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LAY SUMMARY

After careful assessment of its quality and therapeutic benefit/risk ratio, the member states have
granted the marketing authorisation of Prasugrel Krka 5 mg, 10 mg film-coated tablet. The
holder of the marketing authorisation is KRKA d.d., Novo mesto.

The active substance is prasugrel base.
- Each film-coated tablet contains 5 mg or 10 mg prasugrel.

The other ingredients are:

- microcrystalline cellulose, macrogol 4000, poloxamer 188, fumaric acid — for pH-adjust-
ment, croscarmellose sodium; hydrophobic colloidal silica; mannitol, magnesium stearate
in the tablet core and hypromellose, lactose monohydrate, titanium dioxide (E171), tri-
acetin, yellow iron oxide (E172) — only for 5 mg film-coated tablets, red iron oxide (E172)
—only for 10 mg film-coated tablets, in film coating.

The appearance of the tablets is:

- 5 mg film-coated tablets (tablets) are pale brownish yellow, oval, biconvex, film-coated
tablets, dimensions 8.5 mm x 4.5 mm.

- 10 mg film-coated tablets (tablets) are pink, oval, slightly biconvex, film-coated tablets,
dimensions 10.5 mm x 5.5 mm.

Prasugrel Krka 5 mg, 10 mg film-coated tablets (further on: Prasugrel Krka) is a medicine used
to the patient already had a heart attack or unstable angina and the patient has been treated with
a procedure to open blocked arteries in the heart. Patients may also have had one or more stents
placed to keep open a blocked or narrowed artery supplying blood to the heart. Prasugrel Krka
reduces the chances of the patients having a further heart attack or stroke or of dying from one
of these atherothrombotic events. The doctor will also give the patient acetylsalicylic acid (e.g.
aspirin), another antiplatelet agent.

Prasugrel Krka which contains the active substance prasugrel, belongs to a group of medicines
called antiplatelet agents. Platelets are very small cell particles that circulate in the blood. When
a blood vessel is damaged, for example if it is cut, platelets clump together to help form a blood
clot (thrombus).

Therefore, platelets are essential to help stop bleeding. If clots form within a hardened
blood vessel such as an artery they can be very dangerous as they can cut off the blood supply,
causing a heart attack (myocardial infarction), stroke or death. Clots in arteries supplying blood
to the heart may also reduce the blood supply, causing unstable angina (a severe chest pain).

What patients need to know before taking Prasugrel Krka
Patients must not take Prasugrel Krka if they

- are allergic to prasugrel or any of the other ingredients of this medicine (listed in section
6). An allergic reaction may be recognised as a rash, itching, a swollen face, swollen
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lips or shortness of breath. If this has happened to them, patients should tell their doctor
immediately.
have a medical condition that is currently causing bleeding, such as bleeding from their
stomach or intestines.

- have ever had a stroke or a transient ischaemic attack (TIA).

- have severe liver disease.

Warnings and precautions

Patients must talk to their doctor or pharmacist before taking Prasugrel Krka if they
have an increased risk of bleeding such as:

- age of 75 years or older. The patient’s doctor should prescribe a daily dose of 5 mg as
there is a greater risk of bleeding in patients older than 75 years

- a recent serious injury

- recent surgery (including some dental procedures)

- recent or recurrent bleeding from the stomach or intestines (e.g. a stomach ulcer or colon
polyps)

- body weight of less than 60 kg. The patient’s doctor should prescribe a daily dose of 5
mg of <Invented name> if you weigh less than 60 kg

- renal (kidney) disease or moderate liver problems

- taking certain types of medicines (see ‘Taking other medicines’ below)

- planned surgery (including some dental procedures) in the next seven days. The pa-
tient’s doctor may wish you to stop taking Prasugrel Krka temporarily due to the increased risk
of bleeding
- If the patients have had allergic reactions (hypersensitivity) to clopidogrel or any
other anti-platelet agent please tell their doctor before starting treatment with Prasugrel Krka.
If patients then take Prasugrel Krka and experience allergic reactions that may be recognised as
arash, itching, a swollen face, swollen lips or shortness of breath the patient need to tell his/her
doctor immediately.

Patients must tell their doctor before they take Prasugrel Krka if any of these apply to them.
Children and adolescents
Prasugrel Krka should not be given to children or adolescents under the age of 18 years.
Other medicines and Prasugrel Krka

Patients should tell their doctor if they are taking, have recently taken or might take any
other medicines, including medicines obtained without a prescription, dietary supplements and
herbal remedies. It is particularly important to tell their doctor if they are being treated with
clopidogrel (an anti-platelet agent), warfarin (an anti-coagulant), or “non steroidal anti
inflammatory drugs” for pain and fever (such as ibuprofen, naproxen, etoricoxib). If given

together with prasugrel these medicines may increase the risk of bleeding.

Patients should only take other medicines while they are on prasugrel if their doctor tells
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them that they can.
Prasugrel Krka with food and drink

Patients may take Prasugrel Krka with or without food. Patients should take the dose at
around the same time every day. Patients should not break or crush the tablet.

Pregnancy and breast-feeding

If the patients are pregnant or breast-feeding, think they may be pregnant or are planning
to have a baby, they should ask their doctor or pharmacist for advice before taking this
medicine.

Patients should tell their doctor if they become pregnant or are trying to become
pregnant while they are taking Prasugrel Krka.

Patients should use Prasugrel Krka only after discussing with their doctor the potential
benefits and any potential risks to their unborn child.

Driving and using machines
Prasugrel Krka is unlikely to affect your ability to drive or use machines.
How to take Prasugrel Krka

Patients should always take this medicine exactly as their doctor or pharmacist has told them.
Patients should check with their doctor or pharmacist if they are not sure.

The recommended dose is 10 mg per day. Patients will start the treatment with a single dose of
60 mg.

If they weigh less than 60 kg or are more than 75 years of age, the dose is 5 mg Prasugrel Krka
per day.

Their doctor will also tell them to take acetylsalicylic acid- (s)he will tell them the exact dose
to take (usually between 75 mg and 325 mg daily).

Patients may take Prasugrel Krka with or without food. Patients should take the dose at around
the same time every day. Patients should not break or crush the tablet.

It is important that patients should tell their doctor, dentist and pharmacist, that they are taking
Prasugrel Krka.

What to do if more Prasugrel Krka was taken that it should have been?

Patients should contact their doctor or hospital straight away, as they may be at risk of
excessive bleeding. They should show the doctor their pack of Prasugrel Krka.

What to do if taking Prasugrel Krka was forgotten

Patients should not take a double dose to make up for a forgotten dose.
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If the patient misses his/her scheduled daily dose, take Prasugrel Krka when they remember. If
the patient forgets his/her dose for an entire day, just resume taking Prasugrel Krka at its usual
dose the next day. Patients should not take two doses in one day.

What to do if a patient stop taking Prasugrel Krka

Patients should not stop taking Prasugrel Krka without consulting their doctor; if they stop
taking Prasugrel Krka too soon, their risk of a heart attack may be higher.

The doctor or the pharmacist may be asked, if any further questions on the use of this medicine
are raised.

Possible side effects
Like all medicines, Prasugrel Krka can cause side effects, although not everybody gets them.

Patients should contact their doctor immediately if they notice any of the following:
- sudden numbness or weakness of the arm, leg or face, especially if only on one side of
the body
- sudden confusion, difficulty speaking or understanding others
- sudden difficulty in walking or loss of balance or co-ordination
- sudden dizziness or sudden severe headache with no known cause
All of the above may be signs of a stroke. Stroke is an uncommon side effect of Prasugrel
Krka in patients who have never had a stroke or transient ischaemic attack (TIA).

Patients should also contact their doctor immediately if they notice any of the
following:
- fever and bruising under the skin that may appear as red pinpoint dots, with or without
unexplained extreme tiredness, confusion, yellowing of the skin or eyes (jaundice).
- rash, itching, or a swollen face, swollen lips/tongue, or shortness of breath. These may
be signs of a severe allergic reaction.

Patients should tell their doctor promptly if they notice any of the following:
- blood in your urine

- bleeding from your rectum, blood in your stools or black stools

- uncontrollable bleeding, for example from a cut

All of the above may be signs of bleeding, the most common side effect with Prasugrel
Krka. Although uncommon, severe bleeding can be life-threatening.

Common side effects (may affect up to 1 in 10 people)
- Bleeding in the stomach or bowels

- Bleeding from a needle puncture site

- Nose bleeds

- Skin rash

- Small red bruises on the skin (ecchymoses)

- Blood in urine
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- Haematoma (bleeding under the skin at the site of an injection, or into a muscle, causing
swelling)

- Low haemoglobin or red blood cell count (anaemia)

- Bruising

Uncommon side effects (may affect up to 1 in 100 people)

- Allergic reaction (rash, itching, swollen lips/tongue, or shortness of breath)

- Spontaneous bleeding from the eye, rectum, gums or in the abdomen around the internal
organs

- Bleeding after surgery

- Coughing up blood

- Blood in stools

Rare side effects (may affect up to 1 in 1,000 people)

- Low blood platelet count

- Subcutaneous haematoma (bleeding under the skin causing a swelling)
How to store Prasugrel Krka

Keep this medicine out of the sight and reach of children.

This medicine should not be used after the expiry date which is stated on the packaging after
EXP. The expiry date refers to the last day of that month.

Patients should not store above 30°C.
Patients should store in the original package in order to protect from moisture.

Patients should not throw away any medicines via wastewater or household waste. Patients
should ask their pharmacist how to throw away medicines you no longer use. These measures
will help protect the environment.
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Scientific discussion

during the initial phase

This module reflects the scientific discussion for the approval of Prasugrel Krka 5 mg, 10 mg
film-coated tablet. The procedure was finalised at 23" Agust 2018. For information on changes
after this date please refer to the module ‘Update’.
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I. INTRODUCTION

Based on the review of the quality, safety and efficacy data, the Member States have
granted a marketing authorisation for Prasugrel Krka 5 mg, 10 mg film-coated tablet, from
KRKA d.d.

The product, co-administered with acetylsalicylic acid (ASA), is indicated for the pre-
vention of atherothrombotic events in adult patients with acute coronary syndrome (i.e. unstable
angina, non-ST segment elevation myocardial infarction [UA/NSTEMI] or ST segment eleva-
tion myocardial infarction [STEMI]) undergoing primary or delayed percutaneous coronary in-
tervention (PCI).

A comprehensive description of the indications and posology is given in the SmPC.

This decentralised procedure concerns a generic application claiming essential similar-
ity with the innovator products Efient 5 mg and 10 mg film-coated tablets which have been
registered in the EEA by Daiichi Sankyo Europe GmbH since 23 February 2009 through cen-
tralised procedure EU/1/08/503.

The concerned member states (CMS) involved in this procedure were 0507: BG, CZ,
EE, HR, LT, LV, RO, Sl

The marketing authorisation has been granted pursuant to Article 10(1) of Directive
2001/83/EC.
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1. QUALITY ASPECTS

1.1 Introduction

The chemical-pharmaceutical assessment report concerns the application of Prasugrel Krka 5
mg, 10 mg film-coated tablet via a decentralized procedure according to Article 10.1 of
Directive 2001/83/EC (i.e a generic application). The products have been developed by KRKA
dd., Novo mesto.

Reference products are Efient 5 mg and 10 mg film-coated tablets (containing 5 mg and
10 mg prasugrel (in hydrochlorid form) as active ingredient) which have been registered in the
EEA by Daiichi Sankyo Europe GmbH since 23 February 2009 through centralised procedure
EU/1/08/503.

11.2 Drug substances

Data on the quality and manufacture of the active substance were provided in the applicant’s
submission using the Active Substance Master File (ASMF) procedure with additional data in
the marketing authorization dossier. The Quality Overall Summary is adequate.

I.N.N.: Prasugrel

Chemical name: 5-[(1RS)-2-cyclopropyl-1-(2-fluorophenyl)-2-oxoethyl]-4,5,6,7-
tetrahydrothieno[3,2-c] pyridin-2-yl acetate

Structure:

The active substance is a white to slightly brown powder. It is practically insoluble in water,
slightly soluble in methanol, sparingly soluble in dichloromethane, soluble in ethyl acetate and
acetonitrile and freely soluble in acetone. Prasugrel is a chiral molecule containing one
asymmetric carbon atom; the manufacturing process produces racemic mixture. It shows
polymorphism, the manufacturer consistently produces the same polymorphic form.

The ASMF holder presented complete details of the manufacturing process. Description of the
manufacturing process of the active pharmaceutical ingredient (API) is adequate.

10
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The structural elucidation of prasugrel has been carried out by elemental analysis and the
following spectroscopic methods: IR, NMR, MS, UV, DSC, and XRD. The impurity profile of
the API contains detailed information about genotoxic impurities, residual solvents and
catalysts.

Prasugrel is not official in the Ph.Eur. Therefore, an in-house specification has been set for the
active substance, which includes the following tests: solubility, identification by IR, loss on
drying (Karl-Fisher), sulphated ash, related substances, assay, residual solvent, particle size and
microbiological quality. The limits set are properly justified.

Testing methods not described in details in the Pharmacopoeia are adequately drawn up and
sufficiently validated. Reference materials used by the active substance manufacturer and the
drug product manufacturer for the control of the substance are adequately characterised.

The substance complies with the requirements of the EMA guideline on genotoxic impurities.
Batch analysis data justify the limits, indicate the good performance of testing methods and
demonstrate the batch to batch consistency of the production.

Stability studies have been performed with the drug substance. According to the presented
stability data the proposed re-test period and storage condition is acceptable.

Good Manufacturing Practice (GMP) compliance of the APl manufacture is demonstrated by
the applicant.

11.3 Medicinal product

The aim of the development was to develop a product with Prasugrel as active ingredient in a
formulation bioequivalent to the reference product Efient® film-coated tablets. A satisfactory
package of data on development pharmaceutics has been presented. Brief discussion on reasons
for inclusion and quantity of excipients has been provided.

As regards dissolution and impurity profile the product is shown to be similar to the reference
product.

The compositions and the pharmaceutical tests evaluated during development of the final
formulation are included in the documentation. As a result of development studies product with
the following appearance and composition was obtained.

5 mg film-coated tablets: Pale brownish yellow, oval, biconvex, film-coated tablets, dimensions
8.5 mm x 4.5 mm.

10 mg film-coated tablets: Pink, oval, slightly biconvex, film-coated tablets, dimensions 10.5
mm X 5.5 mm.

The excipients used in the finished product are cellulose, microcrystalline, macrogol 4000,
poloxamer 188, fumaric acid, croscarmellose sodium, hydrophobic colloidal silica, mannitol,
magnesium stearate and film-coating (hypromellose, lactose monohydrate, titanium dioxide,
triacetin and yellow or red iron oxide).

11
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All excipients used comply with their respective European Pharmacopoeia or USP/NF
monograph. Compliance of the product with the general monograph of the European
Pharmacopoeia on the Products with the risk of TSE has been demonstrated by the applicant.

A description and flow chart of the manufacturing method has been provided. Appropriate in-
process controls are included in the manufacturing process. Satisfactory batch formulae were
also presented. GMP compliance of the manufacturing site has been demonstrated.

The finished product specification is satisfactory. Acceptance criteria have been justified with
respect to conventional pharmaceutical requirements as prescribed in the relevant dosage form
monograph of the Ph.Eur. and the ICH Q6A guideline. Appropriate control strategy was
selected. The test methods have been described and have been adequately validated, as
appropriate. Batch data have been provided and complied with the specification. Certificates of
analysis for the batches involved in the bioequivalence studies are presented.

The container closure system of the product is OPA/AIU/PE+DES//AIU/PE blister.
Specifications and quality certificates for all packaging components are enclosed.

Finished product stability studies have been conducted in accordance with the current
guidelines. Based on the results, a shelf-life of 18 months is approved with the following storage

restriction: “Store below 30°C. Store in the original package in order to protect from moisture.”

The Summary of Product Characteristics, patient Information Leaflet and label texts are
pharmaceutically acceptable.

11.4 Discussion on chemical, pharmaceutical and biological aspects

Conclusion: the product has been shown to meet the current regulatory requirements with
regards to its quality and content of the active substance as well as dosage-form characteristics
until the end of the approved shelf-life consistently. The manufacture and the quality standards
applied adequately support the safe use and efficacy of the product.

From chemical-pharmaceutical points of view the product is approvable.

12
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I11. NON-CLINICAL ASPECTS

111.1 Ecotoxicology/environmental risk assessment

Since Prasugrel Krka 5 mg, 10 mg film-coated tablet is intended for generic substitution, this
will not lead to an increased exposure to the environment. An environmental risk assessment is
therefore not deemed necessary.

111.2 Discussion on the non-clinical aspects

This product is a generic formulation of Efient which is available on the European market.
Reference is made to the preclinical data obtained with the innovator product. A non-clinical
overview on the pharmacology, pharmacokinetics and toxicology has been provided, which is
based on up-to-date and adequate scientific literature. The overview justifies why there is no
need to generate additional non-clinical pharmacology, pharmacokinetics and toxicology data.
Therefore, the member states agreed that no further non-clinical studies are required.

From non-clinical points of view the product is approvable.

13
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IV. CLINICAL ASPECTS
IV.1 Introduction

Prasugrel is a well-known active substance with established efficacy and tolerability. A clini-
cal overview has been provided, which is based on scientific literature. The overview justifies
why there is no need to generate additional clinical data. Therefore, the member states agreed
that no further clinical studies are required.

For this generic application, the MAH has submitted one bioequivalence study, which is dis-
cussed below.

1.2 Pharmacokinetics

According to the regulatory requirements CPMP/EWP/QWP/1401/98 NfG on the Investigation
of Bioavailability and Bioequivalence, for immediate release products claiming essential simi-
larity to the reference product, a bioequivalence study is required to support the application.
The applicant has submitted one pilot and one pivotal bioequivalence study. The pivotal study
is a single dose 2-way crossover comparative bioequivalence study of prasugrel 10 mg film-
coated tablet formulations in healthy male and female volunteers under fasting conditions.

On 3 August 2017 a new daft version of the prasugrel product specific bioequivalence guideline
(EMA/CHMP/158772/2016/Rev.1) was published, stating: “An additional study under fed con-
ditions is recommended if the generic product contains a different salt form than the originator
or the free base of prasugrel.”

Since, concerning the current application the test product contains prasugrel base while the
originator Efient contains prasugrel hydrochloride and elevated gastric pH seems to have an
adverse effect on the rate and/or extent of absorption of the free base to a bigger extent than
seen with prasugrel hydrochloride, the Applicant presented additional information for estab-
lishing the proof of concept of bioequivalence.

As part of this documentation two additional bioequivalence studies performed against the orig-
inator’s reference product Efient™ (prasugrel hydrochloride) were submitted:

- Bioequivalence study under fed conditions that demonstrates bioequivalence between
the proposed formulation Prasugrel 10 mg film-coated tablets (Test administered as
Treatment A) and Efient® 10 mg film-coated tablets (Reference administered as Treat-
ment B) after single-dose administration under fed conditions.

- Supportive in vitro testing and in vivo study with a proton pump inhibitor.
The choice of the reference product in the bioequivalence study is accepted, as Efient has been
registered through a centralised procedure.
The formula and preparation of the bioequivalence batch is identical to the formula proposed
for marketing.

Biowaiver

14
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The MAH requested a biowaiver for the 5 mg strength based on the bioequivalence study per-
formed with the 10 mg tablet. As the following criteria have been met, the biowaiver for the 5
mg film-coated tablets has been granted:

- both strengths of Prasugrel (5 mg and 10 mg) film-coated tablets are manufactured by the
same manufacturer using the same manufacturing process,

- the qualitative composition of both strengths is the same,

- the composition of the strengths are quantitatively proportional,

- both strengths have appropriate in-vitro dissolution data,

- pharmacokinetics of prasugrel is linear over the dosage range of 5 mg — 10 mg.

Bioequivalence studies

Pivotal bioequivalence study

Design

Main objective of this study was to compare the rate and extent of absorption of the Test- and
Reference products administered to healthy adult volunteers in a single dose under fasting con-
ditions.

Design of this investigation was a pivotal, single-centrum, single-dose, randomized, open-label,
laboratory blind, crossover, two-period, two-sequence bioequivalence study of prasugrel with
a 7-day washout period between the two periods, in healthy adult male and female subjects
under fasting condition.

Mean terminal half-life of R-95913 inactive metabolite of prasugrel is approximately 8 hour on
the basis of relevant special literature after a single 10 mg oral dose of prasugrel.

The Reference drug can be taken with- or without food according to its SmPC.

Subjects were administered the Test- and Reference medications (as per the randomisation
scheme) as a single oral dose of 1 tablet of Test (10 mg prasugrel) and 1 tablet of Reference
products (10 mg prasugrel) with approximately 240 mL of room temperature water after at least
10 hours fasting, in each study period, under fasting conditions.

Analytical/statistical methods

The analytical method has been adequately validated and is considered acceptable for analysis
of the plasma samples. The methods used in this study for the pharmacokinetic calculations and
statistical evaluation are considered acceptable.

Results
R-95913:

15
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% CON. NC
GEOMETRIC LSMEANS® 90% CONFIDENCE
INTRA- RATIO LIMITS (%)
PARAMETER | SUBJECT o
C.V. (%) TEST | REFERENCE | (%0)
R LOWER | UPPER
(n=38) (n=38)
Conax 209 36.144 38.006 95.10 87.77 103.05
AUCq 1 10.9 65.426 64.018 102.20 98.00 106.59

* units are ng/mL for Cy,, and ng-h/mL for AUC ¢

Bioequivalence was met for the primary parameters in this study.

The intra-subject coefficient of variations, calculated on the basis of ANOVA MSE (mean
squares error), were 10.9% and 20.9% for AUCo.t and Cmax, respectively (see in the above
table).

Conclusion

On the basis of results of this pivotal bioequivalence study, a single dose of Applicant’s Pra-
sugrel 10 mg film-coated tablets is bioequivalent to a single dose of Efient® 10 mg film coated
tablets (prasugrel) in healthy adult subjects under fasting conditions.

On 3 August 2017 a new daft version (currently under public consultation) of the pasugrel
product specific bioequivalence guideline (EMA/CHMP/158772/2016/Rev.1) was published,
stating:

“An additional study under fed conditions is recommended if the generic product contains a
different salt form than the originator or the free base of prasugrel.”

Since, concerning the current application the test product contains prasugrel base while the
originator Efient contains prasugrel hydrochloride, and elevated gastric pH seems to have an
adverse effect on the rate and/or extent of absorption of the free base to a bigger extent than
seen with prasugrel hydrochloride, two additional bioequivalence studies performed against the
originator’s reference product Efient™ (prasugrel hydrochloride) were submitted:

- Bioequivalence study under fed conditions that demonstrates bioequivalence between
the proposed formulation Prasugrel 10 mg film-coated tablets (Krka d. d., Novo mesto) (Test
administered as Treatment A) and Efient® 10 mg film-coated tablets (Daiichi Sankyo Europe
GmbH, Germany, EU) (Reference administered as Treatment B) after single-dose administra-
tion under fed conditions.

Results of the study (for R-95913 prasugrel inactive metabolite):

Pharmacokinetic Arithmetic Means (Z5D)
parameter Test Product Reference Product
AUC, o ) ]

@5 100.027 (£36.429) 96.686 (x£29.188)
(ng-h/'mL)
AUC _

O 110.050 (x40.410) 106.119 (£31.859)
(ng-h/'mlL)
Cuax (ng/mL) 50.812 (£25.535) 51968 (£25 438)
Trm1 (hours) 0.75(0.33-3.00) 0.75(0.33-2.50)

" Median (Min, Max)

16
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No pre-dose concentration was detected in the beginning of second period of the study.

Summary of bioequivalence results:

Pharmacokinetic Geometric Mean Confidence Intervals CT%I
parameter Ratio Test/Ref (%)

AUCpm 101.83 96.84 - 107.08 147
Cloax 97.45 7.30 - 108.77 329

‘Estimated from the Residual Mean Squares

The study was conducted in compliance with the requirements of guideline on Good Clinical
Practice, ICH Topic E6 (CPMP/ICH/135/95), and Guideline on the investigation of bioequiva-
lence (CPMP/EWP/QWP/1401/98) and ethical principles stated of the latest version of Decla-
ration of Helsinki.

Methodology used in statistical evaluation of pharmacokinetic parameters and bioequivalence
criteria were in accordance with the bioequivalence guideline regarding type of the ANOVA
and 90% confidence interval used for decision on bioequivalence between the Test- and Refer-
ence products (CPMP/EWP/QWP/1401/98/rev 1/Corr** 2010).

On the basis of results obtained in the study, the Prasugrel 10 mg film-coated tablets (Krka d.d,
Novo mesto, Slovenia, EU) (Test) and the Efient® 10 mg film-coated tablets (Daiichi Sankyo,
Europe GmbH, EU, obtained from EU market) (Reference) can be considered bioequivalent
under fed conditions.

Conclusion on bioequivalence studies:

On the basis of all the above results the Prasugrel 10 mg film-coated tablets (Krka d.d, Novo
mesto, Slovenia, EU) (Test) and the Efient® 10 mg film-coated tablets (Daiichi Sankyo, Europe
GmbH, EU, obtained from EU market) (Reference) can be considered bioequivalent under fast-
ing and fed conditions.

The results of the bioequivalence studies with the 10 mg formulation can be extrapolated to
other strengths 5 mg, according to conditions in Guideline on the Investigation of Bioequiva-
lence CPMP/EWP/QWP/1401/98 Rev. 1/Corr*, section 4.1.6.

IVV.3 Pharmacovigilance

IV.3.1 Summary of the Pharmacovigilance System
The Applicant has submitted a signed Summary of the Applicant's Pharmacovigilance System.
Provided that the Pharmacovigilance System Master File fully complies with the new legal
requirements as set out in the Commission Implementing Regulation 520/2012 and as detailed
in the relevant GVP module, the Summary is considered acceptable.

IV.3.2 Risk Management Plan

1V.3.2.1 Summary of safety concerns
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Important identified risks:

Bleeding risk, including: intracranial haemorrhage, gastrointesti-
nal haemorrhage, intraocular haemorrhage, epistaxis, percutane-
ous coronary intervention (PCI) - related haemorrhage, CAGB-re-
lated haemorrhage, risk associated with prasugrel use prior to cor-
onary angiography in NSTEMI patients, other procedure-related
haemorrhage

Hypersensitivity including angioedema

Thrombocytopenia

Thrombotic thrombocytopenic purpura

Important potential risks:

Drug-induced hepatic injury

Potential off-label use in patients with prior TIA/stroke

Colorectal Cancer

Missing information:

Concomitant use with fibrinolytics, other thienopyridines, warfa-
rin, and chronic use of NSAIDs (non-ASA)

Use in paediatric population

Use in pregnancy and lactation

Use in subjects without clinical manifestation of ACS

Use in subjects with severely compromised cardiac status (cardi-
ogenic shock, class IV CHF, refractory ventricular arrhythmia)

Use in subjects with severe hepatic impairment

1VV.3.2.2 Pharmacovigilance Plan

Routine pharmacovigilance activities are considered sufficient to manage all of the safety
concerns connected to KRKA’s product containing prasugrel.
No additional activities are proposed.

1VV.3.2.3 Risk Minimisation Measures

Routine risk minimisation measures (i.e. wording in SmPC, PL and classification as a pre-
scription only medicine) are not considered sufficient to manage all of the safety concerns

connected to connected to KRKA’s product containing prasugrel.

The originator’s product (Efient), KRKA’s products containing prasugrel has educational
material as additional risk minimasition measure for the risk of “bleeding”.

The KRKA should provide educational material to all physicians who may be involved in

treating patients with prasugrel.

The educational material should include:

* A copy of the SPC
* Emphasis that:

o Severe haemorrhagic events are more frequent in patients > 75 years of age (in-
cluding fatal events) or those weighing < 60 kg
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0 Treatment with prasugrel is generally not recommended for patients of > 75 years
of age.

o If, after a careful individual benefit/risk evaluation by the prescribing physician,
treatment is deemed necessary in the > 75 years age group then following a loading
dose of 60 mg, a reduced maintenance dose of 5mg should be prescribed.

o Patients weighing < 60 kg should have a reduced maintenance dose of 5 mg

The format and means of dissemination, of this material should be discussed with the appropri-
ate learned societies. The results of the discussion, and where appropriate the material, should
be agreed with the national competent authority and be available prior to launch in each member
state.

Since in Hungary physicians, who prescribe prasugrel, have already known this risk well so
National Institute of Pharmacy and Nutrition does not request the distribution of this educa-
tional material to them.

IV.6.3 PSUR

The MAH shall submit the first periodic safety update report for this product with a period of
5 years following authorisation. Further, MAHs shall continuously check the European medi-
cines web-portal if the active substance has been included in the list of Union reference dates
(EURD list). If yes, after publication in the EURD list the PSURs shall be submitted in accor-
dance with the requirements set out in the EURD list.

I\V.7 Discussion on the clinical aspects

For this authorisation, reference is made to the clinical studies and experience with the innova-
tor product Efient. No new clinical studies were conducted. The MAH demonstrated through
bioequivalence studies that the pharmacokinetic profile of the product is similar to the pharma-
cokinetic profile of this reference product. Risk management is adequately addressed. This ge-
neric medicinal product can be used instead of the reference product.

V. Package Leaflet and user consultation
A user consultation with target patient groups on the package information leaflet (PIL) has been

performed on the basis of a bridging report making reference to Clopidogrel Krka 75 mg film-
coated tablets. The bridging report submitted by the applicant has been found acceptable.
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V. OVERALL CONCLUSION, BENEFIT/RISK ASSESSMENT
AND RECOMMENDATION

V.1 Summary

Based on the review of the data on quality, safety and efficacy, the National Institute of Phar-
macy and Nutrition (OGYEI) considers that the application for Prasugrel Krka 5 mg, 10 mg
film-coated tablet indicated co-administered with acetylsalicylic acid (ASA) for the:

prevention of atherothrombotic events in adult patients with acute coronary syndrome (i.e. un-
stable angina, non-ST segment elevation myocardial infarction [UA/NSTEMI] or ST segment
elevation myocardial infarction [STEMI]) undergoing primary or delayed percutaneous coro-
nary intervention (PCI).

V.2 Classification

Prescription-only medicine.

20



National Institute of Pharmacy Prasugrel Krka

and Nutrition 5mg, 10 mg
Budapest, Hungary film-coated tablets
HU/H/0508/001/DC

Public Assessment Report

Upgrade: steps taken after the initial procedure with an influence on the Public Assessment
Report

This module reflects the procedural steps and scientific information after the finalisation of the initial procedure.

Scope Procedure number ?g?g;ﬁgw Date of start of Date of end of | Approval or non ap-
the procedure procedure proval

affected
C.1.3. z) Other variation HU/H/0508/001/1B/001 Yes 2018.11.16 2018.11.16 Approved
C.1.3. z) Other variation HU/H/0508/002/1B/001 Yes 2018.11.16 2018.11.16 Approved
B.l.a).3. a) Up to 10-fold increase compared to the | HU/H/0508/001/1B/002 2019.01.31 2019.02.01
originally approved batch size No Positive
B.1.a).3. a) Up to 10-fold increase compared to the | HU/H/0508/002/1B/002 2019.01.31 2019.02.01
originally approved batch size No Positive
B.11.b).3. z) Other variation introduce holding HU/H/0508/001/1A/003 2019.04.23 2019.04.23
time for powder mixture (prior to preparation of
granulate) up to 7 days, according to the proposed
storing conditions No Approved
B.11.b).3. z) Other variation introduce holding HU/H/0508/002/1A/003 2019.04.23 2019.04.23
time for powder mixture (prior to preparation of
granulate) up to 7 days, according to the proposed
storing conditions No Approved




