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Subject: issues in the implementation of “Good Clinical Trial Practice for Medical
Devices” (GCP) and our suggestions

EHWABERRAMER I ZRNT:

Respected CFDA and NHFPC leaders,
446 A1H, AARkeMan (ETERERRERETENL) (LLTER “A
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The“Medical Device Clinical Trial Quality Management Norms” (or “Good Clinical
Trial Practice for Medical Devices” (known as new China GCP) jointly issued by your
sides became implemented from June 1 this year. We commend that the new China

GCP has played an active role in strengthening the clinical trial for medical devices.
However, we found that in a number of trainings organized by relevant departments,
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due to the difference in interpreting and understanding some items in the new China
GCP between the regulating agencies and the related firms, it has led to some
confusions and problems hard to be resolved for our members during the actual
practice. Therefore, we would appreciate your attention to and solution to these
problems.

1. ¥ H M Ao A B sk 1 98 WY 15 & Issue of how to connect and transit from the

old to new regulations

FHE AR KAWER, AHT (RTRMEHE (EFEMRIERALRREETEN
) M a) (RHEARE (2016) 41 5) . XFREE2016F6 A1 HZaAENE
TERIERRE, NERE (ErERERRERAZY (BHF “WE”) #akE, B “H
B KA TR RN, WA ERIAIE EAL EAT 1% R LR & e KRR LA 46 2
EZReFEHMAE. ERAWNAXREABEFE) |+, Aoyl 2R 3R EZ 2016 5 6
Al1HZuFROETSRIERAE, E2ERIOEMERELTREFH, EELEER
£ S H e IE R B B i, AR Y T DLR H R T AL AT E T W R

While the new GCP was being issued, you have also issued the “Notice on carrying
out and implementing “new China GCP” (CFDA BanXieGuan (2016) #41) . The
notice said that the clinical trials for medical device that started before June 1, 2016
should be inspected according to the old “Clinical Trial for Medical Device
regulation”. However, the old regulation did not define “"carry out”. The normal
practice of all clinical trial management agencies is to take the date of submitting the
ethical inspection to the clinical trial institutions as the starting date. In recent
regulatory interpretation and trainings, some regulating agency mentioned that
applications for clinical trial should be returned for resubmission in observation of the
new GCP even though these clinical trial for medical devices were carried out,
approval granted by the ethic committee, or even the filing or application for clinical

trials submitted before June 1, 2016 according to the old regulation.
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BAVAAZ R ERFEE, BACTHEETHERENREN. FEda%E8X7
& R B K 5B 50 B B HEURR B
We think this saying needs to be discussed because it is not in conformity to

the principle of "Law of non- retroactivity" . Meanwhile, it will result to huge burden
to respective parties and unnecessary waste of resources.

F b, FATRAR 5 7 o 3 B 7= o K 7 2 AT R, BA#R 2016 6 A 1 HZ
Bl O 58 Ak 2 30 e PR e LA 40 22 B ik 9 i PR e A0 7 IR PRI R AL B SR AT
Therefore, we ask your kind consideration of adopting the general practice for
products in the transition period, and make clear that the old regulation should be

applied to all applications with all clinical trials completed and approved by the Ethics
institutions before June 1, 2016.

1. —HAFREMRERAHERENZELEZHEA Issue of time point of product

registration test report within one year

AR REERIARLSATE R “—FRNFmEMRRegfis” , E2RTHHAS
Bl R IR BB R X, EERREMEXENE, TRBHISET LA E®
MR, Pl “HREEFHH” . “REZRMEEH” . “HEAEZHH” . “4F
HEHH” . “FHIRENABH” . “|E-MIHBPNIEERRLEL” F. T “&E
— M N AR RIS ZEHARE TR E. A, XM HEELZTEEFFE—
1A AL
The new GCP mentioned that “product registration Test Report within one year” must
be completed for the pre-clinical research. However, no clear definition was given on
“the date of conducting the clinical trial”. In actual practice and related trainings,
numerous interpretations were given by different agencies, such as “date of signing

the clinical trial scheme”, “date of "approval by the ethic committee”, “date of filing
by CFDA”, “date of contract signing”, “date of the first patient enrolled”, “date of the
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agreement or contract signing by the last institution”, etc. Among the above
interpretations, the last one is frequently heard recently, but it may cause some
problems in actual practice.

BE, #AENEEEBHTRmEMRREEEA&RE - FINWHEE SR, SME
=R FRRE . FARARZ B FFF e T
Normally, the applicant has to go through a series of approval procedures for

obtaining the product test report before the contract is signed. Timewise, the
following procedures are shown below:

ELEApBELZR2FH (3 F4A) ; Approval of leading organization’s
ethic committee (3-4 months)

HphaHilERRRIEEEERSFH (2 264 H) Approval by the ethic
committee of all the other clinical trial institutions’ ethic committee (2-6 months)

hEEE GEI0ANTHER R=KEMIERFH (68T H) CFDA’S

filing (5-10 work days) or approval of clinical trials for Class Il devices (68

work days)

e R RIeAA R LR EUMARFTERBEEGRAETERHR (1 E 24N
Clinical trial institution to submit application for approval to the higher-level

Human Resource International Cooperation Project (1-2 months)

FEIARZE TR NETE FERME (44 F) Evaluation and approval
by the Human Inheritage Resource Office of MOST (4 months)

ELEMRAMERARIMFEU LFRHERRGRAEE AW E2MA)
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Leading organizations and other clinical trial institutions evaluating the above
approval result and contract signing (1-2 months)

MU ERBITUEY, URE—FIWHEEEGR RPN —FHEZL L, BEREE
F%&FE, RREUFEAUNFEAAGERR. WRFRERBTEA 2014 58 14 5 F 24
FETER EF=ZREREXR, WA AL L E6MME —FRATRAHIRE, Rk
FUUANFR, Wi, wREFRIBEFBIEMAGE i (FlobBEERLRE R BRF
PO A R RS E R SR RN ERE TN TR S RA R A EE
B, WY —FWER, XHRARELRIEFRIEN, FERAHETEETLH
B, H*RbIEE L TR

The above flow chart shows that the shortest time is more than 11.5 months provided
that the last institution signs the contract within one year period and filing is approved
by CFDA. If the product is defined in CFDA’s Order 14 of 2014 as Class IlI
innovative and not marketed in China market, the shortest time is 14.5 months, no
way to complete all procedures in compliance with the regulation within one year.
Besides, the time will exceed the one-year period if there is any questions raised for
the applicants to answer or discussions needed (for example the ethic committee or
CMDE). This is quite frequent in reality but not as a result of the applicant that have
not provided insufficient materials and it process is not under the applicant’s control.
A, R MENE TR ERE” FE R FTEHAMT B AE N LT ERIK
BHAEXERNAZ, EFEHE “HlER AR ZITHHN” o Hit, AT EZ I
WHAEZE HEM A “IRRHEAT” WaTE, WAE “REw” e [E .

In addition, in article 82 “record and report”in Chapter 8 of the new China GCP, it is
clear that the applicant has to record related information about clinical trial including
“signed contract in relate to the clinical trial institutions”. Therefore, we strongly
recommend to take the date of agreement signing as the time for “clinical trial
conducting”, rather than the time of “pre-clinical trial”.

L Foile R E X 7 EH#ATT AR, FELT ERARNMHHCEFE, 3

ERERBAEABBHNT TR BB, H%0IE R RP AT IR R IR
BHAMARILE. Bl RIAAEXEEHEER2RL DML TE S 103
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MRMEE—FARIANFRL R, IHEEETERARINGEE. IEHF N LS AERE
kBN E TR, RX-FHANRINKETUFE.

Once the company and the clinical trial institution have joint certification of the
scheme and passed clinical trial ethic approval, the clinical trial enters into
“conducting” stage and all related clinical resources and records will start to be
committed and constraint. Therefore, we think the time of ethic committee
submission or approval is a good time defined as the one-year period point, which is
easier to operate by the clinical trial institutions. In other words, the applicant should
submit their one-year test report for review while submitting the leading
organization’s ethic application.

BATR 2B M7 Tt &3 — 8 B A E R A 6 B O3 EATATE 7 & 5\ e

R 2 &2 1 R T R E, EOmIIERRNFAE—FEAZRNESN B AN
WENEETE HEANE, EXHFTRARAK EMERER, RINTENELRAHT G,
AUBREpHFEFOETHLEUE, ERTHEARIIHOEEETFNRERE T U
#HREMZE, UHERNEENRARY . AREF & HERZLHTRE, TAHHET
PR LR T, ERERARIMY FHTHARERAE, THEREREHE (I
—SERBEN) WRMNHE

We fully understand that CFDA and NHFPC’s concerns over the influence to the
patients as a result of some out-of-date or non-conformity with the national or industry
standard products and further concerns of getting the same report a year later with a
new date without real test. However, this can still not be resolved by this way. We

suggest that once the above is clearly defined, the applicant can be required to provide
available within certain period of time the test report in conformity to the new national

or industry standard thus to ensure the safety of the patients.

Rl /o H HMRZ2HARE, TLHWETFATEZENNRET, £RERKBAL
W #ATHAARIER AR, THRERRREN G (B—FHZHN) whllfE,

Meanwhile, in the premise of no change in product safety performance nor

issuance of new national or industry standard, the complement clinical trial conducted
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in the original institution is no longer to be required to submit the updated (i.e. within

one year period) inspection report.

G, BlERFRYBAEFT R, FEXS M NRE R, 50875 LU 0 A R &
IR A, DAE T4 b ) < e SR % 1 KU
In addition, when multiple test reports are required to be submitted for the clinical

research of combination products, please clarify which test report should be taken as

the timeline to allow companies to make clinical research scheme.
2.  XTEZHQOREAXHEB: multi-center trial issue

D %90k % d &L B T N HKIEHATEE L8 7 A issue of leading party on
multi-center trial’s data management and analysis collectively

AT BER “BlERARIHRAREET R AL L EELEMNEFERS M o %
“UT” BEk: “HhFATAL. FiF. AR BEERKE, FolERRRAETHE,
AEEATT o Bk, $4F MM ERARGEEE BRI oA AR, FEEEHIY
TFRME TR, la R AL By £ B IR 5T A 2 3R 7 27T & e R 12 10 7 1R 1A B B9 1Y FL 52
A, FREXRE R e MITREEEEMZ I oMW ITELET £ 40 R IARALE B
AAREA, ARG R A BIEE RN ENAH K, BRI 4 R A0 oA 3 LA E
AR ER#ES . Fb, ATEWE KRR EAE T B Gt o AT 748 R i W 7 & B0

ITHEERARARZIE ., FHEXERRF FANERA RITE.

The new GCP requires that “relevant document of the clinical trial institution’s
experimental data and analysis shall be centrally managed by leading units.
According to the Specification requirements, the sponsor is responsible for launching,
applying, organizing, and monitoring clinical trials, and responsible for authenticity
and reliability of clinical trial. Therefore, the sponsor is responsible for data
management and statistical analysis of clinical trials and select appropriate institutions

to carry out, The key responsibilities of a clinical test institution shall be in
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accordance with the trial scheme to conduct clinical trials to ensure the test data true
and accurate, and guarantee the safety of the participants for trial. However, data
management and statistical analysis is beyond the current capability of most of the
clinical trial institutions. It is hard to ensure all the clinical trial data and results are
objective and effective, and the corresponding experimental results and analysis are
difficult to be accepted by the standards recognized internationally. Therefore, we
suggest that the clinical trial data management and statistical analysis be done by
sponsor authorized institutions and individuals with qualifications and experience

independent from the clinical trial participants,.
2) KRR NAEFE multi-center clinical research ethical review

AR FZAWTE, “ZEOERARHNCEFEN SEHELEMREEZR 2 AFAEL
WEEETER)F, RIL®E TN —SEMERE. 2 lERARIG KR I BE A Y & F
hEBENREZER AT FERR T ENCESEEMMFE, Sl & s KRR
REZRAAEBEXELEMRBEZACFERENNARET, TURXRA2NFEIEFXHFE
WA, FEZTARERERXRIENTTE, AERXEFNELESLE. REH4H
F, BEATAENRRAZERUTREEERENL” . REAZRBTREZ R ZAF
R IER . BRIATRE VG RIRRAE A B LR E R R 2, &0 DR E 2Dy 77 A
THFZRBRTRRMAAEMN, SXFCRAFETANFLEN, BEER ELEZEEATEA
RILT A RAMFUEMCEE, S AFHNRFCENLEE. RIEWNBOHEE L 2 MW AT
T, MasmRRENARIMEESE 2L BT ROCEFZ, AT EIEHR O E A IE R
B A AR R

Item 34 of the new GCP says, “the ethical review of multicenter clinical trial shall
be led by the unit of ethics committee that is responsible for establishing collaborative
review procedures, to ensure the consistency and timeliness of the review. Before
each test institution stats the clinical test, the lead unit ethics committee is responsible

for inspecting the ethics plan of clinical trials rational and scientific. Under the
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premise of ace[tong ethics committee review opinions ,the ethics committee of other
participating institutions can examine the feasibility of the trial including the
researcher’s qualification and experience, equipment and conditions by way of
conference review or documentation. In normal cases, no revised opinions will be

proposed on the trial plan.”

4. AR RBAAMEEAE X E AL quantity of samples and allocations among
various clinical trial institutions

AR CHTE CHREI T, A RETH R E RARR LA HEAT e R e e L HEAT T AR,
ERARIER AR R AT IWIER AR, TRETEENR TSN EE. R
W, ERFERRRNGRTIERARE, SOERE FALEED NE2LFOERARE
P o

During recent training on China new GCP, relevant departments made explanation
of the clinical test done by two clinical trials, requiring them to do clinical trials, but
not make a comprehensive consideration of statistical analysis. In other words, the
total sample size (cases) should be twice that of the multi-center clinical trial in these

two clinical trial test units,

AR FEXGEARMIE R IR ERE OFFE0 EEIREEARANER. Flm, B
EARAHZRKRXHLF TR RENENENEARAE FOALE0 AHA, EXARERRK
WAL B HAT R B ENL. EZRXHELFIFEIFRENF, ARAKEMLEHFA T OHE—
WALKE I B G TR S

The original text of the Specifications does not give clear guidance in sample size

(number of cases) and its distribution of clinical trials.

HKATAA, HEHAE CFAIEEO NFETNUSSRRBIAE R E L EAE, WA
MGEH DN AEHRTEEER, BEERTRNRFEMEELEET IR EOREF,
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We think that consideration of the total sample size (cases) should not be the
benchmark for the number of institutions participating in clinical trials, but should be
from the perspective of statistical analysis to avoid resources waste and unnecessary

risk that might be brought to the patients.

5. lEARRBEHBHE K Qualification of Clinical Trial bases

Hal g Aftls R ERERIYPRE EEEZTY, EFERERARERTRE. F2
CFDA e thif Filbils RIAT W K M A HE, EHAEHEN T AR BEL VLR,

Currently, the qualification of a large number of clinical trial base is expired or
under review, thus leading to insufficient number of clinical trial base for medical
equipment. We hope CFDA give fast examination and approval to the application of
qualified clinical trial base to provide companies to have reasonable number of

clinical trial base to select.

Mo, FRBEHAERREE W EROIR, WRZEREEFIER AT EEZF
WEAHKE, ZEUAFEAFRFRELERITRIERAL.
In addition, considering the present situation of the shortage of clinical trial base
in the short term, we suggest your permission of the sponsor to choose such hospitals
for clinical trials if their applications for qualification authentication or review have

already been accepted.

Rz, BT “HE” AR THATHE, M Lot B 2K [T %52 I8 A 85— A
Z, AR Z 2RV EASEEGRESER FEINRFETEREFTIE, HLTIEF
AREME . BATAEF AL LA T UXEMEN, SOFHIHEANZ BT E, L
BBEEFTLENFEMFRRES. WRFEEMER T NELFHE 5ENIBRR.

In summary, as the above confusion or problems are not resolved or answered by

the regulating agencies during this new GCP implementing period, many of our
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member companies are very concerned for whether or not to continue importing the
newest medical equipment to China. They are at a wait-and-see stage. We hope to
have your attention to the above issues and work better on the connection between the
old and new regulations to reduce unnecessary burdens on all parties and waste of
resources. Please contact us at any time if you need any additional information from
us.

BX % A: contacts

xEEH#ETEAR S (AdvaMed)

IEE, EAEHE
ssun@advamed. org, 13701114512

ET B R EABRE (MITA)
Andrew Northup, & 3KF % E
anorthup@medicalimaging.org

FH R H52EZ R4 (USCBC)
Jacob Parker, W [E % B & %
iparker@uschina.org.cn

RINEFEATRE, — MM R EFTh25RKMNET TV EADSWEKE
(MedTech Europe, an alliance of EDMA and Eucomed)

Jes u's Rueda Rodriguez, Efr®E 4% & &

|.rueda@medtecheurope.org

2
AL
E=FEH#HETH AN S (AdvaMed)
ET B R HEABRA (MITA)
FH R 42 EZ R4 (USCBC)

RNEFEATE, RINSH#EB 2 5RINET TV E AN 2WEE
(MedTech Europe)

2016 8 A 29 H

Bringing innovation to patient care worldwide


mailto:ssun@advamed.org
mailto:anorthup@medicalimaging.org
mailto:jparker@uschina.org.cn
mailto:j.rueda@medtecheurope.org

