CERTIFICATE NUM
CERTIFICATE OF GMP COMPLIANCE OF AM

Part 1

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

The competent authority of France confirms the following:
The manufacturer: SIEGFRIED ST VULBAS SAS

Site address: Parc Industriel de la Plaine de l'Ain, 530 Allée d SAINT VULBAS, 01150, France

Is an active substance manufacturer that has
2001/83/EC .

ed in ance with Art. 111(1) of Directive

From the knowledge gained during inspectic facturer, the latest of which was conducted on
2019-11-07 , it is considered that it complies

This certificate reflects cturing site at the time of the inspection noted above and
should not be relied liance status if more than three years have elapsed since the date
of that inspection. i iod of validity may be reduced or extended using regulatory risk
management principle the Restrictions or Clarifying remarks field. This certificate is valid

only when presented with s 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 certificate referred to in paragraph 111(5) of Directive 2001/83/EC and 80(5) of Directive 2001/82/EC, shall also be required for imports
coming fiom third countries into a Member State.

? Guidance on the interpretation of this template can be found in the Help menu of EudraGMDP database.
? These requirements fulfil the GMP recommendations of WHO.
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Manufacture of active substance. Names of substances subject to inspection :
CYCLIZINE( en)
CYCLIZINE HYDROCHLORIDE( en)
TOFOGLIFLOZIN( en)
TROSPIUM CHLORIDE( en)
ARTICAINE HYDROCHLORIDE( ¢n)
BAMBUTEROL HYDROCHLORIDE( en)
EFAVIRENZ( en)

LACOSAMIDE( en)

3. MANUFACTURING OPERATIONS - ACTIVE SUB

FERRIC CITRATE( en)
DAPAGLIFLOZIN( en)
APIXABAN( en)
ATAZANAVIR SULFATE( en)
FOSINOPRIL SODIUM( en)

Active Substance : CYCLIZINE

3t

Manufacture of Active Substance by Chemical Synthesis

3.1.2 Manufacture of crude active substan
3.1.3  Salt formation / Purh‘“ :

Crystallization

StS

General Finishing Steps

3.52 Pri i ng / sealing the active substance within a packaging material
which is i ith the substance)

identification or traceability (lot numbering) of the active substance)

3.6

Quality Control Testing

3.6.1 Physical / Chemical testing

Active Substance : CYCLIZINE HYDROCHLORIDE

3.1 | Manufacture of Active Substance by Chemical Synthesis
3.1.2 Manufacture of crude active substance
3.1.3 Salt formation / Purification steps :

Crystallization

3.5 | General Finishing Steps
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 p
material or container. This also includes any labelling of the material which could
identification or traceability (lot numbering) of the active substance)

3.6 | Quality Control Testing
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[ 3.6.1 Physical / Chemical testing

Active Substance : TOFOGLIFLOZIN

3.1 | Manufacture of Active Substance by Chemical Synthesis
3.1.1 Manufacture of active substance intermediates
3.6 | Quality Control Testing

3.6.1 Physical / Chemical testing

Active Substance : TROSPIUM CHLORIDE

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 :
Crystallization e
3.5 | General Finishing Steps
3.5.2 Primary Packaging (enclosing / seali E-Ctgs!mce within a packaging material
which is in direct contact with the s
3.5.3 Secondary Packaging (placin imary package within an outer packaging
material or container. This also inc of the material which could be used for
identification or traceability (lot n e active substance)
3.6 | Quality Control Testing

3.6.1 Physical / Chemi

Active Substance :

3.1

Manufacture of Active Substance by Chemical Synthesis

3:1:1 ManufaVve substance intermediates

3.1.2 Manufactur crude active substance

3.1.3 Salt formation / Purification steps :
Crystallization

35

General Finishing Steps

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 : BAMBUTEROL HYDROCHLORIDE Q

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
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Crystallization

3.5 | General Finishing Steps

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,

material or container. This also includes any labelling of the material which could'

identification or traceability (lot numbering) of the active substance) L
3.6 | Quality Control Testing

3.6.1 Physical / Chemical testing $
Active Substance : EFAVIRENZ

y A

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 : ‘

Crystallization

3.5 | General Finishing Steps
3.5.2 Primary Packaging (enclosi eali active substance within a packaging material
which is in direct contact with the sub
3.5.3 Secondary Packaging (plac d primary package within an outer packaging
material or container, This alsg,inc abelling of the material which could be used for
identification or traceability of the active substance)

3.6 | Quality Control Testing
3.6.1_Physigdl’ Ch icw‘“

Activ

e Substance : CIWE

3.1 | Manufacture of Active Substance by Chemical Synthesis
3.1.3  Salt formation / Purification steps :
Precipitation
3.5 | General Finishing Steps
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 : DAPAGLIFLOZIN
=N
3.1 | Manufacture of Active Substance by Chemical Synthesis
3.1.1 Manufacture of active substance intermediates - ; !
3.6 | Quality Control Testing

OmTE EUTE

3.6.1

Phycinnl /. Chemical fed'ing'
STREVT vy Uance vare:
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A 39 3
e ) \i\;

20
“CUREWEC??

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 :
Crystallization

3.5 | General Finishing Steps

3.5.2 Primary Packaging (enclosing / sealing the active substance
which is in direct contact with the substance)
3.5.3 Secondary Packaging (placing the sealed primary p ithin a er packaging
material or container. This also includes any labelling of ateri d be used for
identification or traceability (lot numbering) of the active §tibstanc

3.6 | Quality Control Testing

3.6.1 Physical / Chemical testing .

Active Substance : ATAZANAVIR SULFATE "
N
3.1 | Manufacture of Active Substance by Chemical Synthesis

3.1.3 Salt formation / Purifigation
Crystallization

3.5 | General Finishing Steps

3.52 Pri

which is i

3.5.3

material or cont also includes any labelling of the material which could be used for
identification or trai ility (lot numbering) of the active substance)

3.6 | Quality Control Testing

3.6.1 Physical / Chemical testing

Active Substance : FOSINOPRIL SODIUM

3.1 | Manufacture of Active Substance by Chemical Synthesis

3.1.1 Manufacture of active substance intermediates
3.6 | Quality Control Testing

3.6.1 Physical / Chemical testing

Active Substance : LACOSAMIDE

3.1 | Manufacture of Active Substance by Chemical Synthesis

3.1.1 Manufacture of active substance intermediates
3.6 | Quality Control Testing

3.6.1 Physical / Chemical testing
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Clarifying remarks (for public users)

Signatory : Mrs Linda Gallais, head of starting materials inspection department --- The A ot
issue hard copies of good practices certificates ;

2020-01-27 Name and si
Competent

erson of the

nfiden
National Agency for Medicines and Health
roduets Safety :

: Confidential

ax Confidential
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CHILI

APOSTILLE
(Convention de La Haye du 5 octobre 1961)

1.République frangaise
Le présent acte public
2. a été signé par Eric CHAUVINEAU
3. agissant en qualité¢ de notaire associé
4. est revétu du sceau/timbre de son étude a
AMBERIEU-EN-BUGEY

Attesté

5.aLYON

6. le 10 Juin 2020
7. par le Procureur Général prés la Cour d’appel dej.yon
8. sous le n° 3656 (6 pages)

10. Signature
Jean-Francoi

: seulement I'authe icité de la sWre, du sceau ou
‘ent. Elle ne signifie pas que le contefu du document est

épublique frangaise approuve son contenu.”






