Digitally signed by Gutan Ghenadie
Date: 2024.07.12 09:19:53 EEST
Reason: MoldSign Signature
Location: Moldova

T

-
s
=0
&
__{55{
2t
&5
=
(;::21

bR A A P (2023] 69 &

R TSI A L e
2y GMP FF &Pk 5 55

ZRHEREMIRE (R R AR

R (G REEIEY KGR RS EEY WEX,
25 AT W Bl F20234E02 A 20H F 02 24 H 4 A A
HREALE IR R EEE CGERAAEKRE ) #
TT8 &P fFerhsE (5 REFFTEIFRE) L
P E GRG0 FEGHRBEOT. — 15T, 25 6T %,
BT R AR CGERHAAEKBE) WA EE
AL (G RAFREFHEME (201044457 Zk.

A 7 i hE 2 | Nk & 6 B
e AR ERRE-1/2 £ %
eRW AT RER | _ . P BT R M R
%4 % ——7[‘}% AR A K EE F | =32 (/f%il’)ﬂké‘&/}%(%)
AR

R 4



fie 25 0 GMP £ & & 1 S48 T E i L

E: EHAAEKBEFE (A 410/1. 33mg/ 3, 25 &3t
BX T BT S19990021) [ By A A4 0 A 7 Fn 2
mAEF T (BEHHHES) RE, S MigEMEXAE
XA RERARETENERAATHATRIEEFH AL E
CHER, HRELTEEELFHTHAEE. &5, RE
o BEFRTREF A L]

Yix: FRETEML. BREFEEL. F—0R, FRAT.

TR 2 IR 0 20234 8 A 9 HE X




G GMP RERRETAEINE BN

Ak £ 7R ZRHEZMEMTRE (RH) KA RAH

BITHAEME R (ERAAEKEZ) (Z5 FALEKBREZER
=12 AL Z 5T BERAAEKERESAN =32 £7%)

2

FEGE: kKA
FEGH: RXA
— kbR 15 3K

1 = =328 A A\ AR KRR 00 2 18 R T 9 25 AR A 00 78 PR 2 o O A A
R AR AT TATH IR, (5 56 &)

2. Z5 T 5 2 4% GH Sh AWM ) Z [0 R A e R A E W, B A (S 1 19 R i A
FRAE-20+ SCUABFnukfE o, B JE MR B 2 WS R, ok L &R
B, TREWNBEATE S, XELTFERNER—KEBE. (F714%)

3R — AL RS-, WAEKKFAMEH EEEN —ERERES
TRFRELA BN S, ZREFEFILKFRELMANBFTIEN (—).
(% 87 %)

4.2023 AP ERIF, KW RN, BEEABH. ERESHDE
BT At ERRSE B AN, LC20A Bk im0 (R &4m5: 5211-38) & 2 4
RO — IR, AN RARYE B O B A . A AR B 3 A B0 (U8 A A AZ B OK
DLRFF AR SRR SR, (5 90 &)

S.EAFAEESR: (1) Z5) B 1 a4 KRk ESE (A5 PSC1500/B,
WA T C1114-CS-01) xt[F] — Bt 3 & 1] & Nk 4 (o] () 4 A VR 9 6 1 i A7 K
AT, (2) CER#EBRAHAREY (X% 5F: SOR-QR-SB-C3-012)
R ARATHSETR T AT HEELEN. (F 140 %)

SXHRBFEESR: (1) GERAAAEKBEEGATHE o 20 #IF £
P 2 SR R B A P R KPR D (X4 5 SOR-ZL-001-02-18) 3¢ F 4
AHET NGB N : 1. BT RARE B A 20 WD AR~ &R 6 A&
PR, 3. R —EfES A, RAMBRRAS 7K. R EFE
T & A A (2R R B AT £ L g B E AN X4 5 2 SOP-2G-005 )
5 QHE R By PR A Fo it E PR N (U4 5. SMP-ZL-019) x¢ 4 R ¥ 347 9 i 41




KHES—F, dm: CHRHEER BT M. SBERAEMARY HE “A KPR & R
¢ GMP. GSP. 1S09000 JATEA b 71 56 F 47 % 117, {8 {57 B F £ Ao it ofe & 22 4
BN M “ARMBENFERFHT-RIAGHEI. (F 150 %)

AMEFRFINELLRBESEH, wEFHAAEKEE —ZH TR
(#5: 20220521D) GHEFF, EH TEMAKE LR RILFKRAHEE KH &
BEHmT; RAME, HBHRILE VHP FHEMKE, KIEFHEAGLAMENKRE.
5 KO W 4 ok 8 XUE 3 A SR AR 2] Lppm 6y B [A]; 25 30 B 4| g A 470 2 o
AEKBFRAMTESHE, NATRAMOMT, [EERES RS HH
. (F175%)

8. KANEKIFFEREFED (X5 : SMP-BZ-CP-020 ) A7l 4046 T
B#HARF NG, wERRERRAERL, AHNSEHRNOEASELE.
(% 221 %)

0. NA K EER (#h5: P32-20220325) 4B DNA & B BEA N, *iT
TR 8K 0 B PCR A& hBRIESR I DNA KA &8y 2 77 - R AT F12
By ANAEKBEREMR (#5: P32-20230205) BEGSENER, #RA&H1EG
WEHE H 21, 89mg/ml, B 21.95mg/ml, HHE 42, FHAAEKEE (HT:
20220513D) A~ PEAURLAS T B B B9 ORI AR B R K BE R BTARE A KT 1. Oum By
WAL R, (% 223 %)

10. (hrvEds. B REEMNEY (X4 S: SOP-JC-CL-010) H K& fL &
B IR R 2 A SR B KA B X BR e R e i A, DL R
RN EME. (F 227 4)
1L Z-3-2 FEHAAEKBERNNFRELRE (BR) ARFEZALEMNRGH

NERMRNE TR T RENEFTETHRELCE. (CEARRE % 10
%)

N

12. K=Z5) B3 EFRBIAEER S FENREFHAREY (X5
SOR-QR-SS—C3-003) Wy i B AN, MELERKFHIN “EEREWE LM,
TREFENERBSHNERBEH RS, (LHHHMT £ 33 5)

3T WA R A RERRAFF—K, AFETFEHE = CEME &
AR EEENFITMA T NFFFRN KA NER(EHG T &




79 %)

14. Z 5 BEAFEAREE (R EEFHFEEEHE. HEAE (XHHT:
SOP-JC-GL-006 ) Z K& B #AT — R IEE M H, L AT EHITHEHE. (K
GG R

15. EX125ZH R A 8 K P BL B 6 K 4T FALGE R B, B[] 069 48 BROR 3 AR TR
HATEHE, FRAABTEHR. (TENHMRERT £ 14 &)




Anhui Provincial Drug Evaluation and

Inspection Center

W.Y.S.C.S.C.[2023] No.69

Anhui Provincial Drug Evaluation and Inspection Center

Notification of Drug GMP Compliance Inspection Results

To Anhui Anke Biotechnology (Group) Co., Ltd.:

In accordance with the requirements of the Drug Administration Law and the
Measures for the Supervision and Administration of Drug Production, the Drug
Evaluation and Inspection Center organized an inspection team to conduct a drug GMP
compliance inspection on your manufactured “Therapeutic Biologics (Human Growth
Hormone for Injection)” from February 20 to February 24, 2023, and it was found that
there were O critical deficiency, 0 major deficiency, and 15 minor deficiencies. After
comprehensive assessment, the production and quality management of “Therapeutic
Biologics (Human Growth Hormone for Injection)” are in compliance with the

requirements of the Good Manufacturing Practice of Medical Products (2010

revision).
Production Address Production Production Line Production Scope
Workshop
3-1/2 production line of
Haiguan Road K-1, High & Human growth hormone Therapeutic Biologics
New Development Zone, bulk solution
. No.3 Plant — (Human Growth Hormone
No.669, West Changjiang 3-3-2 production line of for Injection)
Road, Hefei City Human growth hormone !

for injection

It is hereby notified.



Annex: Non-compliant Items in the Drug GMP Compliance Inspection

Anhui Provincial Drug Evaluation and Inspection Center

August 9, 2023

CC: Licensing and Registration Department, Drug Production Supervision
Department, First Sub-Bureau, and Leadership of Anhui Medical Products

Administration

Anhui Provincial Drug Evaluation and Printed and issued on August 9, 2023
Inspection Center




Non-compliant Items in the Drug GMP Compliance Inspection

Enterprise ) .
Anhui Anke Biotechnology (Group) Co., Ltd.
Name
Therapeutic Biologics (Human Growth Hormone for Injection)
Inspection (3-1/2 production line of Human growth hormone bulk solution and
Scope 3-3-2 production line of Human growth hormone for injection in
No.3 Plant)

Critical deficiencies: 0 item
Major defects: 0 item
Minor defects: 15 items

1. The clarity tester used in the filling process of 3-3-2 human growth hormone for injection
preparation workshop, was installed in the capping room without feasibility evaluation. (Article 56)

2. In drug substance samples storage room of GH purification and refining workshop on the
second floor of No. 3 Plant are stored indoors, qualified DS and DS to be tested were stored in -20
+ 5 C freezers and refrigerators respectively, if the temperature exceeds the standard, only indoor
buzzing alarms can be triggered, but remote wireless alarms cannot be triggered. There was no
temperature monitoring data printing facility, and only temperature monitoring and recording were
conducted once in the morning and afternoon. (Article 71)

3. Some of the same equipment names were inconsistent, such as the equipment name in the
chromatography room of the human growth hormone purification and refining workshop, which
was chromatography column 3 in the equipment status label, and the equipment name in the
equipment usage record was ion exchange chromatography (I). (Article 87)

4. In the 2023 annual measurement plan, the range of calibration required for inspection
instruments such as box type resistance furnaces, constant temperature water baths, and incubators
was not included; The LC20A high-performance liquid chromatography instrument (equipment
number: 5211-38) is calibrated every 2 years. The company did not increase the frequency of QC
instrument check during the use and aging of the instrument to maintain the credibility of the
equipment calibration status. (Article 90)

5. Partial qualification has shortcomings: (1) The pure steam generator (model PSG1500/B,
equipment number C1114-CS-01) on the first floor of No.3 Plant has not been confirmed for its
ability to supply pure steam to multiple equipment in the same workshop during the same period; (2)
The performance qualification report of the automatic feeding and discharging system (document
number: SOR-QR-SB-C3-012) was not subjected to online monitoring of dynamic suspended
particles and planktonic bacteria. (Article 140)

6. Some of the documents have shortcomings: (1) Risk assessment report on the shared
production area of the production line for human growth hormone for injection and human
interferon alpha 2b for injection (document number: SOR-ZL-001-02-18). The risk reduction
measures for the production organization method: 1. The two products are not produced at the same
time; 2. Reduce the frequency of simultaneous production of different products; 3. Continuous
production of the same variety using a staged production method. The risk reduction measures were

contradictory and unclear; (2) The Operating Procedures for Material Supplier Evaluation and




Approval (document number: SOP-ZG-005) and the Supplier Evaluation and Approval
Management System (document number: SMP-ZL-019) have inconsistent regulations on the
frequency of supplier on-site audits. For example, the Operating Procedures for Material Supplier
Evaluation and Approval stipulate that "A-class material suppliers who have passed GMP, GSP,
and ISO9000 certifications are exempt from on-site audits", while the Supplier Evaluation and
Approval Management System stipulates that "A-class material suppliers undergo on-site audits
every two years". (Article 150)

7. Part of the batch production records have incomplete content or incorrect data, such as in the
merged record of human growth hormone for injection grade I seed solution (batch number:
20220521D), the equipment number of the pulsating vacuum sterilizer was not recorded in the
merged shake bottle sterilization record; In the preparation stage, the culture dish was sterilized
through VHP transfer chamber, without recording the concentration and batch number of hydrogen
peroxide used, and the time when the hydrogen peroxide concentration decreases to 1ppm after
ventilation after sterilization is completed; The batch number of human growth hormone bulk
solution in the material requisition form for the drug preparation position was filled in incorrectly.
The batch number of the mixed batch should be filled in, but the incorrect filling was the batch
number before mixing. (Article 175)

8. The specification of human growth hormone bulk solution (document number:
SMP-BZ-CP-020) does not provide standardized descriptions of individual test items, such as
isoelectric focusing was described as isoelectric points and bacterial endotoxin content was
described as bacterial endotoxin. (Article 221)

9. During the detection of exogenous DNA residue in human growth hormone bulk solution
(batch number: P32-20220325), the manufacturer and batch number of the fluorescent quantitative
PCR kit and magnetic bead DNA extraction kit used were not recorded; When measuring the total
protein content of human growth hormone bulk solution (batch number: P32-20230205), the protein
concentration of test substance 1 was calculated to be 21.89mg/ml, which should be 21.95mg/ml,
and the calculation was incorrect; The particle inspection water used for the detection of insoluble
particles in human growth hormone for injection (batch number: 20220513D) has not been filtered
through a microporous membrane of no more than 1.0um before use. ( Article 223)

10. The Management Regulations for Standard and Reference Substance (document number:
SOP-JC-GL-010) did not specify that regular inquiries and collection of reference material
discontinuation notices issued by the China Food and Drug Control Research Institute should be
conducted to ensure compliance with the use of the reference. (Article 227)

11. The filling room (Level B) of the human growth hormone for injection preparation
workshop (3-3-2) did not determine the sampling points for planktonic bacteria and suspended
particles based on the confirmation results of the air purification system and risk assessment.
(Article 10 of the Appendix for Sterile Drugs)

12. The one-way flow pattern confirmation of the air conditioning purification system in the
formulation filling area of the 3rd floor workshop of No. 3 Plant (document number:
SOR-QR-SS-C3-003) did not confirm that "smoke was emitted around the laminar flow hood, and
no smoke entered the laminar flow hood control area from outside the hood". (Article 33 of the
Appendix for Sterile Drugs)

13. The frequency of visual acuity testing for lamp inspection personnel is once a year, which

did not comply with the requirement of semi annual visual acuity testing for lamp inspection




personnel in Volume III of the Chinese Pharmacopoeia "Packaging and Storage Management of
Biological Products". (Article 79 of the Appendix for Sterile Drugs)

14. The sampling room of No. 3 Plant did not follow the requirements of the Quality Control
Department's Cleanroom Cleaning and Disinfection Regulations (document number:
SOP-JC-GL-006) for cleaning and disinfection once a week. In reality, cleaning and disinfection
were carried out before and after sampling. (Article 8 of the Appendix for Sampling)

15. When using the balance printer of the EX125ZH quasi micro scale configuration, the
modification of time items was not managed according to permissions, and users can make

modifications. (Article 14 of the Appendix for Computerized System)
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