54

% A
SRR TR

Bk RA AL ENEEE &

shak 0 11561 ZLFd B E LGE161-25%
Mg A BT

Wk E 0227877148

1R A 0227877178

B2 4 © daisyhaha@fda. gov. tw

EXHE D PERBEBEREFHERNE &

BEXEH: PERBISECATH

#3033k FDARF # 10511021525

] ¢

wER MBS RRESR

MEAE T RUR B RGP % 40 2 £y (A210200001105110215200~1. pdf)

£ 5 PIC/S%::-T4 (PIC/S Rapid Alert System) i@ #Ep /&
J2 3k # g T Dhanuka Laboratories Ltd. | (Bksk @ 7 km, O
1d Manesar Road, Village Mohammedpur, Gurgaon, Har
yana, 122 001, India) REERGMPZ £ > FoR A&

K R S

3 e
— RERBEEE X EMAAgency for Medicinal Product
s and Medical Devices of Croatia (HALMED) #1052
Al19B EM EH/BEMBR  HEREERCMP » H#105F
5F 238 44 " STATEMENT OF NON-COMPLIANCE WITH GMP
g RBEZBMELBAR "Cefixine ) #3145 -
($f %o B 4F) |
AL BB BEHAIMEDE A B A AT » 045
(—)EHFH R T H B LR 2MPE A 4 (GIF-IW-N-40
22/161/13) - &% » ZMPERA XM £ T AL o
(DR EB/EMNERENE HBESL  EXREYEEH
R o

F1H - #27



(Z)GMPR Bk 2w &4 BHEYHE LR - |

=~ % BOMEDQMAR #1054 A 8 8 sk & (Suspend) § 48 Tk
MCefixime ; ¥ " Cefuroxime axetil | 48 B & & % 93 CEP
(the Certificate of Suitability) 24 & F #& Cefix
ime Process 2 #& "Cefpodoxime proxetil ; ZCEP¥ 3
£ HFHREBONPE ER - BFIRIR

W BAERRMERHERE BRFAMPZ R TR
HELULLERRABEALET  FRoMACAREFM
MM WBERATERAERH RN ERMEERME  $
1R 3R OA F =P LR EE o

EAPERBBEHERNELCGLABES G  PERNBEREBEFAELET 64
TEEREGERNELNT TRERAMERRBERIN G PERERSAHE
T a

A iR )

ny

$2R7  #ZRH.



STATEMENT OF NON-COMPLIANCE

Exchange of information between National Competent Authoritie
discovery of serious GMP non-compliance

olfowing the

Part 1
[ssued following an inspection in accordance with :
Art. 111(7) of Directive 2001/83/EC as amended

The competent authority of Croatia confirms the followi
The manufacturer: Dhanuka Laboratories Litd,

Site address: 7 km, Ofd Manesar Road, Villg urgaon, Haryana, 122 001, India
From the knowledge gained during inspectig gufacturer, the latest of which was conducted on
2016-02-19 , it is considered that it do h the Good Manufacturing Practice requirements

referred to in
» The principles of GMP fiis ; eferred to in Article 47 of Directive 2001/83/EC .
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Part 2
1 NON-COMPLIANT MANUFACTURING OPERATIONS

Include total and partial manufacturing (including various processes of dividing up, packaging or presentation), S8k and
certification, storage and distribution of specified dosage forms unless informed te the contrary;

[ 1.4 Other products or manufacturing activity
1.4.1 Manufacture of

1.4.1.4 Other: Active substances(en)

Manufacture of active substance. Names of substances subject o non
CEFIXIME( en)

3. NON-COMPLIANT MANUFACTURING OPERATIONS

Active Substance : CEFIXIME

Special Requirements:
1. B-lactam antibiotics -
3.1.2 Manufacture of crude active
Special Requirements: &
1, Bdactam antibiotig§

blending
Special Requirements.
1. Bdactam antibiotics
3.5.2 Primary Packaging {(enclosing / sealing the active substance within a packaging material
which is in direct contact with the substance)
Special Requirements:
1, Bdactam antibiotics
3.5.3 Secondary Packaging (placing the sealed primary package within an outer packaging
material or container, This also includes any labelling of the material which could be used for
identification or traceability (lot numbering) of the active substance) '
Special Requirements:
1, Bdactam antibiotics
~3.6 | " Quality Control Testing -~~~ -
3.6.1 Physical / Chemical testing
Special Requirements:
1, BHactam antibiotics
3.6.2 Microbiological testing excluding sterility testing
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4. Non-Compliant Other Activities -~ Active Substances :
Other active substances and intermediates manufactured on the site were not in the scope of the
inspection: Cefuroxime axetil, Cefuroxime Acid, Cefdinir, Cefpodoxime Proxetil,Cefpodoxime .

Acid,Cefaclor, Cefditoren Pivexil, Cefditoren Sodium, Cefprozil EP/USP, Cefixim Process2,
7-APCA,7-AVCA,7-ACCA However, crifical finding was discovered in the QA system.

Part 3

1. Nature of non-compliance:

This inspection was performed in the framework of the CEP dossier for the manufact
2003-014-Rev 02. The inspection identified in total 32 deficiencies against EU G

critical and related to the Company’s weak Quality Assurance System, Seven deficie zed as major
deficiencies and were related to: Quality Assurance (2}, Buildings and facilj 1

Management/Storage, Laboratory controls, Qualification, [Critical] The i b0 site, which related
to the workshops that were engaged in the manufacture of Cefixime, wa d not capable of proper

design, planning, implementation, maintenance and continuous improve ; at allows the consistent

excluded. [Major] No release of

e requirements, such as batch production
and batch analytical report review(s) were not co atches were further used for blending after testing.
[Major] A centrifugation area on the basement of {h ilding, the rooms hosting the fluid bed dryers as
well as the dryers themselves were found as no . the requirements because a contamination of the
products openly handled in this area could pot Major] Batch Production Records, Equipment Cleaning
Records and Lot Makmg Production Re¢ E MPR) were issued by printing the relevant document from
¢ documentation was found not considered (or disregarded)
[MaJor] Sevelal observati t, storage and dispensing of raw materials, key starting materials,
intermediates and fini Y
be excluded. [Majo
operations conducte
further five instruments
inspection categorized observy
failed to implement the CAPA

Action taken/proposed by the NCA

MP were made with regard to the TPC laboratory and the analytical
“Out of a list of 62 instruments (SMF), only four were fully qualified. A

elated to the qualification of equipment as a major deficiency. The Company
holistic way as it addressed only the equipment in question.

Withdrawal, of current valid GMP certificate No. GIF-IW-N-4022/161/13
Withdrawal of current EU GMP certificate issued by The Main Pharmaceutical Inspectorate, Poland
(GIF-IW-N-4022/161/13).

Requested Variation of the marketing authorisation(s)
Removal from marketing authorizations should be considered.

Prohibition of supply
No further batches to be supplied to the market whilst this statement remains in force.

Suspension or voiding of CEP (action to be taken by EDQM)
Suspension of R1-CEP 2003-0{4-Rev (2 Cefixime RO-CEP 2011-173-Rev 00 Cefuroxime axetil has bee
EDQM’s AdHoc Committee,
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Narre and signature of the authorised pe
Competent Authority of Croatia

Confidentinl
Agency for
Croatia :
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