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allure to ensure that test procedures are scientifically sound and appropriate to ensure that you
conform to established standards of quality and/or purity.
Your site is a contract testing ra ugs for the presence of
over-sulfated chondroitin sulfate (OSCS) using Nuclear Magnetic Resonance (NMR) spectroscopy.

PRT o rEb o R A

il

REETRERENIEFRIZF SEAEIR SR ERIRMIA
FHBFSENREN/EEIRE.

ZIMBRINER (0SCS) MBE#KEIR (NMR)
Furthermore, on December 26, 2014, you conducted a system suitability test that failed. You did not investigate WwliRS. BECURETRFEML,
Conduried prie 1o the cate o the ystom sy e, e OO B, 20145F12826H, B177RREREMYE, (B
In your response, you acknowledge that your laboratory performed system suitability infrequently, noting that “the fE H5H &9&%‘( ;Eﬂéjjﬁ— A{ME%E’JOSC Sj:ﬁ; )\J J==]

heparin standards (USP) and OSCS were detected at least (b)(4).” You committed to routinely establish system

suitability before analyzing batch samples in the future. ggﬁﬁﬁa,&%gem ’ miﬁﬁﬁﬁl_ﬁb@?éfﬁ ﬁﬁ &%MZ

Your response is inadequate because you did not investigate the validity of all test results for OSCS in heparin or . - N o
heparin-related drugs during the period in which you failed to conduct system suitability in coordination with sample HUH © OSC S*ﬁ;lﬂ\u% ZEE2:|<E_I-E'|=|1:°

analyses.
é A\ \ >

System suitability testing determines whether requirements for precision are satisfied and ensures the NMR ’%’}EL% HE*_L')\JJ&ZET*Eﬁ F_ZE = l Eg* ! Ea:l:
spectrometer is fit for the intended testing before analyzing samples. Itis critical that your system be demonstrated Lt O /\ e \ \E AT ESEAY s
as suitable for detecting OSCS contamination in heparin to avoid the possibility of samples erroneously passing tl:l*il:ll:lﬂ *ﬁZﬁU{@{%N M R'fM%%JE - EEEIE*‘.‘LI')]Uo IJ-.EEE,‘?%
when an instrument is not working properly. A A s=sh, .

R | | | o é3EL.:.3:1‘_Ltljﬂfr§clﬂEI’JOSCS , BRUEAIERET
For further reference regarding heparin, see the guidance for industry Heparin for Drug and Medical Device Use:

Monitoring Crude Heparin for Quality at :I:l:‘l:l
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM291390.pdf. «EH:H% 132” IJ%E]«?E J/_‘Eﬂ E%Egﬁg

You failed to routinely establish system suitability when testing samples for OSCS.
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C 2. Failure tr:: p:e:ent un;uthu.::ri?ed a;:ze?s or changes to data, and to provide adequatecmﬂ) 2. *ﬁgpﬁi*g;ﬁ*ﬂﬁA*ﬂﬂg&ﬂ;& , *ﬁg ;EE
(RIS RIEEHILARS LE RSN ER.

Your quality control unit did not have basic controls to prevent changes to your electronically-stored laboratory
data. During our inspection, we requested that you display original electronic data for analysis of heparin and
heparin-related drug samples. Your analyst was unable to retrieve requested data, and explained that he deletes
older data to make space for newly acquired data.

REFESIER ) BENRIESI R LA LEXT
In your response, you committed to revise procedures regarding analyst computer permission levels, but did not . » R
address the data that was deleted. 1,_]"_{“ ] %?ﬁﬂjg@gﬁi;ﬁ?&ﬂgﬂgaﬁo *ﬁﬁ/ﬂﬁm—_l ,
Access to information during inspection ﬁ{f]%*{ﬁ{f]ﬁﬁ?ﬂ*%%ﬂ H*%*ﬁ 9&?\5#@ *il:lﬁlil
During the inspection, you provided a document listing the names of (b){4) customers for which you performed sl .
testing. However, you only provided additional requested information, such as sample information and test resuilts, ﬁ*ﬁﬂg%yﬁEEa?é&?Eo 1’.]/71|JEI‘J1'L/:—H@J'E'\ %\E'V‘R
regarding (b){4) of these customers. You stated that you would not provide data related to testing performed for

other customers until you obtained their prior consent. EFE%X}E,—RE’{]?&}E . Eﬁﬁiﬁ{‘mﬂﬂu B,%T | H
For example, you failed to provide information pertaining to samples analyzed for (b)(4), a firm that produces %SH:E , géfﬁ?iﬁgé&}&ﬂ%ﬂjgﬂilﬁj .

heparin and heparin-related drugs for the U.S. supply chain.

When an owner, operator, or agent delays, denies, limits, or refuses an inspection, the drugs manufactured,
processed, packed, or held in the facility may be deemed adulterated under section 501(j) of the FD&C Act. See
FDA's guidance document, Circumstances that Constitute Delaying, Denying, Limiting, or Refusing a Drug
Inspection, at https://www.fda.gov/downloads/regulatoryinformation/guidances/ucm360484.pdf .
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{Guidelines for Industry - Bioanalytical Method Validation) ( FDA, 2018) }

\ .

s

{Good Laboratory Practice for Nonclinical Laboratory Studies) (FDA, 21 CFR Part 58)}

\ &

s 3\

Clinical Laboratory Improvement Amendments, CLIA

Good Clinical Practice, Gcp
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Subpart B-Organization and Personnel -

Sec. 58.29 Personnel. «
(a) Each individual engaged in the conduct of or responsible for the supervision of a
nonclinical laboratory study shall have education, training, and experience, or
combination thereof, to enable that individual to perform the assigned functions. «

(b) Each testing facility shall maintain a current summary of training and experience

the study according to the protocol. «

(d) Personnel shall take necessary personal sanitation and health precautions designed
to avoid contamination of test and control articles and test systems. «

(e) Personnel engaged in a nonclinical laboratory study shall wear clothing appropriate
for the duties they perform. Such clothing shall be changed as often as necessary to
prevent microbiological, radiological, or chemical contamination of test systems and
test and control articles. «

(f) Any individual found at any time to have an illness that may adversely affect the
quality and integrity of the nonclinical laboratory study shall be excluded from direct
contact with test systems, test and control articles and any other operation or function
that may adversely affect the study until the condition is corrected. All personnel shall
be instructed to report to their immediate supervisors any health or medical conditions
that may reasonably be considered to have an adverse effect on a nonclinical laboratory
study.
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it A FDA, 21 CFR Part 58 i 2 e PR SR B E AL

Sec. 58.31 Testing facility management. 1. SEREMFTANEZHERE N ARILL RPN X bWl A
R TRFIARIERT, 2P, BN, REAREL. RSN R
TFRESEEG =SS TAE. X TAER St
e 5833 sty drectr AR 2 WIS TR
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Sec. 58.35 Quality assurance unit. LRSI, FEXEFTARSEIE B 347
3B & A ik & 1 B T .
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Sec. 58.41 General.
Each testing facility shall be of suitable size
there is a degree of separation

§ 58.47 Facilities for handling test and control articles.
(a) prevent contamination or mixups, there shall be
separate areas

§ 58.49 Laboratory operation areas.

Separate laboratory space shall be provided, as needed, for
the performance of the routine and specialized procedures
required by nonclinical laboratory studies

§ 58.51 Specimen and data storage facilities.

Space shall be provided for archives, limited to access by
authorized personnel only, for the storage and retrieval of all
raw data and specimens from completed studies.

B LRYFTNASEFKERNE, AEaH,
AEE 2‘[ ﬁtlbﬁblx iﬂjo

Bk LI ORFFER . DA, ST

AT A AR AR A ZE SR
B—% LERBHEER

BT % HRRHEHRIEARER.
() MR ORE SEI6 BRI 3 AN B0t
(=) NEAE F R AR R AR VAT 5K
RSB BTk Bk, By B A b B
(=) A = 48 RS RE 6 (A5 AR S8 1 it »
TRRLAF A B 261
BH=% RYAEKEARZER:
RAZ I (T IRME B A (BT AN

WEEITIRYEBINEG) (SRR =AY 24l 2K

%?ﬁ%%ﬁﬁﬁ%%%%ﬁﬂ\ﬁwiﬁﬂ%%

RN EEEARITER/AS] / Beijing Scinovo Laboratories Ltd.

2R PR SU R BB
MTE

SE 2k BT FUN LKA IS =2 3 ST AR I A B it
B8 DR BEIEE PR 58 25 1 A2 AR 75 22

B+ 2% 5RO HE A SR 1
it L 2R R

%;E%%%%%%&%@%ﬁéuT
B

(—) Bl REFBAAER N 7252
[LYSES

(=) THEHLA B 5 Bt B 25 BH
1EAR AR 7] FH95 55 B 97 55 22 2 Fieh i

(=) ARIERY 58 2% A 1) 7 2T
FALER B, ARSI, KL H,
B PSR HER R,

(YD X FF %5 e R AR RS 2
SRR S ORE VO,  HEAT 78 70 B R

5B DU 2% B FTALR R =5 B & AR A
Ao B SCI R FF VIR B X AERT UL
PN AL B R T, N2 A A B
s Attt



https://www.law.cornell.edu/definitions/index.php?width=840&height=800&iframe=true&def_id=b4890b96b2e34fe323b77969037f19e0&term_occur=1&term_src=Title:21:Chapter:I:Subchapter:A:Part:58:Subpart:C:58.47
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https://www.law.cornell.edu/definitions/index.php?width=840&height=800&iframe=true&def_id=eff9e0cd1c0b7566cc1a5acaa7a98b63&term_occur=2&term_src=Title:21:Chapter:I:Subchapter:A:Part:58:Subpart:C:58.51
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FDA, 21 CFR Part 58
SCINOV( Sec.. 58.61 Equipment design. ‘
wasoraTories  Equipment used in the generation, measurement, or

assessment of data and equipment used for facility
environmental control shall be of appropriate design
and adequate capacity to function according to the
protocol and shall be suitably located for operation,

,ﬁ(%% inspection, cleaning, and maintenance.

Sec. 58.63 Maintenance and calibration of

equipment.
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FDA, 21 CFR Part 58

§ 58.83 Reagents and solutions.

SCINOV(

wasoratories  All reagents and solutions in the laboratory
areas shall be labeled to indicate identity, titer or
concentration, storage requirements, and expiration
date. Deteriorated or outdated reagents and
solutions shall not be used.
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O FDA, 21 CFR Part 58 1] AR R R E
GEMTE

SCINOVO

(a) A testing facility shall have standard operating W% SLRENENT SR TAEMGEN PR B gt X IV A =il
procedures in writing setting forth nonclinical ERERIAE, 5 55 Hlb 55 AH IE B H Ao 4R
laboratory study methods that management is VERFE, UABAIREE 1 n] 58
satisfied are adequate to insure the quality and B —% BN BR BRI ]S e e gt ¥ (=)
integrity of the data generated in the course ofa  AZZFHAIN, 206 = 7 5t AHEHE G 24E 20 FE S FABTVT RN, {280 i ==

study. All deviations in a study from standard RAE N A, PR
operating procedures shall be authorized by the 2 =1+ =2% FrdEER/EMFERIRIASTIE N T EMTH o iR Evale = o0 d:akas
study director and shall be documented in the PR AR AR B FL 46 S 1
raw data. Significant changes in established Fo =% WIEFEXNISHEBRIENIERIT €M Rl -5 =P )

SOP%E@ standard operating procedures shall be properly ANERMBIT SR IE, BHAFXEEILEEZRIFLNTE BEPDEES
PR authorized in writing by management. AR R P A5 . 75 B b A AR 75 B TU5% A AEEAE R
IHPSIRE HA RS IE, RIEIAT AT A AR ETRIE ik S AR i i e
(c) Each laboratory area shall have immediately FRFE N BCHT A O H Loy ks ST
available laboratory manuals and standard operating DL 24 F DLid 5% IR T RS {5
procedures relative to the laboratory procedures F o IU% ICEAEERE IR T . B S

being performed. Published literature may be used K FAE AR H A, TR bR
as a supplement to standard operating procedures. FE 43 AT IO, 24 Ff R

TEN R T

(d) A historical file of standard operating procedures,
and all revisions thereof, including the dates of such
revisions, shall be maintained.
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(1) Animal room preparation.

(2) Animal care.

(3) Receipt, identification, storage, handling, mixing,
and method of sampling of the test and control
articles.

(4) Te

during study.
(7) Necropsy of animals or postmortem examination
of animals.

(8) Collection and identification of specimens.

(9) Histopathology.

(10) Data handling, storage, and retrieval.

(11) Maintenance and calibration of equipment.
(12) Transfer, proper placement, and identification
of animals.
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. P SOP for: SOPs for all aspects of analysis,
Bloana__ytlcal Meth()d e Reference standards such as:
. . e Critical reagents e Method/procedure
Vahdatlon e Calibration curve (validation/analytical)

Guidance for Industry * Quality control samples (QCs) e Acceptance criteria (e.g., run,
e Selectivity and specificity calibration curve, QCs)

e Sensitivity e [nstrumentation

e Accuracy e Re-analysis

e Precision e [SR

e Recovery e Record of changes to SOP
e Stability of the analyte in the matrix (change, date, reason, etc.)

SOP for :
re-integration
Partial validation

SOP for Study sample receipt, and condition on

receipt

e Temperature during shipment

e Sample inventory and reasons for missing samples
e Location of storage

e Tracking logs of QC, calibrators, and study samples
e Freezer logs for QC, calibrators, and study samples
entry and exit

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Veterinary Medicine (CYM)

Cross validation
IS variability

May 2018
Biopharmaceutics
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FDA, 21 CFR Part 58

— SCINOV

LABORATORIE:

Joi L PRAUE

§ 58.35 Quality assurance unit.
(a) monitoring each study to assure

(b) The quality assurance unit shall:

(1) Maintain a copy of a master schedule sheet

(2) Maintain copies of all protocols

(3) Inspect each study

(4) submit to management and the study director reports

(5) Determine that no deviations

(6) Review the final study report

(7) Prepare and sign a statement to be included with the final study
report .

(c) The responsibilities and procedures applicable to the quality
assurance unit, the records maintained by the guality assurance unit,
and the method of indexing such recordsshall be in writing and shall be
maintained. These items including inspection dates, the study inspected,
the phase or segment of the study inspected, and the name of the
individual performing the inspection shall be made available for

inspection to authorized employees of the Food and Drug Administration.

(d) A designated representative of the Food and Drug

Administration shall have access to the written procedures established
for the inspection and may request testing facilitymanagement to certify
that inspections are being implemented, performed, documented, and
followed-up in accordance with this paragraph.
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FDA, 21 CFR Part 58

SCINOVO  sec, 58.120 Protocol.

Sec. 58.130 Conduct of a
nonclinical laboratory study.
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FDA, 21 CFR Part 58

SCINOV( Sec. 58.185 Reporting of nonclinical
T laboratory study results.

a) Afinal report shall be prepared

b) The final report shall be signed

and dated by the study director.

Corrections or additions to a final

report shall be in the form of an

W) FR R
Bidak
MR ¢

amendment by the study director.

Sec. 58.190 Storage and retrieval of
records and data.

Sec. 58.195 Retention of records.
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