EUROPEAN MEDICINES AGENCY

ENCE MEDICINES HEALTH

EMA/498952/2015 Corr

European Medicines Agency decision
CW/0001/2015

of 23 July 2015

on class waivers, in accordance with Regulation (EC) No 1901/2006 of the European Parliament and of
the Council

Only the English text is authentic.

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 -
Send a question via our website www.ema.europa.eu/contact An agency of the European Union



European Medicines Agency decision
CW/0001/2015

of 23 July 2015

on class waivers, 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 Community procedures for the authorisation and supervision of medicinal
products for human and veterinary use and establishing a European Medicines Agency?,

Having regard to the decision of the European Medicines Agency P/60/2008 of 8 September 2008,
P/63/2010 of 26 April 2010, P/345/2010 of 20 December 2010 and decision CW/1/2011 of 19
December 2011,

Having regard to the opinion of the Paediatric Committee of the European Medicines Agency, issued of
its own motion on 17 July 2015 in accordance with Article 12 and Article 14(2) of Regulation (EC) No
1901/2006,

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

Whereas:

(1) The Paediatric Committee of the European Medicines Agency has adopted an opinion of its
own motion for a review of the class waivers.

2) It is therefore appropriate to adopt a decision reviewing the class waivers.

1 0J L 378, 27.12.2006, p.1.
20J L 136, 30.4.2004, p. 1.
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Has adopted this decision:
Article 1

A review of the granted class waivers, the details of which are set out in the opinion of the Paediatric
Committee of the European Medicines Agency attached hereto in Annex I, together with its appendices,
is hereby agreed.

Article 2

This decision applies to the production of the information referred to in Article 7(1) of Regulation (EC)
No 1901/2006.

Article 3

Without prejudice to the agreement to confirm the waivers set forth in paragraph (4) of the opinion of
the PDCO annexed hereto, the decisions P/60/2008, P/63/2010, P/345/2010 and CW/1/2011 of the
European Medicines Agency respectively adopted on 8 September 2008, 26 April 2010, 20 December
2010 and 19 December 2011 are hereby repealed.

Article 4

This decision shall enter into force on 27 July 2015. The requirements set out in Articles 7 and 8 of
Regulation (EC) No 1901/2006 shall not apply for the revoked class waivers set forth in Annex | of the
Opinion for 36 months from the date of this Decision, in accordance with Article 14(3) of Regulation
(EC) No 1901/2006. The same shall apply to the revised class waivers in Annex | of the Opinion.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

EMA/PDCO/664578/2012 Corr
Human Medicines Research and Development Support Division

Opinion of the Paediatric Committee on the review of the
list of class waivers

Basis for opinion

Having regard to Article 14(2) of Regulation (EC) No 1901/2006,

Having regard to the decisions of the European Medicines Agency P/60/2008 of 8 September 2008,
P/63/2010 of 26 April 2010, P/345/2010 of 20 December 2010 and CW/1/2011 of 19 December 2011,

the Paediatric Committee started a procedure to review the list of class waivers on 3 October 2012.
Opinion

Pursuant to Article 14(2) of Regulation (EC) No 1901/2006, the Paediatric Committee adopted the
following opinion:

(1) to revoke, pursuant to Article 14(3) of Regulation (EC) No 1901/2006 and in accordance with
Annex | of this Opinion, the waivers for:

¢ all medicines for treatment of liver and intrahepatic bile duct carcinoma;
e all medicines for treatment of kidney and renal pelvis carcinoma;

e all medicines for treatment of coronary atherosclerosis, peripheral atherosclerosis, vascular
dementia and vascular cognitive disorder / impairment;

¢ all medicines for the treatment of Parkinson disease (non-juvenile);
¢ all medicines for treatment of Huntington chorea;
¢ all medicines for treatment of amyotrophic lateral sclerosis;

on the ground that the concerned condition does occur in the paediatric population(s), and clinical
studies may fulfil a therapeutic need of the paediatric population;
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(2) to revise waivers included in Decisions P/63/2010, P/345/2010 and CW/1/2011 pursuant to Article
12 of Regulation (EC) No 1901/2006 and in accordance with Annex | of this Opinion. The revised
waivers are:

e the classes of androgen receptor modulator, of oestrogen receptor modulator, of growth and sex
hormone as well as their releasing or inhibiting factors, and of sex hormone-metabolism modulator
medicinal products for treatment of breast malignant neoplasms,® prostate malignant neoplasms?
and neuroendocrine malignant neoplasms;?

e the class of first-generation taxoid medicinal products for treatment of breast malignant
neoplasms, gynaecological epithelial malignant neoplasms,* prostate malignant neoplasms,
intestinal malignant neoplasms,® pancreatic malignant neoplasms, head and neck epithelial
malignant neoplasms® as well as lung malignant neoplasms;’

e the class of Ecteinascidin medicinal products for treatment of gynaecological epithelial malignant
neoplasms;

e the class of Her- / Epidermal growth factor-receptor antibody medicinal products for treatment of
breast malignant neoplasms, intestinal malignant neoplasms and head and neck epithelial
malignant neoplasms;

e the class of thymidylate synthase inhibitor medicinal products for the treatment of intestinal
malignant neoplasms and lung malignant neoplasms;

on the ground that these classes of medicinal products are likely to be ineffective in all of the
paediatric population in the concerned condition, in accordance with Article 11.1 of said Regulation;

(3) to revise the waivers included in Decisions P/63/2010, P/345/2010 and CW/1/2011 pursuant to
Article 12 of Regulation (EC) No 1901/2006 and in accordance with Annex | of this Opinion. The
revised waivers are:

e the class of Colchicum alkaloids (colchicine and its derivatives) medicinal products for the
treatment of primary gout;®

e the class of androgen antagonist medicinal products for treatment of benign prostatic hyperplasia;

e the class of pyrimidine- and pyrimidine analogue-containing medicinal products for treatment of
breast malignant neoplasms, intestinal malignant neoplasms, lung malignant neoplasms,
pancreatic malignant neoplasms,® head and neck epithelial malignant neoplasms, skin malignant
neoplasms*® and actinic keratosis;

e the class of first- and second generation platinum-containing medicinal products for treatment of
urinary tract malignant neoplasms,** head and neck epithelial malignant neoplasms and lung
malignant neoplasms;

1 Previously listed: breast carcinoma

2 Previously listed: prostate carcinoma

3 Previously listed: gastroenteropancreatic neuroendocrine tumours, gastric carcinoids

4 Previously listed: Fallopian tube carcinoma, cervix and corpus uteri carcinoma, endometrial carcinoma, vaginal and
vulvar carcinoma, peritoneal carcinoma, ovarian carcinoma

5 Previously listed: adenocarcinoma of the colon and rectum, gastric adenocarcinoma

% Previously listed: oropharyngeal, laryngeal or nasal epithelial carcinoma

7 Previously listed: lung carcinoma (small cell and non-small cell carcinoma), mesothelioma

2 Previously listed: primary gout

Previously listed: adenocarcinoma of the pancreas
10 previously listed: melanoma (from O to less than 12 years old), basal cell carcinoma
1 previously listed: ureter and bladder carcinoma
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e the class of alkylating-methylating medicinal products for treatment of skin malignant neoplasms;

e the class of ribonucleotide reductase beta-2 inhibitor medicinal products for treatment of
myeloproliferative neoplasms; *?

e the class of primarily alkylating medicinal products for treatment of myeloproliferative neoplasms
and mature B, T and NK cell neoplasms;*®

e the class of photosensitising medicinal products for treatment of head and neck epithelial
malignant neoplasms;

e the class of retinoic X receptor-activating medicinal products for treatment of mature B, T and NK
cell neoplasms;

e the class of immunomodulatory cytokine medicinal products for treatment of neuroendocrine
malignant neoplasms, skin malignant neoplasms, myeloproliferative neoplasms and mature B, T
and NK cell neoplasms;

on the ground that the classes of medicinal products do not represent a significant therapeutic benefit
over existing treatments for paediatric patients in the concerned condition, in accordance with Article
11.1 of said Regulation;

(4) to confirm the following waivers granted by Decisions P/60/2008, P/63/2010, P/345/2010 and
CW/1/2011 and to include them in this Opinion:

e the class of peroxisome proliferator-activated receptor (PPAR)-gamma modulators, including dual
and multiple PPAR modulator medicinal products (e.g., thiazolidinediones, glitazars, triple
modulators) for treatment of type Il diabetes mellitus;

e all classes of medicinal products for treatment of primary and secondary osteoarthrosis;

e all classes of medicinal products for treatment of organic amnestic syndrome (excluding amnestic
syndrome caused by alcohol and other psychoactive substances);

e all classes of medicinal products for treatment of age-related macular degeneration and diabetic
macular oedema;

e all classes of medicinal products for treatment of climacteric symptoms associated with decreased
oestrogen levels, as occurring at menopause;

e all classes of medicinal products for treatment of Alzheimer’s disease;
e all classes of medicinal products for treatment of erectile dysfunction;

e all classes of medicinal products for treatment of chronic obstructive pulmonary disease (COPD)
(excluding chronic lung diseases associated with long-term airflow limitation, such as asthma,
bronchopulmonary dysplasia, primary cilia dyskinesia, obstructive lung disease related to graft-
versus-host disease after [bone-marrow] transplantation);

e all classes of medicinal products for treatment of vulvar intraepithelial neoplasia.

12 previously listed: primary myelofibrosis
12 previously listed: hairy cell leukaemia, multiple myeloma, chronic lymphocytic leukaemia, follicular lymphoma
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A consolidated list of class waivers on conditions or group of conditions and classes of medicinal
products adopted by the Paediatric Committee is in Annex II.

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

This opinion is forwarded to the Deputy Executive Director of the European Medicines Agency.

London, 17 July 2015
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Annex | - Scientific discussion

Waivers previously granted in Decisions P/63/2010, P/345/2010 and CW/1/2011 shall be reviewed in
accordance with Article 14 of Regulation (EC) No. 1901/2006 taking into account the new information
on the diseases affecting the paediatric population and the related medicinal products or classes of
medicinal products. Previously granted class waivers, above-mentioned, did not sufficiently rely on the
characteristics of medicinal products or classes of medicinal products. For the present review, all
available scientific evidence were taken into account by the Paediatric Committee (PDCO), including
the data generated since the granting of the previous class-waiver decision(s) and the knowledge
acquired with some medicinal products or some classes of medicinal products. The assessment of all
the available data in support of the reviewed class-waiver has integrated the characteristics of a
medicinal product or a class of medicinal products according to article 11 of Regulation (EC) No
1901/2006, which is reflected in the scope of the reviewed class-waivers and refers to specific
medicinal products or classes of medicinal products. Where scientifically relevant, the PDCO has also
recommended the granting of a waiver for a group of conditions when justified by the available
scientific data, the characteristics of the diseases and the medicinal product or a class of medicinal
products.

1.1. Revoked waivers

The Paediatric Committee assessed scientific literature and other publicly available data as part of the
review of the list of class waivers. In the following, the data summarised concern the paediatric
population (from birth to less than 18 years of age) and became available after the class waiver had
been granted.

1.1.1. Liver and intrahepatic bile duct carcinoma

The Paediatric Committee noted that recent data indicated that at least 200 paediatric patients per
year are diagnosed with liver cancer in the European Union based on cancer registry statistics
(International Agency for Research on Cancer 2012). Liver carcinoma, a subtype of liver cancer,
represents about 30% (table 1 in Siegel et al. 2014) of all liver cancers in children. In children of
school age and adolescents, it occurs in an adult-like setting of chronic cirrhosis or inflammation, or in
an otherwise healthy liver. The more common subtype of liver cancer in children, hepatoblastoma,
occurs at a median age of about 2 years and its incidence is reported to increase, possibly related to
increases of low-birth weight and prematurely born children. Features of both liver carcinoma and
hepatoblastoma are found in the subtype of transitional cell tumours of the liver, which is reported to
occur between 5 and 15 years of age in children (Rodriguez-Galindo et al. 2013).

The Committee concluded that cancers of the liver affect the paediatric population, although much less
frequently than in adults, and are life-threatening diseases that represent unmet therapeutic needs of
children. As a consequence, the Committee recommended the revocation of the waiver for all
medicines for treatment of liver and intrahepatic bile duct carcinoma.

1.1.2. Kidney and renal pelvis carcinoma

The Paediatric Committee took note of recent data indicating that about 900 paediatric patients per
year are diagnosed with kidney (renal) cancer in the European Union based on cancer registry
statistics (International Agency for Research on Cancer 2012), and with an increasing incidence
(Pastore et al. 2006; Siegel et al. 2014). The most frequent renal cancer in children is a subtype called
Wilms tumour or nephroblastoma (Pastore et al. 2006), while the second most frequent subtype is
renal cell carcinoma (Siegel et al. 2014, fig.1). The latter subtype is well-characterised in paediatric
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patients and includes translocation-related renal cell carcinoma (Geller et al. 2015), which also occurs
in adults.

The Committee concluded that kidney cancers affect the paediatric population, even though much less
frequently than in adults, and are quickly deteriorating, life-threatening diseases that represent unmet
therapeutic needs of children (see also Spreafico 2015). As a consequence, the Committee
recommended the revocation of the waiver for all medicines for treatment of kidney and renal pelvis
carcinoma.

1.1.3. Coronary atherosclerosis, peripheral atherosclerosis, vascular dementia and vascular
cognitive disorder / impairment

Data accumulated over recent years from interventional and non-interventional studies indicate that
atherosclerosis (blood vessel wall inflammation) already develops in the paediatric population, as
evidenced by increased intima-media thickness, arterial stiffness and endothelial dysfunction (Cote et
al. 2013; Rodrigues et al. 2013) in different blood vessel systems (e.g., vessels of the heart, the
extremities or the brain). In cells that line blood vessels, fatty acids continuously pile up. Over time,
this leads to the formation of fat plagues (atheroma) that can be seen under the microscope. A first
medical consequence, some of the blood vessel functions are impaired, which can be detected already
early in childhood. With increasing age, plagues grow in size and can break up more often. At such an
event, the material that is set free from the plaque can block the blood from flowing into some heart or
brain vessels, leading to infarcts in these organs. Hence vascular dementia and some vascular
cognitive disorder / impairment are late complications of atherosclerosis.

Atherosclerosis occurs for example in children with a fatty acid metabolism disorder, children who had
Kawasaki disease, children who have a nephrotic syndrome, children who are treated with anti-
epilepsy medicines or children who received radiation therapy or obese children.

The Paediatric Committee noted the lack of prevalence estimates for atherosclerosis in children,
beyond figures known for fatty acid metabolism disorders. The Committee concluded that
atherosclerosis occurs in children and represents unmet needs of the paediatric population in terms of
prevention as well as treatment. As a consequence, the Committee recommended the revocation of the
waiver for all medicines for treatment of coronary atherosclerosis, peripheral atherosclerosis, vascular
dementia and vascular cognitive disorder / impairment.

1.1.4. Parkinson disease (nhon-juvenile)

According to recent data, specific forms of Parkinson disease occur in the paediatric population
(Thomsen & Rodnitzky 2010). "Juvenile" Parkinsonism is well described and only defined by its
occurrence in patients of less than 21 years of age. Affected paediatric patients present with clinical
features that are similar to idiopathic Parkinson's disease or manifest parkinsonism in adults. The
treatment of affected children is also similar to that of Parkinson disease in adults.

The Paediatric Committee concluded that Parkinson disease is a rare, disabling disorder that affects the
paediatric population and that has infrequently been studied in children, while it represents specific and
unmet therapeutic paediatric needs. As a consequence, the Committee recommended the revocation of
the waiver for all medicines for the treatment of Parkinson disease (non-juvenile).

1.1.5. Huntington chorea

According to recent data (Roos 2011), Huntington disease may occur in the paediatric population in a
juvenile form. It is reported to be about 6% of the cases of Huntington disease (which itself has a
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prevalence of 1/10,000) and is characterised in paediatric and adult populations by a similar molecular
aberration in the HTT (huntingtin) gene.

The Paediatric Committee concluded that Huntington chorea is a rare disorder in the paediatric that
has infrequently been studied in children, but it represents specific and unmet therapeutic paediatric
needs. As a consequence, the Committee recommended the revocation of the waiver for all medicines
for treatment of Huntington chorea.

1.1.6. Amyotrophic lateral sclerosis

Recent publications on new genetic findings in motor neuron disease have extended previous
knowledge on juvenile amyotrophic lateral sclerosis (Orban et al. 2007): Sporadic and familial forms of
motor neuron diseases as well as different mutations are now all recognised to present with
overlapping phenotypes and clinical similarities (Finsterer & Burgunder 2014), so that there is no
criterion other than age to distinguish juvenile from adult onset forms. The diagnosis of juvenile
amyotrophic lateral sclerosis is made based on clinical findings; it is a very rare disease in children
occurring at a mean age of 6.5 years (Bertini 2014).

The Paediatric Committee noted that such disabling disorders are rare and have infrequently been
studied in children; however they represent specific and unmet paediatric therapeutic needs. As a
consequence, the Committee recommended the revocation of the waiver for all medicines for
treatment of amyotrophic lateral sclerosis.
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1.2. Revised waivers

1.2.1. Medicinal products that are likely to be ineffective in the paediatric population

A number of classes of medicinal products have been studied as anti-cancer treatments in the

paediatric population and / or in paediatric disease models. Consequently, based on the available

paediatric data the PDCO considered that further studies could not be expected to be justified in
children with the diseases stated in the below table. The Committee considered that the
pharmacological profiles of the active substances that were studied are sufficiently similar to allow

extending these conclusions to the respective classes of medicinal products. These conclusions would

not prevent to consider studies if there are new, strong scientific findings.

The Paediatric Committee assessed the available data and used the expertise of its members to form

the conclusion that the classes of medicinal products listed in the table (below) and used in the group

of conditions mentioned in the table do not have relevant anti-cancer activity in children and thus that

there is no relevant paediatric use in the diseases stated in the below table. Therefore, requirements

for paediatric studies in the diseases stated in the below table should be waived for these classes of

medicinal products on the ground that they are likely to be ineffective in children, in whom the

medicines have been studied based on the current understanding of their pharmacological properties

and use in adults. The concerned classes of medicinal products are therefore specified in the waiver for

the conditions or group of conditions as stated below.

Class of medicinal product

References

Group of conditions where
the medicinal product is
authorised for treatment

Androgen receptor modulator,
oestrogen receptor modulator,
growth and sex hormone as well
as their releasing or inhibiting
factors, sex hormone-
metabolism modulator medicinal
products *

(Bourdeaut et al. 2009)
(Janem et al. 2010)
(Skapek et al. 2013)

(Michalski et al. 2010)

e Breast malignant neoplasms

e Prostate malignant
neoplasms

e Neuroendocrine malignant
neoplasms

First-generation taxoid medicinal
products®®

(Horton et al. 2008)

(Norwegian Medicines Agency
2010)

(Sanofi 2012)

(Jacobs et al. 2010)

e Breast malignant neoplasms

e Gynaecological epithelial
malignant neoplasms

e Prostate malignant
neoplasms

¢ Intestinal malignant
neoplasms

e Head and neck epithelial
malignant neoplasms

e Lung malignant neoplasms

e Pancreatic malignant
neoplasms

14 Examples: Tamoxifen, Toremifene, Fulvestrant, Degarelix,Enzalutamide, Abiraterone, Somatostatin, Octreotide
1% Examples: Paclitaxel, Docetaxel, Ixabepilone

Opinion of the Paediatric Committee on the review of the list of class waivers

EMA/PDCO/664578/2012

Page 8/16




Class of medicinal product References Group of conditions where
the medicinal product is
authorised for treatment

Her-/Epidermal growth factor- (Trippett et al. 2009) e Breast malignant neoplasms
receptor antibody medicinal . .
16 (Ebb et al. 2012) e Intestinal malignant
products
neoplasms

(European Medicines Agency
2009) ¢ Head and neck epithelial
malignant neoplasms

Ecteinascidin medicinal products | (Baruchel et al. 2012) e Gynaecological epithelial

o malignant neoplasms
(European Medicines Agency

2014)

Thymidylate synthase inhibitor (Warwick et al. 2013) e Intestinal malignant

medicinal product!’ neoplasms
(Horton et al. 2005)

. » Lung malighant neoplasms
(Malempati et al. 2007)

1.2.2. Medicinal products that lack significant therapeutic benefit over existing treatments
for paediatric population

For a number of classes of medicinal products, studies for treatment of various conditions in the
paediatric population are available. Medicinal products are subsequently used or authorised for
paediatric medical care in some of the studied conditions stated in the below table. The Paediatric
Committee therefore considered that further studies in the diseases stated in the below table could not
be expected to be justified in the paediatric population with the classes of medicines stated in this
table. The profiles of active substances used for treatment in these diseases were considered by the
Committee to be sufficiently similar to allow extending these conclusions to classes of medicinal
products. This conclusion would not prevent to consider studies if there are new scientific findings.

The PDCO assessed the available data and used the expertise of its members to form the conclusion
that for the classes of medicinal products listed (below) requirements to agree a paediatric
investigation plan with the Committee and to perform accordingly paediatric studies in the diseases
stated in the below table should be waived for medicinal products in these classes on the grounds that
they do not represent a significant therapeutic benefit over existing treatments for paediatric patients.
The concerned classes of medicinal products are therefore specified in the waiver for the conditions or
group of conditions as stated below.

16 Examples: Trastuzumab, Pertuzumab
17 Examples: Pemetrexed, Raltitrexed
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Class of medicinal product

Reference(s)

Group of conditions where
the medicinal product is used
for the treatment of

Pyrimidine- and pyrimidine
analogue-containing medicinal
products'®

(Kilburn et al. 2013)
(Hoffmann-La Roche 2014)

(Trobaugh-Lotrario &
Katzenstein 2012)

(Buehrlen et al. 2012)

e Breast malignant neoplasms

e Intestinal malignant
neoplasms

e Head and neck epithelial
malignant neoplasms

e Lung malignhant neoplasms

e Pancreatic malignant
neoplasms

e Skin malighant neoplasms

e Actinic keratosis

First- and second-generation
platinum-containing medicinal
products®®

(Pizzo & Poplack 2011, p.301)

e Urinary tract malignant
neoplasms

e Intestinal malignant
neoplasms

e Head and neck epithelial
malignant neoplasms

e Lung malignant neoplasms

Immunomodulatory cytokine
medicinal products?®

(Buehrlen et al. 2012)

e Neuroendocrine malignhant
neoplasms

e Skin malighant neoplasms
e Myeloproliferative neoplasms

e Mature B, T and NK cell
neoplasms

e Neuroblastoma

Photosensitising medicinal
products

(Basset-Seguin et al. 2014)

e Head and neck epithelial
malignant neoplasms

Colchicum alkaloids (colchicine
and its derivatives)

(Medicines & Healthcare
products Regulatory Agency
(MHRA) 2012)

(Kallinich et al. 2007)

e Primary gout

e Auto-inflammatory
syndromes

18 Examples: 5-Fluorouracil, Capecitabine

1% Examples: Cisplatin, carboplatin, oxaliplatin
20 Examples: Interleukin 2, Interferon alpha
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Class of medicinal product

Reference(s)

Group of conditions where
the medicinal product is used
for the treatment of

Alkylating-methylating medicinal
products?!

(Pizzo & Poplack 2011, pp.304,
649, 290)

e Skin malignant neoplasms
e Brain tumours

e Neuroblastoma

e Sarcoma

e Hodgkin lymphoma

Androgen antagonists®?

(Speiser et al. 2010)

e Benign prostatic hyperplasia

e Congenital adrenal
hyperplasia

e Hyperandrogenism

Ribonucleotide reductase beta-2
inhibitor medicinal products?®

(Sharma et al. 2014, sec.0O—
079)

(Pizzo & Poplack 2011, p 621)

e Myeloproliferative neoplasms

e Leukaemia

Primarily alkylating medicinal
products

(Pizzo & Poplack 2011, pp 290
and 299)

(Michel et al. 2011)

e Myeloproliferative neoplasms

e Mature B, T and NK cell
neoplasms

e Hodgkin lymphoma

Retinoic X receptor-activating
medicinal products?*

(Mehta et al. 2012)

e Mature B, T and NK cell
neoplasms

21 Examples: Dacarbazine (DTIC), Temozolomide

22 Example: Finasteride

23 Example: Hydroxycarbamide (hydroxyurea)
24 Examples: Bendamustine, Carmustine (BCNU); Temoporfin; Bexarotene
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Annex 11 - Consolidated list of class waivers on conditions or
group of conditions and classes of medicinal products

1.

10.

11.

12

13.

14.

15.

the classes of androgen receptor modulator, of oestrogen receptor modulator, of growth and sex
hormone as well as their releasing or inhibiting factors, and of sex hormone-metabolism modulator
medicinal products for treatment of breast malignant neoplasms, prostate malignant neoplasms
and neuroendocrine malignant neoplasms;

the class of first-generation taxoid medicinal products for treatment of breast malignant
neoplasms, gynaecological epithelial malignant neoplasms, prostate malignant neoplasms,
intestinal malignant neoplasms, pancreatic malignant neoplasms, head and neck epithelial
malignant neoplasms as well as lung malignant neoplasms;

the class of Ecteinascidin medicinal products for treatment of gynaecological epithelial malignant
neoplasms;

the class of Her- / epidermal growth factor-receptor antibody medicinal products for treatment of
breast malignant neoplasms, intestinal malignant neoplasms and head and neck epithelial
malignant neoplasms;

the class of thymidylate synthase inhibitor medicinal products for the treatment of intestinal
malignant neoplasms and lung malignant neoplasms;

the class of Colchicum alkaloids (colchicine and its derivatives) medicinal products for the
treatment of primary gout;

the class of androgen antagonist medicinal products for treatment of benign prostatic hyperplasia;

the class of pyrimidine- and pyrimidine analogue-containing medicinal products for treatment of
breast malignant neoplasms, intestinal malignant neoplasms, lung malignant neoplasms,
pancreatic malignant neoplasms, head and neck epithelial malignant neoplasms, skin malignant
neoplasms and actinic keratosis;

the class of first- and second-generation platinum-containing medicinal products for treatment of
urinary tract malignant neoplasms, head and neck epithelial malignant neoplasms and lung
malignant neoplasms;

the class of alkylating-methylating medicinal products for treatment of skin malignant neoplasms;

the class of ribonucleotide reductase-beta-2 inhibitor medicinal products for treatment of
myeloproliferative neoplasms;

. the class of primarily alkylating medicinal products for treatment of myeloproliferative neoplasms

and mature B, T and NK cell neoplasms;

the class of photosensitising medicinal products for treatment of head and neck epithelial
malignant neoplasms;

the class of retinoic X receptor-activating medicinal products for treatment of mature B, T and NK
cell neoplasms;

the class of immunomodulatory cytokine medicinal products for treatment of neuroendocrine
malignant neoplasms, skin malignant neoplasms, myeloproliferative neoplasms and mature B, T
and NK cell neoplasms;
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16.

17.

18.

19.

20.

21.

22.

23.

24.

the class of peroxisome proliferator-activated receptor (PPAR)-gamma modulators, including dual
and multiple PPAR modulator (e.g., thiazolidinediones, glitazars, triple modulators) medicinal
products for treatment of type Il diabetes mellitus;

all classes of medicinal products for treatment of primary and secondary osteoarthrosis;

all classes of medicinal products for treatment of organic amnestic syndrome (excluding amnestic
syndrome caused by alcohol and other psychoactive substances);

all classes of medicinal products for treatment of age-related macular degeneration and diabetic
macular oedema;

all classes of medicinal products for treatment of climacteric symptoms associated with decreased
oestrogen levels, as occurring at menopause;

all classes of medicinal products for treatment of Alzheimer’s disease;
all classes of medicinal products for treatment of erectile dysfunction;

all classes of medicinal products for treatment of chronic obstructive pulmonary disease (COPD)
(excluding chronic lung diseases associated with long-term airflow limitation, such as asthma,
bronchopulmonary dysplasia, primary cilia dyskinesia, obstructive lung disease related to graft-
versus-host disease after [bone-marrow] transplantation);

all classes of medicinal products for treatment of vulvar intraepithelial neoplasia.
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