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i _/C DEPARTMENT OF HEALTH & HUMAN SERVICES
”w_\w PUBLIC HEALTH SERVICE

ey FOOD AND DRUG ADMINISTRATION CENTER FOR DRUG EVALUATION AND RESEARCH

Diviston of Manulacturing and Product Quality
Forgign lnspoclion Team, HFD-322

7520 Standish Place

Rockwillo, Maryland, 20855-2737

JUL o 202

TELEPHONE: (301} 594.00895
FAX: (301} 594.2202

Dr. Ales Berka, Vice President for Quality
IVAX -~ CR as.

Ostravska 29/305

747 1) Opava — Komarov., Czech Republic

[isto: .
Dear Dr, Berka

We have completed review ol the Establishment Inspection Report for the inspection of
your non-sterile pharmaceutical manufucturing facility in Opava, by FDA Investigator
Charles R. Cote, and Chemist Donald Lech, during March 2002, The inspection found
deviations [rom cumrent good manufucturing practices which were listed on an
Inspectional Obscervations form FIDA-483, issued to you at the conclusion of the
inspection,

We have reviewed the May 14 & 20, 2002 written response (o the FDA-483 submitted by
you. The response appears to provide satisfactory corrections and commitments for the
deviations listed on the FDA-483, Based on this response, we are curremly classifying
your Tucility as acceptable for the manufacturer of Active Pharmaceutical Ingredicnts and
non-sicrile pharmaceutical products, The corrections described in the response will ha
eviluated during the next routine inspection of your fucility. It remains your
responsibility to assure contineed compliance with current good manufacturing practices.

In addition, we cnclose a copy of the Masch 2002 establishment inspection report (EIR)
which is provided 1o you for inforination purposes. The Agency is working 1o make its
regulatory processes and activitics more trunsparent 1o the regulated industry. Releasing
this EIR to you is par of that effort. The copy provided to you comprises the narrative
portion of the report and reflects redactions made by the Agency in accordance with the
FOIA and C.ER. Pant 20. This, however, docs not preclude you from requesting and
possibly. gbtaining any additional information under FOIA,

You may contact me m the address or tclephone numbers given above if you have any
questions regarding this letter. Reference Ceatral File Number 9610088 on all
comrespondance to this office.

Edwin Meléndez
Compliance Officer
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ANDA 65-110

OFFICE OF GENERIC DRUGS

Food and Drug Administration
HFD-600, Metro Park North I
7500 Standish Place, Room E138
Rockville, MD 20855-2773
Fax: 301-827-9274

FAX TRANSMISSION COVER SHEET
DATE: __ Tuesday. March 29. 2005

TO: APPLICANT: IVAX Pharmaceuticals, Inc.  TEL: __845-267-2444 X201

ATTN: _Patricia Jaworski FAX:  245-268-0117 !
FROM: Ryan Nguyen, Pharm.D. PROJECT MANAGER: 501-827-5739
TOTAL NUMBER OF PAGES : _ 2
(EXCLUDING COVER SHEET)

Special Instructions:

Congrawlations!

RECEIVED
MAR 2 9 2005
“nemiatary Aftairs Dept.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM 1T IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
PISCLOSURE UNDER APPLICABLE LAW. % :
{f recaited by semesas other thin the sddrestza or 8 person 2othorized to deliver this dogwment (o e addressee, you 37t hereby notificd that my disclasuse,
| dissewmination, copylng, of oiber action i \he conten? of this feariom is ot suthorieed. If you hove eeived this dacument in erver, plesse immedizzly
notify us by telephone tnd retom o us by madl stthe above address.
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MAR 29 205

IVAX Pharmaceuticals Inc,

Attention: Patricia Jaworski

U.S. Agent for: IVAX Pharmaceuticals s.r.o.
125 Wells Avenue

Congers, NY 10820

Dear Madam:

This is in reference to your abbreviated new drug application
(ANDA) dated October 31, 2001, submitted pursuant to Section
505(4) of the Federal Food, Drug, and Cosmetic Act {(Act), for
Cyclosporine Capsules USP (Modified), 25 mg, 50 mg, and 100 mg.
We note that this product is subject to the exception provisions
of Section 125(d) (2) of Title I of the Food and Drug
Administration Modernmizatien Act of 1557.

Reference is also made to your amendments dated July 15,
August 2, December 4, and December 12, 2002; Januwary 15,
February 11, February 26, axd June 6, 2003; March 23, June 24,
June 29, June 30, and August 24, 2004; and March 17, 2005.

Reference is also made to the ANDA suitability petition
submitted under Section 505(3) (2) (¢) of the Act reguesting the
agency to determine whether Novartis Pharmaceuticals
Coxporation’s Neoral Soft Gelatin Capsules, S0 mg, were
withdrawn from sale for reascons of safety or effectiveness.
This drug product currently appeara in the “Discontinued”
section of the agency’s publication ertitled Approved Drugd
Products with Therapeutic Equivalence Evaluations, the “Orange
Book®, The agency determined that they were not withdrawn from
sale for reasons of safety or effectiveness. This determination
permitted you to file this ANDA, and allows the agency to
approve ANDAs for Cyclosporine Capsules USP {Modified), 50 mg-

ie have completed the review of this abbreviated application and
\ave concluded that the drug is safe and effective forx use as
ecommended in the submitted labeling. Accordingly the
splication is approved. The Division of Bicequivalence has
stermined your Cyclosporine Capsules USP (Modified}, 25 mg,
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and 100 mg to be bicequivalent and, therefore, therapeutically
equivalent to the listed drug (Neoral® Soft Gelatin Capsules,

25 mg, and 100 my, respectively, of Novartis Pharmaceuticals,
Corp.). The Division of Bicequivalence has also determined that
your Cyclesporine Capsules USP (Modified), 50 mg, can be
expected to have the same therapeutic effect as that of an
esquivalent dose of the reference listed drug preduct upon which
the agency relied as the basis of safety and effectiveness.
Your dissolution testing should be incoxperated into the
stability and quality control program ueing the same method
proposed in your application.

Under Section S06A of the Act, certain changes in the conditions
described in this abbreviated application require an approved
supplemental application before the change may be made.

Post -marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

Promotional materials may be submitted to FDA for comment priorx
to publication or dissemination. Please note that these
submissions are voluntary. If you degire comments on propeosed
launch promotiopal materiamls with respect to compliance with
applicable regulatory requirements, we recommend you submit, in
draft or mock-up form, two copies of both the promoticnal
materials and package insert (s} directly to:

Food and Drug Admirnistration

Division of Drug Marketing, Advertising, and Communications, HFD-42
5600 Fishers Lane
Rockvilla, MD 20857

We call your attention to 21 CFR 314.81(b) (3) which requires
that all promoticnal materiale be submitted to the Division of
Drug Marketing, Advertising, and Communicatioms (HFD-42) with a
completed Form FDA 2253 at the time of their initial use.

Sincerely yours,

FA
%M
Gary Buehler
Director

Office of Geperic Drugs
Center for Drug Evaluation and Research
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| ANDA 65-078

Food and Drug Administration
HFD-600, Metro Park North [T
7500 Standish Place, Room E138
Rockville, MD 20855-27735
Fax: 301-827-9274

FAX ANSMISSION COVER SHEET

1 OFFICE OF GENERIC DRUGS

DATE: __ Friday. March 25, 2005

TO: APPLICANT: IVAX Pharmaceuticals TEL: _ 845-267-2444 Ext200____
ATTN: __Patricia Jaworski FAX: __845.268-0117
FROM: Ryan Nguyen, Pharm.D. PROJECT MANAGER: 301-827-3739
TOTAL NUMBER QF PAGES: __ 2
(EXCLUDING COVER SHEET)
Special Instructions:
Congratulationg!
RECEIVED
MAR 2 5 2005
[Eeimory Aftalrs Dagt

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

I received by somoans other thaa the sddressos or 1 peeson Rushotlzed 10 deliver this document 10 he sddrecsee, you arc hacby notitied that ay disclosuse,
disecmbriation, copying, ot ccher fcton fo the content of this commumication is not mrhetized, If you hxve recsived this dorument in exrof, plexse immediioly
notify us by ticphone and fetum it to us by mall st dhe shove sddress,
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ANDA 65-07B Foad and Deug Administration

Rockville MD 20857

MAR 25 2005

IVAX Pharmaceuticals, Inc.

Attention: Patricia Jaworski

U.5. Agent for: IVAX Pharmaceuticals s.r.o,
125 Wells Avenue

Congers, NY 10920

Dear Madam:

This is in reference to your abhreviated new drug application
(ANDA) dated October 31, 2000, submitted pursuant to Section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),
for Cyclosporine Oral Solution USP (Modified), 100 mg/mL. We
note that this preduct is subject toc the exception provieions of
section 125(d) (2) of Title I of the Food and Drug Administration
Modermization Act of 1997.

Refarence is also made to your amendments dated Januaxy 8, and
March 26, 2001; Pebruary 12, February 26, September &, 2003;
Maxch 23, June 24, June 29, 2004; and March 17, 200S.

We have completed the review of thig abbreviaved application and
have cancluded that the druy is safe and effective for use as
recommended in the submitted labeling. Aaccordingly the
application is approved. The Division of Biocequivalence has
determined your Cyclosporine Oral Solution USP (Modifiled),

100 mg/miL, to be bicequivalent and, therefore, therapeutically
equivalent to the listed drug (Neoral® Oral Solution, 100 mg/mL,
of Novartis Pharmaceuticals Corp.).

Under Section 506A of the Act, certain changes in the conditioms
described in this abbreviated application require an approved
supplemental application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.398. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.
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Promotional materials may be submitted to FDA for comment prior
to publication or dissemimation. Please note that these
submissions are voluntary. If you desire comments on proposed
launch promotional materials with reepect to compliance with
applicable regulatory requirements, we recommend you submit, in
draft or mock-up form, two copies of both the promotional
materials and package insert(s) directly to:

Food and Drug Administration

Pivision of Drug Marketing, Advertising, and Cormunications, HPD-42
5600 Fishers Lane

Rockville, MD 20857

We call your attention te 21 CFR 314.81(b) (3} which requires
that all promotional materials be submitted to the Division of
Drug Marketing, Advertising, and Commumications (HFD-42} with a
completed Form FDA 2253 at the time of their initial use.

Sincerely yours,

(o

Gary Buehler

Diractor

0ffice of Generxric Drugs

Center for Drug Bvaluation and Research



EQUORAL 25 MG, POR CPS MOL 50X25MG, State Institute for Drug Control Page 1 of 1

State Institute for Drug Control

Home / Medicinal products database / Detall of medicinal product
EQUORAL 25 MG

POR CPS MOL 50X25MG

Main Texis Price and reimbursement Foreian language batch Specifle therapeutic programme
SUKL code 0010183

Registration Number | 59/ 081/02-C

Type of MA National

Name of ihe product | EQUORAL 25 MG

Supplement POR CPS MOL 50X25MG

Route Oral use

Pharmaceutical form | Gapsule, soft

Package 50

Strenght 25MG

Language of the pack | Czech

Wrap type

Lenal status Presaription-only medicinal products
MA statﬁs R - active MA/authorised medicinal product
MA Holder TEVA Czech Industries s.r.0., Opava-Komaérov

MA Holdet country | SESKA REPUBLIKA

Active substance | CICLOSPORIN (CICLOSPORINUM)

ATC group LO4ADOT

ATC group name | Cykiosporin
Back to list

2010 © SUKL. Srobdrova 48, 100 41 Praha 10, +420 272 185 111, nosla@sukl.cz,
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sikls259173/2011
s

Ref,
R.Holubavi

Date
17" January 12

Certificate of a Pharmaceutical Product!

This certificate conforms to the format recommended by the World Health Organization (general instructions
and explanalory notes attached),

No. of Certificate: sukls259173/2011/1

Exporting (certifying) country: CZECH REPUBLIC

Importing (requesting} country: CHILE

1. Name and dosage form of product: EQUORAL 25mg , soft gelatine eapsules

L1 Active ingredient(s)* and amount(s) per unit dose™ mg in capsule

Cielosporinum 25,00

Excipients:

Ethanolum anhydricum, Glyceromacrogoli hydroxystearas, Polyglyceroli (3) monooleas, Polyglyceroli
(10} mouooleas, Tocopherolum nlfa RRR, Gelatina, Glycerolum 85%, Sorbitolum 70% non
cristallisabile, Fervi oxidum flavam, Titanii diexidum, Glycinum, Atramentum cerulenm.

1.2 Is this product licensed to be placed on the market for use in (he exporting country?® yes

1.3 Is this product actually on the market in the exporting country?  yes

2A.1 Number of product licence’ and date of issue: 59/081/02-C 21 May 2008

2A.2 Product-licence holder (name and address):
TEVA Czech Industries s.r.0., Ostravsks 29, £.p.305, 747 70 Opava-Komdrov, Czeeh Republic

2A.3 Status of product-licence holder:* a
2A.3.1 For categaries b and ¢ the name and address of the manufacturer producing the dosage form are:” ---
2A.4 Is Summary Basis of Approval appended?™ na

2A.5 Is the attached, officially approved product information complete and consonant with the licence?'' not
provided

2A.6 Applicant for cerlificate, if different from licence holder (name and address):'? ===
2B.1 Applicant for certificale (name and address): «--

2B.2 Status of applicant: a /e




e rre o |

" No: sukls259173/2011/1 page 2

2B.2.1 For categories b and ¢ the name and address of the manufacturer producing the dosage form are:® -

2B.3 Why is marketing authorization lacking?
not required/mot requested/under consideration/refused

2B.4 Remarks:"-—-

3. Does the certifying authority arrange for periodic inspection of the manufacturing plant in which the
dosage form is produced? yes

3.1 Periodicity of routine inspections (years): in a two years period
3.2 Has the manufacture of this type of dosage form been inspected? yes
3.3 Do the facilities and operations conform to GMP as recommended by the World Health Organization?*
yes™
Address of certifying authority: STATE INSTITUTE FOR DRUG CONTROL
Srobiirova 48, 100 41 PRAGUE 10, CZECH REPUBLIC

Telephone number: +420 272 185 111 Fax number: +420 271 732 377
Name of authorized person: Frantifek Chuchma Chief of the Inspection section
Signature; e

b

Stamp and date: 17* January 12




. . STATEINSTITUTE FOR DRUG CONTROL
Srobirovn 4%, 100 41 PRAGUE 10, CZECH REPUBLIC

Certificate of'a Pharmacentical Product'

Genernl insleections

ng:lse reler to the guidelines lor full instruciions on how to complete this form and information on the isnpl'cmcuui:it;r; ol Iy
cheme. : AL
The forms are suitable for generation by camputer. They should always be submitted as hard 3 g N

0 ] s copy. with responses |
rotlier than handsritten, i B pnn,l?d i
Additional sheels should be appended, as aecessary, to accommadate remarks and explanations.

Explanalury notes

' This certificate, which is in the format recommended by WO establishes the sttus of the pharmnceutical product shd of the: !

9pplicnn5 for the certiticate in the exporting country. [Lis for a single product enly since manufacturing arrangements and appioved
infornation for dilTerent dosage forms and difTerent sirengths can vary, R

T Use, whenever possible, Imcrnational Nenproprictury Numes (INNs} or national nanproprictary names.

* The formula (complete composition) of the dosage foim shoulsd be given on the certifienie or he appendead,

-
T Details of quantitative composition are prefered, hut their provision is subject 10 the ngreement ol the produci-licence hulder.

3 When applicable. append details of any restriction npplied to the salc, distribution or sdminisweatian of the produce that is
specilied in the praduct licence.

* Sections 2A and 213 are mutinily exelusive.

Indicate, swhen applicable, if the ficence is provisional, or the product has not yet besn approvad.

Specify whether the person respansible for placing the praduct on the ke

{n) manufactures the dosape fomr;

{b) packages and/or lobels s dosage form manufactured by an independent company: or
{c) is involved in none of the above,

This informmation can be provided only with the consent v the product-licence holder or. in the ¢ose of non-registered products.
the applicant. Non-completion af this section indicates that the party conceened has not agreed to inclusion of this information.

It should be noted that inlovmation conceming the site of production is part of the product licence. IF the production site is
changed, the licence must be wpdnted o i will couse 1o be vakid,

"™ This refirs to the document, prepared by some nationat repulotory authorities, that summarizes the technicul basis on which the
product has baey licensed,

" This refers to product infonnation approved by the competent national regulatory puthority, sueh us a Summary of Product
Characteristies (SPC).

i this elrcumstance, permission [or issuing the cerlificate is nquired lrom the product-licence holder, This permission must be
provided to the authority by ihe applicant.

"% Please indicale the reason that the applicant hns provided for ol requesting registration:

(o) the product has been develuped exclusively for the treatment of eondilions- particularly trapical discases - not endemic in the
cauntry ol éxpart;

(b) the product has been relormulated with o view to bnpraving its stability under tropicul condilions;

(e} the product hins been reformulated 1o exclude excipients nol approved for use in pharmaceutical products in the country off
import;

(d) the product has heen relormulated to meel v different mnxinwun dosnge limit for an active ingredient:

(e} any ather reason, pleose specity.

" Not applicable means that the manufncture is twking place in a country other than that issuing the product certiticale and
inspection i3 contucted under the avpis of the country off munuticture.

¥ The requirements for good pructices in the manutucture and quatity control ol drugs reftrred 1w in the certiliente are thse
inctuded la the thitty-seeond reposa of the Expert  Commiuee on Specifications for Pharmucewtical Preparations (WHO ‘fechinicnl
Report Series, No. §23,1992, Annex | ). Recommendtions specifically applivable-to biological products have been formulated by
the WHO Expert Commitice an Biok:gicul Stundardizition (WHQ Tethnical Repott Series, No. 822, 1992, Amex | ).

' This seciion is w be completed when the product-licence hokder or appficant conforms 1o status (b) or (¢} as described in note 7
ahove, 1t Is o' particular importance when Toreign eontraciors are involved in the manufacture of the praduct, In these circumstances
the applicam should supply the certilying autherity with infornition (o identify the controsling purtics sesponsible for each siage of
manufnctire of the Fnished dosage fornt, and the extent and nawve o’ any cantrols exercised over each of these parlies.




EQUORAL 50 MG, POR CPS MOL 50X50MG, State Institute for Dyug Control Page 1 of 1

State Institute for Drus Controt

Home / Medicinal products database / Detail of medicinal praduct
EQUORAL 50 MG

POR CPS MOL 50X50MG
Main Texts Price and reimbursement Farelgn language batoh Speclfic therapeutic pragramme
SUKL code 0010184
Registration Number { 59/ 082/02-C
Type of MA National
Name of the product | EQUORAL 50 MG
Supplement POR CPS MOL 50X50MG
Route Oral use
Pharmaceutical form | Capsule, soft
Package 50
Strenght 50MG
Language of the pack | Czech
Wrap type
| Legal status Prescription-only medicinal producls
| MA status R - active MA/autharised medicinal product
A Holder TEVA Czech Industries s.r.0., Opava-Komarov
MA Helder country | CESKA REPUBLIKA
Active substanee | GICLOSPORIN (CICLOSPORINUM)
ATC group LodADoO1
ATC group name | Cyklosporin
Back to list .

2010 © SUKL. Srobarova 48, 100 41 Praha 10, +420 272 185 111, posta@sykl.cz.
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Ref. Ref. Date
sukls259173/2011 R.Holubova 17" January 12

Certificate of a Pharmaceutical Product!

This certificate conforms to the format recommended by the Warkd Health Organization (genaral instructions
and explanatory notes attached).

No. of Certiltcate: sukls259173/2011/2

Exporting (certifying) country: CZECH REPUBLIC

Importing (requesting) country: CHILE

[. Name and dosage form of product: EQUORAL Shig, soft gelatine capsules

Ll Active ingredient(s)’ and amouni(s) per unit dose™ mg in capsule

Ciclosporinum 50,00

Excipients!

Ethanolum anhydricum, Glyceramacrogoli hydroxystearas, Polyglyceroli (3) monaoleas, Polyglyceroli
(10) monooleas, Tocopherolum =alfa RRR, Gelatina, Glycervlum 85%, Sorbitolum 70% non
cristallisabile, Ferri oxidum flavum, Titanii dioxidum, Glycinum, Atramentum ceruleum,

1.2 Ts this product licensed to he placed on the market for use in the exporting country?® yes

1.3 Is this product actually on the market in the exporting country?  yes

2A.1 Number of product licence’ and date of issue; 59/082/02-C 21 iMay 2008

2A.2 Product-licence holder (name and address):
TEVA Czech Industries s.r0., Ostravskd 29, €.p.305, 747 70 Opava-Komsirov, Czech Republic

2A.3 Status of produet-licence holder:® 2
2A.3.1 For categories b and ¢ the name and address of the manufacturer producing the dosage form are:® —
2A.4 Is Summary Basis of Approval appended?”® no

2A.5 Is the attached, afficially approved product information complete and consonant with the licence?'' not
provided

2A.6 Applicant for certificate, if different from licence holder (name and address):'? -
2B.1 Applicant for certificate (name and address); ---

2B.2 Status of applicant; a /bfe




No: sukls259173/2011/2 pape 2

2B.2.1 For categories b and ¢ the name and address of the manufacturer producing the dosape form are:? —

2B.3 Why is marketing authorization lacking?
not required/not requested/under considerntion/refused

2B.4 Remarks:'® come

3. Does the certifying authority arrange for periodic inspection of the manufacturing plant in which the
dosage form is produced? yes

3.1 Periodicity of routine inspections (years): in a two years period
3.2 Has the manufacture of this type of dosage form been inspected? yes
;js Do the facilities and operations conform to GMP as recommended by the World Health Organization?'*
Address of certifying authority: STATE INSTITUTE FOR DRUG CONTROL
Srobdrova 48, 100 41 PRAGUE 10, CZECH REPUBLIC
Telephone number: +420 272 185 111 Fax number: +420 271 732 377

Name of authorized person: Franti§ek Chuchma Chief of the Inspection section

Signature: b

Y

Stamp and date: 17" January 12




STATE INSTITUTE FOR DRUG CONTROL,
Srobitrova 48, 100 41 PRAGUE 10, CZECH REPUBLIC

Certilieate of 1 Pharmacentical Produet’
General instruetions

Plense refer to the guidelines for 1ull insiructions on liow 1o complete this form aad information on the Smplementation of the
Scheme,

The forms are switnble for geoerntion by computer. Thay should atways be submitted as hard copy. with responses printed in type
rather than liandwritien,

Addilional sheets should be appended, as necessary, to acconmmodate remarks and explanations.

Explinttory notes

This eerlificate, which is in the formul recommended by WHO, establishies the status of the pharmaceutical product and o the
applican! fb the certificate in the exporting cointry. N is for a single product only since manufacturing arrangements siid opproved
information for different dosage lonns and different strengths cao vary,

? Use, whenever possible, Internalional Nouproprictory Names (INNs) or national nonproprieiary vames.

> The foriula {complete composition) of the dosage farm should be piven on the eertilieate or be appended.

Details of quantitative composition are prefesred, bul their provision is subject Lo the agreement of the product-licenee holder,

When applicable, append detnils of any reswiction applicd to the sale, distribution or administration of the product thay is
specilicd in the product licence.

* Seclions 2A and 28 are munmlly exclusive.

7 Indicate, when applicable, il the licence is pravisionnl, or the product has not yet been-approved.

" Speeify whether the person responsible for placing the product on the mirket:
{a) manufnelures the dosage fornn;
(b} packapes andfor lnbels a dosage forny manufuelured by an independent company; or
{c) is itvabved in none of the above,
! This infannation can be pravited anly with the conseat of the produst-licence holder or. i the case of non-regisiered products,
the applicant. Nan-conpletion ol this seetion indicoles that the party eancermed hns not ngreed to inclusion of this infonnation.

1t should be noted that informution concening the site of praduction is part of the produet licenee. [T the produetion site is
changed, the licenee must be updated or it will cease 1o be valid,

W This refiers to the document. prepared by sure national regulatary autharitics. thal summarizes the technical basis on which the
product has been licensed.

" This relers to product information approved by the competent notional regulatory authority, such as o Summary of Produet
Characteristies (§PC).

In this circumstance, pennissicn For issuing the certificnte is required fram the produci-licence holder. This permission must be
provided to the suthority by lhe applicant.

1 plense indicate the reasun that the applicant has provided for nit requesting repistration:

{n) the produet has been developed exclusively for 1hi reatment 6f condilions- particularly tropical discases « not endermic in the
cowitry ol export

(b} the product hus been relormulated with a view w improving its stability uncler tropical conditions;

{c) the produet has heen reformulated to exclude excipients not epproved for use in phurmacenticol products in the coury of
intport;

{d} the product has been reformutined 1o meet w diflereat maximum dosuge [mic for an aetive ingredient:

(2) any other vzasan, please specily,
" Not applicable means that the manufaciire is taking place in n cotntry ollicr than thol issuing the product certificate and
inspection is conducted under the negis of the comtry of manufactyre.

¥ The requirements For good pristices in the munulaciure und qualily control of drups veferred to in the centilicate are those
included in ibe thirty=second report of the Expert  Committee on Specifications for Phannaceutical Preparations (W0 Technical
Report Serjes, No. 823,1992, Annex 1 ). Recommendarions speeificelly applicable to biological products have been formulated by
the WHO Experi Commillee on Binlogical Stundnrdization (WHO Technicul Report Series, No, 822, 1992, Annex | ),

¥ This section is 10 be completed when the praduet-licence holder or applicant conlonms to staus (b) or {¢) us deseribed in note 7
above. I is of partlenlar importance when loreign contractors are involved in the manufacture of the product. In these circumsiances
the applicant should supply the certifying asthority with information 10 idewify the contracting parties responsible for each stage of
manufaciure of the finished dosuge Ton, and the extent and rature of any controls exercised aver each of these parties.

—




EQUORAL 100 MG, POR. CPS MOL S0X100MG, State Institute for Drug Control Page1of1

State Institute for Drug Control

Home / Medicinal products database / Detail of medicinal product
EQUORAL 100 MG

POR CPS MOL 50X100MG
Main Texts Price and reimbursement Foreian language batch Specific therapeutic programme

SUKL code 0010185

Registration Number | 59/ 083/02-C

Type of MA National

Name of the produst | EQUORAL 100 MG

Supplement POR CPS MOL 50X100MG

Route Oral use

Pharmaceutical form | Capsule, soft

Package 50

Strenght 100MG

Language of the pack | Czech

Wrap type

Legal status Prescription-only medicinal praducts
MA status R - active MA/authorised medicinal product
MA Holder TEVA Czech Industries s.r.0., Opava-Komdrov

MA Holder country | CESKA REPUBLIKA

Active substance | CICLOSPORIN {CICLOSPORINUM)

ATCgroup  |Lo4ADO1

ATC group name | Cyklosporin
Back to list

. 2010 © SUKL. Srobsrova 48, 100 41 Praha 10, +420 272 185 111, posta@suki.cz,
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State Inslilule for Drug Control
$robdrova 48, 100 41 Proho 10
Czech Republic

e-mall: poslo@sukicz
wab! www.sukl.cz

r
phene: +420 272185111
Tax: +420 271 732 377
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e skls259173/201 1

Ref.
R.Holubova

Date
17" January 12

Certificate of a Pharmaceutical Product’

This certificate conforms to the format recommended by the World Health Organization (general insiructions
and explanalory notes attached).

No. of Certificate: sukls259173/2011/3

Exporting (certifying) country;: CZECH REPUBLIC

lmporting (vequesting) country: CHILE

1. Name and dosage form of product: EQUORAL 100mg , soft gelatine capsules

L1 Active ingredient(s)* and amount(s) per unit dose™ g in capsule

Ciclosporinum 100,00

Excipients:

Lthanolum anhydricum, Glyceromacrogoli hydroxystearas, Polyglyceroli (3) monooleas, Polyglyceroli
(10) monooleas, Tocopherolum alfa RRR, Gelatina, Glycerolum 85%, Sorbitolum 70% non
eristallisabile, Ferri exidum fuseum, Titanii dioxidum, Glycinum, Atramentum ceruleum.

1.2 Is this product licensed o be ptaced on the market for use in the exporting country?® yes

1.3 Is this produet actually on the market in the exporting country?  yes

2A.1 Number of produet licence’ and dale of issue: 59/083/02-C 21% May 2008

2A.2 Product-licence holder (name and address):
TEVA Czech Industries s.r.o., Ostravslei 29, €.p.305, 747 70 Opava-Kemiroy, Czech Republic

2A.3 Status of product-licence holder;® n
2A.3.1 For categories b and ¢ the name and address of he manufacturer producing the dosage form are:” -—
2A.4 Is Summary Basis of Approval appended?'® no

2A.5 Is the altached, officially approved product information complete and consonant with the licence?'" not
provided

2A.6 Applicant for certificate, if different from licence holder (name and address):™ -
2B.1 Applicant for certificate (name and address): ---

2B.2 Status of applicant: a /b/c

e e



No: sukls259173/201 173 page 2
2B.2.1 For categories b and ¢ the name and address of the manufacturer producing the dosage form are:® —-

2B.3 Why is marketing authorization lacking?
not required/not requested/under consideration/refused

2B.4 Remarks:' ----

3. Daes the certifying authority arrange for periodic inspection of the manufacturing plant in which the
dosage form is produced? yes

3.1 Periedicity of routine inspections (years): in a two years period
3.2 Has the manufacture of this type of dosage form been inspected? yes
3.3 Do the facilities and operations conform to GMP as recommended by the World Health Organization?'®
yesM
Address of certifying authority: STATE INSTITUTE FOR DRUG CONTROL
Srobdrova 48, 100 41 PRAGUE 10, CZECH REPUBLIC
Telephone number: +420 272 185 111 Fax number: +420 271 732 377
Name ol authorized person: FrantiSek Chuehma Chief of the Inspection section

Signalure: =¥, o

Stamp and date: 17" January 12

-|
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. STATEINSTITUTE FOR DRUG CONTROL
Srobdivova 48, 100 41 PRAGUE 10, CZECI REPUBLIC

Certificate of 0 Pharmaeeutieal Product’

Genernl Instructions

;;Itlmsu refor to the guidelines for full inswactions on how to complete this farm and information on the implementation of the
cheme, .

The forms are suislabIE tor gencration by computer. They shonld always be submitted as bard copy, with responses prinied in type
rather thaly hondwritten,
Additional shieess should be'nppended, os necessary, (o sccommodate remarks nad explunations.

Explanulory notes
; This cerlificate, which i_s inthe t"umgnl recammended by WHO. estublishes the status of the pharmacentical product and of the
yp]‘rhcnul for the cerificate in the exporting country. Itis for a single praduct only since manufneluring arrangements and approved
information for different dosage farms and different sengths ean vovy. :

? Use, whenevet possible, International Nonpreprietary Names (INNs) or national nonproprietary names.

The formuln (camplete composition) of’ the dosage form should be given on the certificate or be appended.

* Detnils of quontitative coniposition are prefisred, but thoir provision is subjeet to the ugreement of the product-licence holder,

¥ When spplicable, append delails of any restriciion upplied 1o the sale, distribution or administiation of the produet that is
specificd in the produet licence.,

& Sections 24 and 28 are mutieally exclusive,

Indicale, when applicable, ifthe licence is provisional, or the produet has not yed been approved,

Specily whetler the persou responsible for placing the product on (e market:
{a) mainfactures the dosage fonn;
(b) puackages andfor labels a dosage form manufitctured by in independent company; or
{c) is imculved in none of the above.
This information can be provided only with the consent of the product-ticence holder or, in the case uf nou-registered producls,
the applicuul. Non-coimpletion ol this section indicutes that the pary concerned has not agreed to inclusion of this information,

It shauld be noted thet information concerning the site of production is part of the product licence. 11" the production site is
changed, the ficenee must be updated or it will cease to be valid,
% This refers tn the document, prepared by seme national repulatery nusharities, thal sunimasizes the teehnical basis on which the
praduct hos been licensed.

Y This sefers 10 product information approved by the competent national regulatory suthority, such as a Summary of Product
Characteristics (SPC).

" thig tireumstance, perission for jssuing the certitieate is required from the product-licence holder, This permission must be
providad 1o 1he authority by the applicant,

I Please indicate the reuson that the applicant has provided for not requesting registration:

{n) the protuct has been developed exchusively for the eatment of conditions- particuinsly tropical discoses « not endemic in the
counlry of expoft;

{b) the produet has been relormanted with o view to impraving its stability under tropical conditions;

{c) the jroduet has been reformulnted to exclude excipicnis ot approved for use in pharmaceuticnl praducts in the country of
import;

{d) the praduct has been reformulated to mees a dilferent muximum dosage [imit for an nctive ingredient;

() any other reason, please specily.
" Mot applicalile means thar the manulacture is toking plnee in a country other than that isswing the producl vertificate and
inspuction is conducted.under the aegis of the country af manulaciure.

2 The requirements for pood practices in the mansfacture and quality control of drugs veferred to in the certificate are those
iteluded in We tiity-second report of the Expert  Commilter: on Specifientions for Phaunnaceutical Preparations (WHO Technical
Report Series, No. 823.0092, Annex | ). Reconnnendations specilically applicable to biological products lave been formuluted by
the WHO Experi Convmittes on Bivlogicn! Swadordization {WHO Teelmieal Report Series, No. 822, 1992, Annes { ).

" “Phis section is to hie compleied when the product-licence holder or npplicant contorms 1o stutus (b) or (c) us described in nate 7
abave. 1 I af paiticulne importunce when foreign contractors are involved in the manufcture of the praduet. In thwse circumstances
the applicant should supply the certifving authority with information te identily the contencting parlics responsible for ench stage of
manufncivire of the finished dosuge farm. nod the extent and nature of any controls exercised aver cach of these parties.

e T -
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EQUORAL, POR SOL, IX50ML/5GM, State Institute for Dfug Control Page 1 of 1

State Institute for Drug Control

Home / Medicinal products database / Detaif of medlcinal product
EQUORAL
POR SOL 1X50ML/5GM

Main Texis Prite and reimbursement Foreian language batch Specific therapsutic programme
SUKL code 0006408

Registration Number | 59/ 084/02-C

Type of MA National

Name of the product | EQUORAL

© Supplement POR SOL 1X60ML/SGM

Route Oral use

Pharmaceutical form | Oral solution

Package 50ML

Strenght 100MG/ML

Language of the pack | Czech

Wrap type . _

Legal status Prescription-only medicinal products
MA status R - active MNau!horlse_d medicinal product
MA Holder TEVA Czech Industries s.r.0., Opava-Komérov

MA Holder country | SESKA REPUBLIKA

Active substance | CICLOSPORIN (CICLOSPORINUM)

ATC group LO4ADO1

ATC group name | Cyklosporin
Back to list

2010® SUKL. Srabarova 48, 100 41 Praha 10, +420 272 185 111, osta@sull.cz.
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Slate Inslilule for Drug Conlro)

phone: +420272 185111
Sicbarova 48, 100 41 Pioha 10

lax; +420271 732 377

a-moll: posta@suklez
walb: www.suld.cz
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Refl No Ref. Date
[s259173/2011 R.Holubova 17" January 12

Certificate of a Pharmaceutical Product’

This certificate conforms to the format recommended by the World Healtlt Organization (general instructions
and explanatory notes attached).

No. of Certificate: suls259173/201 1/4

Exporting (certifying) country: CZECH REPUBLIC
Importing {requesting) country: CHILE

1. Name and dasage form of product: EQUORAL solution
LI Active ingredient(s)* and amount(s)
Ciclosporinum

Excipients:

Ethanolum anhydvicum (120), Glyceromacrogoli hydroxystearas (280), Polyglyceroli (3) monooleas
(310), Polyglyceroli (10) monooleas (190),

per wnit dose™ mg in Iml
: 100

1.2 Is this product licensed to be placed on the market for use in the exporting country? yes
1.3 Is this product actually on the market in the exporting country?  yes
2A.1 Number of producl licence’ and date of issue: 59/084/02-C 21 May 2008

2A.2 Product-licence holder (name and address):
TEVA Czech Industries s.r,0., Ostravsks 29, €.p.305, 747 70 Opava-Komarev, Czech Republic

2A.3 Status of product-licence holder:* a
2A.3.1 For categories b and ¢ the name and address of the manufaciurer producing the dosage form are:” -
2A.4 Is Summary Basis of Approval appended?™ no

2A.5 Is the attached, officially spproved product information complete and consonant with the licence?'' not
provided

2A.6 Applicant for cortificate, if different from licence holder (name and address):"? ---
2B.1 Applicant for certificate (name and address): -

2B.2 Status of applicant: a /bfe




No: sukls259173/201 1/4 page 2
2B.2.1 For categories b and c the name and address of the manufacturer producing the dosage form are:” -—

2B.3 Why is marketing anthorization lacking?
not required/not requested/under cousiderationfrefused

2B.4 Remarks:" ----

3. Does the certifying authority arrange lor periodic inspection of the manufacturing plant in which the
dosage form is produced? yes

3.1 Periodicity of routine inspections (years): in a two years period
3.2 Has the manufacture of this type of dosage form been inspec;ed? yes
33 I?o the facilities and operations conform to GMP as recommended by the World Health Organization?'
yes
Address of certifying authority: STATE INSTITUTE FOR DRUG CONTROL
Srobdrova 48, 100 41 PRAGUE 10, CZECH REPUBLIC
Telephone number: +420 272 185 111 Fax number: +420 271 732 377
Name of authorized person: Frantifek Chuchma Chief of the Inspection section
Signature: e

Stamp and date: 17" January 12
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. STATE INSTITUTE FOR DRUG CONTROL
Sraliivava 48, 10041 PRAGUE 10, CZECH REPUBLIC

Certificate of 2 Plirnmecutieal Praduct’
General instructions

Please refer 1o the guidelines lor [ull instructions an how to complete this form nnd information on the implementation of the
Scheme,

The forms are suitnble for generalion by computer, They should abways be submitted as hard copy, with responses printed in type
rather that handswritten.

Additionnl sheels shoutd be appeniled, as necessary, to acconinodate remnrks and explanations.

Explanutory notes
' This certiBcate. which is in the format recommended by WHO, establishes the stawes of the plaemaceutieal produet und of the
gpphcnnt fo the cerlificate in the exporting coumry. [t is lor o single product only since munulncluring arrangements and approved
information for ditferent dosuge fonns and diMivent strengths cun vary.

! Use, whenever possible, Inernational Nonproprietary Names {INNs) or national nonpraprictary names.

“The formuln (complete compuosition) of the dosnge form should be piven un the certificate or be appended.

* Details aFquantitative compusition are preferved, but their provision is subject to the agreement of the product-licence holder.

Whein applicable, uppend details of any restriction applied to the sale. distribution or administration of the product that is
specilied in the praduct licence.

f

Seetions 2A und 2B are mutually exclusive.

T Indicale. when appticable. if'the lieance is provistonal. or the praduct hns not yet been approved.

Specily whether the person responsible for plucing tie product on the market:

() manudhetores e dosage Torm;

(b) packages and/or [abels a dosage farm niantlfactured by an intkependent company; ar
(e} is involved in nane of the ubove.

This information can be provided only with the consent of the product-licence holder or, in the ease of non-registered products,
the npplicant. Nor-completion ol this seelivn indicates tha the pavty coneerned hins not agreed to inclusion ol this information.
It should be noted that inlermation concerning, the site of production is par of the product licence. IF the produgtion site is
changed, the licence must be updated or it will cense to e valid,

"® This rafers Lo the document, prepared by some nattonal regulatory suthorities, that summarizes (he teclmical basis e which the
product s been licensed.

" This relirs to praduct inforuticn appraved by the eompelent nationat regulatery authority. such as a Sunumary of Produet
Chuaracteristics (SPC).

"I this circumstance, permissian for issuing the cortifiate is requived from the product-licenee hotder. This permission must be
pravided to the avthority by the applicant.

¥ piense indicate the reason that the applicait lis provided for nol requesting registration:

(n) lhe product has been developed exclusively for the tr L ol contlitions- porticulnrly tropical diseases - not endemie in the
countyy of export;

(1) the produet bas-been seformubuted with a view ta impraving its stability under wropical conditions;

{e) the product has bren reformulated to exchide excipients nol npproved for use:in pharmiaweuticnl products in the country of
impaort;

{d) the prawduct has been reformuluted 10 meet a diffevent maxinum dosage limit for am active ingredient;

(c) any other reuson. please specity,

Y Nt apgicable means that the manufactore is taking place in a country other than that issuing. the producl cerlificate and
inspection is conducted wider the aegis of the country of mannfaclure,

" The requirements for pond practices in the manafacture and quality control of drugs referred 16 in the centificate are those
ineluced in the thirly-second report of the Expert  Commiltes on Specitications for Pharmmcentical Preparations (WHO Technical
Report Serics, No. 823,1992, Annex | ). Recommendations specilically applicable w biological products hove been formulnted by
the WHO Expurt Commities on Biologicat Standardization {WHO Teclmical Report Serics, No. 822 1992, Annex | ).

¥ This section is to be completed when the product-licence holder or applicant conforms to status (b) or (¢} as described in nole 7
above, Itis ol pasticulor importance when loreign controctons ave involved in the manufacture of the praduet, In these circumslances
the applicint should supply the certifying authority willy informition o identily the contreting parties responsibie for each stuge of
manufacture of the finished dosige Form, and the extery and natuse of iy contrals exerciscd over ench of these partics.
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