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European Medicines Agency decision
P/0096/2023

of 10 March 2023

on the granting of a product specific waiver for pembrolizumab (Keytruda), (EMEA-001474-PIP03-22)
in accordance with Regulation (EC) No 1901/2006 of the European Parliament and of the Council

The European Medicines Agency,
Having regard to the Treaty on the Functioning of the European Union,

Having regard to Regulation (EC) No 1901/2006 of the European Parliament and of the Council of
12 December 2006 on medicinal products for paediatric use and amending Regulation (EEC)
No. 1768/92, Directive 2001/20/EC, Directive 2001/83/EC and Regulation (EC) No 726/20041,

Having regard to Regulation (EC) No 726/2004 of the European Parliament and of the Council of
31 March 2004 laying down Union procedures for the authorisation and supervision of medicinal
products for human use and establishing a European Medicines Agency?,

Having regard to the application submitted by Merck, Sharp and Dohme (Europe), Inc on
12 October 2022 under Article 13 of Regulation (EC) No 1901/2006,

Having regard to the opinion of the Paediatric Committee of the European Medicines Agency, issued on
20 January 2023 in accordance with Article 13 of Regulation (EC) No 1901/2006,

Having regard to Article 25 of Regulation (EC) No 1901/2006,

Whereas:

(1) The Paediatric Committee has given an opinion on the granting of a product specific waiver.
(2) It is therefore appropriate to adopt a decision granting a waiver.

Has adopted this decision:
Article 1

A waiver for pembrolizumab (Keytruda), solution for injection, subcutaneous use, the details of which
are set out in the opinion of the Paediatric Committee of the European Medicines Agency annexed
hereto, together with its appendices, is hereby granted.

Article 2

This decision is addressed to Merck, Sharp & Dohme (Europe) Inc, 5 Clos de Lynx, 1200 - Brussels,
Belgium.

1 0J L 378, 27.12.2006, p.1, as amended.
20J L 136, 30.4.2004, p. 1, as amended.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

EMA/PDCO/872487/2022
Amsterdam, 20 January 2023

Opinion of the Paediatric Committee on the granting of a
product-specific waiver
EMEA-001474-PIP03-22

Scope of the application

Active substance(s):

Pembrolizumab

Invented name and authorisation status:
See Annex II

Condition(s):

Treatment of all conditions included in the category of malignant neoplasms (except nervous system,
haematopoietic and lymphoid tissue)

Treatment of Hodgkin lymphoma
Pharmaceutical form(s):

Solution for injection

Route(s) of administration:

Subcutaneous use

Name/corporate name of the PIP applicant:

Merck, Sharp and Dohme (Europe), Inc
Basis for opinion

Pursuant to Article 13 of Regulation (EC) No 1901/2006 as amended, Merck, Sharp and Dohme
(Europe), Inc submitted to the European Medicines Agency on 12 October 2022 an application for a
product-specific waiver on the grounds set out in Article 11 of said Regulation for the above mentioned
medicinal product.

The procedure started on 21 November 2022.
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Opinion

1. The Paediatric Committee, having assessed the waiver application in accordance with Article 13 of
Regulation (EC) No 1901/2006 as amended, recommends as set out in the appended summary
report:

e to grant a product-specific waiver for all subsets of the paediatric population and the above
mentioned condition(s) in accordance with Article 11(1)(c) of said Regulation, on the grounds
that the specific medicinal product does not represent a significant therapeutic benefit over
existing treatments for paediatric patients.

The Paediatric Committee member of Norway agrees with the above-mentioned recommendation
of the Paediatric Committee.

2. The grounds for the granting of the waiver are set out in Annex I.

This opinion is forwarded to the applicant and the Executive Director of the European Medicines
Agency, together with its annexes and appendix.
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Annex I

Grounds for the granting of the waiver
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1. Waiver

1.1. Condition:

Treatment of all conditions included in the category of malignant neoplasms (except nervous system,
haematopoietic and lymphoid tissue)

The waiver applies to:
e all subsets of the paediatric population from birth to less than 18 years of age;
e solution for injection, subcutaneous use;

e on the grounds that clinical studies with the specific medicinal product cannot be expected to be of
significant therapeutic benefit to or fulfil a therapeutic need of the specified paediatric subset(s).

1.2. Condition:

Treatment of Hodgkin lymphoma

The waiver applies to:

e all subsets of the paediatric population from birth to less than 18 years of age;
e solution for injection, subcutaneous use;

e on the grounds that clinical studies with the specific medicinal product cannot be expected to be of
significant therapeutic benefit to or fulfil a therapeutic need of the specified paediatric subset(s).
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Annex II

Information about the authorised medicinal product
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Information provided by the applicant:

Condition(s) and authorised indication(s)

1.

Treatment of all conditions included in the category of malignant neoplasms (except nervous
system, haematopoietic and lymphoid tissue)

KEYTRUDA as monotherapy is indicated for the treatment of adults and adolescents aged 12 years
and older with advanced (unresectable or metastatic) melanoma.

KEYTRUDA as monotherapy is indicated for the adjuvant treatment of adults and adolescents aged
12 years and older with Stage IIB, IIC or III melanoma and who have undergone complete
resection.

KEYTRUDA as monotherapy is indicated for the first-line treatment of metastatic non-small cell
lung carcinoma in adults whose tumours express PD-L1 with a = 50% tumour proportion score
(TPS) with no EGFR or ALK positive tumour mutations.

KEYTRUDA, in combination with pemetrexed and platinum chemotherapy, is indicated for the first-
line treatment of metastatic non-squamous non-small cell lung carcinoma in adults whose tumours
have no EGFR or ALK positive mutations.

KEYTRUDA, in combination with carboplatin and either paclitaxel or nab-paclitaxel, is indicated for
the first-line treatment of metastatic squamous non-small cell lung carcinoma in adults.

KEYTRUDA as monotherapy is indicated for the treatment of locally advanced or metastatic non-
small cell lung carcinoma in adults whose tumours express PD-L1 with a = 1% TPS and who have
received at least one prior chemotherapy regimen. Patients with EGFR or ALK positive tumour
mutations should also have received targeted therapy before receiving KEYTRUDA.

KEYTRUDA as monotherapy is indicated for the treatment of locally advanced or metastatic
urothelial carcinoma in adults who have received prior platinum-containing chemotherapy.

KEYTRUDA as monotherapy is indicated for the treatment of locally advanced or metastatic
urothelial carcinoma in adults who are not eligible for cisplatin-containing chemotherapy and whose
tumours express PD-L1 with a combined positive score (CPS) = 10.

KEYTRUDA, as monotherapy or in combination with platinum and 5-fluorouracil (5-FU)
chemotherapy, is indicated for the first-line treatment of metastatic or unresectable recurrent head
and neck squamous cell carcinoma in adults whose tumours express PD-L1 with a CPS = 1.

KEYTRUDA as monotherapy is indicated for the treatment of recurrent or metastatic head and neck
squamous cell carcinoma in adults whose tumours express PD-L1 with a = 50% TPS and
progressing on or after platinum-containing chemotherapy.

KEYTRUDA, in combination with axitinib, is indicated for the first-line treatment of advanced renal
cell carcinoma in adults.

KEYTRUDA, in combination with lenvatinib, is indicated for the first-line treatment of advanced
renal cell carcinoma in adults.

KEYTRUDA as monotherapy is indicated for the adjuvant treatment of adults with renal cell
carcinoma at increased risk of recurrence following nephrectomy, or following nephrectomy and
resection of metastatic lesions.

KEYTRUDA as monotherapy is indicated for adults with MSI-H or dMMR colorectal cancer in the
following settings: - first-line treatment of metastatic colorectal cancer; - treatment of
unresectable or metastatic colorectal cancer after previous fluoropyrimidine-based combination
therapy.
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¢ KEYTRUDA as monotherapy is indicated for the treatment of the following MSI-H or dMMR tumours
in adults with: - advanced or recurrent endometrial carcinoma, who have disease progression on or
following prior treatment with a platinum-containing therapy in any setting and who are not
candidates for curative surgery or radiation; - unresectable or metastatic gastric, small intestine,
or biliary cancer, who have disease progression on or following at least one prior therapy.

e KEYTRUDA, in combination with platinum and fluoropyrimidine-based chemotherapy, is indicated
for the first-line treatment of locally advanced unresectable or metastatic carcinoma of the
oesophagus or HER-2 negative gastroesophageal junction adenocarcinoma, in adults whose
tumours express PD-L1 with a CPS = 10.

e KEYTRUDA, in combination with chemotherapy as neoadjuvant treatment, and then continued as
monotherapy as adjuvant treatment after surgery, is indicated for the treatment of adults with
locally advanced, or early-stage triple-negative breast cancer at high risk of recurrence.

e KEYTRUDA, in combination with chemotherapy, is indicated for the treatment of locally recurrent
unresectable or metastatic triple-negative breast cancer in adults whose tumours express PD-L1
with a CPS = 10 and who have not received prior chemotherapy for metastatic disease.

e KEYTRUDA, in combination with lenvatinib, is indicated for the treatment of advanced or recurrent
endometrial carcinoma in adults who have disease progression on or following prior treatment with
a platinum-containing therapy in any setting and who are not candidates for curative surgery or
radiation.

e KEYTRUDA, in combination with chemotherapy with or without bevacizumab, is indicated for the
treatment of persistent, recurrent, or metastatic cervical cancer in adults whose tumours express
PD-L1 with a CPS = 1.

Authorised indication(s):
— Invented name(s): Keytruda
— Authorised pharmaceutical form(s): Concentrate for solution for infusion
— Authorised route(s) of administration: Intravenous use
— Authorised via centralised procedure
2. Treatment of Hodgkin lymphoma

e KEYTRUDA as monotherapy is indicated for the treatment of adult and paediatric patients aged 3
years and older with relapsed or refractory classical Hodgkin lymphoma who have failed autologous
stem cell transplant (ASCT) or following at least two prior therapies when ASCT is not a treatment
option.

— Invented name(s): Keytruda
— Authorised pharmaceutical form(s): Concentrate for solution for infusion
— Authorised route(s) of administration: Intravenous use

— Authorised via centralised procedure
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