An tUdaras Rialla Tairgi Slainte
Health Products Regulatory Authority

Health Products Regulatory Authority
CERTIFICATE NUMBER: 19617/4SR12228/00001

CERTIFICATE OF GMP COMPLIANCE OF A MANUFACTURER

2

Part 1
Issued following an inspection in accordance with :
Art. 111(5) of Directive 2001/83/EC as amended

The competent authority of Ireland confirms the following:
The manufacturer: SK Biotek Ireland Limited
Site address: Watery Lane, Swords, Co. Dublin, K67 AY91, Ireland

Is an active substance manufacturer that has been inspected in accordance with Art. 111(1) of Directive

2001/83/EC transposed in the following national legislation:
Medicinal Products (Control of Manufacture) Regulations 2007 to 2013.

From the knowledge gained during inspection of this manufacturer, the latest of which was conducted on
2017-01-13 , it is considered that it complies with :
o The principles of GMP for active substances ° referred to in Article 47 of Directive 2001/83/EC .

This certificate reflects the status of the manufacturing site at the time of the inspection noted above and
should not be relied upon to reflect the compliance status if more than three years have elapsed since the date
of that inspection. However, this period of validity may be reduced or extended using regulatory risk
management principles by an entry in the Restrictions or Clarifying remarks field. This certificate is valid
only when presented with all pages and both Parts 1 and 2. The authenticity of this certificate may be verified
in EudraGMDP. If it does not appear, please contact the issuing authority.

! The certificale referred to in paragraph 111(5) of Directive 2001/83/EC and 80(5) of Directive 2001/82/EC, shall also be required for imporis
coming fiom third countries into a Member Siate,
? Guidance on the interprefation of this template can be found in the Help menu of EudraGMDP database.

I certify this is an original

document.

VINCENT SHANNON
NOTARY PUBLIC

29 Main Street, Swords
hithty Dublin, Ireland

? These requirements fulfil the GMP recommendations of WHO.
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APOSTILLE

(Convention de La Haye du 5 octobre 1961)

1. Country:
Pays/Pais:

IRELAND

This public document
Le présent acte public / El presente documento pliblico

2. has been signed b ;
a 616 signé pgt::' i Vincent Shannon
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3. acting in the capacity of 3
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4. bears the seal / siamp of
est revétu du sceau / timbre de T
v esté revestido del sello / timbre de
Certified
Attesté / Certificado
5.at . 6. the
A/en Dublin lof el dfa 22/03/2018

7. by
par / por

Department of Foreign Affairs and Trade

8.No
S0US no
bajo el nimero

4232422018

10. Signature:
Signature:
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erlifies the authenticity of the signatire ana- y
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content
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of the document fop#hich it was isstied, Toverify

d the Eapacity of the person who has signed the public
whigh thg__p?c dacument bears. This Apostille

the JSsuance of this Apaostille, see




Manufacture of active substance. Names of substances subject to inspection :
APIXABAN( en)

ATAZANAVIR SULPHATE( en)

DACLATASVIR DIHYDROCHLORIDE( en)

DAPAGLIFLOZIN PROPANEDIOL( en)

DASATINIB( en)

ENTECAVIR( en)

IXABEPILONE( en)

SAXAGLIPTIN( en)

BECLABUVIR HYDROCHLORIDE ( en)

3. MANUFACTURING OPERATIONS - ACTIVE SUBSTANCES

Active Substance : APIXABAN

3.1

Manufacture of Active Substance by Chemical Synthesis

3.1.1 Manufacture of active substance intermediates
3.1.2 Manufacture of crude active substance
3.1.3  Salt formation / Purification steps :

3.5

Crystallisation (Purification Step Only)
General Finishing Steps

3.5.1 Physical processing steps :

Drying
3.5.2 Primary Packaging (enclosing / sealing the active substance within a packaging material
which is in direct contact with the substance)
3.5.3 Secondary Packaging (placing the sealed primary package within an outer packaging
material or container. This also includes any labelling of the material which could be used for
identification or traceability (lot numbering) of the active substance)

3.6

Quality Control Testing

3.6.1 Physical / Chemical testing

Active Substance : ATAZANAVIR SULPHATE

3.1

Manufa cture of Active Substance by Chemical Synthesis

3.1.1 Manufacture of active substance intermediates

3.1.2 Manufacture of crude active substance

3.1.3  Salt formation / Purification steps :
Crystallisation

3.5

_ General Finishing Steps

3.5.1 Physical processing steps :

Drying, Delumping
3.5.2 Primary Packaging (enclosing / sealing the active substance within a packaging material
which is in direct contact with the substance)
3.5.3 Secondary Packaging (placing the sealed primaty package within an outer packaging
material or container. This also includes any labelling of the material which could be used for
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[ identification or traceability (lot numbering) of the active substance)

Quality Control Testing

[ 3.6

3.6.1 Physical / Chemical testing

Active Substance : DACLATASVIR DIHYDROCHLORIDE

3.1

Manufacture of Active Substance by Chemical Synthesis

3.1.1 Manufacture of active substance intermediates

3.1.2  Manufacture of crude active substance

3.1.3  Salt formation / Putification steps :
Crystallisation

General Finishing Steps

3.5.1 Physical processing steps :

Drying, Delumping
3.5.2 Primary Packaging (enclosing / sealing the active substance within a packaging material
which is in direct contact with the substance)
3.5.3 BSecondary Packaging (placing the sealed primary package within an outer packaging
material or container. This also includes any labelling of the material which could be used for
identification or traceability (lot numbering) of the active substance) '

3.6

Quality Control Testing

3.6.1 Physical / Chemical testing

Active Substance : DAPAGLIFLOZIN PROPANEDIOL

3.1

Manufacture of Active Substance by Chemical Synthesis

3.1.1 Manufacture of active substance intermediates

3.1.2  Manufacture of crude active substance

3.1.3 Salt formation / Purification steps :
Crystallisation (purification step only)

35

General Finishing Steps

3.5.1 Physical processing steps :

Drying
3.5.2 Primary Packaging (enclosing / sealing the active substance within a packaging material
which is in direct contact with the substance)
3.5.3 Secondary Packaging (placing the sealed primary package within an outer packaging
material or container. This also includes any labelling of the material which could be used for

3.6

identification or traceability (lot numhering) of the active substance)
Qiality G L e T e R s

3.6.1 Physical / Chemical testing

Active Substance : DASATINIB

3.1

Manufacture of Active Substance by Chemical Synthesis

3.1.1 Manufacture of active sﬁbstance intermediates
3.1.2  Manufacture of crude active substance
3.1.3 _Salt formation / Purification steps :
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T Crystallisation (Purification Step Only)

General Finishing Steps

E.?

3.5.1 Physical processing steps :

Drying , Delumping
3.5.2 Primary Packaging (enclosing / sealing the active substance within a packaging material
which is in direct contact with the substance)
3.5.3 BSecondary Packaging (placing the sealed primary package within an outer packaging
material or container. This also includes any labelling of the material which could be used for
identification or traceability (lot numbering) of the active substance)

3.6

Quality Control Testing

3.6.1 Physical / Chemical testing

Activ

e Substance : ENTECAVIR

3.1

Manufacture of Active Substance by Chemical Synthesis

3.1.1 Manufacture of active substance intermediates

3.1.2 Manufacture of crude active substance

3.1.3 Salt formation / Purification steps :
Crystallisation (Purification step Only)

3.5

General Finishing Steps

3.5.1 Physical processing steps :

Drying, Wet Milling
3.5.2 Primary Packaging (enclosing / sealing the active substance within a packaging material
which is in direct contact with the substance)
3.5.3 Secondary Packaging (placing the sealed primary package within an outer packaging
material or container. This also includes any labelling of the material which could be used for
identification or traceability (lot numbering) of the active substance)

Quality Control Testing

3.6.1 Physical / Chemical testing

Active Substance : IXABEPILONE

s 3!1

- Manufacture of Active Substance by Chemical Synthesis

3.1.2 Manufacture of crude active substance
3.1.3 Salt formation / Purification steps :
Crystallisation (Purification Steps Only)

3.5

General Finishing Steps

3.5.1 Physical processing steps :

Drying
3.5.2 Primary Packaging (enclosing / sealing the active substance within a packaging material
whicl is in direct contact with the substance)
3.5.3 Secondary Packaging (placing the sealed primary package within an outer packaging
material or container. This also includes any labelling of the material which could be used for

3.6

identification or traceability (lot numhermg) of the active substance)
Quality Control Testing i ]

3.6.1 Physical / Chemical testing

Online EudraGMDP, Ref key: 45505 Issuance Date: 2017-12-22 Signatory: Mr. Paul Sexton Page 40f 6




rj—BKZ Microbiological testing excluding sterility testing

Active Substance : SAXAGLIPTIN
3.1 [ Manufacture of Active Substance by Chemical Synthesis

3.1.1 Manufacture of active substance intermediates

3.1.2 Manufacture of crude active substance

3.1.3  Salt formation / Purification steps :
Crystallisation (Purification Step Only)

3.5 | General Finishing Steps

3.5.1 Physical processing steps :

Drying, Delumping
3.5.2 Primary Packaging (enclosing / sealing the active substance within a packaging material
which is in direct contact with the substance)
3.5.3 Secondary Packaging (placing the sealed primary package within an outer packaging
matetial or container. This also includes any labelling of the material which could be used for
identification or traceability (lot numbering) of the active substance)
3.6 | Quality Control Testing. 1

3.6.1 Physical / Chemical testing

Active Substance : BECLABUVIR HYDROCHLORIDE
3.1 | Manufacture of Active Substance by Chemical Synthesis

3.1.1 Manufacture of active substance intermediates
3.1.2 Manufacture of crude active substance
3.1.3  Salt formation / Purification steps :
Crystallisation
3.5 | General FmishingSteps R e R G S

3.5.1 Physical processing steps :

Drying, Delumping
3.5.2 Primary Packaging (enclosing / sealing the active substance within a packaging material
which is in direct contact with the substance)
3.5.3 Secondary Packaging (placing the sealed primary package within an outer packaging
material or container. This also includes any labelling of the material which could be used for
identification or traceability (lot numbering) of the active substance)

AR TR AR ) PR ART SORREIY, Tt K NP e AR RN gy AU

3.6.1 Physical / Chemical tesfing- |

Clarifying remarks (for public users)

This certificate is only applicable to GMP activities perforined at the Watery Lane facility from the 1st of
January 2018, following the fransfer of ownership of the Watery Lane facility from Bristol Meper Squibb
(BMS) to SK Biotel .
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Name and signature of the authorised person of the
Competent Anthority of Trelarid

201 7.12-22

Mr. Paul Sexfon

Health Producis Regulatory Authority
Tel: +353 1 676 4971

Fax +353 1 676 4061

( @%’ Fingal Dublin }

Chomberl

7/ \ N\
Date: |{. 0%. 23

\

Chambers Ireland

Lj\ccredited Member of
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