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Automatic Full Waiver List

Adult-Related Conditions that qualify for a waiver because thev rarelv or never occur in pediatrics*
These conditions qualify for waiver because studies would be impossible or highly impractical.

https://www.fda.gov/media/101440/download
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RACE for Children Act

Research to Accelerate Cures and Equity for Children Act

MNAREREREL
v 201758 A HIE . 20205F8H 1T
VEAADDNADGEZBEMHELI-DFENEDIL, TD
BEEDDFHN/NENADIEFER (FEITIZEERMIC
BEHIEHIMSN-0 FRHIEEZRRIZ, MNEORF
ESTEZIEHSESED
v [The Relevant Molecular Target List] & U The Non-
Relevant Molecular Target Leading to Waiver List %

fEmL. 26, BFHLTLS

https://www.fda.gov/media/133440/download
FDARA Implementation Guidance for Pediatric Studies of Molecularly Targeted
Oncology Drugs: Amendments to Sec. 505B of the FD&C Act Guidance for Industry
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8UONEW active substance (NAS) median approval time for six regulatory authorities in 2012-2021
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Approval year

Approval time is calculated from the date of submission to the date of approval by the agency. This time includes agency and
company time. EMA approval time includes the EU Commission time. N1 = median approval time for products approved in 2021; (N2)
= median time from submission to the end of scientific assessment (see p.23) for products approved in 2021.

I

—

(o)
[

[

o

o
1

Median approval time (days)

(]

CIRS RD Briefing 85 — New drug approvals in six major authorities 2012-2021 — CIRS (cirsci.org)
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Figure 16: Median submission gap and median approval time for NASs approved by all six authorities in
2012-2016 (56) compared with 2017-2021 (43), as well as the proportion of NASs approved as expedited
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(Overall median roll out time) (n%): Proportion NASs approved with expadited review
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Health 2012-2016 (56) | (447) 30% expedited
Canada 2017-2021 (43) (471) 15% expedited

2012-2016 (56) X 451 (572) 38% expedited
Swissmedic 50172021 (43) 138 461 (669) 13% expedited

2012-2016 (56) 129 371 (510) | 0% expedited

TGA
2017-2021 (43) 182 339 (542) 14% expedited

CIRS RD Briefing 85 — New drug approvals in six major authorities 2012-2021 — CIRS (cirsci.org)
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Figure 16: Median submission gap and median approval time for NASs approved by all six authorities in
2012-2016 (56) compared with 2017-2021 (43), as well as the proportion of NASs approved as expedited
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Common Commentary - EMA/FDA
Common issues requested for discussion by the respective
agency (EMA/PDCO and FDA) concerning paediatric

oncology development plans (Paediatric Investigation Plans
[PIPs] and initial Pediatric Study Plans [iPSPs])

Background

Cluster calls have provided an opportunity for regulatory agencies to engage in high-level scientific discussions
of paediatric development plans of new drugs and are able to inform regulatory decision making of each
agency. Regulatory agency alignment on paediatric development plans is especially critical given the demand
for international clinical trial collaboration necessitated by small study populations in rare diseases such as
childhood cancer. Acceleration of paediatric development plans for novel anti-cancer agents can be greatly
facilitated by transparency of industry sponsors on their individual plans to fulfil EU and US requirements and
by simultaneous submission of iPSPs and PIPs to the FDA and EMA, respectively (Reaman G et al; JCO 2020).
Attention to global product development requires consideration of additional regulatory agencies outside of the
U.S. and EU.

This document describes key issues which are commonly requested by the respective regulatory agency to be
further discussed by the sponsor. Adequately addressing these issues upfront will permit focused discussions
during cluster calls, allowing for coordination of global development plans.

Administrative and Product information

Please add all interactions you have had with the FDA and with EU regulatory agencies concerning the
paediatric development; indicate if you wish to request a common commentary.

Consider approaching other international regularly agencies, such as PMDA, HC, and TGA in recognition of the
necessary global development program approach to new treatments for children with cancer.

https://www.fda.gov/about-fda/oncology-center-excellence/pediatric-oncology
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ACCELERATE Paediatric Strategy Forum

® ACCELERATE&(E ., European Consortium for Innovative
Therapies for Children Cancer(ITCC) . The European
Society for Paediatric Oncology (SIOPe) & DN 7 HTI7
PERMDIMNERAADEEEH, ERIT2013F12/ (25 EIF
FFEBEZEERMNASMT H/NERIAAITHT HERIAFREDA/N—
AVIZTDOWTERT ST oV I+—L4

o 1F(Z1EEEZHIE

® FDA. EMAM 54 Steering Committee A2 /\—&EL TSN

o FRDMIZ, $FE DE B XITHFTE D FEEF (ALK inhibitors)
[ZRH9 % Strategy Forum+t iRl L B F ETRESN., HES
IH[ZDWWTE

FDAD R— : https://www.fda.gov/about-fda/oncology-center-excellence/pediatric-oncology
ACCELERATED R—=3 : https://www.accelerate-platform.org/paediatric-strategy-forums
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ACCELERATE Paediatric Strategy Forum

O CrFETL0EIFHEE
O The Lancet Oncology

https://www.thelancet.com/journals/lanonc/article/PI1IS1470-2045(22)00619-2/fulltext
“ACCELERATE Paediatric Strategy Forums: an advance for oncological drug development?”
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Rationale

Condusion

ALK inhibitors*
(Jan30-31, 2017;
EMA, London, UK)
Mature B-cell
malignancies®
(Nov 13-14, 2017;
EMA, London, UK)

Checkpoint inhibitors
in combination?
(Sept 5-6, 2018;
EMA, London, UK)

AML®

(April11-12, 2019;
Rotterdam,
Netherlands)

Epigenetic modifiers®
(Jan23-24, 2020;
Philadelphia, PA,
USA)

Second Forum on
ALK Inhibitors®

(Jan 14-15, 2021;
virtual)

CART cells*
(May 25-27, 2021;
virtual)

mTKls in bone
sarcomas’

(Nowv 30-Dec 1, 2021;
virtual)

ALK is an important oncogene and target in several
paediatric malignancies, such as ALCL and inflammatory
myofibroblastic tumours

Many products under development for adult malignancies;
excellent prognosis in children at initial presentation;
patients with relapsed or refractory disease have avery poor
outcome; differences in the biology between adults and
children exist; very few children globally available for
enrolment in early clinical trials each year

Success of immune checkpoint inhibition in adult
malignancies not mirrored in paediatric malignancies

Major need to accelerate the evaluation of innovative
medicines in AML, yet drug development continued to be
adult-focused; large number of competing agentsin rare
patient populations

Relatively early in development in paediatrics; a clear

opportunity to shape the landscape of therapies; highly
relevant to many paediatric cancers

Progress over the last 4 years, with more trials of ALK
inhibitors opened in paediatrics and more regulatory
submissions

Substantial development of CAR T cells for adults and
children with haematological malignancies; scientific,
clinical, and logistical challenges for use of CART cells in
other paediatric malignancies

Development of curative, innovative products in these
tumours is a high priority and addresses unmet needs in
children, adolescents, and adults; despite mTKIs being
under investigation and in clinical practice, their efficacy in
patients with bone tumours has not been clearly
demonstrated to date

ALK inhibitors should be accessible to children with ALCL and inflammatory myofibroblastic tumours;
there is a dearth of appropriate clinical trials and regulatory submissions; strongly encouraged their
subsequent submission allowing children access to these important products

Meed to prioritise classes of compounds; a consensus based on scientific rationale, by academic experts
and industry, of the class of products considered to have the greatest probability of being beneficial in
patients with relapsed disease; there is a need to develop a global, industry-supported, academic-
sponsored study with compounds from different pharmaceutical companies using a master protocol

Except Hodgkin lymphoma, hypermutant paediatric tumours, and other specific situations, monotherapy
with checkpoint inhibitors had limited efficacy in more common malignancies of childhood and
adolescence; no scientific rationale for children to be enrolled in new monaotherapy trials of additional
checkpoint inhibitors with the same mechanism of action of agents already studied unless additional
scientific knowledge becomes available; focus should be on combination therapies; need foran
international intercompany registry of paediatric-specific early and late adverse effects of
immunotherapies, which is currently being established

Coordinated prioritisation within the global regulatory framework and especially cooperative group
initiatives needed; consensus of high-priority dasses of compounds, based on available scentific
evidence; set up a master protocol structure globally to allow drug evaluation of multiple treatment
strategies; two prioritisation meetings for FLT3 inhibitors and (D123 antibodies

Menin inhibitors should be moved rapidly into paediatric development; a prioritisation meeting of BET
inhibitors concluded that beyond nuclear protein of the testis carcinoma, further clinical development of
other pan-BET inhibitors in children should await the results of the first paediatric clinical trial

For ALCL, the goal is to investigate the inclusion of ALK inhibitors in front-line therapy; for inflammatory
myofibroblastic tumours, the focus is to develop a joint prospective trial with one product in children,
adolescents, and adults; for neuroblastoma, crizotinib has not shown robust antitumour activity, efficacy
and safety of lorlatinib needs to be determined in front-line treatment of patients with ALK aberrations in
combination with chemotherapy; for CNS tumours with ALK fusions, there is focused and sequential
development of inhibitors with very good CNS penetration

Identifying patients inwhom CAR T-cell therapy might replace haematopoietic stem-cell transplantation
inALL is a crucial goal; development of approaches to improve persistence could potentially further
optimise therapy; the role in and approaches relevant to paediatric B-cell non-Hodgkin lymphoma,
relapsed and refractory Hodgkin lymphoma, AML T-ALL, and solid tumours were agreed; early and
proactive academic and multicompany engagement are mandatory to advance cellular immunotherapies
in paediatric oncology; comparative benefits of autologous versus allogeneic CAR T cells, T cells
engineered with T-cell receptors, T cells engineered with T-cell receptor fusion constructs, CAR natural
killer cell products, bispecific T-cell engager antibodies, or antibody-drug conjugates requires evaluation

Randomised studies, currently being planned or in progress, in front-line and relapse settings will inform
the further development of this class of product; toxicity is tolerable when mTKls are combined with
chemotherapy; increasing understanding of relevant predictive biomarkers and tumour biclogy is crucial;
biomarker samples should be shared and a joint academic-industry consortium created resulting inan
integrated collection of serial tumour tissues and a systematic retrospective and prospective analyses of
these samples

Summaries of eight forums are presented becavse the results of the ninth meeting have notyet been published. ALC1 =anaplastic large cell lymphoma. ALL=acute lympheblastic levkaemia. AM L=acute myeloid
leukaemia. EMA=Eurcpean Medicines Agency. mTKl=multiple target kinase inhibitor. T-ALL=T-cell acute lymphoblastic leukaemia.

Table: Rationale and conclusions of Paediatric Strategy Forums
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