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MINISTRY OF HEALTH OF UKRAINE
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ISTRATION
" CERTIFICATE



Ministry of Health of Ukraine

Bureau for Pharmaceuticals Registration

Registration Certificate
# 3641

This certificate is issued to the firm
"Nowicky-Pharma", Austria

ascertaining that in compliance with the regulation set by Ministry of Health of

Ukzaine, the preparation called
UKRAIN

is registered in Ukraine as a therapeutic forn
‘'solution for injections 5 ml (5 mg) in ampules N 1

The certificate is not a commitment for purchasing this preparation.

"15" October [99¥
"15" October 2003

M7/«indriy M. Serdiuk

The certificate is issued on..
The certificate is valid unﬁzi o e PR
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1.1 Ukrain, 53y/59¢ 0.5 o6 0.0 LaobyJ@om bbbomo 5dme »d3guns Nl
aVomadmgdgana: Laboratoires Chaix Et Du Marais (Logtisbagmo)
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Ubersetzung aus dem Georgischen

Auszug aus dem Befehl Nr. 461/0 des Vorgesetzten der Agentur fiir staatliche Regulierung der
medizinischen Tétigkeit beim Ministerium filr Arbeit, Gesundheit und Soziales von Georgien
den 22.08.2008 Tiflis
iiber die staatliche Eintragung von Heilmitteln
laut dem Art. 11 des georgischen Gesetzes iiber ,Medikamenten und pharmazeutische Tétigkeit
befehle ich:
1. furdie Zeit von 5 Jahren folgende Heilmittel zu registrieren:

(X1

1.1, Ukrain, 5 mg/5ml i/v oder i/m Impflésung 5 ml Ampulle Nr. 1
Hersteller: Laboratoires Chaix Et Du Maais (Fankreich)

Subjekt mit Eintragungsrecht: Nowicky Pharma (Osterreich)
Ausgaberegel: auf Rezept erhiitlich.

4. Zollamt ist zu informieren.
5. die Kontrolle auf die Informationseinreichung wird dem stellvertretendem Leiter der

Agentur fiir staatliche Regulierung der medizinischen Tatigkeit K.Nikolaishvili beaufiragt.
6. Berufung gegen den Befehl kann gesetzmiflig eingelegt werden.
7. der Befehl tritt am Tage seiner Unterzeichnung in Kraft.

Leiter der Agentur G.Tvalavadze

Kopie entspricht dem Original gez.
Siegelabdruck Agentur fiir staatliche Regulierung der medizinischen Titigkeit beim Ministerium fir Arbeit,
Gesundheit und Soziales von Georgien

die Ubersetzung stimmt mit dem Original Ubercin

Ubersetzerin % : A : } N.Japaridze
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. PRODUGT REGISTRATION CERTIEICATE

- Cerificate #: 4987-617-1-C2

. Cgriv'enﬂonal Me"dicines

#ig cemf ed that the fo!lowmg product was eva!aated by the ocncemed commrttee and approved for reg:s&atron inthe -
M:msay of Health

Registration No.

498761781

" First Reg. Date: | 26-Jun-2006
. |Expiry Dater . | 10-Jisl-2012

. 'Product Name - lukram

| Isheiftife:(monthe). T,

.| Pharmaceutical Form. Soiutlon for-lnjectton
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FEDERAL AGENCY FOR HEALTH PROTECTION

APPPROVAL COMMITTEE FOR THE HEALTH CARE
SYSTEM

STEERING COMMITTEE FOR THE APPROVAL OF
PRODUCTS AND THE AUTHORIZATION OF
TRANSACTIONS

SUBCOMMITTEE FOR PHARMACEUTCAL PRODUCTS
AND DRUGS

OFFICE FOR ALLOPATIC DRUGS

PROCESS NO. 04360201506

FILE REFERENCE: S/N

Monterrey No. 33, Col. Roma, Deleg. Cuauhtémoc
C.P. 06700 México D.F.

MINISTRY OF

HEALTH
APPROVAL IS HEREBY GRANTED FOR:
REGISTER ENTRY No. 036M2005 SSA

Mexico D.F. 2 FEBRUARY 2005

PEROBUCTOS FARMACEUTICOS, S.A. DEC.V.
Lago Tangafica N° 18, Co. Granada

Delg. Miguel Hidalgo
C.P. 11520 Mexico D.F.

The following authorization is hereby granted on the basis of Paragraph 30, Section XX}, final paragraph,
and Paragraphs 204, 221 Sections | and i, 222, 224, 368, 371, and 376 to 378 of the Health Act as well as
Paragraphs 153, 157, 165, 167, 169 to 178 and 72 to 80 of the Ordinance on Drugs:

With the authorization number: 036M2005 SSA CCDE: AEAR 04360201505/R2005

DESIGNATION OF THE AUTHORIZED PRODUCT:  UKRAIN
{INJECTION SCLUTION)

PRODUCED BY: SOLVAY PHARMACVEUTICALS B.V.



FEDERAL AGENCY FOR HEALTH PROTECTION

APPPROVAL COMMITTEE FOR THE HEALTH CARE
SYSTEM

STEERING COMMITTEE FOR THE APPROVAL OF
PRODUCTS AND THE AUTHORIZATION OF
TRANSACTIONS

SUBCOMMITTEE FOR PHARMACEUTCAL PRODUCTS
AND BRUGS

OFFICE FOR ALLOPATIC DRUGS

PROCESS NO. 04360201505

FILE REFERENCE: S/N

Monterrey No. 33, Col. Roma, Deleg. Cuauhtémoc
C.P. 06700 México D.F.

MINISTRY OF

HEALTH
APPROVAL IS HEREBY GRANTED FOR:
REGISTER ENTRY No. 036M2005 SSA

Mexico D.F. 2 FEBRUARY 2005

PERODUCTOS FARMACEUTICOS, S.A.DE C.V.

Lago Tanganica N° 18, Co. Granada
Delg. Miguel Hidaigo
C.P. 11520 Mexico D.F.

The following authorization is hereby granted on the basis of Paragraph 30, Section XXII, last paragraph,
Paragraphs 204, 221 Sections | and I, 222, 224, 368, 371, and 376 to 378 of the Health Act as well as
Paragraphs 153, 157, 165, 167, 169 to 178 and 72 to 80 of the Ordinance on Drugs:

With the authorization number: 036M2005 SSA CODE: AEAR 04360201505/R2005

DESIGNATION OF THE AUTHORIZED PRODUCT: UKRAIN
{INJECTION SOLUTION)

PRODUCED BY: SOLVAY PHARMACVEUTICALS B.V.
WITH REGISTERED OFFICE AT: VEERWEG 12

82121 AA OLST

HOLLAND

Classification of the product in accordance with Paragraph 226, Section IV of the Health Act. The importation,
exportation, production, preparation, sale and public distribution must be done in accordance with the
authorized requirements. Attached are the approved labels with the changes to be undertaken. You bear
sole responsibility for fulfilling the conditions imposed by this Agency. Product distribution must comply with
the pertinent regulations and conditions.

Sincerely,

“EFFEKTIVWAHL. KEINE WIEDERWAHL"

HEAD OF THE COMMITTEE FOR THE APPROVAL OF
CF PRODUCTS AND THE AUTHORIZATION OF
TRANSACTIONS

M EN B SONIA ZAMUDIO ALONSO



Therapeutic use: Drug for treatment of the formation of malignant neoptasms in advanced stages.

Presentation; Public sale: Cardboard packaging with a glass ampoule, labeled “5 mg in 5 ml”,

Expiration date: 24 months after date of production. The year of production is indicated numerically
and the month of production is indicated in letters.
Contraindications: Hyper sensitivity to the ingredients in the formula, preghancy, high fever, processes

at SNC-level, children in their formative and growing years. Should not be
administered together with cortisone derivatives or anti-immune drugs.

FORMULA: Each ampoule contains:
Active ingredient
Alkaloid thiophosphoric acid derivative

of Chelidoniurm majus L. 5.00 mg

Additives:

Injection water 5.00 mi

Hydrochloric acid 1M chp pHseltingat2.5-6.5
Sedium hydroxide 4M cbp pH settingat2.5-65

THIS AUTHORIZATION OF THE HEALTH AUTHORITY CONSITUTES CERTIFICATION BY THE
GOVERNMENT OF MEXICO REGARDING EFFICACY AND SAFETY. [T IS REQUIRED BUT NOT
WHOLLY SUFFICIENT FOR ALLOWING THE SALE OF THE PRODUCT DESCRIBED. THE ISSUING OF
THIS AUTHORIZATION HAS NO EFFECT ON REGULATIONS BY OTHER GOVERNMENT
AUTHORITIES.

* The authorized shelf life of the product must be demonstrated over the entire shelf life with a stability and photo-stability
study conducted in accordance with NOM-373-55A1-1993.

SHELF LIFE OF DRUGS.

NOTE: The results of the clinical studies conducted in Mexico must be submitied.

C.C.: Roberto Tovar Armendaria — Head of the Office of the Directorate General for Foreign Trade Policy
Porteférico Sur 3025, 11c pzo. co. Hérgs de 7?7
10708 México D.F,
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COMISION FEDERAL PARA LA PROTECCION CONTRA RIESGOS SANITARIOS

SECRETARIA
D E SALUD

Lugo Tangafiica No. 18, Col. Granada
+. Deleg, Miguel Hidalgo
~:CP. 11520 México, D.F.

;.EE PRODUCTOS FARMACEUTICOS, S.A. DE C.V.

COMISION DE AUTORIZACION SANITARIA
DIRECCION EJECUTIVA DE AUTORIZACION
DE PRODUCTGS Y ESTABLECIMIENTOS
SUBDIRECCION EJECUTIVA DE FARMACCS
Y MEDICAMENTOS.

GERENCIA DE MEDICAMENTOS ALOPATICOS
NUM. DE OFICIO 04360201505

EXPEDIENTE: S&/N

Montarrey No. 33, Col. Roma, Deleg. Cuauhtémod
C. P. 06700 México, D. F.

SE OTORGA EL REGISTRO No. 036M2005 SSA

0 2FLB. 2605

México, D.F. a

- Con fundamento en los Articulos: 30, fraccién XX, 194 Gltimo péarrafo, 204, 221 fracciones 1 y I, 222, 224, 368, 371, 376 Bis y 378 deTa Ley

; Regtstm Sa.mtano

C Sre

et

* CON EL No. 036M2005 SSA
"AL PRODUCTO DENOMINADO:  UKRAIN

(F.F. SOLUCION INYECTABLE )

. FABRICADO POR:"

ﬂ‘?’ﬂ

N [ (e

SOLVAY PHARMACEUTICALS B.V.
= CON DOMICILIO EN: VEERWEG 12
T 8121 AA OLST
HOLANDA.

Gcncral de Salud y los articulos 153 157, 165, 167, de! 169 al 178 y de] 72 al 80 del Reglamento de Insumos pars la Salud, se otorga ¢l presente

CLAVEIPP: AEAR 04360201505/‘12005‘

ClaStﬁcéndolo segun el Anfculo '226 Fraccién 1V de la Ley Genernl de Salud. Su importacién, exportacién, fabricacién,

+ gcondicionamiento, venta o suministre el pblico serin de acuerdo a las condiciones en que ha sido aprobado. Anexo se envian los marbetes
- “autorizados con Ias modificaciones que deberin efectuar, quedando el cumplimiento de las disposiciones de ¢sta Secretaria bajo su absolura
rwponsab:hdad. La difusién de su producto serd conforme & las disposiciones regulatorias vigentes,

ATENTAMENTE

SUFRAGIOQ EFECTIVO, NO REELECCION

LA DIRECTORA EJECUTIVA DE AUTOR]ZA
PRODUCTOS Y ESTABLEC!

En ajarmclodeiafacmtnd doiogad%dp:l alArua.do
que se sefialan en los
agosto de 2004 en el DlarioOﬂcualcala

0436020150

ANEXOS: 14

s aglagan las facuflades
docon fecha 11 de

81/02/2008
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COMISION FEDERAL PARA LA PROTECCION CONTRA RIESGOS SANITARIOS

COMISION DE AUTORIZACION SANITARIA —|
DIRECCION EIECUTIVA DE AUTORIZACION

DE PRODUCTOS Y ESTABLECIMIENTOS
SUBBIRECCION EJECUTIVA DE FARMACOS
Y MEDICAMENTOS,

GERENCIA DE MEDICAMENTOS ALOPATICOS
NUM, DEOFICIC 04360201505

EXPEDIENTE: S/N
Manterrey Na. 33, Col. Roma, Deleg. Cuauhtéamoq

' SECRETARIA

C. P. 06700 México, D. F.

{DE SALUD

% PRODUCTOS FARMACEUTICOS, §.A. DE C.V.

Lago Tangadica Ne. 18, Col. Granada
" Deleg. Miguel Ridalgo
- C.P 115286 México, D.F.

SE OTORGA EL REGISTRO No. 036M2005 SSA

meco0Fa () 2 FEB, 2008

. Con fundamento en fos Artfculos: 3. fraccion XX, 194 dltimo pamafo, 204, 221 fracciones I y T, 222, 224, 368, 371,376 Bis y 378 dela Loy

Regmro Sanitario:

B CON EL No. 036M2005 SSA CLAVE IPP: AEAR 04360201505/R2005
M
fg‘; AL PRODUCTO DENOMINADO:  UKRAIN
-2

( F.F. SOLUCION INYECTABLE)
FABRICADO POR:’ SOLVAY PHARMACEUTICALS B.V.

General de Salud y los artfculos 153 157, 165, 167, det 169 al 178 y del 72 o) 80 del Reglamento de Insumos para la Salud, sc otorga ¢l prosente
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Indicacibn Terapéutica : "Adyuvante en el tratamiento de ncoplaslas malignas avanesUus.”

2 JPresentacién: Venta al pdblico: Caja de cartén con una ampolleta de vidrio ctiquetada con 5 mg en 5 mb

Plazo de caducidad: Es de 24 meses, debiendo expresar el ajio con nimero v el mes con letra.

Conumnd:cacxones. Hipersenstblildad a los componentes de la férmula, embarazo, fichre elevada, procesos & nivel SNC, nlilos en ctapn de
;-'—,- el creckmiento, no se administe con derlvados de cortlyona é medlenmentros Inmunodopresores

;:fORHULA ) Cada ampolleta contiene:
.,...arincxp'io Activo
~ Complejo de atcaloides de Chelidonium majujs L.

y t:)"c,Acidg’tiofasférico o 5.00 mg
£ aditivos
E‘Awa nyectabte ' 5.00 mt
po--Acido ¢lorhidrico 1% cbp ajustar pH a8 2.5 - 6.5
.'.': Hidréxido de sodio 4M ¢bp ajustar pH & 2.5 - 6.5
'.:.:'__:.
e
v
|
-
£
G i |

ANt isataaiaty

B

:_-:: ESTE REGISTRG -I ARIO ESUNCER ICADO DE OBIERNO MEXICANDO DE EFICACIA Y SURIDAD, ES REQURSITO

& | NECESARIO PERO NO SUFICIENTE PARA SU COMERCIALIZACION, SE EKPIDE SIN INTERFBR&R CON DISPOSICIONES DE
- " OTRAS DEFENDENCIAS.

23

Establlidad de Medleamentos,
n NOTA: Presentar los resultados do los estudlos clinicos efectuados cn México

Eic.c.p- Lle, RoberteTovar Armeadariz.- Encargade del Despacho de In Pirecelén Gonerst de Politia do Comercio Extertor.
'~ " Pariffrico Sur 3025, 11o, plao, col. Héroes de Padiernz
", 10700 Méslco, D.F,

*Debcrin confirmar ol plazo de cxducidud otorgado con estudios de extabilldad y fotocstablifdad a Jargo piazo conforme a b establocido ca fa NOM-073-SSA1-1993,

683




o

CERTIFICATE 4

. -Head. of Department of

HavaneHux masHoro ynpaengHun
hapmMaUny U MeULHHCKOR TeXHUKK

r“

-~ Pharmacy and Medical Equipment |

o
P

[ &]

Akif H. Maharramov
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MAPKAIH DABTATIHE KM, STEPTHIAR

FOQYRAPCTBERHM HAYMHEIR UEHTP 3KCIEPTHSR!

ROPYXO BAP HA3(1A BASOPATH TARIVRYCTIM (AN ’

YYMXYPHA TOUMICACTOH ' PECITYE/MIH TADKHKMCTAH

TIA0TB, wr, JLywsante, . TEKPOH - 12, Tenk (3772) 261848, Giaxc (3172) 21-08-98

PEMMCTPALIMOHHOE YAOCTOBEPEHUE
Ne dooses

Hacmonuiee: yO00MOERPENIIS abidano hupme
UHompuky dapup-Ascrpun

8 MoM, Ymg.e cooneeicmauy ¢ ‘Eopsdqu, ycmanoanenHoM Muru-
cmepcmeosM adpaevoxpaHeHus Pecriv6nuku Tadxurucman,

nekapcmeepkill npenapam nod HpasaHuem .
YKPAUH

& eude nexapcmeeHHoll diopmus
. pacTapp s aMnynaxno Smn/Smr L

sapeaucmpupoaan.e Peenybnuxe Tadmukucmar

flatHoe yaocTORapeHKG ASHCTBHTONLHO B TeuaHHa 5 et 4{He ABIIROTCA 0BAATONLCTROM 8 3KYNKE ARHHOTO HIZENHA

Hama Peaucmpgqm;."-[%:" 0937551155 2000, ,

Munuctp 3npisgds hat
PecnyBnukn THAKIRE
Ad AXMERQRE | 1

{7 SHOPGfkHLIK Aup:

SIEKAPCTB 11PY MISHIHCTEPCTBE 3IPABOOXPANEHMA
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Copy-translation from Belarussian

'r_: MIHICTSPCI’BAAXOBH 3HAPOYA MINISTRY OF PUBLIC HEALTH
i PICIIYBIIKI BEJIAPYCH OF THE REPUBLIC OF BELARUS
220024 r.Mitticx, Mecyicora,39 : ul.Myzsnikova,39 Minsk, 220024
8&!{6&&53 1995 . Me 9 Entry # 9 of January 8,1995
f-! PAIICTPALIBITHAE ITACBETYAHHE CERTIFICATE OF REGISTRATION
' ! - B-2JIC X 1330-95 B-2-JIC # 1330-95
i

Canpajnnac nacpemdanse Baanacna ipye "No-  This certificate has been issued to the "NOWICKY
wicky Pharmaceticals®, Ajcrpox, i safnaenua PHARMACEUTICAL" Co., Austria, to certify that
PIDKIHHEM Taro, UrTo Miicrsperra Axonst  Ministey of Public Health has registered a medicine

3na13073 Benapydi sapericrpasama nexasst cpopak  named UKRAIN in the form of solution for
nanjnassxt UKRAIN y nckasaft hopme pacipop  injections in dosage of 1 mg/ml (5 ml vials).
mm‘&-um 1ar/mn y ammmynax ma 5 Mo,

P:a crpaquﬁ:mc TiacRCAvaHNME FRAACUNA Ha Sta-  This certificate is valid for 5 years and under no

circumstances caft serve as a gudrantec for said
medicine supply.

IImam Scal of Ministry  Deputy Minister Signaturc
MJhcrspcma Hameenix Miricrpa ITommic

’ﬂﬁs' was translated by IVAN G. BOURLYKOQ, a translator of the Grodno State Notary's Office # 1,
Bcppbhc of Belarns. I do hereby certify this to be a truc copy-trandation. In testimony whereof I have
_ hcrqunto signed my name. This' 28th day of January,1996.
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01 gespann 1996 rona, s , Marycesug Hatanbs Hukonaesna, rOCYgmapCTBt
1 HEA HOTapHycC Neppoft I'ponyeHcxo#t MrOCYR8pPCTBEHHO! HOTAPUANLHON KOHTOPH,
! CBHLETEABCTBYD BEPHOCTDL BTOR KONMM C NOJAKHHUKOM HOKYMEHTa, B IOCACTHEM
HOAUMCTOK, NPKIHCOK, 3QUEDKHYTHX CJOB M KHHX HEOT'OBOpeHHbx ocofeHHocref
. He 0Xasaioch.
., llonmuce mepeBOSMBNETO ¢ PYCCKOL'O S#3HKA Ha aHraMiickufl cuenaHa JNMYHO
| mue ussecrHsM nmepemmunxom Bypmko H_axom 'puropsesuueM, MORAKMHHOCTL MO
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BUNDESMINISTRRIUM
FUR ARBE:IT, GESUNDHEIT UND SOZIALES

Herm
Mag. Dr. Karlheinz Deme!

Fax Nr. 5058035

GZ: 21.400/135-VIIFAJ4199 Wien, 8. Dezember 1999

Betreff: Zulassungsverfahren betreffend das Produkt Ukrain

Sehr geehrter Herr Doktor !

Bezugnehmend auf lhre diesbeziigliche Anfrage dirfen wir lhnen bestétigen, dass
das (ber Antrag des Herrn Dipl. Ing. Dr. Nowicki eingeleitete Zulassungsverfahren
flr das Produkt Ukrain nach wie vor anhangig ist.

Mit freundlichen GriiRen

Fir die Bundesministerin
MICHTNER

Fur die Richtigkeit

%sfertigung:

Ableilung VIIVA/Z, Auslunfl:  Kristina Schusier, DW 4537
A-1010 Wicn. Stubensing 1, Tel: +43 1 711 72, Fax: 7.5 73 12, DVR. €01 700}
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Office of Orphan Products Development (HF-35)
Food and Drug Administration

5600 Fishers Laac

Rockville, MD 20857

August 20, 2003

Bohdan Hugel

US Agent for Now Pharm AG
3250 Glase Road
Danielsviile, PA 18038

Re: Designation Request # 03-1693

Dear Mr. Hugel:

Reference is made to your request, submitted on behalf of Now Pharm AG, for orphan-
drug designation dated February 27, 2003, of 5,5',5"-[phosphinothioylidyne-tris(imino-
2,1-cthanediyl)] tris[5-methylchelidoninium] trihydroxide hexahydrochloride for the
treatment of pancreatic cancer., Reference is also made to our acknowledgement letter
dated April 8, 2003,

Pursuant to section 526 of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. §
360bb), your request for orphan drug designation of 5,5',5"-[phosphinothioylidyne-
tris(imino-2, 1-ethanediyl)] tris[S-methylchelidoninium] trihydroxide hexahydrochloride
for the treatment of pancreatic cancer is granted.

Please note that it is the active moiefy of the drug and not its formulation that is
designated. Please also note that if the above product receives marketing approval for an
indication broader than what is designated, it may not be entitled to exclusive marketing
rights under section 527 (21 U.S.C. § 360cc). Therefore, prior to final marketing
approval, we request that you compare the product’s designated orphan indication with
the proposed marketing indication, and submit additional information to amend the
orphan-drug designation if warranted.

Please submit to the Office of Orphan Products Development a brief progress report of
drug development within 14 months after this date and annually thereafter until
marketing approval (see 21 CF.R. § 316.30). Finally, please notify this Office within 30
days of a marketing application submission for the product’s designated use.



If you need further assistance in the clinical development of your product, please feel free
to contact John J, McCormick, MD, at (301) 827-3666. Please refer to this letter as
official notification and congratulations on obtaining your orphan-drug designation.

Sincerely yours,

Marlene E. Haffner, A

Rear Admiral, United States Public Health Service
Director, Office of Orphan Products Development



Australian Government

Department of Health and Ageing
Therapeutic Goods Administration

File: 2004/009839

Mrs Aleksandra Harasemcuk
40 Harcourt Avenue
Kealba VIC 3021

Dear Mrs Harasemcuk
Re: NSC-631570 (Ukrain) - Orphan Drug Application

I refer to your letter of 30 April 2004 seeking orphan drug designation for NSC-631570
(Ukrain), for the treatment of pancreatic cancer.

Consideration of your application (Application No. 03-1456-4 ) has been completed.

1 have decided, pursuant to subregulation 16J(2) of the Therapeutic Goods Regulation= 1990
to designate NSC-631570 (Ukrain) as an orphan drug The indication is for the treatment of
pancreatic cancer.

The Therapeutic Goods Administration {TGA) would appreciate advice on when you plan to
submit an application to register the designated medicine. It is strongly recommended that
you meet with staff of the TGA prior to submitting such an application, to discuss data
requirements. If the indication in your application to register the medicine diffess from tho in
your application for orphan drug designation, additional data may be required to demcnstrate
that orphan designation still applies.

Yours sincerely

Leonie Hunt
Director
Drug Safety and Evaluation Branch
Delegate of the Secretary

Dated this 8th day of June 2004

Address: PO Box 100 Woden ACT 2606 Website: www.tga.gov.au
Telephone: 02 6232 8444 Facsimile: 02 6232 §605 ABN 40 939 406 804



