R \ generate commitments

* Next meeting will include TB as a
new area of focus
* Meeting to be held in February 2020

High-Level Dialogue to Assess Progress on and Intensify Commitment
To Scaling Up Diagnosis and Treatment of Paediatric HIV

Convened by H.E. Peter Kodwo Appiah Cardinal Turkson, Paed latric H V Rome ACtIOﬂ Pla n
Pf' i i The R Act PI lati f it ts by k takehold t lerat h, devel t istration,
efect of the Dicastery for the Promotion of Integral Human Development introduction and uptake of HIV diagnostics and optimal antiretioviral drugs (ARVE) for chdren iving with HIV, with the fimate objective
6_7 December 2018 of reducing morbidity and mortality among this highly vulnerable group.

The Rome Action Plan is the product of a series of High Level Dialogues convened by His Eminence Peter Kodwo Appiah Cardinal
Turkson, Prefect of the Dicastery for the Promotion of Integral Human Development, and organized by the World Health Organization

POntlflca| Academy Of Sciences, Vatlcan Clty (WHO), the Elizabeth Glaser Pediatric AIDS Foundation (EGPAF), PEPFAR, UNAIDS, Caritas Internationalis, the World Council of Churches
— = — Ecumenical Advocacy Alliance (WCC-EAA), and global partner organizations.

The co-chairs of the AIDS Free Working Group have the responsibility to monitor progress on the Action Plan and to promote full and
timely implementation of the action points, including tracking progress towards milestones, and communicating regularly with participants
about progress on their commitments and overall implementation of the Plan.

This website tracks the commitments of the Rome Action Plan.
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THANK YOU https://www.paediatrichivactionplan.or

http://www.who.int/hiv/pub/research-dev-toolkit-paediatric-arv-drug-

formulation/en/ ? \ W |d H | h
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http://gap-f.or vivy
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http://www.who.int/hiv/pub/research-dev-toolkit-paediatric-arv-drug-formulation/en/
http://www.who.int/hiv/pub/research-dev-toolkit-paediatric-arv-drug-formulation/en/
http://gap-f.org/

