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Cartificate Mo: [T-AP|/77/H/2014

CERTIFICATE OF GMP COMPLIANCE OF A MANUFACTURER

Part 1

@ fln ml h ”ﬂ 'f]'.' \'Iﬂm 1':'|' fl‘ ‘ﬁ

Tlssued following an inspecticn in accerdance with Art. 111(5) of Directive 2001/83/EC

The competent authority of aly cenfirms the following:
The manufacturer PROCOS 5.P.A.
. Site address Via Matieotti, 249 - 28062 CAMER] {NO)

ls an active substance manufacturer that has heen inspected in accordance with Act. 111(1) of
Directive 2001/83/EC transposad in the following national legislation: D.L. n, 219 of 24™ April 2006
art, 53

From the knowledge gained during inspection of this manufacfurer, the lstest of which was
conducted on 10/31/2013, it is considered that it complies with the Good Manufacturing Practice
requirements referred to in the pringiples 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 fime of the inspection noted above
and should not be relied upon to reflect the compliance status if more than three years have elapsed
since ihe date of that inspection, after which tinie the issuing authority should be consulied.

The authenticity of this certificate mey be verified with the ssufng autharity.

AIFA lialisn Medigines Agancy

Mannfaciuning Authorizetion Offics

“ig del Tritane, n* 131 - 00187 ROMA {ITALY)

Tel +3006597 54435 Fax +3g0669784312
wehsitg: waw agenziafanmaco. it
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Part 2

Name and address of the site:
PROCOS 5.P.A. - Via Matteotti, 249, 28062 CAMERI (NQ)

Nama of the active Substances manuefactured or Imported:

SLVERINE CITRATE

]

CLOFEDANDL HYDROCHLORIDE

CHLORCPYRAMINE HYDROCHLORIDE

DALFAMPRIDINE

R

DEOFEMENE HYDROCHLORIDE

FLLBANATL

PHENELZINE SULFATE

PHENYLTOLOXAMIME CITRATE

GUANFACINE HYDROCHLORIDE

LOPERIDONE

|SOPRAPAMIDE |ODIDE

LABETALOL HYDROCHLORIDE

LEVOSULPIRICE

LURASIDOMNE HYDROCHLORIDE

MEMANTINE HYDROCHLORIDE

METHOXYPHEMAMINE HYDROCHLORIOE

MAFTIDROFLRYL HYDROGEN OXALATE

MAFTOFITHL

R

ORPHENALRINE CITRATE

ORPHEMADRINE HYDROCHLCRIDE

PYRIDOSTIGMIME BROMIDE

PROPAFENONE HYDROCHLORIDE

RAMOLAZINE

SIWVELESTAT SODILM TFTRAHYDRATE
», [TROSFIUM CHLORIDE

. fg. TUAMIMNOHEFTANE SULFATE

o

‘;""P AIFA Itelizn Medisings Apency
- ) Mznufacturng Autharication Offico

Wia gel Tritone, n” 181 « Q0187 ROMA (TAMY)
. Tel4-3906557454230 Faw +380660734312
webslte: yvaagenziafsrmaca.if
EI8 1744
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3 - Manufacturing Operations - Active Substances
ALVERINE CITRATE

. 1 1 Manufar:ture crf active fubstance mtermed[ates
2.1.2. Manufacture of crude active substance
3.1.3, Salt forma‘tlon {/ Furification steps:

3.5.1. Physical prncessmg steps

Drying, sieving, mill ing/micranisation
3.5.2. Primary Packaging (enclosing / sealing the active substance within a
packazing material which is in direct cortact with the substance)
4.5.3. Secondary Packaging [placing the sealed primary package within an
louter packaging material or container. This also includes any labelling of the
material which coutd be used for ideatification or traceability (lot
numbcrlng} ofthe actwe substance}

3.6. 1 F'hysmal f Chemlcal testing

3 - Manufacturing Operations - Active Substances
T _..-‘.‘ _u- ST N & '. ‘:ﬂe‘ R By i gt s e e A 2 e e

AlFA italian Medicines Agency
Manufacturing Adhorfzation Offiee
Wia el Trtore, n* 181 - 00187 ROMA (ITALY)

T'ed +300G507 84485

Fax +3DUB5S7E43 17

wahsite: wore aabnziafarmace.

SIS 1748
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3 - Manufacturing Qperations - Active Substances
CLDFEDANDL HYDROCHLORIDE

N e BT AR SubSiance by Chemtal Synihesis

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

3.5.10 Physnca procc551n=r step

Drying, sieving, milling/tnicronisation

3.5.2. Primary Packaging (enclosing / scaling 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

36 -0

numberin }ofthe ac’cfve 5ubstance}

3 6.1. Physmal ,f Chemmal testmg

CHLOROPYRAMINE HYDROCHLCIBIDE

'3 - Manufacturing Operations - Active Substances

C o IMangfaicta

B Aekive Sibstaned Py e foat Synthesis

1.1, Manufacture of sctive substance intermediates
3.1.2. Manufacture of crude active substance
3.1.3. Salt formation / Purification steps:
Cr\;stalllsat on

General Fims

Sy

3.5.1. Phys:ca[ processmg steps
Drying, sieving, milling/micronisation

AlFA halian Medicines Agsnay

tWanufacturing Authorizstion Cffiee

wia dai Tritone, n° 181 - 00157 ROMA ATALYY
Trl A+SAVEHETH44 65
wWEbsite: Wi AgenzialAnnacn. it

515 1743

Pe
P

Fax +320648784512

Mage 4




Document: SMF-001 Vers. 13 | Attachment 3 Vers. 3[Effective date 11" December 2014 |[Expiry Date: 11" December 2017

5 of 19

o

15 5'.&

/-)( j’
1. /‘zx B AL - AT

AIE\

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
louter 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}

Ciaality Gorkesl Thsting

Tt

31.6.1. Physical / Chemical testing

3 - Manufacturing Operations - Active Substances
- DALFAMF'RIDINE

34

L ManiHactage Bf hetive Subitanica by Eher

IR -y

cal Synthesis -

3.1.1. Manufacture of active substanee intermediates
3.1.2. Manufacture of crude active substance

3.1.3. Salt formatian / Purificatlon steps:
Crystalllaatlon

35, g

3.5.1. F‘hysmal pracessing steps

Drying, sieving, milling/micronisation
3.5.2. Primary Packaging {enclesing / sealing the active substance within
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 identificationor traceability (lot numbering)
of the ar:twe substance}

AN Physuca\fchemncal testing

- Manufacturing Operations - Active Substances

vy

V-

AlRA Itatizn Wodicines Agency
Msrefacturing Autherization Ofice
Wiz del Tritons, n® 181 - 00187 ROMA [ITALY)

Tels 390655794468

Fax +380659784312

wrglysite: woran. aranzlafanyaca. it

38 ;1748
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GMP
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5.1, ﬂ

35,2

2 - Manufacturing Operations - Active Subsiances
DR'DFENINE HYDRDCHLDRIDE

Mianiiaetireiof Ackive
3.1.1, Manufacture m‘ active substance mtermedlates
3.1.2. Manufacture of crude active substance
1.1.2. Salt formation / Purification steps:

3.5 0

3 5.1, Phy:;lcal pmcessmg stepf.
Drying, sleving, milling/micranisation

3.5.2. Primary Packaging (enclosing / sealing the active substance within a
nackaging material which is in direct contact with the substance}

3.5.3. Secondary Packaging (placing the scaled primary package within an
outer packaging material or container. This alse includes any lakelling of the
ratarial which could be used for identification or traceability (lot
numbering} ofthe actwe substance)
owality€ o
3.6.1. ths:cal/[hemlcal tcstmg

AICA Ttalian Medicines Agency
wlanufacturing Aathorization Cllicn
\a del Tritone, n* 181 - DOTAT ROMA {TALY)
Tal, 1300659 TEa180 Fay +3%0BA2784312
wsbsite: Wi agenzisfarmaco.it
5151748
Pago &
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3 - Manufacturing Bpera’-c'ﬁ.oné - Active Substances
FELBAMATE

T

R

Mahutacty stance BV CRemical Synthiasis

3.1.2. Manufacturc of crude active substance
1.1.3. Salt formztion / Purification steps:
Crystallisation

.+ |Gen eral Finishiag st
13.5.1. Physlcal processing steps

Drying, sieving, milling/micronisation
3.5.2. Primary Packaging (encloslng / 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 alse includes any labelling of the
material which could be used for identification ar traceability {lot
numbering] Df the active substance)

56 -

3 6 1. Physwal ,f Chermcal testing

3 - Manufacturing Operations - Active Substances
PHENELEINE SULFATE

ManiFaptire ot BElVE Sibstance by ChemigilSynthess ~ 7 .

3.1.1. Manufacture of active substance intermediates

3.1.2. Manufacture of crude active substance

3,1.3, Salt formation / Purification steps:
Crystallisation

L Gt R IShHE R eps

[3.5.1. Physical processing atcps
Drying, siaving, milling/micronisation

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
nuter packaging material or container. This also includes any labelling of the
material which could he used for identification o traceability (lot
numbering} of the active substance)

AIFA tallan Medizines Agency

Manufacturing ALlorization Office

Vi del Tritane, n° 189 - 87 ROBA (ITALY}

Tel 19088764439 I gt +FYIBEA 8431 2
wishiiba: verw. agenzistannacg. |t

G5 1748
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2.6.1. Ph\fSIEEI] / Chemical testing

3-Ma r'i'ﬁf‘;uﬁiﬁfi'h_g__ﬂperatiuns - Active Substances
PH ENYLTOLO}(AMINE CITRATE

3.1.1. Ma nufacture of ar*twe substance |ntermer:l|ates
3.1.2. Wanufacture of crude active substance
3.1,3. Salt formation / Purification steps:

3. 5.1, Phyqrca[ pmcessmg steps
Drying, sieving, milling/micronisation

3.5.2. Primary Packaging (enclosing / sealing the active substance within 2

packaging material which is in direct contact with the substance)

3.5.3. Secondary Packaging (placing the scaled primary package within an

outer packaging material or cantainer. This also includes any labelling of the

material which could be used for identification or traceaklity {lot

numbenng] thhe active substance)

36 .

3 6.1. Physical f Chemma] testing

[3- Manufacturing Opearations - Active Substances
GUAN FACINE HYDROCHLDRII}E

3.1.1. Manufarfture Ofac’cwe subs’cance lrl’l:ermedlates
3.1.2. Manufacture of crude active substance

3.1.3. Salt formation f Purification steps:

C sta\lisation

Bh. el :
a 3.5.1. Ph\,rsu:a\ processmg stepg
Dirying, sieving, milling/micronisation

3.5.2. Primary Packaging [enclosing / sealing the active substance within a
packaging material which is in direct contact with the substance)

AIFS talian Medicihes Agohcy
- Iz Geeiuring Authorization Gffice
Yig del Trifgne, 0™ 181 - #0187 ROMA [ITALY)
Tel. 380859784489 Fax +300859784312
wehsils: ww Agghaista oo i
GG ¢ 174l
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P
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3.5.3. Secondary Fackaging (placing the sealed primary package within an
cuter packaging matarial or container. This also includes any labelling of the
material which could be used for identification or traceability (lot
numbering] of the actlve subs‘cance)

T

AntrelTasting

3.6.1. Physical / Chemical testing

3- Manufacturmg Dperatlons Active Substances
ILDPERIDDNE

3‘1

3 1 1. Manufactur"e nf actwe substance mtermedmtes
3.1.2. Manufacture of crude active substance

2.1.3. Salt formation / Purification steps:
Crystallisation

Géraral Finishing Step

3.5.1. Fhysical processing steps

Drying, sieving, milling/micronisation
4.5.2. Primary Packaging {enclosing / sealing the active substance within
packaging material which is in dircct 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 traceabflity {Jot
nurmbering) of the active 5ubstanc91

“lauality Cont

2.6,1, Physical / Chemlca! festing

3 - Manufacturing Operations - Active Substances
ISOPRDPAMIDE 10DIDE

~IMEnUfactire of:

ACIVE BuBstanee by Chirilical Synthesis

3.1.1. Manufaciure of active substance intermediates

3.1,2. Manufacture of crude active substance

2.1.3. Salt formation / Purification steps:
Crystallisation

AlfFA Falian Madicines Agency
Manufacturing suthorizalicn Office
ia del Tritens, n° 161 - B0187 ROMA {TALY}

Tl +350B50TE4489

Fax +350850784312

websiie; whn. agenz @lammase i

313 : 1748

1°C
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HlGEREFar Finishing $Tép:

3.53.1. Physical processing steps
Drying, sleving, milling/micronisation
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. Seccndary Packaging {placing the sealed primary package within an

material which eould be used for identificatian or traceability {lot

)

outer packaging material ar container. This also includes any lzbelling of the

R

2 - Manufacturing Operations - Active Substances

LABETALOL HYDROCHLORIDE
34, iffacrire of Active Slibstancaly: Chiemical Sycthiess «

3.1.1. Banufarture of active substance intermediates

3.1.2. Manyfacture of crude active substance

2.1.2. Salt formation / Purification steps:
Crystallisation

T [Gameral Einjishig Ste
3.5.1, Physical processing steps

Drying, sieving, milling/micronisation
3.5.2. Primary Packaging (enclosing / sealing the active substance within a
packaging matertal which is in direct contact with the substance)
5.5.3. Secondary Packaging (placing the sealed primary package within an
louter packaging material or container. This also includes any labelling of the
material which could be used for identification ar traceabllity ilot

numbering) of the active substance}
ity Cdtrol Testin

b 3.6.1. Physical / Chemical testing

AlFA lalian Medicines Agency

Manufactodng Acthodzation Offive

Vig dal Tritone, n* 181 - Q0187 ROMA (ITALY)

Tel +300RSATHA 188 Fax +30(E89784312
wabsits: wareragenziafarmac. f

8151744

PC
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AlFA

3 - Manufacturing Operations - Active Substances
LEVOSULPIRIDE

LA S

e Sabstanca by Chainical Syfthesis
3 1 2. Manufar_ture c:f crude active substance

%.1.3. Salt formation /Purification steps:

cr\,.rstalhsatlon

-

2, 5 1. th.-u.a& procesyng 5tep5
Drying, sisving, milling/micronisation
3.5.2. Primary Packaging (enclosing / sealing the active substance within a
packaging raterial which is in direct contact with the substance)
3.5.3. Secondary Packeging (placing the sealed primary package within an
auter packaging material or container. This also cludes any labelling of the
material which could be used for identification or traceability {lot
numberlng} cnfthe actwe substance}

3. E 1 Physmal ! C1em1ca| testing

3 - Manufacturing Operations - Actlve Substances
LURASIDONE HYDRDCH LURIDE

Manufacture of actwe su bstance mfermedxateq

rManufacture of crude active substance
3. Salt formation / Purification steps:
crystallisation

3,5.1. Physical processing steps

drying, sieving, milling/micronisation

2.5.2. Primary Packaging (enclosing / sealing the active substance within a
packaging material which Is in direct contact with the substance)

3.5.3. Secondary Packsging [placing the scaled primary package within an
buter packaging material o7 container. This also ircludes any labelling of the
material which could be used for identification or traceability {lat
numbering) of the active substance]

A

AIFA atizn Medicines Agency

ManUfacturing Authorizetion Ofice

Wia dal Tritong, m* 187 - DUTES ROMA (ETALY]

Tl +3906597B44BS Fax +2008597 84542
weahsiter v agenziafarmage. it

al5 1748
Panga 11
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3.6.L Physical / Chemical testing

3 - Manufacturing Operations - Active Substances
MEMANTINE HYDRQCHLORIDE

R

Mariufacture of Wetie nce By Chemical Synth

3.1.1. Manufacture of active substance intermediates
2.1.2. Manufacture of erude active substance
3.1.3. Salt formation / Purification staps;

Crvstaillsatlon

3 5 1 Physieal proccssmg steps
Drying, sigving, milling/micronisation

2.5.2.. Primary Packaging (enclosing / sealing the active substance within a
packaging raterial which is in direct contact with the substance)

3.5.3. Secondary Packaging [placing the sealed primary package within an
nuter packaging material ar container. This also includes any iabelling of the
material which could he usad for identification or traceability {lot

numbcrmg} ofthe ac‘cwe substance)

3. 6.1. Physical / Chemlcal testing

3 - Manufacturing Operations - Active Substances

M ETHOXYPHENAMINE HYDROCH LDRID

«,;,:“ =

hanutastione ot g

3.1.1. Manufacture of actn.ve substance mtermedmtes
3.1.2. Manufacture of crude active substance

2.1.3. Sak formation / Purification steps:
Cwstallisation

2. 5_1 thmcal pmccssmg steps
Drying, sisving, milling/micronisation
3.52. Primary Packaging (enclosing / sealing the active substance withina

packaging material which is in direct contact with tha substance)

AIFA ltalian Medicines Anancy
tlanufacturing Authorization Office
Wia del Triionz. n® 181 - OD187 ROMA (FTALY)

Tal 4390859754429

Faw +380659784312

wetisite: wuna. agonzietamsoo. it

318 1748

P
Gar
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AlFA

3.5.3. Sacondary Packaging (placing the sealed primary package within an
outer packaging material or container. This also includes any labelling of the
rmaterial which could be used for identification ar traceability {lot

numbermg} of the ac‘nve substance}

3 6 1. Phys cal / Chemlcal testing

3- Manufactuf'i'né Operations - Active Substances

NﬂLFTiDROFURYL HYDROGEN OXALATE

g

déture af Active Sufista

3 1 1. Manufacture of active substance lntermedlates
3.1.2. Manufacture of crude active substance
3.1.3. Salt formation / Purificaticn steps:

“laeneral Finishif

Crvstalllsatmn

3.5.1. FPhysical processm,n1 steps

Drying, sieving, milling/micranisation
3.5.2. Primary Packaging (enclosing / sealing the active substance within a
packaging material which iz in direct contact with the suybstance)
4.5.3. Secondary Packeging {placing the sealed primary package within an
louter packaging material ar container. This also includes any [zbeling of the
mataral which could he used for identification or traceability {lot
numbering) nfthe active substance)

il

3.6.1. Physical / Chemical testmg

3 - Manufacturing Operations - Active Substances

NAFTOPIDIL

- - IManuficitre of Active Subistap

5.1.1. Manufacture of active substance mtermecflates

3.1.2. Manufacture of crude active substance

3.1.3, Salt formation / Furification steps:
Crystallisation

AIFA ttalian Medicines Agoney
Manufagturing Authorization Ofiles
Yia dol Tiitene, n* 481 - 00187 ROMA {ITALY)

Tol +380659754489

Fax +35065%754312

weDSite sy aq eliziafarmaco.d

SIS 10l

PG
GNP
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3 5 1 Physmal proces:mg steps

Drying, steving, milling/micronisation
3.5.2. Primary Packaging (enclosing / sealing the active substance within a
packaging material which is in direct contact with the substance}
2.5.2. Secondary Packaging {placing the sealed primary package within an
nuter packaging material or container. This also includes any [abelling of the
material which cauld be used for identification or traceability {fot

numbermg] thhe actwe subs‘cance}

3.6. 1 Physmal f{:hemlcal testmg

13 - Manufactufing Operations - Active Substances

AlFA Halizan BMeddicines Agency

WManufashuring &uthazation (iiice

g dal Trove, n' 131 - 00187 KOMA [TTALY)

Tl +2005597 64480 Fax +390Ra57E4 312
wehsite: wow.agonafarmaco it

BlEA¥AD
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AlFA

3 - Manufacturing Operations - Active Substances

ORPHENADRINE CITRATE

anufactire of Active Substarice by Chiémical Syifthedls

3,11, Manufacture af active substance intermediztes
2,12, Manufacture of crude active substance

3.1.3. Salt formation / Purification steps:
Crystallisation

- YGéneral Finishing Step

numhenng] cf the active suhstance}

3.5.1. Physical processing steps

Drying, sieving, milling/micronisation

=.5.2. Primary Packaging {enclosing / sealing the active substance within a
packaging material which is in direct contact with the substance)

1.5,3, Secandary Packaging {placing the sealed primary package within an
cuter packaging material or container. This also includes any labelling of the
material which cauld be used for identification er traceability {lot

3.6.1. Ph\,rsical f Ch emical tes’ting

3 - Manufacturing Operations - Active Substances
ORPHENADRINE HYDROCHLORIDE

3% R

ARNCTCE e O et Eksuhstan:e by Cheinjcal Syfthisi

3.1.1. Manufacture of active substance intermeriates
B3.1.2. Manufacture of crude active substance

8.1.3. Salt formation / Purtfication steps:
Cwstallasatmn

>
o,
id

3.5. 1 PhysncaE processing 5tep5

Drying, sieving, milllng/micronisation
3.5.2. Primary Packaging {anclesing / sealing the active substance within a
packaging material which is in direct contact with the substance)
3.5.3, Secondary Packaging (piacing the sealed primary package within ar
outer packaging material or container. This alsa includes any labelling of the

material which could be used for identification or traceability ot

AlFA tzlian WMedicines fgency
Manubackuring Autharzation L
wia del Trtone, n* 181 - 00107 RO [ITALY)

Tel +390885704 408

Fax +ADOAEG7RAZ1 2

webaTia: wany.soenziafarmao. |
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B.6.1. Physical fChermLa! testmg

3 - Manufacturing Operations - Active Substances
PYRIDDSTIGMINE BROMIDE

RAan GracTuT 6 OF ACLIVE SUbatante By GHETICaT synthess

3,11, Manufacture of active substance intermediates
3,1.2. Manufacture of cruge active substance
3.1.3. Salt formation / Purification steps:

Crystalllsatton

. 5 1. Phyau:al processing steps

Drying, sleving, milling/ micranisation
3.5.2. Primary Packaging {enclosing f sealing the active substance within a
packaging matetizl which is in direct contact with the substance)
3.5.3. Secondary Packaging {placing the sealed primary package wittin an
outer packaging material or container. This also includes any [aballing af tha
material which could be used for identification or traceability (lot

numbermv‘] Df th actn emhs‘cance}

.3 ‘5 1 Physucalf{:hemnca[ testmg

3 - Manufacturing Operations - Active Substances
PRDPAFENUNE VDROCHLDRIDE

T

\re 51 l:lstan

3.1, 1 Manufacture of active substance |ntermed|ates

3.1.2. Manufacture of crude active substance

2.1.3. Salt formation / Purification steps:
Cr",fstalhsa’c[on

357

!

s
4%

h
B
o

3 5 1. Physmal pracessmg %teps
Drying, sieving, milling/micronisation
3,5.2. Primary Fackaging {enclosing / sealing the active substance within 2

4
¢ AIFA Balian Medicines Agency

FVES Manutzcturing Authedzation Otfice
=" fia dal Tritong, n° 181 - 00187 ROMA (TALY}

Tel+39068%7E4488

Fax +30NAGATE4312

wehsite: Wi agsnziafarmaco il
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AFA

packaglng materizl which is in diract 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 lakelling of the
material which could beused for identification or traceability {lot numbering)
ofthe actrve substa nce]

3 6 1. F‘hvsmal / Chemlcal tesiing

3 - Manufacturing Operations - Active Substances

RANOQLAZINE

e L T i

RAanufactuie b adtive. 50 stance By Chamieal

3.1.1. Manufacture of active substance |ntermed|atcs

3.1.2. Manufacture of crude active substance

2.1.3. Salt farmation / Purification steps:
Crystalllsation

" GEnarat Finishing Sieps. 5

3.5.1. Physical processing steps

Drying, sieving, milling/micronisation

3.5.2. Primary Packaging (enclosing / sealing the active substance within a
nackaging material which is In direct contact with the subsiance)

3.5.3. Secendary Packeging (placing the sealed primary package within an
outer packaging material or container. This alsq includes any labelling of the
material which could be used for identification or traceability (fot

numbermg] ofthe actwe suhstance)

3.6.1. Phys;ca[ f' Chemlcal testing

3 - Manufacturing Operations - Active Substances
SIVELESTAT SODIUM TETRAHYI:‘.IRATE

Che;%iralsynthems .

3.1.1. Manufacture of active substance intermediates

3.1.2. Manufacture of crude active substance

%.1.3. 5alt formation / Purification steps:
Crystallisation

AIFA Italian Medicinoes foency
Manufaciuing Avthoreation Oifice
Wia del Tiitone, n* 181 ~ 00187 ROMA [ITALY

Tel+380658754230

Fax + 330853784312

webaite: wwn e afanrEen. i
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3. 5 1. Ph',fsu:ai prcu:essmg steps

Drying, sizving, milling/micronisation

3.5.2. Primary Packaging (enclosing / sealing the active substance within a
packaging material which is in direct contact with the substance)

1.5.3. Secondary Packeging (placing the sealed primary package within an
outer packaging material or container, This also includes any labelling of the
material which could be uged for identification or traceability {lot
numberlng} ot the active substance)

0 uall,ty‘Cantrol Testin
3.6.1. Physical / Chemical testing

3.6 -

3 - Manufacturing Operations - Active Substances
TRGSPIUM CHLOR[DE

l & by Chemical Syhthests |
3 1 1 Manufar:ture c:'F actwe substancf. intermediates
%.1.2. Manufacture of crude active substance
5.1.3. Salt formation f Purtfication steps:
Crystalhsatmn

3 5 1 Physn:al processmg steps

Drying, sigving, milling/micronisation

3.5.2. Primary Packaging (enclosing / seafing the acfive substance within a
packaging material which is in direct contact with the substance)

3.5.2. Secondary Packaging {placing the sealed primary package within an
louter packaging material or container. This also includes any fabelling of the
material which could be used for identification or traceability {lot
numhermg} of the active substance)

LAl R CoBEFOl T eatin
3.6.1. Physical / Chemical testing

AIRA falian Medicines Agency
. tanfacturing Adthorzation Sifice
Via del Tritone, n" 181 - D087 ROMA 1TALY}
Tel +380659754489 Fax +330650724312
WEISIE! W AganZiglamace. i
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3 - Manufacturing Operations - Active Substances

TUAMINQHEPTANE SULFATE

T, o N e

Ve Subsianie by Chemisalavrthesis.,

3,1,1. Manufac’cure of active substance itermediates
3.1.2. Manufacture of crude active substance
3.1.3. Salt farmation / Purification steps:
Crystalllsatmn

5.1, Physical processmgsteps
Drying, sieving, milling/micranisation

3.5.2. Primary Packaging (enclosing / sealing the actlve substance withina

packaging matarial which is in direct contact with the substance)

3.5.3. Secondary Packaging (placing the sealed primary package within an

outer packaging materizl or contairer, This also includes any labelling of the

material which could be used for identification or traceability {lot

numbenn x) of the actwe fubﬁtance]

3.6.1. Physmal ,r’ Chemical testing

Restrictions or clarifying remarks:
Manufactured APls marked as confidential are for clinical use only,

Rarna, 10/21/2014

S GARRy Name and signature of the authorised
; person of the Cornpetent Authority of
Regublic of ltaly

~

Dotk Renato Massimt
AlFA — Manufacturing Authorization Office

AlFA ltalian Medlcines Agency
Manufacturing Authorizetion Officn
Vi disl Trilgns, 0° 181 - D01ET ROMA (TALY]

el +39064E7 84408

Frue +390659784312

wabsiic: wivw aganziafamacs. it
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