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 LICENTA

[  SeriaAIMMIL ¢ - == . Nr. 044322

‘1

Denumirea autorititii de licentiere Camera de Licentiere

Denumirea, forma juridicd de organizare, sediul Societatea cu Raspundere Limitata
(adresa juridicd) a titularului de licenta "BIOSISTEM MLD" '

~ Data gi numdrul certificatului de - ,
. inregistrare de stat a titularului de licentd 12.08.2010 MD 0101250

Numdrul de inregistrare
a intreprinderii sau IDNO

1010600028048

Codul fiscal

Genul de activitate, integral sau partial, - * Importul, comercializarea, asistenfa tehniga’
pentru a carui desfasurare se elibereazd licenta si reparatia dispozitivelor medicale *

o Data eliberarii licentei 4 octombrie 2010
% yeReperfectatd: 1)19.10.2012:2)14.05.2014
b

Valabila pina la 4 octombrie 2015

- Prelungita pina la: 03.10.2020

Semndtura conducidtorului
autoritdtii de licentiere




BC “MOLDINDCONBANK” S.A.
Filiala “Invest”

Republica Moldova, MD-2068 Pecrrybmika Monzosa, MD-2068
mun. Chiginau, bd. Moscovei, 14/1 Data 1 L, lAN 2016 myH. Knmumy, 6ya. Mockoseit, 14/1
Tel. : (373-22) 43-44-81, 43-46-24 / / 7 Ten. : (373-22) 43-44-81, 43-46-24
Fax :(373-22) 43-44-22 Nr. ﬂ Z 9Z - / ﬂ ”/ ‘jo P daxc : (373-22) 43-44-22
cod: MOLDMD2X329 ' ' koa: MOLDMD2X329

Filiala ,,Invest” BC ,,Moldindconbank” SA confirmé existenta contului curent
in moneda nationala al “BIOSISTEM MLD” S.R.L. (c¢/f 1010600028048), cu
IBAN MD95ML000000002251429243.

Codul bancii MOLDMD2X329.

i
. nit [ .
Director JC Nina Turcan
SRR PR
& ' [ A :

Nina Balmus

Ex. Diana Brinza
Tel. 43-45-96
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. REPUBLICA ¥ MOLDOVA

GERTIFICAT
BE IWREGISTRARE

Societatea cu Rispundere Limitati "BIOSISTEM MLD"
— ESTE INREGISTRATA LA-CAMERA INREGISTRARII DE STAT

Numarul de identificare de stat - codul fiscal
1010600028048

12.08.2010

Data inregistrarii

12.08.2010
Data eliberarii ==

Svirepova Ludmila, registrator

" Funclia, numele, prenumele persoanei
care a eliberal certificatul

MD 0101250
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,CAMERA INREGISTRARII DE STAT” I.s.

Sectia fonduri speciale si informatii curente

EXTRAS

din Registrul de stat al persoanelor juridice

nr. 14419 din 11.07.2016

Denumirea completa: Societatea cu Raspundere Limitati «BIOSISTEM MLD».
Denumirea prescurtati: «BIOSISTEM MLD» S.R.L.
Forma juridica de organizare: Societate cu Riispundere Limitata.
Numarul de identificare de stat si codul fiscal: 1010600028048.
Data inregistrarii de stat: 12.08.2010.
Sediul: MD-2001, str. Albisoara, 16/1, ap.(of.) 7, mun. Chisiniiu, Republica Moldova.
Modul de constituire: nou creata.
Obiectul principal de activitate:
1 Activitatea farmaceutica;
2 Importul, fabricarea, comercializarea, asistenta tehnica si (sau) reparatia dispozitivelor
medicale si (sau) a opticii;
3 Acordarea asistentei medicale de catre institutiile medico-sanitare private;
4 Comertul cu ridicata al calculatoarelor, echipamentelor periferice si software-ului;
5 intretinerea si repararea masinilor de birou si a tehnicii de calcul;
6 Consultatii in domeniul sistemelor de calcul.
Capitalul social: 5400 lei.
Administrator: POIATA VITALIE, IDNP 0983103892591,
Asociati:
1. POIATA VITALIE , IDNP 0983103892591
cota 1803.60 lei, ce constituie 33,4 %
2. NASEDCHIN ALEXANDR , IDNP 2002001070747
cota 1798.20 lei, ce constituie 33,3 %
3. KOJEVNIKOV DMITRII, IDNP 0972305012362
cota 1798.20 lei, ce constituie 33,3 %.

Prezentul extras este eliberat in temeiul art. 34 al Legii nr. 220-XVI din 19 octombrie 2007 privind
inregistrarea de stat a persoanelor juridice si a intreprinzatorilor individuali si confirméd datele din
Registrul de stat la data de: 11.07.2016.

%{2{/ e

Specialist principal azari Aliona

tel. 022-266-252

Date cu caracter personal. Detinétor: i.S. ,Camera [nregistrarii de Stat”, NUID (numir de identificare unic) 0000151-001



BIOSISTEM-MLD S.R.L.

¢/f 1010600028048; adresa: or. Chisindu, str. Albisoara 16/1 of.7
tel.+373-22-808-517, +373-22-808719, fax: +373-22-808-519.
Web: www.biosistem-mld.com; e-mail: biosistem.mld@gmail.com

Lista fondatorilor Biosistem-mld SRL

Nr. Nume, Prenume IDNP
1. Vitalie Poiata 0983103892591
2. | Alexandru Nasedchin 2002001070747
3. Dmitrii Kojevnikov 0972305012362




Data primirii ~ 27.03.2018 13:54:13

Anexe la SNC
“Prezentarea situatiilor

financiare”
Aprobat de Ministerul Finantelor
SITUATIILE FINANCIARE al Republicii Moldova
pentru perioada 01.01.2017 31.12.2017
Entitatea BIOSISTEM MLD SRL
(Denumirea completd)
40717392 1010600028048
(COd CUHO) (COd IDNO)
Sediul: MD__ MD-2001 MUN.CHISINAU; MUN.CHISINAU SEC.RISCANI 150
(Cod postal) Raionul (municipiul, UTA); Localitatea Cod CUATM
Albisoara, 16, 1, of.7
strada, nr, bl.
Activitatea principala; Comert cu ridicata al produselor farmaceutice
G4646
Cod CAEM, rev.2
Forma de proprietate: Proprietate privatd 15
Cod CFP
Forma organizatorico-juridica: SOCIETATI CU RASPUNDERE LIMITATA 530
Cod CFOIJ
Date de contact: Tel. +37322808719 e-mail biosistem mld@gmail.com
WEB:
Numele si coordonatele al contabilului-sef: DI (dna) +37322808719 Unitatea de misura: leu
Tel. +37369463619
Anexa 8
Nota informativa privind veniturile si cheltuielile clasificate dupa natura
Perioada de gestiune
Indicatori Cod precedenta curenta
rd.
1 2 3 4
Venituri din vinzari 010 15.623.709 20.497.176
Alte venituri din activitatea operationala 020 500
Venituri din alte activitati 030 368.943 361.872
Total venituri (rd.010 +rd.020 +rd.030) 040 15.992 652 20.859.548
Variatia stocurilor 050
Costul vinzarilor 060 9.960.221 11.372.168
Cheltuieli privind stocurile 070 306.856 118.975
Cheltuieli cu personalul privind remunerarea muncii 080 129.850 169.200
antnbut;u Qe asigurdri somgle de s@t oblvlgator.n si 090 35709 46.530
prime de asigurare obligatorie de asistentd medicald
.Chelt.u.wh cu amortizarea si deprecierea activelor 100 7389 90.494
imobilizate
Alte cheltuieli 110 306.855 548.183
Cheltuieli din alte activititi 120 289.432 558.776
Total cheltuieli (rd.050 +rd.060 +rd.070 +rd.080 +
rd.090 +rd. 100 +rd.110 +rd.120) 130 11.036.312 12.904.326
Profit (pierdere) pind la impozitare (rd.040 — rd. 130) 140 4.956.340 7.955.222
Cheltuieli privind impozitul pe venit 150 595.238 959.194
1:;012% gplerdere) net al perioadei de gestiune (rd. 140 — 160 4361102 6.996.028




Anexa 1

BILANTUL
la 31.12.2017 Nr. Sold la
— opt PASIV Cod
Nr. Sold Ia rd. | inceputul perioadei de gestiune | Sfirsitul perioadei de gestiune
cpt. ACTIV Cod| 1 2 3 4 5
1d. | fnceputul perioadei de gestiune | Sfirsitul perioadei de gestiune 3. | Capital propriu
1 2 3 5 ’ - - -
— — 2 Capital social si supl 320 5.400 5.400
1. | Active imobilizate R 330
—— ezerve 33
Imobilizari necorporale 010 2437 1.787 AL - -
e = - Corectii ale rezultatelor anilor precedenti 340 X
Imobilizari corporale in curs de executie 020 - - — -
Torenuri 030 Profit nerepartizat (pierdere neacoperita) al anilor (350
Mijl fi 0;10 195525 904703 precedenti 8.952.137 5.643.627
R 1 oace fixe 0 050 SN Profit net (pierdere neta) al perioadei de 360 X 6.996.028
es_urse _mme.ra e_ — - Profit utilizat al perioadei de i 370] X
Active biologice imobilizate 060 - - 0
— - — — Alte elemente de capital propriu 380
Investitii financiare pe termen lung in pérti neafiliate [070 Total capital propriu 390
Investitii financiare pe termen lung in parti afiliate  |080 (td.320+ rd 330 + rd 340 + rd 350 + rd 360 - 1d 370
Investitii imobiliare 090 +1d.380) 8.957.537 12.645.055
Creante pe termen lung 100 4. | Datorii pe termen lung
Avansuri acordate pe termen lung 110 Credite bancare pe termen lung 400
Alte active imobilizate 120 Imprumuturi pe termen lung 410
Total active imobilizate 130 Datorii pe termen lung privind leasingul financiar  [420
(rd.010 + rd.020 + rd.030 + rd.040 + rd.050 + rd.060 [Alte datorii pe termen lung 130
+r1d.070 + rd.080 + rd.090 + rd. 100 + rd. 110 + ™
Total datorii pe termen lung (rd.400 + rd.410 + (440
rd.120) 197.962 906.490 rd.420 + rd.430)
2. | Active circulante T E—
Material T30 5. | Datorii curente
at_ena L 2329 457 Credite bancare pe termen scurt 450
Active biologice circulante 150 = -
Obiecte de mica val our durala To0 — Imprumuturi pe termen scurt 460
iect e_ eA micd valoare si .scu. A duratd 49.454 63.968 Datorii comerciale 470 1084518 1595609
Productia in curs de executie si produse 170 —— — -
M - 180 3735575 1003 Datorii fata de partile afiliate 480
C ar ut” i 150 g‘f8“>786 — i 57’];41‘ Avansuri primite curente 490 186.214 7.303
C,reanie crmeﬁr:_? < Y 00 200 SRS Datorii fata de personal 500 7.343 45149
A,rean_efx © padvl‘or an ': < 10 TS SR Datorii privind asigurarile sociale si medicale 510
VANSUR] Acorate curente 2 1.097. Datorii fata de buget 520 318484 39.698
Creante ale bugetului 220 35.037 4973 Venituri anficipate curente 330
Creante ale personalului 230 Datorii fatd de proprietari 540
240, - — — — —
Alte crearfte cufen.te i i Finantdri si incaséri cu destinatie speciala curente  [550]
Numerar in casierie si la conturi curente 250 747 829 4.742.040 Provizioane curente 560
260 = E
Alte e!efqente d,e numerar — - Alte datorii curente 570 19.762 75.239
Investitii financiare curente in parti neafiliate 270) Total datorii curente 580
Investitii financiare curente in parti afiliate 280 (rd.450 + rd.460 + rd 470 + rd 480 + rd 490 + rd.500
Alte active circulante 290 8.004 5373 +1d.510 +rd.520 + rd.530 + rd.540 + rd 550 +
Total active circulante 300 rd.560 + rd.570) 1.616.321 1.762.998
(rd.140 + rd.150 + rd.160 + rd.170 + rd.180 + rd.190 Total pasive (rd.390 + rd 440 + rd.580) 590 10.573.858 14.408.053
+1d.200 + rd.210 + rd.220 + rd.230 + rd.240 +
rd.250 + rd.260 + rd.270 + rd.280 + rd.290) 10.375.896 13.501.563
Total active (rd.130 + rd.300) 310 10.573.858 14.408.053
Anexa 2 Total capital propriu (rd.060 + rd. 100 | rd 160 | | 180 | 8.957.537 11.357.131 7.669.613 12.645.055
SITUATIA DE PROFIT SI PIERDERE rd.170)
dela__0101.2017 pinala__31.12.2017
Perioada de gestiune
Indicatori Cod rd precedentd curentd
1 2 3 4
Venituri din vinziri 010 15.623.709 20.497.176 Anexad
Costul vinzirilor 020 9.960.221 11.372.168 SITUATIA FLUXURILOR DE NUMERAR
Profit brut (pierdere bruta) (rd.010 — rd.020) 030 5.663488 9.125.008 detn_0L012017 _ pinala_ 31122017
Alte venituri din activitatea ionald 040 500
Cheltuicli de distribuire 050 208 202 Perioada de gestiune
Cheltuieli inis e 060 513.937 622.704 Indicatori Cod precedentd curentd
Alte cheltuicli din activitatea i 070 272514 350.476 rd
din activitatea profit (pier-dere) (rd 030 | 0 4876829 815216 ! 2 3 4
+1d.040 — rd 050 — rd.060 — rd.070) Fluxuri de numerar din activitatea operationali
Rezultatul din alte activitati: profit (pierdere) 090 79.511 -196.904 Tncasari din vinzari 010 16.364.220 30547593
Profit (pierdere) pina la impozitare < < — - —
(1d.080 + rd.090) 100 4.956.340 7955222 Plati pentru stocuri si servicii procurate 020 18.057.882 1242716
Cheltuieli pr.ivind impozitul pe.veml 110 595.238 959.194 Plﬁ(:vcé‘lfc angajati si organc de asigurare sociala si 030 165559 205.235
Profit net (pierdere netd) al perioadei de gestiune 120 4361102 6.996.028
1d.100 - rd.110) A Ati
( Dobinzi platite 040
Plata impozitului pe venit 050 359.402 1.213.720
Anexa 3 Alte incasari 060 2.173.630
SITUATIA MODIFICARILOR CAPITALULUI PROPRIU Alte plati 070 647.102 20861222
dela__01.01.2017  pinala__31.12.2017 Fluxul net de numerar din activitatea operationali
(rd.010 —rd.020 - rd.030 —rd.040 — rd.050 +rd.060 — 080 -692.095 7.024.700
Nr Sold la inceputul Sold la sfirsitul rd 070)
Ind (Cod rd. adel d 3 Di i dei de - " . N "
dlo ndicaton ¢ pe;n:;:“:c ¢ Msjoriri i pe::ﬁ“:“c ¢ Fluxuri de numerar din activitatea de investitii
1 2 3 4 5 6 7 Incasiri din vinzarea activelor imobilizate 090
1| Cavital social si suplimentar Plati aferente intririlor de active imobilizate 100
Capital social 010 5.400 5400 binzi 1 110
Capital suplimentar 020 Dobinzi incasate
Capital nevarsat 030 0 0 0 0 Dividende incasate 120
Capital neinregistrat 040 Alte incasari (plati) 130
Capital retras 050 [ [ 0 [ Fluxul net de numerar din activitatea de investitii 140
Total capital social si suplimentar 060 5400 5.400 (rd.090 —rd. 100 +rd.110 +rd.120 +rd. 130)
(rd.010 + rd 020 1 rd.030 | rd.040 + rd.050) Fluxuri de numerar din activitatea financiari
7 | Rezerve .
Capital de rezervi 070 Incasari sub forma de credite i imprumuturi 150
Rezerve statutare 080 Plati aferente rambursarii creditelor si imp ilor 160
Alie rezerve 090 Dividende plitite 170 1.127.660 3.110.000
Total reserve (1d.070 | 1d.080 | rd.090) 100 — — 50
3| Profit nerepartizat (pierdere neacoperita) Incasari din operatiuni de capital
Corectii ale rezultatelor anilor precedenti 110 Alte incasdri (plati) 190
Profit nerepartizat (pierdere neacoperit) al anilor 120 8952137 1361103 7669613 5643.627 Fluxul net de numerar din activitatea financiari (rd.150 11 R
preccdenti —rd 160 —rd 170 + rd 180  rd. 190) 200 1.127.660 3.110.000
Profit net (pierdere netd) al perioadei de gestiune 130 X 6.996.028 6.996.028 Fluxul net de numerar total .
o alATal pooader de gstune a0 X 0 0 0 (14 080 + rd 140 + 1 200) 210 ST o170
Rezultatul din tranzitia la noile reglementiri contabile| 150 Diferente de curs valutar favorabile (nefavorabile) 220 79.511 79511
Total profit nerepartizat (pierdere neacoperita) 160 8.952.137 11.357.131 7.669.613 12.639.655 -~ . n .
(1110 - 1. 120 1130 + 140 - 1. 130) :D:g ;ie numerar Ila ll':ce!)u:ul p?rlzaq? de ge.snun(e 230 2.488.073 747.829
1 [Alte elemente de capital propriu, din care 170 old de numerar | sfirsitul perioadei de gestiune (= |, 747.829 4742040
Diferente din reevaluare I rd.210 + rd. 220 + rd.230)
Subventii entitafilor cu proprictate publicd 172



Anexa 6

Date generale 14. Numerar legat—total —_lei.
1. Certificat de inregistrare a entitatii, eliberat de Camera Inregistrarii de Stat o R . R
Numir de inrogi MDO101250_ Daa fnregi 12082014 Seria MD Numir 0101250 In rindurile, in care sc inseriu sumele de gaj. in toate coloancle
2. Capital social inregistrat de Camera Inregistririi de Stat prin fractie se reflects:
data __12.082010  suma 5400 lei, inclusiv: ) la numariitor — valoarea de gaj:
b) la numitor — valoarea contabila
1) cota statului lei,
2) cota detindtorilor a cel pufin 20% —— leci.
Modificiri ulterioare:
a) . suma lei, inclusiv cota statului —— ei,
b) suma Tei, inclusiv cota statulyi ———————————— lei,
Entitatile, activitatea anecesitd licentd, indica:
Licenta in vigoare:
hNumar 04322 dowcliberiri ___2010-10-04000000
Termen de i 03.10.2020
Tipul de activitate
Organul care a cliberat licen{a
4. Numarul mediu scriptic al personalului in perioada de gestiune 3 persoane. inclusiv pe categorii
1) personal ini i 3 persoane,
2) muncitori persoane,

5. Numirul personaluluila  31.12.2017 3 persoane.
6. Remunerarea personalului entitatii in perioada de gestiune 169200 lei.
7. Remunerarea membrilor organelor de administrare, de conducere si supraveghere si alte angajamente aparute sau asumate in legatura

cu pensiile membrilor actuali sau ale fostilor membri ai acestor organe, pe categorii ———Iei
8. Avansurile si creditele acordate membrilor organelor specificate la pet.7 lei, inclusiv lei.
9. Valoarea activelor imobilizate si circulante, inregistrate in calitate de gaj!
1) valoarcade gaf —— i
2)valoarcacontabila 0 Jei
10. Numarul actiunilor ordinare la fincle perioadei de gestiune —_ unitati.
11. Profit net (pierdere netd) a perioadei de gestiune pentru o actiune ordinari;
1) profit lei,
2)pierdere ____ Jei
12. Dividende calculate pentru o actiune ordinari pentru perioada de gestiune
Doplatite — — lei.
2) planificate pentruplata _—__ Jei
13. Valuta straina disponibild, recalculatd in monedi nationald a Republicii Moldova — total 849.462 lei.
inclusiv (lei, denumirea si codul valutei):
1) 698537 codul valutei  Euro
2) 150925 codul valutei  US Dollar
-
5s
2 5833
s
£5% 2
2% - . .
Recipisa de primire a raportului
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E23F |o . -
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£t g8
72 Statutul raportului Primit la BNS
) a 9 Data credirii raportului 26.03.2018 11:08:42
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BIOSISTEM-MLD S.R.L.

c/f 1010600028048; adresa: str. Albisoara 16/1 of.7, or. Chisinau
tel.+373-22-808517, +373-22-808719, fax +373-22-808519.
Web: www.biosistem-mld.com; e-mail: biosistem.mld@gmail.com

Catre Grupul de lucru pentru evaluarea
licitatiei publice Nr. ocds-b3wdpl-MD-1552292773377
din 19 mart 2019 din cadrul CAPCS

Declaratie

Prin prezenta, SRL ,,Biosistem-MLD”, garanteaza ca termenul de valabilitate restant (la momentul
livrarii) va constitui nu mai putin de 60% din cel initial pentru medicamentele cu o valabilitate de 2 ani si

mai mult si de 80% din cel initial pentru medicamentele cu o valabilitate de pina la 2 ani.

18.03.2019 Poiata Vitalie

L.S.



ORDIN DE PLATA NR.: 89 TIP.DOC. 1
DATA EMITERII:19 martie 2019

PLATITI: 3000-00 LEI: Trei Mii lei 00 bani
PLATITOR: (R) "BIOSISTEM CONTUL DE PLATI/CODUL IBAN
MLD" S.R.L. MD95ML000000002251429243

CODUL FISCAL :1010600028048 /

PRESTATORUL PLATITOR CODUL BANCII:
BC"Moldindconbank"S.A. fil."Invest" Chisinau :MOLDMD2X329:
BENEFICIAR (R) Centrul pen CONTUL DE PLATI/CODUL IBAN

tru achizitii publice central MD23TRPCCC518430B01859AA

izate in sanatate CODUL FISCAL :1016601000212 /
PRESTATORUL BENEFICIAR CODUL BANCITI:
Ministerul Finantelor - Trezoreria de Stat : TREZMD2X
DESTINATIA PLATII:/P102/3000,00 Pentru g: TIPUL TRANSFERULUI

arantia pentru oferta la licitatia publi: NORMAL/URGENT :N:
ca nr. ocds-b3wdpl-MD-1552292773377 din: :
19 mart 2019 :

CODUL TRANZACTIEI:101:
DATA PRIMIRII:19/03/2019 : SEMNATURILE
DATA EXECUTARIT: : EMITENTULUI
CONDUCATOR:Web "BIOSISTEM MLD" SRL Dlrector
MIIGQQYJKOZIhchAQcCoIIGM]CCB14CAQEXCzAJBgUngMCGgUAMAsGCSqGSIb

DQEHAaCCBEowggRGMIIDLgADAgECAhRNHAABcVycdZVmKkP29AAAAAFXXMAOGCSg:
SIb3DQEBCWUAMCIXIDAeBgNVBAMTFONFULQOxLUNBLUlvbGRpbmRjb251YW5rMB4 :

DTES5MDEyODEWMTY yOFoXDTIxMDEyODEWM] YyOFowfjELMAKGALUEBhMCTUQXGIA :
gNVBAOTEUJpb3Npc3R1bSBNTEQgU1IJMMRIWEAYDVQQLEWkwN kyMDAZMTQXFzA

(semnatura electronica)
CONTABIL-SEF:Web "BIOSISTEM MLD" SRLContabil :
MIIGUgYJKoZIhchAQcCoIIGQzCCB]8CAQEXCzAJBgUngMCGgUAMAsGCSqGSIb
DQEHAaCCBFswggRXMIIDP6ADAGECAhNHAABCVpWe /gMeSmneAAAAAFXWMAOGCSq:
SIb3DQEBCWUAMCIXIDAeBgNVBAMTEFONFULQxLUNBLUlVvbGRpbmRjb251YW5rMB4 :

DTESMDE yODEWMTQwWNFoXDTIxXMDEyODEWM]QwNFowgY4xCzAJBgNVBAYTAkKIEMScC:
QYDVQQOKExS5NZWR1Y29yIFNSTCwgQmlvc21lzdGVtIEIMRCBTUkwxEjJAQBgNVBAS

L.S. (semnatura electronica)



CONDUCATOR:

(semnatura manuala)
CONTABIL-SEF:

(semnatura manuala)
SEMNATURA PRESTATORUL L.S.

MOTIVUL REFUZULUI : L.S.



Certificate of Registration

This certificate has been awarded to

Industria Farmaceutica Galenica Senese srl

Via Cassia Nord 351, 53014 Monteroni d'Arbia (S}), Italy

in recognition of the organization's Quality Management System which complies with

ISO 9001:2008

The scope of activities covered by this certificate is defined below

Production and Trading of Pharmaceutical Products infusion terminally
sterilized, small and large volume, for human and veterinary use; non-
sterile products: liquids for internal use (solutions for hemodialysis),
production and trading of medical devices in aqueous solution
(solutions for douches, for inhalation and hemodialysis).

Certificate Number: Date of Issue: (Original) Date of Issue:
61225/A/0001/UK/En 18 December 2013 25 December 2016
Issue No: Expiry Date:
2 14 September 2018

Issued by: M On behalf of the Schemes Manager

=)

v

MANAGEMENT
SYSTEMS

0043

If there is any doubt as to the authenticity of this certificate, please do not hesitate to contact the Head Office of the Group on info@urs-certification com
URS is a member of United Registrar of Systems (Holdings) Ltd, Derby Manor, Derby Road, Bournemouth, BH1 3B UK Company Registration no 5298466 Page 1 0of 1
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Certificate No: IT/77-1/H/2014

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 Italy confirms the following:
The manufacturer INDUSTRIA FARMACEUTICA GALENICA SENESE S.R.L.
Site address VIA CASSIA NORD, 351 - 53014 MONTERONI D'ARBIA (SI)

Has been inspected under the national inspection programme in connection with
manufacturing authorisation no. aM - 28/2014 dated 02/12/2014 in accordance with Art. 40 of
Directive 2001/83/EC/ transposed in the following national legislation; D.Lvo 219/2006 art.

50.

From the knowledge gained during inspection of this manufacturer, the latest of which was
conducted on 09/25/2013 it is considered that it complies with the Good Manufacturing
Practice requirements referred to in The principles and guidelines of Good Manufacturing

Practice laid down in Directive 2003/94/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, after which time the issuing authority should

be consulted.

The authenticity of this certificate may be verified with the issuing authority.

AIFA Htalian Medicines Agency

Manufacturing Authorization Office

Via del Tritone, n® 181 - 00187 ROMA {ITALY)
Tel.+390659784489 Fax +390659784312
website: www.agenziafarmaco.it

SIS : 4945

Vi
GMP

Page 1
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Name and address of the INDUSTRIA FARMACEUTICA GALENICA SENESE
site: S.R.L. - VIA CASSIA NORD, 351, 53014
MONTERONI D'ARBIA(SI)

Part 2

i
i
|

[Human Medicinal Products

Authorised Operations
Manufacturing Operations (Part 1)

PART 1 - MANUFACTURING OPERATIONS

1.1 terileProducts
1.1.2 Terminally sterilised
1.1.2.1 Large volume liguids
' 1.1.2.3 Small volume liquids
12 on-sterile products . =7
; 1.2.1 Non-sterile products
3 1.2.1.6 Liquids for internal use

Rome, 03/31/2014
Name and signature of the authorised
person of the Competent Authority of
Repiiblic of Italy

Dott. Renato Massimi
AlIFA — Manufacturing Authorization Unit

AIFA ltalian Medicines Agency

Manufacturing Authorization Office ‘

Via del Tritone, n° 181 - 00187 ROMA ({TALY)
Tel.+390659784489 Fax +390659784312

website; www.agenziafarmaco. it
SIS ; 4945

Roma - istitulo Poligrafico e Zecca delie Stato S p.A. - PV

Page 2
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\L\'ﬂ[luo,l(/
5 e 9, Organismo Notificato 0373
= ‘A i
z :; Sezione Presso O.N.DI.CO.
O N

< Y

Notified Body 0373
Unit relating to O.N.DI.CO.

Istituto Superiore di Sanita

Certificato n°® Addendum n° Data di emissione 54 09 5014
Certificate no. QPZ-1746-14 addendum no. 01-14 I4sue date
Data di scadenza
= 29.09.2019
xpiry date
APPROVAZIONE DEL SISTEMA DI APPROVAL OF QUALITY
GARANZIA DELLA QUALITA’ ASSURANCE SYSTEM FOR
DELLA PRODUZIONE E/O DELLA PRODUCTION
STERILIZZAZIONE AND/OR STERILIZATION
secondo 1" Allegato V della Direttiva Europea 93/42/CEE e according to Annex V of EC Directive 93/42/EEC
successive modifiche ed integrazioni. and subsequent modifications and integrations.
(recepita in Italia con il D.Lgs. n. 46 del 24.02.1997 ¢ (transposed in [taly by the D.Lgs. n. 46 issued on
successive modifiche ed integrazioni) 24.02.1997 and subsequent modifications and integrations)
L’Istituto Superiore di Sanita, Organismo The Istituto Superiore di Sanita, Notified Body
Notificato 0373, certifica che il sistema di 0373, certifies that the quality assurance system
garanzia della qualita della produzione /o for the production
della sterilizzazione attuato da and/or sterilization enforced by
INDUSTRIA FARMACEUTICA GALENICA SENESE S.r.l.
Sede Legale/ Registered Office:
Via Cassia Nord, 351 — 53014 Monteroni D’Arbia (SI) ITALIA
Altre sedi del Fabbricante /Other sites of the Manufacturer:
Sede Produttiva/ Production Site: Via Cassia Nord, 351 — 53014 Monteroni D’Arbia (SI) Italia
per il dispositivo/i for the device(s)
MD 0113 Dispositivi non attivi per perfusione e conservazione degli organi,
sterile/Non —active perfusion and organs preservation device, sterile (ved attegato tecnico/ see
technical sheet)"

¢ conforme ai requisiti applicabili della is in compliance with the applicable
Direttiva Europea 93/42/CEE e successive requirements of Council Directive 93/42/EEC
modifiche ed integrazioni. and subsequent modifications and integrations.

1l Direttore del’O.N.DLCO.
The Director of O.N.DI.C(X,
(Dr. Carmine Guarinq}

* L’allegato tecnico & parte integ) del presente Certificato

The technical sheet is an integral part of this Centificate. g »\_/\__

Istituto Superiore di Sanita — viale Regina Elena, 299 — 00161 Roma Italy — tel. /fax. +390649902108 — www.iss.it
Mod.09.21/ Rev.02 p. 172
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Istituto Superiore di Sanita

ALLEGATO TECNICO

I1 Certificato n®
The Certificate no.

QPZ-1746-14
di cui il presente allegato tecnico é parte
integrante, ¢ da considerarsi riferito solo

al/ai  seguente/i prodotto/i soggetto/i a
sorveglianza:

Mod. 2201

Organismo Notificato 0373
Sezione Presso O.N.DI.CO.

Notified Body 0373
Unit relating to O.N.DI.CO.

TECHNICAL SHEET

Addendum n°
addendum no. 01-14

of which this technical sheet is an integral
part, refers only to the following product(s)
that are subject to surveillance:

- 1SS

MD 0113 Dispositivi non attivi per perfusione e conservazione degli organi,
sterile/Non —active perfusion and organs preservation device, sterile

Classe (Class): 11a

Nome prodotto
(Product name)

SOLUZIONE DI BRETSCHNEIDER MODIFICATA, STERILE
Soluzione per la conservazione degli organi da trapianto

Istituto Superiore di Sanita - viale Regina Elena, 299 — 00161 Roma Italy — tel./fax. +390649902108 —~ www.iss.it

1l Direttore dell’O.N.DLCO.
The Director of O.N.DLCO!
(Dr. Carmine Guarino)

£

Mod.09.21/ Rev.02

p. 22
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BRETSCHNEIDER SOLUTION modified

SOLUTION INDICATED FOR PERFUSION AND PRESERVATION OF ORGANS. STERILE.
NON-PYROGENIC.

Bag 1000 ml — 1500 ml — 2000 ml

Composition: 1000 ml contains

API:

Sodium Chloride 0,8766 g 15,0 mMol
Potassium Chloride 0,6710g 9,0 mMol
Magnesium Chloride Hexahydrate 0,8132g 4,0 mMol
Histidine Chloride Hexahydrate 3,7733 g 18,0 mMol
Histidine 27,9289 g 180,0 mMol
Tryptophan 0,4085g 2,0 mMol
Mannitol 5,4651 g 30,0 mMol
Calcium Chloride Dihydrate 0,0022 g 0,015 mMol
Potassium hydrogen 2-ketoglutarate 0,1842 ¢g 1,0 mMol

Other Components: 2N Potassium hydroxide solution g.s. — Water for injection g.s.
Pharmaceutical form: Solution for perfusion and preservation of organs.
Physical properties: pH 7.02 - 7.20 at 25°C; 7.40—7.45 at 4°C
Osmolality: 310 mOsm/kg

Therapeutic category: Electrolytes— Aminoacids

Indications for use: Preservation of donor organs with vascular or arterial
segments (heart, kidney, liver, pancreas, lung). The medicinal product is indicated
as a cardioplegic solution in cardiac valve replacement, in aorta-coronary by-pass
surgery and in the correction of congenital cardiac malformations, and in all types of
complex surgery which require the correct preservation of the organs during long
operating times. The perfusion and surface cooling (for the preservation of donor



organs) in tumour resection and auto-transplantation; for the preservation and
protection of vascular prostheses.

Precautions: Not for continuous IV or intra-arterial administration. Not for systemic
infusion. Not for aminoacid or electrolyte reintegration.

Warning: . Do not use if the solution is an intense yellow colour equal to or above
Y5 of the Ph. Eur.. and ensure that the container is in tact before use. Filtration is
not necessary. Use immediately after opening. This is a monodose product and can
be used for a single perfusion. Any solution unused should be disposed of.

Excessive quantities of the solution which enter the systemic circulation can lead to
an electrolyte imbalance (hypocalcemia, hyponatremia, hypermagnesemia,
hyperkalemia) and electrolyte levels in the blood should be monitored.

Any residue of the solution and the expired product should be considered medical
waste and its disposal requires particular attention. The empty container should be
considered medical waste and disposed of accordingly. The containers should be
properly disposed of as they represent a hazard to the environment.

Storage: Store in a refrigerator between 4°C e 15°C. Keep away from light.
Keep out of reach and sight of children.

Expiry: Check the expiry date. Do not use after the expiry date. The expiry date
refers to the product in tact and stored correctly. Valid 12 months

AVAILABLE ON PRESCIPTION ONLY UNDER THE D.L. 219/06 ART. 5 C. 1.

SALE TO THE PUBLIC IS PROHIBITED.



PHARMACOLOGY

This is a cardioplegic solution and has an intracellular-type electrolyte composition
with a low sodium and potassium concentration and a physiological cellular calcium
concentration.

The protection of organs perfused in the HTK solution is due to the inactivation of
the cellular function by osmotic extraction of sodium and calcium and due to the
buffer capacity with histidine/histidine hydrochloride which delays the fall of the pH
in the tissues prolonging the ischemic tolerance by increasing the production of
anaerobic glycolic energy.

The addition of tryptophan increases the protection of the cellular membranes and
the buffer capacity of the histidine/histidine hydrochloride.

The alpha-ketoglutarate serves as a substrate for aerobic energy production during
the cardioplegic induction phase and when restarting the heart.

The osmotic pressure of the solution is balanced by the presence of mannitol which
contrasts the cellular edema and removes or inhibits the active intermediaries of
oxygen (superoxides and free radicals).

The HTK solution is perfused at a temperature between 5°C — 8°C and its
hypothermic effect contributes to a decreased metabolic rate.

TOXILOGICAL CHARACTERISTICS

The infusion of large volumes of HTK in systemic circulation can lead to
hypervolemia and an electrolyte imbalance (hypocalcemia, hyponatremia,
hypermagnesemia, hyperkalemia)

During the first 24 hours after the infusion of the HTK solution, the plasma
tryptophan and histidine concentration can increase, but then becomes normal
again.

No metabolic side effects have been noted so far.



PHARMACOKINETICS

The volume of HTK solution entering the systemic circulation may vary between 0.1
and 3.0 litres depending on the nature and duration of the operation, the operating
methods and the dimensions of the donor organs.

The potassium alpha-ketoglutarate is metabolized via the citric acid cycle. Histidine
and tryptohane are metabolized by the liver and in part expelled by the kidneys.

Mannitol is also expelled by the kidneys.

WARNINGS AND PRECAUTIONS
The HTK solution is not intended for intravenous or intra-arterial administration.

It is indicated for perfusion and surface cooling (protection and preservation of
donor organs from the donor to the recipient).

The HTK solution should not be used for systemic infusion.

INTERACTIONS

Interactions with therapeutic agents such as glycosides, diuretics, nitrates, anti-
hypertensives, beta blockers and calcium antagonists, which are used
perioperatively, have not been reported.

DOSAGE METHOD
Heart
The following guidelines are recommended:

- Temperature of the solution 5°C - 8°C

- Perfusion rate of 1ml per minute and per gram-estimated —heart-weight.

- Perfusion pressure in adults starting at 100-110mm Hg above level of heart.
After cardiac arrest has ensued reduce the pressure to 40-50 mm Hg above the
level of heart. In babies and children the pressure should start at 80-90 mm
Hg above the level of the heart. After cardiac arrest has ensued reduce the



pressure to 30-40 mm Hg. In patients with pronounced coronary stenosis a
higher perfusion pressure will be necessary for a somewhat longer time.

- Perfusion time should be 6-8 minutes and never less than this in order to
ensure homogeneous myocardial equilibration.

- Perfusion technique: hydrostatic perfusion is recommended and attention
should be paid to the duration and height above heart level; perfusion with
the use of a pump monitoring the time and pressure in the aortic branch.

- Simultaneous systemic hypothermia (27-29°C) which ensures an ischemic
tolerance of the heart up to 180 minutes when the heart-lung machine is in
use.

- Transplant: a heart perfused in HTK solution should be preserved at 2-4°C in
order to ensure the protection of the organ up to the transplantation into
recipient.

Kidney
The following guidelines are recommended:

- Temperature of the solution 5-8°C

- Perfusion rate of 1.5 ml per minute and per gram-estimated —kidney-weight.

- Perfusion pressure (renal artery) 90-110 mm Hg measured by the tip of the
perfusion catheter in the renal artery.

- Perfusion time should be 6-8 minutes and never less than this.

- As an additional measure prior to the perfusion it is important to ensure a
rapid diuresis enduced by drugs or through hydration of the patient.

- The perfusion technique can either be hydrostatic with time control and
checking the height above the kidney level or using a pump to monitor the
time and pressure at the tip of the perfusion catheter.

- Akidney to be used in a transplant should be preserved and transported in
HTK solution at 2-4°C, in order to assure it’s protection for up to 48 hours.



Liver and Pancreas
The following guidelines are recommended:

- Temperature of the solution 0-4°C

- Perfusion volume: if the liver, pancreas or kidneys are to be protected whilst
clamped 150-200ml per kg of the donor of the organ, corresponding to 8-12It
of cold HTK solution for a patient of 70-80kg.

- Perfusion pressure: perfusion under gravity with the solution hanging about 1
metre above at the level of the heart.

- Perfusion time with these conditions of time and pressure will be between 6-
10 minutes and in no case should be less than 6 minutes.

- Additional measures: in the case of a donor organ, the blood of the patient
should be completely heparinised before the perfusion.

- The perfusion technique is effected using perfusion tubing (air free system) in
the infrarenal aorta or the iliac artery of the donor. As soon as the perfusion
pressure has been reached, the surgeon opens the vena cava in the abdomen
allowing the permeation of the solution and the entire volume of the solution
is administered through the abdominal aorta in this way ensuring the
protection of all the abdominal organs.

The biliary passages should be completely soaked with at least 100ml of cold
HTK solution with the assistance of a small calibrated catheter. If only a small
part of the liver is to be removed (in the case of a living donor), the perfusion
volume should be reduced accordingly, but the perfusion time should not be
less than 8 minutes, normally between 10-15 minutes and attention needs to
be paid to ensure adequate perfusion of the arterial circulation and portal
vein.

- Transplant: After removal, the liver should be packaged for transportation
completely immersed in cold HTK solution. In this way the ischemic risk is
delayed by 12-15 hours.



Lungs

The lung requires the addition of prostaglandine before perfusion. The perfusion
protocol is at the discretion of the individual transplant program.

Vein or artery transplant

In venous (usually part of the great saphenous vein) or arterial (part of the
internal thoracic artery) transplant the vessels are cooled and conserved in circa
50-100ml of HTK solution at 5-8°C. Once the segment of vein or artery is
removed from the solution it needs to be transplanted immediately.

Multi-Organ Protection

The basic technique of perfusion has been standardised and is described in the
majority of surgical texts. Perfusion by gravity is preferred on a worldwide level
with a calibration range as wide as possible. As even at low temperatures the
HTK solution has a minimal viscosity, it is possible to administer large volumes at
low pressure and temperature necessary for perfusion.

The quantity of solution for multi-organ protection with HTK is not a determining
factor but the minimum perfusion time of 6-8 minutes is crucial; this means that
the operator is able to reach effective cooling rapidly and organ protection by
administering a large volume of HTK at 0-4°C in a short space of time.



Transport of a Donor Organ

The hypothermic preservation method differs from one hospital to another, but
on an international level the triple bag technique is now used. The removed
organ is placed in a sterile bag and immersed in ice cold HTK solution. The
solution needs to cover the organ completely, the bag is sealed and then placed
in a second sterile bag filled with the same HTK solution and sealed. The organ is
protected by this double packaging and then closed in a third plastic container
and placed in a transport container packed with ice for transport.
Documentation is attached with the hospital and laboratory information.
Transport of the donor organ needs to be as quick as possible.

Preservation safety

The temperature during transport should be between 2°C e 4°C.
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