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Re: Comments of PhARMA, BIO, EFPIA, JPMA, IFPMA and INTERPAT on the Four
Announcements of China Food and Drug Administration on Relevant Policies for Encouraging
Innovation in Drugs and Medical Devices (for public comment) (2017, Nos. 52, 53, 54, 55)
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To Whom It May Concern:
=R

The Pharmaceutical Research and Manufacturers of America (“PhRMA”), European
Federation of Pharmaceutical Industries and Associations (“EFPIA”), Biotechnology Innovation
Organization (“B10O”), and Japan Pharmaceutical Manufacturers Association (“JPMA?”), the
International Federation of Pharmaceutical Manufacturers and Associations (“IFPMA”) and
INTERPAT (collectively “the Associations”) appreciate the opportunity to submit these
comments representing our collective views on the China Food and Drug Administration’s
(“CFDA’s”) Relevant Policies on Accelerating the Review and Approval for New Drugs and
Medical Devices to Encourage New Drug and Medical Device Innovation (“Circular 527),
Relevant Policies on Reforming Clinical Trial Management to Encourage New Drug and
Medical Device Innovation (“Circular 53”), Relevant Policies on Implementing Life-cycle
Management for New Drugs and Medical Devices to Encourage New Drug and Medical Device
Innovation (“Circular 54"), and Relevant Policies on Protecting Innovators’ Rights to Encourage
New Drug and Medical Device Innovation (“Circular 55”) (collectively “the Draft Policies”).
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Our shared mission is to support government policies that encourage the discovery and
clinical development of innovative medicines for patients around the world. Our Associations
are strong supporters of China’s goals for development of sustainable and innovation-driven
pharmaceutical and biotechnology industries. As an expression of our support, our Associations
and members have partnered with several Chinese domestic industry groups and national
academic institutions to advance biopharmaceutical research and share international experience
in key areas, such as drug registration and clinical trials.
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l. General Comments on the Draft Policies

KATBORERK S AR T

The Associations applaud CFDA for taking a significant and historic step forward with
the Draft Policies. Among other achievements, these policies once implemented have the
potential to remove significant obstacles for innovators and improve safety and quality of
biopharmaceuticals, reduce delays, and facilitate the initiation of clinical trials in China. The
Draft Policies also create important incentives for life saving innovative drugs to reach Chinese
patients faster and set the stage for approval of a larger pool of innovative drugs that may serve
as reference products for higher quality generics.
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We are particularly encouraged to see China establishing a patent linkage system and a
concrete mechanism for providing applicants with regulatory data protection (“RDP”) and
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address that Circular first before providing some comments and suggestions on the
implementation of other points in Circulars 52, 53, and 54.
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I1. Comments on Circular 55: Encouraging Drug and Medical Device Innovations and
Protecting the Interests of Innovators

KT (55 5AHE: FHZRMETRBEFTRI AT ENEG) K=

A. Patent Linkage Proposal
TR EERE SR

i. Mechanics of Patent Listing

CRHE L

The Associations are greatly encouraged to see that CFDA is proposing a patent linkage
system with the critical components of notice to innovators of potentially infringing applications
prior to approval of subsequent applications referencing the original application, and a stay of
marketing approval pending the resolution of disputes concerning those patents.

BB ARE D], SR 7 — IR, RO E RS SR
G5 FR R 5 B2 24 it FROR SRIBGIEHE AT, QU8 19 DA JAFAE TR AE B AR B HF 16 T, B
S AEHRE T S 0L R A B A o 0 e) B L — T Ttk S A

The Associations generally support the establishment of systems that permit the listing of
patents as a mechanism to provide notice to future drug applicants. A system for listing patents
is particularly suitable for patents that cover an approved product (e.g., patents claiming the
active ingredient(s) or formulations of the drug product), as well as approved uses of the drug
product. Mechanisms for identifying other types of patents that are relevant to biological
products also should be considered.
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We encourage CFDA to provide more guidance on the listing process, including the
information must be provided to list patents, when patents must be identified, and the process for
providing and posting patent information. In particular, we recommend that the guidance specify
where and how submitted information will be posted publicly. CFDA should consider how these
listing procedures will compare with those in other similar systems, such as the Orange Book in
the United States and the Green List in South Korea. We also suggest that CFDA create a
transitional mechanism through which patent information for currently approved innovative
drugs can be listed under this system.
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For example, in Canada, the applicant submits patent information to the Patent Register,
which is publicly available during government business hours and available online. In South
Korea, the innovator files a patent listing application (“PLA”) within 30 days of receipt of
marketing approval from the Ministry of Food and Drug Safety (“MFDS”). As mentioned,
MFDS publishes patent listings in the Green List, which is publicly available and online.

fFilhn, fEInEER, HiE AaEFREi0# (Patent Register) $252£FIE R, &
EIEBURIFARTRIN AT A FFEREATEL VW . 7EREE, QU & 75 i 2 i 22 e
RS 30 RN ERPEFEHIE. W LArd, wEE NN e aEsaiFRd N
LRI 2, S B ] A T At T 2R 7 )

We believe that it is important that this listed patent information be readily accessible to
all applicants. The listed information should be available in an online database that is easily
searchable by different criteria (for example, proprietary name, active ingredient, applicant,
dosage form, route of administration, and patent number).
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ii. Content of the Statement of Relevant Patents

R EFI BT A 25

We suggest that CFDA require that generic applicants submit a statement for each
relevant patent and address the necessary content to give both the agency and the innovator
notice of the generic manufacturer’s basis for seeking marketing approval. For example, we urge
CFDA to provide a standard form and require the generic applicant to provide some detail for the
reason that it believes that there is no patent bar to marketing its product. This might include a
statement that there is no patent, that the patent is expired, that the patent will expire, or that the
patent is invalid or will not be infringed by the marketing of the proposed product.
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For example, in Canada, the generic manufacturer must provide information for each
patent listed on the Patent Register for the comparator drug. Also, it must either agree to wait



until patent expiration before obtaining regulatory approval or provide one of the following
statements in its application: (1) the innovator falsely claimed to have owned, had an exclusive
license to, or had obtained consent of the patent owner to list the patent; (2) the patent has
expired; (3) the patent is not valid; or (4) the patent would not be infringed by the construction,
use, or sale of the proposed generic drug. As in Circular 55, the applicant must give the
innovator notice if it raises any of these challenges.
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iii. Initiation of the Stay

HAEZTFAIN I 5

To implement the stay and patent infringement lawsuit, we recommend that CFDA
ensure, likely in collaboration with the State Intellectual Property Office, that the appropriate
patent suit can be initiated under China’s Patent Law in time to permit the required notices to
trigger a stay. For example, the act of filing an abbreviated new drug application with a
Paragraph 1V certification in the United States constitutes an act of infringement that allows the
innovator to file suit.> Similarly, as anticipated in Circular 55, it would be necessary to ensure
that the Patent Law permits a patent holder to file a suit for infringement in those instances
where a generic applicant does not appropriately declare its position relative to a listed patent.
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The Associations also urge CFDA to ensure that the proposed time periods are realistic
for the parties to accomplish the procedural steps envisioned in the Draft Policies to resolve their
dispute in the most efficient manner. Specifically, the period for initiating suit, proposed as 20
days® from receipt of the applicant’s notice, should be based on data from the Chinese court
system regarding the time that it would take to prepare and file a patent infringement suit and
receive and file with CFDA the necessary documentation from the judicial authority. Applicants

! See 35 U.S.C. § 271(e)(2). Pursuant to a paragraph IV certification, a generic manufacturer alleges that the listed
patent is invalid or will not be infringed by the manufacture, use, or sale of its proposed generic drug. 21 U.S.C. §
355(b)(2)(A)(iv).
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® We would suggest clarifying whether this is business days or calendar days.
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seeking similar stays in the United States, South Korea, and Canada have 45 days to prepare and
file their suits. We would strongly encourage CFDA to provide the same 45 days for an
applicant to secure a stay in China.
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In addition, we would propose that once the stay mechanism is implemented, CFDA
work with the Courts to monitor how long it takes for patent lawsuits generally to be resolved to
ensure that the 24-month stay period is sufficient.
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There should also be clear instructions, including forms as appropriate, on CFDA’s
website addressing how the patent owner can inform CFDA and the Center for Drug Evaluation
of the basis for a stay once the patent suit is filed.> This website should include instructions as to
precisely what court documentation must be submitted (whether originals or copies) as evidence
of the commencement of litigation. Parties should be able to readily communicate with a
relevant office to obtain confirmation as to whether the documentation has been accepted and the
stay is in place.
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® In the United States, the generic manufacturer must notify FDA immediately of any legal action. This notification
must include: the generic application number, the name of the generic applicant, the established name of the drug
product, and a certification that an action for patent infringement (identified by number) has been filed with an
appropriate court on a certain date. A patent owner or its representative may also submit a similar notification to
FDA. 21 C.F.R. § 314.107(f)(2). In Canada, the patent owner or its representative must provide the Minister of
Health with proof that a court application has been made.
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B. Requlatory Data Protection (“RDP™)
B BIER

The Associations applaud CFDA for working to establish a concrete structure to provide
meaningful RDP. RDP is a critical incentive in encouraging more innovation in China. We are
very supportive of CFDA’s foundational efforts in Circular 55.
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i. Scope of RDP
W E IR I

Our comments on the proposal relate primarily to better understanding the specifics of
the operation of the proposed RDP system. In that respect, we seek clarification that innovative
drugs, new orphan and pediatric drugs,’ and innovative biologics that receive six, ten, and ten
years of data protection, respectively, include those products that are approved for marketing
elsewhere, but are new to China and have been approved based on a full safety and effectiveness
package being submitted in China. In other words, this would include both categories 1 and 5
for small molecule drugs® and category 7 for therapeutic biologics under the current Drug
Registration Regulation.® We believe this approach is consistent with China’s aspirations to
promote local innovation and the intent of Circular 55, which mentions “a new drug for which
the data has been submitted in China within one year after it has been approved for marketing by
the European Medicines Agency, by the U.S., or by Japan shall have the corresponding type of
data protection.” We urge CFDA to expressly clarify that is the case for ease of implementation.
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"1t will also be important to clearly define “orphan” and “pediatric” drugs so that innovators and follow-on
applicants have a clear understanding of those products eligible for the longer RDP term proposed by CFDA.

& Reform Plan for the Classification of Small Molecule Drugs (CFDA No. 51, 2016).

° Drug Registration Regulation, Appendix 3.
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We also urge CFDA to consider providing RDP to all improved drugs—not just
improved orphan and pediatric drugs.™® Incremental improvements to existing drugs, such as
new dosage forms and dosing regimens, can create substantial benefits for patients regardless of
whether they treat an orphan or pediatric disease. RDP is an important incentive to encourage
studies supporting such changes.
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It is also unclear whether CFDA plans to provide a guaranteed minimum period of time
before a follow-on applicant can seek marketing approval based on (or relying on) the original
applicant’s data. For example, in the United States, a generic applicant cannot file an
abbreviated new drug application until after four years of the RDP term has expired, thereby
providing a period of certainty to the innovator, as well as administrative predictability for the
regulator.
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We would also like to clarify that when CFDA indicates that it will provide first to launch
generics with RDP that in fact means marketing exclusivity. It is also not clear why this
protection is proposed for generics that have been initially launched abroad. We suggest that this
protection be provided to generic applicants that successfully challenge a patent in China and
obtain approval in China based on a reference product that CFDA has evaluated for safety and
effectiveness based on a full package of preclinical and clinical data.

PATRAFTRER, H 5P LR E T 005 1 25 3 A B Bl o, se
red B RAL M HABANE AR O S E A LT a5 B 25 4R b I pR Y . BAT
FEL BRIRORG R 45 A P I S Phd L A I i 3RS 5 T 53 AR 70 00 52 B AR IR R
BRI L M RIS B O 27 & 25 122 A MR AR I 2 HR 24 S v ) 1 6 25 PR S N

Finally, we would like to clarify the meaning of the exemption for an applicant that
obtains the data on its own. We suggest that CFDA refer here to an applicant that generates its
own data and clarify that an applicant’s reliance on others’ protected data would not enable that
applicant to circumvent RDP, even if the applicant somehow “obtains” the data. Circular 55

13 Consistent with the use of this term in other contexts in China, CFDA should clarify that “improved drugs” refers
to a new dosage form, drug delivery system, change to the manufacturing process, route of administration,
indication, or compound preparation, as well as certain changes to the formulation, of an existing active ingredient.

MR A TR BCARE R FEVE, 5 2 B 5 R AR 24 R I L T A e R R
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should also clarify that RDP does not apply to a follow-on applicant who obtains express, written
consent from the owner of protected data to use those data.
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ii. RDP Window
B E I R g Y

The Associations offer several suggestions regarding the discussion of the “RDP
Window” in Circular 55 requiring companies to initiate a marketing approval application process
in China within one year of approval in the U.S., EU or Japan to benefit from the full RDP terms.
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We recognize that at first blush, a phased-in approach to RDP in which this type of a
mechanism is used may appear attractive to encourage a greater number of innovators to bring
their medicines to China in a short period of time. However, as the second largest
pharmaceutical market in the world, companies already are incentivized to seek marketing
approval promptly in China without using this type of mechanism, and these incentives will only
grow as China reforms its regulatory system and improves other aspects of the policy ecosystem.
Moreover, imposing an arbitrary time limit for seeking marketing approval in order to qualify for
full RDP could have negative effects. For example, some companies may have an important
reason for delaying entry into the China market, such as safety concerns because of an adverse
event in another market. Meanwhile smaller and medium-sized enterprises may not have either
the resources or the expertise in global marketing of products to meet the RDP Window. In such
instances, a time-sensitive window to qualify for RDP could potentially discourage these
companies from later bringing their medicines to China.
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Furthermore, the RDP Window raises a number of technical questions concerning how
this would be determined and its feasibility under China’s current and anticipated regulatory
process. For example, it would be important to know what event/submission will fulfill the
requirement for submission of an application within the proposed one-year window. Indeed,
even if the policy is referring to a clinical trial application (CTA), there are multiple pre-
requisites that must be met in China before an applicant can file a CTA, including ethics
committee review (as proposed in Circular 53), sample testing, human genetic resources review,
and any good clinical practice inspection. As such, CFDA should elaborate on how an applicant
would be assured that it could meet any proposed window without jeopardizing a reduction of
the applicable RDP term.
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Furthermore, it needs to be made clear that the date of submission rather than the date
that CFDA accepts the application will be used to determine whether the window has been met.
It should also be clarified that the RDP period runs from the date of approval for marketing (i.e.,
the date on the license) in China.
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I1l. Comments on Circular 52: Relevant Policies on Accelerating the Review and
Approval for New Drugs and Medical Devices to Encourage New Drug and Medical
Device Innovation
KT 52 SAHE (T SRIZ i BT 2R AHT I PR 25 B 7 28 b 7 B PP
R BRI

A. Expedited Requlatory Pathways and Orphan Drug System
DBk e P EE RN 2 L FH 24

We strongly agree with the establishment of expedited pathways for drugs that treat
serious and life threatening illnesses. This approach is a sign of a strong and flexible regulatory
system that increases access for those patients with the greatest need. We also agree that
granting a conditional approval, based on an earlier established positive risk-benefit assessment
prior to a confirmatory study, is a critical regulatory pathway to achieve this goal. We suggest
that in implementing the conditional approval mechanism, it is important to put in place
measures to ensure that all stakeholders in the biopharmaceutical ecosystem understand the
meaning of this status, including payers (government and private insurance companies), public
and private medical institutions, and the physicians themselves.
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Additionally, it is important to grant priority review of the registration application for all
products that receive conditional approval, and include specified timelines compared to standard
review times, e.g., six months for priority review and 12 months for standard review. Limiting
priority review to innovative drugs that were funded by the National Science and Technology
Major Project and the National Key Research and Development plan will limit access for those
patients with the greatest medical needs.
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Patients with rare diseases will truly benefit from CFDA forming an orphan drug
registration pathway, particularly one that includes an option to rely on data evaluated and
approved by another established health authority, such as the U.S. FDA or the European
Medicines Agency (“EMA”). We look forward to the opportunity to understand and comment
on the criteria according to which the National Health and Family Planning Commission
(“NHFPC”) will establish the orphan drug disease list. Chinese patients may benefit from
aligning this list with international standards related to patient population thresholds. The
possibility to reduce subject numbers should also be available for products not officially listed on
the rare disease list but still being developed for a small population. We also look forward to the
opportunity to provide comments on the expectations for the confirmatory clinical trial
conducted pursuant to a conditional orphan drug approval. Additionally, we support
mechanisms to align the expectations of the sponsor and the CDE, including related to the
application of CFDA’s draft policy on accepting overseas clinical data, according to Circular 53,
and whether overseas clinical data can satisfy post-approval clinical data requirements.

I B R 88 T8 W 20 W R SRS I R R A G E s R, LRI
RENS L PR A L i AR BT T] Chn 5 B £ il 24 7 B JR) B0 R 24 it B ) Pl
AR B . BATIRFA IS BRI H X PAMTH AR RS ( “ExEAETE
R ) FLF N2 H R PTRAE FIPRAE . R H 3 5 9T s AT A [ Brobr e
el [ B A2 an . TR RSN W T SRV NR B E TR b, BN =
FEVFIRD 32 NEL BATEIIRF AL 2 w4 A 26 HHEME S DL F 24 1 & A R e 1 i PR
W WIS W Beoh, AR B E VA H 7038 B 20 i o DT LA, A0S
RG24 0 I R R T B M RS AE M BUR R (WS35 d) , B
LS5 A PR EICHE & 75 BE T 2 L I RS 25K
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B. Mechanisms for Stakeholder-CFDA Communications
) 2 A I - B i 24 i IR B R VA

Building a formal agency consultation and structured communication system between
CDE (the technical review institution) and the applicant during the product review will be a
valuable reform for all parties and increase stakeholder alignment and efficiency throughout the
entire development and registration process. Circular 52 appears to call for mandatory meetings
before Phase I, after Phase 1, and before the NDA filing. As a matter of international practice,
regulatory agency consultation and discussion meetings are optional for sponsors, although they
are used very frequently in practice. These meetings are typically requested when there is a true
technical question on the complexities of drug development that warrants further scientific
discussions to ensure full alignment of expectations. Therefore, we urge CFDA to create
flexibility in this respect so that it can focus its resources on the most pressing questions.

ST H B PR AR T 2 PP L (BORE PN 5 G AN AL B A4S
PP L, 12070 &5 R e B A s, HR SR R 23 A R AAE BN AR
ML AR I — BRI o 52 5 2 A5 R AE T Wl PR a6 Al 11 ARS8 5
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PR, 5 M U ALK e 2 WO HR 7038 1 5 R R R . T8 AT IS5 2 W
i, WS BLCT 29 wh T R B A MR AOEOR ) R 5 AT 3k — 20 AR 22 0HE DL IR %
JTEBARRITE o Vb . TR, BRATTR 2 A B i 240 M A R L ST SR AL A1) LS L
DR b T A e B B ) R

C. Management model of drug substances, excipients and packaging materials

24 1 U AN A A A ) ) BEAR S

To avoid unintended consequences, such as disrupting product supply/delaying patient
access, it is critical that changes to the filing measures for drug substances and excipients and
packaging materials are consistent with globally harmonized standards, particularly for imported
drugs that are typically supplied globally and subject to requirements across multiple
jurisdictions. For example, international GMP standards, such as those developed by the
International Council on Harmonization of Technical Requirements for Pharmaceuticals for
Human Use (ICH), require the responsible MAH to have proper quality agreements in place with
contract manufacturers of APl and to provide information regarding the excipients and primary
packaging materials as part of the regulatory file.

DTRE G v e T i (RN R SR R S AR TIUYIN JE R, e 2 YRR LA A 2
PRI 5 SR AE TURT & A ERGE— UbnitE, X318 5 aER AN HL 32 2 /N4 DXCEER IR | (1 2
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D. Priority Procurement Status

YA

We urge CFDA and other agencies to provide additional details regarding the criteria
necessary to show the “clear efficacy” to qualify for priority procurement status for new
innovative drugs. In order for this priority status to function effectively, it is important that
stakeholders understand when their drugs would qualify, including whether this standard is
similar to that for the priority status that CFDA grants for marketing approval. This priority
status should be granted to drugs regardless of whether they are new to China or new to the
world.

FAT 5 U A BE B i 24 i M R R LA S T T IS S SR 15 24 SR )y R U
& BN EARHESR AV E AT . % SR USEHI B R, HEM MR A RN
BRAAABAT 2 W AT AF 5 T 7 0K, BRI AR A 5 SR LT R A 2 i I B R T BT
SHHE N B PE e il BE P AR I (Kb e o 12500 S i B =4 n] 3 3 JE 1R 7 o [ Bt S 75 )
ER E IV ESEER

E. Priority Review System for Drugs Granted a Compulsory License
Bt X 3RAS 5 il VF ] 22 24 i DI 4 o o o bl

The Associations commend CFDA for appropriately indicating that compulsory licenses
should be used only in the case of public security or a major public health threat. As a policy
matter, the Associations believe that compulsory licensing is not an effective or sustainable way
to improve patient access to medicines and that better alternatives exist, including voluntary
licensing, to address true health emergencies. Compulsory licenses are a limited exception to
patent rights that should be granted in accordance with international rules, and even then only as
a last resort. As such, we would appreciate the opportunity to understand and comment on any
proposed definition by the NHFPC of those limited circumstances in which a compulsory license
may be granted in China.

BRI 2R R SR VE AT AN OGRS A SRR RN IR A 2 B E MG
DN, o8 FN— DB, P\ v el JRAE— IR B SRS A
Bl WA R 875 30, T HAT HAb A P SE bRk A2 i SRR AR DR S 47 7 ik, e
FEVFAL o Xt 4% M FE B U N =485 3 1B AL, 3] Vel W& — AT BRI Bl o, HLRDAES
B WU NRIER . FIREH, 5 Ae s B FE 5 P A TR 2 A8 o [ ] BE 4% T st il ¥ mJ
RIZ A5 FRAG DLIARAT SR U0E SOFREAT IR, BA TR IR Rt
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V. Comments on Circular 53: Relevant Policies on Reforming Clinical Trial
Management to Encourage New Drug and Medical Device Innovation

KT 53 SAE (T BIRZ b BT 23R AT SO I PR I 8 B AR AR S B SRE) G
=9

A. Facilitating the Process for Initiating Clinical Trials
TR AT it RS ) LA

We strongly support abolishing the existing clinical trial site accreditation system and
converting it to a filing system open to all public and private institutions. This reform will
expand the number of sites available to conduct innovative biopharmaceutical research and
afford Chinese patients more opportunities to enroll in clinical studies. We urge CFDA to
provide instructions and guidance on the standards and processes necessary to submit these
filings.

FATR I TSRO BUAT Bl AR A WU B DOE BRI, R FL SO I [ B A 2 3R
MR ) 5 S8 BRI o 1% 55 SO KT T e G AL Wil 2 7k 7C (K LA B I i
[ B SR U AL IR RHIE TE o BA15m 2T W5t R w4 50 12 55 46 58 R iR P Y ) s v
AFAE AL T A

We urge CFDA to consider permitting the ethics committee review of the protocol and
CFDA review of clinical trial applications to proceed at the same time. We support CFDA’s
goal of building efficiency into the clinical trial application process. These reforms are critical to
facilitating simultaneous global development and greater enrollment of Chinese patients in
multiregional clinical trials. Parallel review is important in this respect. Such an approach
would not interfere with CFDA’s ability to intervene if concerns with the human subject
protections were to arise before or during the trial.

AT A i 24 it B A SR 25 8 FO VPG B O e 6 7 S R o A DL B B 24 0t
B e X 1 AR A R R ) DR R A T RIS AT o BRATTSCRE B RPRE R AN I R 36
TRERI H bR XL T et BRI D T AR fe v i B 8 8 2 2 5 2 X Il R IR 38 1)
HoHE . JHATH BT M A E R, ZEMEEA S TR AT SR 96 o R o A AT
R DR N2 10 ) R 0 i 245 0 S R N E

Similarly, we also request that CFDA work with the Ministry of Science and Technology
to permit the review of human genetic resource (“HGR?”) applications to proceed in parallel with
the clinical trial application review. If this does not occur, review of the HGR applications can
delay the start of trials and impede CFDA’s important goals.

FAUHh, FATIEAT KL/ 5B ABOR B G 1F LTS Vil RS HE (10 5 PP o LA (=] s
FATIF e NRIBAE BHIR BB B PFe Atk WRTCIR B, X N SRaB % B8 B 1 PP it
A REHEIS BRI AT 4R I FELAS B i 24 4 8 e R (R L 22 E AR
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B. Acceptance of Foreign Data

BB

We applaud CFDA for permitting acceptance of overseas clinical data to support
registration in China. This reform is another great example of a measure that will achieve global
regulatory harmonization and accelerate innovative drug development and registration. In order
to implement this provision, we urge CFDA to provide guidance and instructions on precisely
what requirements such data will need to meet and what type of site inspection will be required,
including whether there will be onsite inspection of the clinical sites or inspection of data on
sponsor’s site. For example, further clarification is required regarding the purpose of the “after
on-site inspection” in order to accept foreign clinical data, and whether such site inspections are
required prior to submitting the China registration application or prior to approval (the latter
avoids unnecessary delay in CFDA beginning its review). Additionally, to further streamline
regulatory review, CFDA could consider a risk-based approach to conducting such overseas
inspections depending on the inspection history of the site and inspection reports from other
established regulatory agencies.

i 24 ot M S JR) S0 VA 32 B Al PR A6 B DA SRR AE R [ VY, e RAT TR R
BB IR T B AR SEI A BRI B R g8 — AN TR B3R 25 W00 R S X — B
i o NSCHELERNAE , FRATTIRZUEE DU b 24 il M U SR i 122 S5 B 5 2 AL B D) R A
Lo its BT DA B8, o2 75 B4 i PR 1k 96 b i) B2 A6 1 B FH S 2 I 20 A
&, SRR, flan, KT “BURE)E” 525N PRI B 1) H ) 2t
—DU, DARAERRAS T EVE N S b (58 1 BRI PR AR EEIR ) 2
A2 S ESRIZEII A . o, Nt B vr, RIEI MR 7 s Bk B HoAt
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Moreover, specific guidance is needed on whether global and/or Asian data is acceptable
to demonstrate the ethnic insensitivity requirement (e.g., following ICH bridging standards) or
whether Chinse patient data is required. This guidance will be critical to ensure full alignment
between CFDA and sponsors regarding the required study population to secure registration in
China.

17 H., R TR SO P /& 75 n] 52 F TR A & AFEERR 2 57 25K (I
G ICH firsebpitl) B2 B EOREM P EEE S, FHRMEEAEES. ZH T Tk
51 R 5 B AR AT R M R AT T N5 T DR T8 20— B S R O HE

C. Facilitating Protocol Amendments

et i3 7 RIZ 2L

We also support CFDA'’s efforts to create a mechanism to amend clinical trial
applications and protocols once the trial has begun. We agree that non-safety related changes
should not disrupt the course of a trial that may be providing important, and possibly lifesaving,
treatment to the enrolled subjects. This approach is consistent with accepted global clinical trial
best practices and is important to facilitate China’s seamless participation in multiregional trials.
We look forward to more guidance and instructions from CFDA on how this amendment process
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will work, including how it will account for the dynamics of maintaining the conduct of the
clinical study. For example, CFDA will need to establish criteria for changes that require pre-
approval prior to being implemented (and the associated workable review timeline, in line with
international standards such as 60 day IND review) and for changes that require notification only.

AT SCRF B bt 24 b 6 Ry DR JE S AE R T 4 I A8 5 PR T FH S R e 7 2 1
BURIITVE 55 700 BATFR, AR 222k in R 5 AR AR SEAN N P BT AT R 17 690 32 103 SR 43t
B2 HL T e R R E An 26 T RIS IR . AT & A DA A ER I ARG e R S i FLX e
B ECAE S S 2 3 DO AT 2 B AR £ wh 24 b S R I A0 ] SE Bt S B
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A EER S SeAbE AT (LU 580 60 RIRPR S 259 (IND) o PFEE [ PR i AR 4%
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D. Encourage the Extended Access Clinical Program

SCHER R LR R GG

Expanding patient access to treat serious, life-threatening illnesses with no effective
treatments is a mutual goal of both regulators and industry. CFDA’s approach seems consistent
with this goal in calling for expanded drug utilization in the clinical trial setting. However, it is
important to separate the mechanisms by which patients have access to such experimental
treatments to ensure the integrity of the clinical trial and the proper regulatory oversight of all
patients. Under CFDA’s current framework, patients may obtain access to unapproved
experimental medicines by participating in clinical trials under the oversight of CFDA and EC.
For patients with a serious or life-threatening disease who are ineligible or unable to participate
in a clinical trial, use of an unapproved investigational medicine via a separate CFDA expanded
access program could provide another option for patients. Expanded access, including treatment
use in individual patients, is the use of an unapproved investigational drug outside of a clinical
trial to treat a patient with a serious or life-threatening disease or condition, when there are no
other comparable or satisfactory alternative treatment options. For example, under the U.S.
FDA'’s regulatory framework, patients can obtain unapproved experimental medicines through a
separate expanded access program subject to an expedited FDA review.

ARRYT ™ S L A i H e AR YT T BORIA 17 il B T 2 BB R R LR AN
BRI IE R Hbr e SRR X — bR, BVESRY KA T ilm AR5 b B 25470 1)
fEFVE R . (EE, RRVER AR 255 00 X 7y R TRAT LSRG 17 V2 A AL A1) AR DRt PR 1
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55 5% [ 2B i 24 it B B R B A B B M P PR B R A9 R 22 HE R e 1 2450
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V. Comments on Circular 54: Relevant Policies on Implementing Life-cycle
Management for New Drugs and Medical Devices to Encourage New Drug and
Medical Device Innovation

KTH 54 5AT (T HIZ b BT S W AIRT ST 24 i By T 2R i 28 i R S 3
FIAERBUR) B

A. Expanding the Marketing Authorization Holder Program
PR bW FE ATH

We support expanding the pilot program and establishing a marketing authorization
holder (“MAH”) system for all applicants. This reform will support a framework under which
the legal roles and responsibilities of the sponsor (or MAH holder) are clearly documented
regardless of the geographical manufacturing location. We request that CFDA clarify that
“universally implemented” means that the expanded MAH system will apply to both Chinese-
and foreign-based applicants and that the expanded system can be implemented prior to a
revision to the Drug Administration Law of People’s Republic of China, which is cited in
Circular 54. 1t is also important to clarify that once the MAH receives the drug license approval
for all products (domestic/imported; biologics, vaccines and small molecules), the MAH is
permitted to immediately market the drug in China.

PATSRFY R U I 41X By B N L B VAT A AR . I S F
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[EEE/E

B. Adoption of the Electronic Common Technical Document

SR P 38 P SO SR

We strongly support what appears to be a proposal for CFDA’s adoption of the electronic
common technical document (eCTD) format, per ICH guidelines. This approach will increase
the efficiency of reviews for both CFDA and sponsors. Based on experience from other
regulatory authorities, full implementation takes time, and we suggest setting a clear, phased-in
approach, e.g., start with a pilot on Chinese eCTD before its full implementation. This method
has benefited both regulators and sponsors in the past because it avoids any unintended
inefficiencies or disruption of the drug approval process, which can lead to delays in patient
access. Another consideration is to clarify that the eCTD requirement would not apply
retrospectively once fully implemented, and thereby avoid requiring modifications to ongoing
applications, which can unnecessarily delay patient access.

A58 2 SCRF 51 R % ICH Fi P AH IS K FEL 738 FH BRSO % 50 (eCTD) 1
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itk (eCTD) WAIH . %A 2 A IR EN AR #3288, 52 KAt
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C. Facilitating Sample Testing
PR EAE S RS0

Reforming the clinical trial sample testing system of drugs is another key step to
harmonizing CFDA practices with international standards and increasing efficiency in the CTA
review process. Testing of biologic clinical trial samples by CFDA and its affiliated institutions
has put a strain on resources and added complexity and time to the overall process. Therefore,
we agree that creating flexibility to use the sponsor’s validated testing of the submitted
specifications (including biologic test samples) will significantly reduce the time to start patient
enrollment in clinical trials.

CACE 24t M AR P A 96 ) PR A s 53 JR 2 5 ) B v B0 1 58— I 5 e i P 1k
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D. Recognizing the Important Role of Medical Representatives

AT PR 2GR A o AR I

The innovative pharmaceutical industry strongly believes that a health care professional’s
care of patients should be based, and should be perceived as being based, solely on each patient’s
medical needs and the healthcare professional’s medical knowledge and experience. As noted in
Circular 54, Medical Representatives (MRs) play a critical role in providing information to
physicians regarding new therapies and collecting real-world evidence of patient experiences
using those medicines. As such, it is imperative that any new regulations concerning MRs do not
stifle legitimate interactions between MRs and other health care professionals that serve to
improve patient care.

QURTER 29T IS, Byl N GRS 8 AP BN, 24 5 e ik 1 HLB gl o 5 4
T4 BE R EZU LT LA REFERIRZY . W5 54 A% E, R4
IRERIER o0 B2, AT S Al PR IS A2 438 2 K01, Wi BT 24 PR 138 g i o
Kk, i IR os T B 2R BAE T BHE A S BLAS B 25403 5 H AR BT Bk N B2 TR B 7
B B B I HE .

***x

We are grateful for the opportunity to submit comments on these important policies. In
light of the short comment period, we would propose that industry meet with CFDA and the
other relevant Ministries to discuss these points and to address any questions that you may have.
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