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1.Brief Introduction

Changzhou Ruiming Pharmaceutical 1s
located at No.1558, Longjiang Be1 Road,
Changzhou City , Xinbei1 District China-
213127 Chunjiang Town, Jiangsu Province

FEIL: 3007086821
DUNS: 528186718
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The company was built in 2005 with the
investment of RMB 50 millions.

The APIs with high technology, high value added
and low pollution are the major target of the
company. The design and building of the whole
plant meets the GMP requirement.



The total area of company 1s 25,000m2, and the
green area 1s more than40%.

The plant 1s partitioned into production area
(Synthesis area and clean area), assistant facilities,
warehouse and office. The human flow and
material flow are separated. There are three
buildings for API and intermediates synthesis and
drying, and one building for API purification,
drying and packaging (cleaning degree: D).



Layout of company
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2. Milestone

May 2005 Installed completed

Feb. 2008 Got Drug Manufacturing license and the scope of API. (7320110162)

Jul. 2009 Got GMP certificate of Propafenone Hydrochloride and Felodipine (K0774)

Apr. 2010 Got DMF number of Tamsulosin Hydrochloride : 23741

July. 2011 Got GMP certificate of Amlodipine Besylate (JS20110008)

Aug. 2011 Got CEP for Amlodipine Besylate (RO-CEP 2008-074-Rev 00)

July .2015 Got renewal GMP certificate of Three API (JS20150443)

July .2015 US FDA site inspection.

July.2016 Got EIR of Tamsulosin Hydrochloride from US FDA (FEI: 3007086821)

Aug.2016 Got renewal CEP for Amlodipine Besilate (R1-CEP 2008-074-Rev 00)

May.2017 EDQM site inspection.

Dec.2017 PMDA site inspection.

Sep.2018 US FDA site inspection again.

Aug.2019 CGMP site inspection.

Dec.2022 CGMP site inspection.

Jun. 2023 CGMP site inspection.

Feb.2025 Got CEP certificate of Propafenone Hydrochloride(No. CEP 2023-038 - Rev 00)
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EIR of SFDA

N U.S. FOOD & DRUG ULS, Fecd ard Drug Administeation
ADMINISTRATION m”Mbmm
wmn.laa;qm

Via UPS

Retum Receipt Requested

October 16, 2018

Mr. Weiming Shi

General

No 1555Mm Xinbei
Changzhou, Jiangsu, 213127 China

Me. Shi,

r TMUS,MNWWM(FDA)MmWaWW
Pharmaceuticals Co. LId, FEI 3007086821, located 2t No 1658 Longiang Beilu, Xinbei, Changzhou,
memmnammnww-w.mu,mAmmmnm
m«mmuwmwwm Baedonmm.iwbdﬂyb
Mdbuhammmdmmmgzr«bmmm
manudaciuring practice (CGMP),

Ammwmmmmmwmfmmwm
conditions during the inspection, FDA will not take or recommend reguialory or enfiorcement action
because the objectionable conditions do not meet the thweshold for action at this timme. Despite this facikty
MMW,FDArmMmmmmMMMmeFDA
483 issued at the the conclusion of the m«mmwmmmm.
nmmm,mm«mmmwmmemmmmwm
action indicated” ("OAI"),

mwsmmamm«mdmway,nrmmmw
ensure continued comipliance with CGMP.

MWMMdVN!«O@WW“M&%WMFDN‘
mdwmmmr«mmw,mm,m.m
mewmawwwmmmmw
msmdmmmm.mwao«mmmmrommm
with respect (o any potential non-CGMP compliance issues.

FDA has concluded that this inspection is “closed” under 21 CFR 20.64(d)(3), and we are enclosing 3
mammmawmmm(&mummmm
bymnhmmmmﬁmdmmmwm)wzi CFR part 20. This, however,
does not preciude you from requesting additional information under FOTA.
lwulwnmwmwmw,wunmwu.weawmmmﬂ-
240-402-0550 or email at Kevin Gonzalez@da hihs aov.
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Renewal CEP of Amlodipine Besilate 1/3

%’” “'W\”

i L e CONSEL DX [ EUsOwe

Certification of Substances Department

Certificate of suitability
No. R1-CEP 2008-074 - Rev 01

1 Name of the substancs:
AMLODIPINE BESILATE

~N

Name of holder:
CHANGZHOU RUIMING PHARMACEUTICAL CO., LTD.

No. 1558 Longjiang Bei Road
Changzhou City, Xinbel District
China-213 127 Ounj'nngm Jiangsu Province

NV aw

w @

10
1

12 After examination of the Infovmaﬁom C on the manufacturing method and subseguent
13 processes (induding purification) for thi %2 on the site(s) of production listed in annex, we
14 uemfymatmequamyormesubsmmeu&ﬂlymmubymewrrentversaonolme
15 monograph AMLODIPINE BESILATE no. tmuu\e European Pharmacopoeia, current edition
16  induding supplements. AT T el

R Ry IL
1%

17 In the last steps of the synthesis ethanol is used as solvent. s residual content is limited by
18 meuestforlossond'yng(z.ZZ{Z)ofmeEuropeenPhampoeia,mmalimtofmtme
19 than 0.2%. TN

20 NoelemmtalnuritydasslﬂedInlmesIMomanenmmd
21 the substance.

22 TMmbutpabdofﬂtesubstamelsSﬁmmMsﬂstnmdinMpﬂyﬁMmebagsphed
23 in paper drums.

24 The holder of the certificate has dedlared the absence of use of material of hunan or animal
25 origin in the manufacture of the substance,

26 The submitted dossier must be updated after any significant change that may dtt the quality,
27  safety or efficacy of the substance.

Address: 7 Aliée Kastner, CS 30026

F-67081 Strasbourg (France)
Tek: +33 (0) 3 83 41 30 30 - e-mait cepBedgm.eu
Imernet: tp://www.edgm.euy
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Renewal CEP of Amlodipine Besilate 2/3

28 Manufacture of the substance shal take place in accordance with the Good Manufacturing Practice
" 23 and in accordance with the dossier submitted.

30 Fallure to comply with these provisions will render this certificate void.

31 This certificate is renewed from 4 August 2016 according to the provisions of Resolution
32 * AP-CSP (07) 1, and of Directive 2001/83/EC and Directive 2001/82/EC and any subsequent
33 amendment, and the related guidelines,

34 Thisatlluatehasoneamoflpoge.
35 Thlsouﬂﬁamhs
36 lines, s

CHANGZHOU RUIMING CO., LTD,, &s holder of the certificate of sultability

R1-CEP moe-bulb é}tq\: for Amlodipine besilate

hereby auth
,"\:
to use the above-mentioned certificate of suability in s q(mer application(s) for the following

Marketing Authorisation(s): (name of product(s) and m Ma(s), i knowr)

Thehdduﬂwwﬂﬂa&amsgnﬁamdnmsmheomﬁmsasmlnlheCBdusler
have been made since the granting of this version of the certificate.

Date and Signature (of the CEP halder):

Poge20f2
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Renewal CEP of Amlodipine Besilate 3/3

vt Necate | ks regreee
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b
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i b - CONSEL DF LEUSOM

COUNC I OF FLSORY
edom
, e
| Certification of Substances Department

~ Annex 1: Site(s) of production for R1-CEP 2008-074 - Rev 01

.

Production of Amlodipine besilate:

CHANGZHOU RUIMING PHARMACEUTICAL CO., LTD.

No. 1558 Longjlang Bel Road

Changzhou City, Xinbei Dl‘?tl

China-213 127 Chunjiang Town, Jiangsu Province
A 5!

N

EDQM Cartificate of Suitabiity
CEP No R1-CEP 2008-074 - Rev 01
Annex 1 Page 1/1
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EUGMP certificate of Amlodipine
besilate1/2

Finnish Medicines Agency
CERTIFICATE NUMBER: FIMEA/2023/006159

CERTIFICATE OF GMP COMPLIANCE OF A MANUFACTURER

Part 1
Issued following an inspection in accordance with
Art. 111(5) of Directive 2001/83/EC as amended

The competent authority of Finland confirms the following:

The manufacturer: Changzhou Ruiming Pharmaceutical Co. Ltd.

Site address: No 1558 Longjiang North Rd, Chunjiang, Xinbei, 213127, China
OMS Organisation Id. / OMS Location Id.: ORG-100025203 | LOC-100034409

Has been inspected in connection with marketing authorisation(s) listing manufacturers located outside of
the European Economic Area in accordance with Art. 8(2) of Regulation (EC) 726/2004.

Is an active substance manufacturer that has been inspected in accordance with Art. 111(1) of Directive
2001/83/EC.

From the knowledge gained during inspection of this manufacturer, the latest of which was conducted

on 2023-11-15, it is considered that it complies with:

* The principles and guidelines of Good Manufacturing Practice laid down in Directive (EU) 2017/1572
and/or Commission Delegated Regulation (EU) 2017/1569, as reflected by the product categories stated in
Part 2.

* The principles of GMP for active substances ~ referred to in Article 47 of Directive 2001/83/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. However, this period of validity may be reduced or extended using regulatory risk
management principles by an entry in the Restrictions or Clarifying remarks field. Updates to restrictions or
clarifying remarks can be identified through the EudraGMDP website (http://cudragmdp.ema.europa.ew/).
This certificate is valid only when presented with all pages and both Parts 1 and 2.

The authenticity of this certificate may be verified in EudraGMDP. If it does not appear, please contact the
issuing authority.

" The certificate referved 1o in paragraph Art. 111(5) of Directive 2001/83/ECis also applicable to importers
*Guidance on the interpretation of this template can be found ir the Interpresation of the Union formai for GMP certificate

These requirements fulfil the GMP recommendations of WHO.

- " <,' O .
/& VAR e Oclle n
Online EvcraGMDP, Ref key: 169132 Issuance Date 2024.04.18 Signatory: Siv Lundstrdm Page1af2
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EUGMP certificate of Amlodipine

besilate1/2
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Part 2

Llluman Medicinal Products

Manufacture of active substance. Names of substances subject to inspection:
AMLODIPINE BESILATE(en)

3. MANUFACTURING OPERATIONS - ACTIVE SUBSTANCES

Active Substance: AMLODIPINE BESILATE

3.1 | Manufacture of Active Substance by Chemical Synthesis

3.1.1 Manufacture of active substance intermediates

3.1.2 Manufacture of crude active substance

3.1.3 Salt formation / Purification steps:
crystallisation

3.5 | General Finishing Steps

3.5.1 Physical processing steps:
milling, blending ctc,

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

3.5.2  Primary Packaging (enclosing / sealing the active substance within a packaging material

3.6 | Quality Control Testing

3.6.1 Physical / Chemical testing
3.6.2 Microbiological testing excluding sterility testing

4. Other Activities - Active Substances:
The inspection was performed in the frame of the EDQM inspection programme.

2024-04-18 Name and signature of the authonised person of the
Competent Authority of Finland

/& #4 R0R 7

e O @ T~

Siv Lundstriim

Finnish Medicines Agency
Tel:

Fax:

Onling EnnaGMDO;,-Rol key 169132 Issuance Date 2024.04.18 Sgnatory: Siv Lundstrdm Page2cf2




3.Management system

The company 1s 1in charged by General Manager.
The organization 1s built according to GMP,
include Quality (QA and QC), Production,
Equipment, Materials, Sales, Financial and
Admun.
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Quality Assurance

Changzhou Ruiming Pharmaceutical Co., Ltd. has built the
quality and document system according to ICH and cGMP
requirement. It 1s independent of production in the form of
Quality department (include QA and QC). This system 1s
effective to ensure the API meets its established
specifications.

The quality assurance department is involved in all quality-
related matters. Every responsibility for both quality and
production system are described 1n written.



Product Quality Reviews

Product quality review 1s performed once a year
covering production, process, quality standard
(raw material, final product, and intermediate and
in-process product), stability study, statistics and
analysis of test results, product quality and other
related fields such as change control, deviation,
register, complaint and so on.



DOCUMENTATION

All documents are prepared, reviewed and 1ssued
according to written procedures.

The documentation system 1s portioned into three
parts.

STP-Standard Technical Procedure
SMP-Standard Manage Procedure
SOP- Standard Operation Procedure



Production

The related STP, SMP and SOP on production are
prepared according to the requirement of GMP and
character of product. The parameter 1n process 1S
controlled and monitored strictly.

Rejected Raw materials and packaging materials
are not used 1n the production. Rejected
intermediates are not used 1n the next step and
Rejected products are not released.



Premises and Equipment

The production area 1s divided into Synthesis area and
Clean Area.

The Synthesis area 1s about 2700m?2. A relative
independent drying room 1s set for intermediates and
crude APIs, respectively. The sale intermediates 1s dried,

blended and packaged in this area.



Main Produce Equipment List

Equipment name Quantity

Reactor 50
Centrifuge 10
Dryer 8
Mixing machine 3
Pulverizer 4
Micronizer 1
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Main Test Instruments List

HPLC 14
GC 3
uv 1
IR 1
Automatic Polarimeter 1
Melting point instrument 1
Karl Fischer moisture meter 1
Microbial limit lab(A&C grade) 1
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4.Personnel

The number of employee 1s 138 now.

There are 44 technologists

Quality (QA and QC and Registration) 24(6/ 17/ 1)
Production 40
Materials 5
Equipment S
Others 58
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Organization Chart

Organization chart
General Manager
Shi Weiming
Quality Director
(Qualified Person )
He Yuegin
Finance Sales Admin. Matenals R&D Production& Equipment EHS
Quality dept Han Wenhua Jwlian Xufeng Werquang Wang Xisoliang Weizhong Guangxin
He Yuegin Jwlian
QA QC director Registratio Bt Final intermedia Raw hardware Equipment Sewage
director Zhou . fllsace e I'e Material maintenance treatment
Wu Qiong Xingrong Xu Hua XuHus Warehouse Warehouse Warehous section
h ! o E— Chemical | | Purification Purified
ol : -
S v Chiiscion Workshop | | Workshop Water
testing




5. Product

Tamsulosin Hydrochloride, DMF 023741,FEI-
3007086821 For USA and Canada Markets.

Amlodipine Besilate for China and Europe market.

Propatenone Hydrochloride and Felodipine for
China market.
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Picture of company
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Chemical Area
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Centrifuge in cleaning area
i

2026-10-21




Dryer for final product
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HPLC
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