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Certificate No: IT-API/14/H/2017

CERTIFICATE OF GMP COMPLIANCE OF A MANUFACTURER

Part 1

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

The competent authority of [taly confirms the following:

The manufacturer BIDACHEM S.P.A.

Site address S.S. 11 (Padana Superiore), 8 - 24040 FORNOVO SAN GIOVANNI (BG)

Is an active substance manufacturer ’chat h-eda erndnspecf'éH m%ecprdance with Art. 111(1) of
Directive 2001/83/EC transposed in the following national legislation: D.L. n. 219 of 24™ April 2006
art. 53

From the knowledge gained during inspection of this manufacturer, the latest of which was
conducted on 2016/07/29, it is considered that it complies with the Good Manufacturing Practice
requirements referred to in 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.

The authenticity of this certificate may be verified in EudraGMDP. If it does not appear, please
contact thg issuing authority.

AlFA - ltalian Medicines Agency

GMP Inspections and Manufacturing Authorizations of APls Office
Via del Tritone, n® 181 - 00187 ROMA (ITALY)
Tel.+390659784409 Fax +390659784617
website: www.agenziafarmaco.it

SIS : 7101
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Name and address of the site:
BIDACHEM S.P.A. - S.S. 11 (Padana Superiore), 8, 24040 FORNOVO
SAN GIOVANNI (BG)

Part 2

Name of the active Substances manufactured or imported:

NICOTINIC ACID BUTOXYETHYL ESTER
AMBROXOL HYDROCHLORIDE
BROMHEXINE HYDROCHLORIDE
CARBOCISTEINE LYSINE SALT
CIMETROPIUM BROMIDE
CROTAMITON

DABIGATRAN ETEXILATE MESILATE
DROPROPIZINE

EMPAGLIFLOZIN

FLIBANSERIN

KETOPROFEN

KETOPROFEN LYSINE SALT
LEVODROPROPIZINE

MELOXICAM

NITROFURANTOIN

NONIVAMIDE

ORCIPRENALINE SULFATE
RIBAVIRIN

SODIUM PICOSULFATE

3 - Manufacturing Operations - Active Substances

NICOTINIC ACID BUTOXYETHYL ESTER

51 [Manufacture of Active Substance by Chemical Synthesis

AIFA - ltalian Medicines Agency

GMP Inspections and Manufacturing Authorizations of APls Office
Via del Tritone, n® 181 - 00187 ROMA (ITALY)
Tel.+390659784409 Fax +390659784617

website: www.agenziafarmaco.it
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AlFA

3.1.2. Manufacture of crude active substance
3.1.3. Salt formation / Purification steps:
distillation

|General Finishing Steps

3.5.2. Primary Packaging (enclosmg/ seallng the actlve 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 testmg

3 - Manufacturing Operations - Active Substances

AMBROXOL 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:
crysta!llsatlon salt formation
3.5

3. 5 1 Phy5|cal processing steps

drying,sieving

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
numbermg) of the active substance)

3.6

: Qualjty Control Testmg

3.6.1. Physical / Chemical testing

AIFA - ltalian Medicines Agency
GMP Inspections and Manufacturing Authorizations of APIs Office
Via del Tritone, n° 181 - 00187 ROMA (ITALY)

Tel.+390659784409

Fax +390659784617

website: www.agenziafarmaco. it

SIS : 7101
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3 - Manufacturing Operations - Active Substances ,f;?f_.gf mo
44 3
BISACODYL NE
L
3.1 Manufacture of Active Substance by Chemical Synthesis R
3.1.1. Manufacture of active substance intermediates -
3.1.2. Manufacture of crude active substance 3.6
3.1.3. Salt formation / Purification steps: L
crystallisation S
3.5 [General Finishing Steps
3.5.1. Physical processing steps
drying,milling
3.5.2. Primary Packaging (enclosing / sealing the active substance within a 3-
packaging material which is in direct contact with the suhstance)
3.5.3. Secondary Packaging (placing the sealed primary package within an CAl
outer packaging material or container. This also includes any labelling of the -
material which could be used for identification or traceability (lot ﬂ
numbering) of the active substance)
36 |quality.Control Testing =~
3.6.1. Physical / Chemlcal testing P
;B}N 3 - Manufacturing Operations - Active Substances D
N s
¢ aE }ROMHEXINE HYDROCHLORIDE : '

30

[Manufacture of Active Substance by Chemical Synthesis

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

AIFA - ltalian Medicines Agency
GMP Inspections and Manufacturing Authorizations of APIs Office
Via del Tritone, n° 181 - 00187 ROMA (ITALY)

Tel.+390659784409

Fax +390659784617

website: www.agenziafarmaco.it
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crystallisation,salt formation :?E:
35  |GeneralFinishing Steps =
3.5.1. Physical processing steps =
drying,sieving
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)

36  lQuality Control Testing e

3.6.1. Physical / Chem:cal testmg

3 - Manufacturing Operations - Active Substances

CARBOCISTEINE LYSINE SALT

3t Manufacture of Active Substance by Chemical Synthesis
3.1.2. Manufacture of crude active substance

3.1.3. Salt formation / Purification steps:

salt formation

3.5 __[General Finishing Steps
3.5.1. Physical processing steps
drying,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)

- Quallty Controi Testmg

3.6.1. Physical / Chemical testing

AIFA - ltalian Medicines Agency

GMP Inspections and Manufacturing Authorizations of APIs Office
Via del Tritone, n® 181 - 00187 ROMA (ITALY)

Tel+390659784409 Fax +390659784617

website: www.agenziafarmaco.it
SIS : 7101
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3 - Manufacturing Operations - Active Substances

CIMETROPIUM BROMIDE

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
3. _General Finishing Steps
3.5.1. Physical processing steps
drying,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)
3.6 |Quality Control Testing

3.6.1. Physical / Chemical testmg

JEROTAMITON

3 - Manufacturing Operations - Active Substances

IManufacture of Active Substance by Chemical Synthesis

.1.2. Manufacture of crude active substance
.1.3. Salt formation / Purification steps:
distillation

AIFA - ltalian Medicines Agency
GMP Inspections and Manufacturing Authorizations of APls Office
Via del Tritone, n° 181 - 00187 ROMA (ITALY)

Tel.+390659784409

Fax +390659784617

website: www.agenziafarmaco. it
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AFA

35  |General Finishing Steps - - : ;
3.5.2. Primary Packaging (enclosmg/ sealmg the actlve substance W|th|n a
packaging material which is in direct contact with the substance)

e X _.//

“ja?h 3.5.3. Secondary Packaging (placing the sealed primary package within an

, ”i outer packaging material or container. This also includes any labelling of the
; "} material which could be used for identification or traceability (lot

fiy) numbermg) of the active substance)

36  |Quality Control Testing

3.6.1. Physical / Chemical .te'stmg

3 - Manufacturing Operations - Active Substances

DABIGATRAN ETEXILATE MESILATE

31 IManufacture 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:

crystalhsatlon salt formatlon

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
7 outer packaging material or container. This also includes any labelling of the
material which could be used for identification or traceability (lot

2 numbermg) of the active substance)

/8.6 ~|Quality Control Testing ]

3.6.1. Physical / Chemical testmg

AIFA - ltalian Medicines Agency

GMP Inspections and Manufacturing Authorizations of APls Office
Via del Tritone, n° 181 - 00187 ROMA (ITALY)

Tel. +390659784409 Fax +390659784617
website: www.agenziafarmaco.it

SIS : 7101
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AlFA

3 - Manufacturing Operations - Active Substances

DROPROPIZINE
81 . |Manufacture of Active Substance by Chemical Synthesis s
3.1.2. Manufacture of crude active substance ;

3.1.3. Salt formation / Purification steps: i
crystallisation .
355 A General EinfshingSteps gt iy L st e R i
3.5.1. Physical processing steps
drying,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 F
material which could be used for identification or traceability (lot =
numbering) of the active substance) 3
3.6 _ |Quality Control Testing ‘
3.6.1. Physical / Chemical testing
3
3 - Manufacturing Operations - Active Substances
EMPAGLIFLOZIN
_J
Manufacture of Active Substance by Chemical Synthesis .~ | /&)
3.1.1. Manufacture of active substance intermediates y-—a
3.1.2. Manufacture of crude active substance —
3.1.3. Salt formation / Purification steps: —
crystallisation I:
General Finishing Steps : B e
AIFA [tallan Med:cmes Agency Al
GMP Inspections and Manufacturing Authorizations of APIs Office G_[
Via del Tritone, n° 181 - 00187 ROMA (ITALY) Vi
Tel.+390659784409 Fax +390659784617 Te
website: www.agenziafarmaco.it e
SIS : 7101 SI
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3.5.1. Physical processing steps

drying
3.5.2. Primary Packaging (enclosmg/sealmg 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)
36  |quality Control Testing :
3.6.1. Physical / Chem|caI testlng

&

3 - Manufacturing Operations - Active Substances

FLIBANSERIN

31 |Manufacture of Active Substance by Chemical Synthesis
3.1.2. Manufacture of crude active substance

3.1.3. Salt formation / Purification steps:

crystallisation

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

LI IPR o Quality. Control Testing #

3.6.1. Physical / Chemical testlng

B -

S

[

AIFA - ltalian Medicines Agency

GMP Inspections and Manufacturing Authorizations of APls Office
Via del Tritone, n® 181 - 00187 ROMA (ITALY)
Tel.+390659784402 Fax +390659784617

website: www.agenziafarmaco.it
SIS : 7101
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3.5.1. Physical processing steps

drying,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}

3.6

__|Quality Control Testing

3.6.1. Physical / Chemical festlng

ﬁTOPROFEN

3 - Manufacturing Operations - Active Substances

LYSINE SALT

;3;1 : 5 1Manufacture of Active Substance by Chemlcai Synthesis
__-/f"' 3.1.2. Manufacture of crude active substance
3.1.3. Salt formation / Purification steps:
crystathsatlon salt formatlon
3.5 _|General Finishing Steps

3.5.1. Physical processing steps

AIFA - Italian Medicines Agency

GMP Inspections and

Manufacturing Authorizations of APIs Office

Via del Tritone, n® 181 - 00187 ROMA (ITALY)

Tel.+380659784409

Fax +390659784617

website: www.agenziafarmaco.it

SIS : 7101
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GMP
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3 - Manufacturing Operations - Active Substances N man

i,

KETOPROFEN / S |

- ﬁ.‘

3.1 _[Manufacture of Active Substance by Chemical Synthesis G

3.1.2. Manufacture of crude active substance \;\ é‘ A

3.1.3. Salt formation / Purification steps: R TR,

. crystallisation -
3.5 |General Finishing Steps
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drying,milling
3.5.2. Primary Packaging (enclosing / sealing the active substance within a
) 1-;!—---\ packaging material which is in direct contact with the substance)
Ez'g\ 3.5.3. Secondary Packaging (placing the sealed primary package within an
s \ outer packaging material or container. This also includes any labelling of the
E material which could be used for identification or traceability (lot
:&_ ( numbermg) of the active substance)
EL B.6 |Quality Control Testing :
E../ . 3.6.1. Physical / Chemlcal testmg
3 - Manufacturing Operations - Active Substances
LEVODROPROPIZINE
31 |Manufacture of Active Substance by Chemical Synthesis
3.1.2. Manufacture of crude active substance
3.1.3. Salt formation / Purification steps:
crystallisation
35 . [General Finishing Steps
3.5.1. Physical processing steps
drying,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
5 material which could be used for identification or traceability (lot
< numbermg) of the active substance)
\{?15 ; _|Quality Control Testing
/ 3.6.1. Physical / Chemical testing
AIFA - Italian Medicines Agency
GMP Inspections and Manufacturing Authorizations of APls Office
Via del Tritone, n° 181 - 00187 ROMA (ITALY)
Tel +390659784409 Fax +390659784617
website: www.agenziafarmaco.it
SIS : 7101
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AlFA

MELOXICAM

3 - Manufacturing Operations - Active Substances

L“;‘Jm*’ﬁ“ﬂ}

3.1.2. Manufacture of crude actlve substance

3.1.3. Salt formation / Purification steps:
crystall:satlon

B35

|General anshmg Steps.

3.5.1. Physical processing steps

drying,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
numbenng) of the active substance)

T

3.6

Quality Control Testing

T T

3.6.1. Physical / Chemlcal testmg

3 - Manufacturing Operations - Active Substances

NITROFURANTOIN

2

w
o

~ |[Manufacture of Active Substance by Chemical Synthesis

N/
~3

o

3.1.3. Salt formation / Purification steps:
crystallisation

LW
ey

__|General Finishing Steps

ST

3.5.1. Physical processing steps
drying,sieving
3.5.2. Primary Packaging (enclosing / sealing the active substance within a

AIFA - Italian Medicines Agency
GMP Inspections and Manufacturing Authorizations of APls Office
Via del Tritone, n° 181 - 00187 ROMA (ITALY)

Tel.+390659784409

Fax +390659784617

website: www.agenziafarmaco.it

SI15: 7101
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GMP
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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
numbermg) of the active substance)

: Quahty Controi Testing Eag

3.6.1. Physical / Chemlca! testmg

3 - Manufacturing Operations - Active Substances

NONIVAMIDE

31 |Manufacture of Active Substance by Chemical Synthesis
3.1.2. Manufacture of crude active substance

3.1.3. Salt formation / Purification steps:

distillation

8.5 |General Finishing Steps

3.5.2. Primary Packaging (enclosmg/ sea]mg the actwe 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)

8.6 lquality Control Testing Ha

' 3.6.1. Physical / Chemical testing

3 - Manufacturing Operations - Active Substances

gRClPRENALINE SULFATE

AlFA - Italian Medicines Agency

GMP Inspections and Manufacturing Authorizations of APIs Office
Via del Tritone, n° 181 - 00187 ROMA (ITALY)

Tel. +390659784409 Fax +380659784617
website: www.agenziafarmaco.it

SIS : 7101

T e
A .

2 Page 13

CcG
GMP




V:‘\ oy = (“1-}{

/f/z AT - } ////////// s / _7?////////

AlFA

3.1 [Manufacture of Active Substance by Chemical Synthesis =~ . /&
3.1.1. Manufacture of active substance intermediates b
3.1.2. Manufacture of crude active substance

3.1.3. Salt formation / Purification steps:

salt formation crystalllsatlon il
3.5 0 70 \GeneralFinishingStepse 00 0 T D e L .

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

: numbermg) of the active substance)

3.6  |Quality Control Testing

3.6.1. Physical / Chemlcal testlng

rmn

T

T3

3 - Manufacturing Operations - Active Substances

RIBAVIRIN

8.1 |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 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)

[&]

AIFA - Italian Medicines Agency Al
GMP Inspections and Manufacturing Authorizations of APls Office G,
Via del Tritone, n® 181 - 00187 ROMA (ITALY) Vi
Tel.+390659784409 Fax +390659784617 Te
website: www.agenziafarmaco.it We
SIS : 7101 S
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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)

5 33} -~ louality Control Testing

e 3.6.1. Physical / Chemical testmg

3 - Manufacturing Operations - Active Substances

SODIUM PICOSULFATE

31 - IManufacture 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,milling,sieving
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 / Chemlcal testing

T

AlFA - ltalian Medicines Agency

GMP Inspections and Manufacturing Authorizations of APls Office
Via del Tritone, n® 181 - 00187 ROMA (ITALY)
Tel.+390659784409 Fax +390659784617
website: www.agenziafarmaco.it

SIS : 7101
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Restrictions or clarifying remarks:

The Inspectorate adopted a risk-based approach for planning of inspections, therefore the
validity of the GMP certificate for this manufacturing site is not more than 42 months from the last
general GMP inspection, which was conducted on 2016/07/29. 1t will still be AIFA’s right to re-
evaluate the validity of the GMP certificate based on risk profile changes.

Rome, 2017/02/02
Name and signature of the authorised person of

Inspections and Manufacturing
Authorizations of APIs Office

AIFA - Italian Medicines Agency

GMP Inspections and Manufacturing Authorizations of APIs Office
Via del Tritone, n® 181 - 00187 ROMA (ITALY)
Tel.+380659784409 Fax +390659784617
website: www.agenziafarmaco.it

SIS : 7101
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Certifico io sottoscritto dr. Ezio Ricci, Notaio in Milano e iscritto al Collegio
Notarile di Milano che la presente copia fotostatica composta da 16 (sedici)
pagine & conforme all'originale documento.

Milano, 30 marzo 2017

Dr. Ezio Ricci Notaio
Piazza San Babila, n. 3 - MILANO
Tel. 02 - 6597205 - Fax. 02-654339







