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Agencia Espaiiola de Medicamentos y Productos Sa
Report No: INS/GMP/2016/020-021_ /BEDI01232
STATEMENT OF NON-COMPLIANCE ?

Exchange of information beiween National Competent Authorities
discovery of setious GMP non-compliance

olfowing the

Part 1

Issued following an inspection in accordance with :
Art. 111{7) of Directive 2001/83/EC as amended
Art. 80(7) of Directive 2001/82/EC as amended

The competent authority of Spain confirms the fo
The manufacturer: Zhejiang Hisun Pharmae

isha Campus)
Site address: 46 Waisha Road Jiaofiang Dist

Zhejiang, 318000, China

From the knowledge gained during in
2016-06-04 , it is considered that it d
referred to in :

» The principles of i jes referred to in Article 47 of Directive 2001/83/EC and Article
51 of Directive 2 '

! )
The statement of non-compliance ¥

in paragraph 111(7) of Directive 2001/83/EC and 80(7) of Divective 2001/82/EC, as amended, shall
also be required for Imports coming fro

ird countries into a Member State.
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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), b
certification, storage and distribution of specified dosage forms unless informed to the contrary;

and

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 to non-
CLORSULON( en)
PRAZIQUANTEL( en)

FIPRONIL( en)

3. NON-COMPLIANT MANUFACTURING GPERATION,

Active Substance : CLORSULON

cloéing / sealing the active substance within a packaging material
the substance)

material or containe®#Lhis also includes any labelling of the material which could be used for
identification or traceability (lot numbering) of the active substance)

3.6.1 Physical / Chemical testing
3.6.2 Microbiological testing excluding sterility testing

Active Substance : PRAZIQUANTEL

3.1.1 Manufacture of active substance intermediates

3.1.2 Manufacture of crude active substance

3.1.3  Salt formation / Purification steps :

Drying and milling
H. B

Physical processing steps :
Drying and milling
3.5.2 Primary Packaging (enclosing / sealing the active substance within

Online EudraGMOP, Rel key: 37663 Issuance Date: 2016-09-19




which is in direct contact with the substance)
3.5.3 Secondary Packaging (placing the sealed primary package within an outer packaging

material or container. This aiso includes any labelling of the material which could be used for
identification or traceability (lot numbering) of the active substance)

3.6.1 Physical / Chemical testing
3.6.2 Microbiclogical testing excluding sterility testing

Active Substance : FIPRONIL

T

= Al 7
3.1.1 Manufacture of active substance intermediates
Special Requirements:
6. Ectoparasiticides
3.1.2 Manufacture of crude active substance
Special Requirements:
6. Ectoparasiticides
3.1.3  Salt formation / Purification steps :
Drying and milling
Special Requirements:
6. Ectoparasiticides

3.53 Secondary Pclcaging (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:

6. Ectoparasiticides

3.6.1 Physical / Chemical testing
Special Requirements:
6. Ectoparasiticides
3.6.2 Microbiological testing excluding sterility testing
Special Reguirements:
6. Ectoparasiticides

4, Non-Compliant Other Activities - Active Substances :
The non-compliance statement (NCR) applies to all active pharmaceutical ingredient
products and medicinal products manufactured in the three campuses (Waisha C
and East Factory Campus). The list of active ingredients (list maybe non-exhaustive
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company: doxorubicin hydrochloride, epirubicin hydrochloride, vinorelbine tartrate, vincristine sulphate,
mycophenolate mofetil, tacrolimus, dactinomycin, paclitaxel, bleomycin sulfate.

Part3

1. Nature of non-compliance:

Overall 57 deficiencies were observed during the inspection, 3 critical and 17 major.[Critical 1] T!
cross-contamination risk was not fully identified and mitigated. Fipronil APT (ectoparasiticidgs
to animal} was produced in the same building, same areas and same equipment than another
{Clorsulon) and in the same building and same area than Praziquantel. Fipronil was stg
warehouse than other active ingredients for human use and veterinary use. HVAC ¥

[Critical 2] The three Fipronil API intermediates were not manufactured
File and other documents it is falsely stated that the manufacture of the t
Hisun Pharmaceutical Site, [Critical 3] Bad documentation practice and d

bearing variable data as batch number and expire date were found i
deficiencies] The 17 major deficiencies observed were identified
senior management respousibilities, cleaning validation, medj

Feiided for other purposes, [Major
f quality pharmaceutical system and
ification, filter usage and maintenance,

document control, raw material dispensing, handlj ! roducts, material sterilization, intermediate holding
times, nitrogen and compressed air testing frequen, egrity testing, reference standards used for testing
and non-accurate information provided in Site

Online EudraGMDP, Ref key: 37663 lssuance Date: 2018-09-19 Signatory:  Conficlen




Action taken/proposed by the NCA

Requested Variation of the marketing authorisation(s)
1. This manufacturer should not be authorised in any new/ongoing marketing authorization or variation applications. 2.
The submission of a variation application for introducing alternative manufacturers of active ingredien ibdiate

products and finished products is recommended. '

Recall of batches already released
No recall of the active ingredients, intermediate products and finished products manufactur
recommended. However, in case out of specification results (OOS) are obtained as a re
interim measures B1 and B2, these results should be communicated by MAH to NC4
NCA, fellowing an assessment between the NCA and MAHs, whether to recall a bat
should be based on a risk assessment and on the criticality of the product. Ev
are alternative suppliers and potential risk of shortage.

Prohibition of supply
Prohibition of supply is recommended, unless there are not alternative sup

Others
Due to the number and severity of the findings detected, current ificates should be withdrawn. The
following additional measures are recommended: A. Due to yddn
valid GMP certificates should be withdrawn. B.1 i
third countries to perform full analytical testing oft
impurities, residual solvents and microbial burden, CASL] ot applicable for batches that are currently on the
market. B.2. To oblige European manufacturers, rs fo perform full analytical testing of every batch of

intermediate products and finished products sous
from Hisun, including impurities, residualf obial burden. This measure is not applicable for batches
that are currently on the market.

Additional comments _
Due to their nature, thesgbs e  considered to apply to all active substances, intermediate products
and medicinal prod ired at the three campuses of Zhejiang Hisun Pharmaceutical, Co., Ltd, site (Waisha
Campus, Yantou Campil
active ingredients, intermesth
helders are requested to cont elevant National Competent Authority to verify whether their products are
considered critical, for which there are not alternative suppliers and there is a risk of shortage in their territory, and
therefore outside the scope of the non-compliance statement.

2016-09-19 Name and signature of the authorised person of the
Competent Authority of Spain

Confidential
Spuanish Agency of Medicines and M,
Tel: Confidential
Fax: Confidential
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Report No: INS/GMP/2G16/020-021_ 01232

STATEMENT OF NON-COMPLIANCE

Exchange of information befween National Competent Authorities,
discovery of serious GMP non-compliance

olfowing the

Part 1

Issued following an inspection in accordance with :
Art. 111(7} of Directive 2001/83/EC as amended
Art. 80(7) of Directive 2001/82/EC as amended

The competent authority of Spain confirms the fol

The manufacturer: ZHEJIANG HISUN P, 0.; Ltd. (YANTOU CAMPUS)

, Zhejiang province, Taizhou, Zheijiang,

From the knowledge gained during insp "manufacturer, the latest of which was conducted on
2016-06-04 , it is consid _ ' with the Good Manufacturing Practice requirements

51 of Directive 20

! The statement of non-compliance refer ra in paragraph 111{7) of Directive 2001/83/EC and 80(7) of Directive 2001/82/EC, as amended. shall
also be required for imports coming from third countries into a Member State.
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Part2
1 NON-COMPLIANT MANUFACTURING OPERATIONS

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

1.4 Other products or manufacturing activity
1.4.1 Monyfacture of

1.4.1.4 Other: Active Substances(en)

4. Non-Compliant Other Activities - Active Substances :
The non-compliance statement (NCR) applies to all active pharma

Part 3

1. Nature of non-compliance:

Overall 57 deficiencies w,
cross-contamination ri
to animal) was prod
{Clorsulon) and in the !
warehouse than other activey 1S for human use and veterinary use. HVAC systems, dust extraction systems and
cleaning validation were not & ate. Additionally, there were three Penem intermediates stored in the cold storage
room located in warehouse Y03, The material was sampled in the same sampling room ag other solid materials.
[Critical 2] The three Fipronil API intermediates were not manufactured at Hisun Pharmaceutical site. [n Site Master
File and other documents it is falsely stated that the manufacture of the three intermediates toolt place at Zhejiang
Hisun Pharmaceutical Site. [Critical 3] Bad documentation practice and deficient material management, specifically,
uncontrelled documents were found in a warehouse intended for other purposes and uncontrolled packaging materials
bearing variable data as batch number and expire date were found in a warchouse intended for other purposes. [Major
deficiencies] The 17 major deficiencies observed were identified in the areas of quality pharmaceutical system and
senjor management responsibilities, cleaning validation, medicinal product identification, filter usage and maintenance,
deviations and re-testing of stability studies, computerised system validation, andit trail of computerised systems,
document control, raw material dispensing, handling of expired products, material sterilization, intermediate holding
times, nitrogen and compressed air testing frequency, vent filter integrity testing, reference standards used for testing
and non-accurate information provided in Site Master File.

Action taken/proposed by the NCA

Requested Variation of the marketing authorisation(s)
1. This manufacturer should not be authorised in any new/ongoing marketing authorization or vart
The submission of a variation application for intreducing alternative manufacturers of active ing
products and finished products is recommended.

Reeallofbatches-already-released
Qpling CudraGRNP _Ref key: 37652 Issuanca Data- 2016-08-19 ‘-“.ign:inry- Confidar
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No recall of the active ingredients, intermediate products and finished produets manufactured in the site is presently
recommended. However, in case out of specification results (OOS) are obtained as a result of testing recommended as
interim measures B1 and B2, these results should be communicated by MAH to NCA. The decision to be mads by
NCA, following an assessment between the NCA and MAHSs, whether to recall a batch of a particular pro r not
should be based on a risk assessment and on the criticality of the product. Evaluation should take into ag here
are alternative suppliers and potential risk of shortage. '

Prohibition of supply
Prohibition of supply is recommended, unless there are not alternative suppliers and there is

Others

Due to the number and severity of the findings detected, current valid GMP certific n. The
following additional measures are recommended: A. Due to the number and sgygel i 1y ditected, current
valid GMP certificates should be withdrawn. B.1. To oblige medicinal prod urersidaated both in EU and
third countries to perform full analytical testing of every batch of active 0 Hisun, including

impurities, residual solvents and microbial burden. This measure is not ag
market. B.2, To oblige European manufacturers and/or importers to perfo ;
intermediate products and finished products sourced from Zhejiang od APIs or intermediates sourced
from Hisun, including impurities, residual solvents and microbial hi
that are currently on the market,

Additional comments
1l active substances, intermediate products
and medicinal products manufactured at the three ¢ jiang Hisun Pharmaceutical, Co., Ltd. site (Waisha
Campus, Yantou Campus and East Factory Camg findings have a potential to impact on all the
active ingredients, intermediate products and fi anufactured in the site. Marketing authorisation

2016-09-19 Name and signature of the authorised person of the

Competent Authority of Spain

Confidential

Spanish Agency of Medicines and Medical Devices
Tel: Confidential

Fax: Confidential

Online EudraGMDP, Ref key: 37662 Issuance Date: 2016-09-19 Signatary: Confide




Spanish Agency of Medicines and Medical Devi
Report No: INS/GMP/2016/020-021_
STATEMENT OF NON-COMPLIANCE

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

ollowing the

Part 1

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

The competent authority of Spain confirms the followj
The manufacturer: ZHEJIANG HISUN PHARMA
Site address: I HAIZHENG ROAD, JIAOF 1}

From the knowledge gained during inspecti
2016-06-04 , it is considered that it doe ' ing Practice requirements
referred to in

* The principles and gui . ' acturing Practice laid down in Directive 2003/94/EC

1
The statement of non-comp
also be required for imports co

Beagraph 111(7) of Directive 2001/83/EC and 80(7} of Directive 2001/82/FEC, as amended, shall
es Into @ Member State.
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Part 2

Human Medicinal Products

1 NON-COMPLIANT MANUFACTURING OPERATIONS

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

1.2 Non-sterile products
1.2.1 Non-stevile products (processing operations for the followi

1.2.1.1 Capsules, hard shell
1.2.1.13 Tablets

1.5 Packaging
1.5.1 Primary Packing

1.5.1.1 Capsules, hard shell
1.53.1.13 Tablets

1.6 Quality control testing
1.6.2 Microbiological: non-steri

1.6.3 Chemical/Physical

4. Non~Compliant Other Activities - Agsi
The non—comphance statement (NC‘R Hies tondilactive pharmaceutical ingredients, intermediate

; o in the three campuses (Waisha Campus, Yantou Campus
and East Factory Camp

Part 3

1. Nature of non-compli

Overall 57 deficiencies were obggrved during the inspection, 3 critical and 17 major.[Critical 1] The
cross-contamination risk was not fully identified and mitigated. Fipronil API (ectoparasiticide for external application
to animal) was produced in the same building, same areas and same equipment than another active ingredient
(Clorsulon) and in the same building and same area than Praziquantel. Fipronil was stored in the same room in
warehouse than other active ingredients for human use and veterinary use. HVAC systems, dust extraction systems and
cleaning validation were not adequate, Additionally, there were three Penem intermediates stored in the cold storage
room located in warehouse Y85, The material was sampled in the same sampling room as other solid materials. '
[Critical 2] The three Fipronil API intermediates were not manufactured at Hisun Pharmaceutical site. In Site Master
File and other documents it is falsely stated that the manufacture of the three intermediates took place at Zhejiang
Hisun Pharmaceutical Site, {Critical 3] Bad documentation practice and deficient material management, specifically,
uncontrolled documents were found in a warehouse intended for other purposes and uncontrolled packaging materials
bearing variable data as batch number and expire date were found in a warehouse intended for other purposes. [Major
deficiencies] The 17 major deficiencies observed were identified in the areas of quality pharmaceutical system and
senior management responsibilities, cleaning validation, medicinal product identification, filter usage and mamtenance
deviations and re-testing of stability studies, computerised system validation, audit trail of computerised gygt
document control, raw material dispensing, handling of expired products, material sterilization, intermg
times, nitrogen and compressed air testing frequency, vent filter integrity testing, reference standare
and non-accurate information provided in Site Master File. :

Action taken/proposed by the NCA
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Requested Variation of the marketing authorisation(s)
1. This manufacturer should not be authorised in any new/ongoing marketing authorization or variation applications. 2.
The submission of a variation application for introducing alternative manufacturers of active ingredients, i
products and finished products is recommended.

Recall of batches already released
No recall of the active ingredients, intermediate products and finished products manufactured j
recommended, However, in case out of specification results (OOS) are obtained as a result ¢
interim measures B1 and B2, these results should be communicated by MAH to NCA. The d
NCA, following an assessment between the NCA and MAHs, whether to recall a b
should be based on a risk assessment and on the criticality of the product. Evaluatio
are alternative suppliers and potential risk of shortage.

Prohibition of supply
Prohibition of supply is recommended, unless there are not alternative su risk of shortage.

Others
Due to the number and severity of the findings detected, current vali es should be withdrawn. The

rity of the findings detected, current
anufacturers located both in EU and
_ tances manufactured at Hisun, including
impurities, residual solvents and microbial burder i3 not applicable for batches that are currently on the
market, B.2. To oblige European manufacturers a
intermediate products and finished products so
from Hisun, including impurities, residual solve

that are currently on the market.

al burden. This measure is not applicable for batches

Additional comments
Due to their nature, the
and medicinal produ
Campus, Yantou Ca
active ingredients, interf
holders are requested to coly vant National Competent Authority to verify whether their products are
considered critical, for whic e not alternative suppliers and there is a risk of shortage in their territory, and
therefore outside the scope of the non-compliance statement.

onsidered to apply to all active substances, intermediate products
campuses of Zhejiang Hisun Pharmaceutical, Co., Ltd. site (Waisha

2016-09-19 Name and signature of the authorised person of the
Competent Authority of Spain

Confidentiol
Spanish Agency of Medicines and Medi
Tel: Confidential
Fax: Confidential
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