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No. 379-k dated 05 March 2019

To: V.I. Skvortsova, Minister of Healthcare of Russia
M.A. Murashko, Head of Roszdravnadzor

Dear Veronika Igorevna!
Dear Mikhail Albertovich!

We would hereby like to inform you that the current Russian legislation contains the requirement which cannot
be reasonably complied with by the international multicenter clinical trials. The companies carrying out such
trials in Russia become hostages of legal absurdity and involuntary violators of the rules of the game
established.

In accordance with Part 11 of Article 40 of the Law " On Circulation of Medicines", within three months
after completion of the trial the organization that received permission to carry it out, must submit a "report on
the findings of clinical trial of a medicinal product for medical use on the basis of conclusions of the medical
organizations involved in this trial" to the Ministry of Health of the Russian Federation.

Everyone who has ever dealt with the international trials knows that the results of such trials cannot be
reasonably provided within three months. The final report is prepared by sponsor of the trial based on the
analysis of data obtained from the clinical centers of all the countries participating therein and is usually
ready not earlier than six months after the trial is completed.

Realizing the impossibility of being in compliance with the above legal requirement, ACTO (Association of
Clinical Trials Organizations), as soon as the requirement has been enacted, developed a "template" report -
a lengthy and formal document which was submitted by most companies to the Ministry of Healthcare with
the sole purpose - to meet the requirements provided by the law in a timely manner. The reports thus
prepared were accepted by the Ministry of Healthcare and were never analyzed/processed in any way - for
the purpose of that, the current legislation does not even establish any procedures. The second way of
conditional "circumvention" of the requirement was to apply to the Ministry of Healthcare with a promise to
submit the final report upon actual release thereof by the company. The procedure described, apparently,
satisfied all parties of the process and would have existed further, if it wasn’t for the adoption, in 2016, of
the Order of the Ministry of Health of the Russian Federation, dated 1 April 2016 No. 200u, which
established the rules of good clinical practice.

The rules thus adopted determined the content of the report (Paragraph 9 of the rules). In fact, it represents
an abbreviated version of the international document - ICH E3. It was found unobjectionable, excepting for
two points:

1) the report having such a content cannot be reasonably prepared within three months after completion of
the international project;

2) such a report cannot be prepared by a single researcher of a clinical center, cannot be provided to
organizer of the clinical trial and to an independent ethics committee, as required by Paragraph 61 of the
rules, for one simple reason. Researchers in multicenter trials do not deal with collection, processing and
statistical analysis of the information, as it is methodologically incorrect. The data is aggregated and
analyzed by the sponsor's team.

Thus, the situation that arose with adoption of the rules was absurd: a company is able to provide the report
required, but other than within the set term and other than based on the "reports of researchers".



The requirement for submission of the report (both for the researchers and for the company-organizer of a
clinical trial) were included in the checklist approved by the order of Roszdravnadzor (Federal Service for
Surveillance in Healthcare) dated 9 November 2017 No. 9438. So, according to Par. 3.49, an inspector must,
when carrying out due diligence of a legal entity to whom the permission for implementation of a clinical
trial has been issued, ensure actual submission of the report on the results of the clinical trial to the Ministry
of Healthcare of the Russian Federation within a three-month term. And, in accordance with Par. 4.33, when
carrying out due diligence of a medical organization, inspector must ensure that the researcher has provided
organizer of the trial and Independent Ethics Committee (IEC) with the report on completion of the clinical
trial prepared in accordance with Paragraph 9 of the Rules of Good Clinical Practice.

The requirement for submission of the report prepared according to the established format applies to the
trials for which the applications were files after 4 September 2016. It concerns those trials which are
currently being completed or nearly completed.

The industry's attempt to find a way out of the situation was in vain. It is more complicated now to follow
the previous experience of writing an "empty" document. Under most items of the "report of the researcher”
we will have to add "not applicable to the international trials." At the same time, according to the procedure
established, the report is to be accompanied by a lot of additional documents (Protocol and amendments
thereto, individual registration card forms and consent forms, etc.). Those are the sponsor's documents, but,
according to the letter of the law, a researcher of each center must supplement their report therewith and
submit them to the original author and owner thereof. In theory organization of such work is possible. But it
requires significant time and mobilization of resources down to the need to allocate individual staff to do
such work. Let me say it again, the resources are required to give appearance of "reports” which are not, in
fact, the actual trial reports. The company will still be unable to prepare and submit its report to the Ministry
of Healthcare within the statutory deadlines. At the same time, let me say it again, neither the reports that
give appearance, nor any actual reports will be subject to any analysis at the above stage, the current
regulatory system having no procedure for assessment thereof.

We do not want to be engaged in absolutely useless and absurd work. We are aware that failure to comply
with the requirements entails recording of the violations by Roszdravnadzor acting as the supervisory
authority. We also understand the needlessness of begging indulgence: the law is the law, and it must be
complied with. The purpose of this appeal is to notify the management of the two relevant departments
("legislative" and "executive"), in official manner, that the rules prescribed by the industry are inexecutable.
Diligent participants of the market, being accustomed to meet the most stringent international requirements,
are exposed to constrained violation of the Russian regulations. Such violation does not pose any threat to
health of patients, does not entail any negative consequences for the state or for the society. But,
nevertheless, it is a formal violation of the existing requirements. And as long as the Ministry of Healthcare
and Roszdravnadzor come to an agreement and amend the legislation, such violation is unavoidably
widespread.

With best regards,

Executive Director (signed) S.S. Zavidova
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Munuctpy 3apaBooxpanenus Poccuu
B.N. CkBopuoBoii

PykxoBoaurento Poc3npaBHaazopa
M.A. Mypamiko

YBaxxaemble Beponnka MropesHna!
YBaxkaemblii Muxaun Ans6eptoBuy!

HacTosimum XoTuM npouH(pOPMHPOBATH Bac O TOM, 4YTO JEHCTBYIOIIEE POCCHICKOE
3aKOHOJATEJIbCTBO ~ COAEPKHMT  HEBBINOJIHHUMOE JUISI  MEXAYHApOJIHBIX MHOTOIIEHTPOBBIX
KIMHUYECKHUX HccaenoBaHuii  TpeOoBanue. Kommanuu, mnpoBonsimue B Poccum Takue
UCCIIEZIOBAHUS, SBIIAIOTCS 3aJI0)KHMKaMHU TPaBOBOro adbCypla W HEBOJIBHBIMH HApYIIUTEIISIMU
YCTaHOBJICHHBIX TPaBHUJI UTPbIL.

B coorBerctBuu ¢ uacthio 11 crarbu 40 3akoHa «OO6 0OpalleHHH JIEKAPCTBEHHBIX
CPeACTB» B TPEXMECSAUYHBIH CPOK I0OCJIE OKOHYaHMs UCCIIEJOBAaHUS OpraHH3alsi, MOJy4YHUBIIas
pa3pelieHre Ha €ro NpOBEACHHE, «HA OCHOBAHWHM 3aKIIOYECHWH MEIUIMHCKHX OpraHW3alluii,
OPOBOAMBIIMX 3TO MCCIEJ0BAaHME» JOJ/DKHA HampaBuTh B MuH3apaB Poccuu  «ortder o
pe3yJibTaTax KJIMHHYECKOTO HCCIEI0BaHMs JIEKapCTBEHHOrO Ipernaparta Ui MEIUIMHCKOro
MPUMEHEHHUS».

Bcewm, kTo korma-nu6o uMmen A€JI0 € MEXAYHAPOAHBIMH HUCCIICAOBAHUAIMH, U3BECTHO, YTO
pPE€3YyJIbTaThbl TAKHUX HCCJIEJOBAHUIN HEBO3MOYXHO NpE€ACTaBUTh B TpCXMCCSI‘{HbIﬁ CpOK. DdunanbHBIN
OTYET COCTABJIACTCS CIIOHCOPOM HUCCIIE€I0OBAHUA HA OCHOBAHUM aHaAJIM3a JAaHHBIX, ITOJYYEHHBIX U3
KIIMHUYECKUX HEHTPOB BCEX YYACTBOBABIIMX CTpPaH H OBIBaeT roToB, Kak [IpaBUJIO, HE paHbIIC,
YEM 4EPE3 MnoJiroaa 1mocji€ OKOH4YaHUs UCCIICJOBAaHUS.

[ToHrMas HEBBINOJIHUMOCT YCTAHOBJIEHHOTO 3akKoHOM TpeboBanus, AOKU ¢ Hayana ero
NEUCTBUs paspaboTtaya «wabJoH» OT4YeTa — MPOCTPAHHBIH U  (OPMATBHBIM JOKYMEHT,
T0/1aBaBIIKiCs 0OJIBLIMHCTBOM KOMIIAaHWH B MMH3/IpaB ¢ HCKIIIOUMTENbHOMN LENBIO — 3aKPBITh
TpeOOBaHHE 3aKOHa B YCTAHOBIEHHBIE CpOKH. COCTaBJeHHbIE TaKMM O0pa3oM OTYETHI
NpUHUMaIKCh MUH3IpaBOM M HUKaK He aHATW3UPOBAIHMCH/00pabaThIBAIMCL — IS ITOTO
JCHCTBYIOIIMM 3aKOHOJATENbCTBOM JIa)K€ HE YCTAHOBJIEHO HHUKAKHX TpOIEayp. BTopsim
CrocoOOM  yCJI0BHOIO «00XxoJa» HOpMBI ObUIO oOpamieHne B MuH3apaB ¢ obelaHuem
NpEeACTaBUTh (DUHAIBHBIA OTYET MOCJIEe €ro peajbHOro BBIMYCKa KOMMaHWeW. ONucaHHBIA
HOPSA/IOK, CY/s 10 BCEMY, YJIOBJIETBOPsUI BCE CTOPOHBI MpOIEcca U CYIIECTBOBAI Obl M JaJIblIIE,

eciu O6b1 He npuHsATHE B 2016 roxy npukasa Mun3szapasa Poccuu ot 1 anpens 2016 r. Ne 2008,
YTBEPAUBLICIO ITpaBUja HaJaJIeXxalei KJIMHUYECKON IMpaKTHUKH.




[IpunsTeie npaBuna onpenenunu coaepxkanue ordera (myHKT 9 mpaBmi). [lo cytu, 3to
COKpallleHHas Bepcus MexayHapogHoro aokymeHta — ICH E3, He BbI3bIBaromas HHKaKHX
BO3pa)kCHM, eciiu Obl HE ]BAa MOMEHTA:

1) order moaoOHOrO copepx aHUsi HE MOXKET ObITh TOTOB B TEYEHHE TPEX MECSIIEB IMOCIE
OKOHYaHUS MEXK/IyHApOIHOTO MIPOEKTA;

2) Takoi OTYET HE MOXKET OBIThb MOJArOTOBJIEH OTACIBHO B3SATBIM HCCIIEIOBATENIEM
KJIMHUYECKOI'0 LIEHTpa, ObITh MPEIOCTABIIEH OPraHU3aTOPy KJIMHUYECKOTO UCCIIeJOBAHUS
U B HE3aBHCHMBIA 3THUYECKUH KOMHUTET, KaK TOro TpeOyeT myHKT 61 mpaBwi, 1Mo OJHOU
IPOCTON MpUUMHE. B MHOTOLIEHTPOBBIX UCCIIEIOBAHUSIX HCCIEIOBATENId HE 3aHUMAIOTCS
coopoM, 00pabOTKONM M CTAaTUCTUYECKUM aHAIWU30M HH(POpMAIMU, TaK KakK 3TO
METO/I0JIOTUYECKH a0COMIOTHO HEKOPPEKTHO. JlaHHbIE arperupyroTcs U aHATU3UPYIOTCS
KOMaH/JIO# CIIOHCOpA.

Taxum oOpa3oM, ¢ IPUHATHEM MPaBUIT BO3HUKIIA abCyp/IHAs CUTYyaIUsl: KOMITAHUSI MOXET
NPEJOCTaBUTh TPeOyEMBbIil OTYET, HO HE B paMKaX YCTaHOBJIEHHOTO CpPOKa U COCTABJIEHHBIH YK
HUKAK HE Ha OCHOBE «OTUYETOB UCCJIEI0BATEIICH ».

Hopwmsl 00 oTdeTax (kak uccienoBaTesield, Tak 1 KOMIIAHUM-OPraHu3aTopa KJIMHHYECKOTO
HCCIIENIOBaHUsI) BOLUIM B COCTaB IPOBEPOYHOrO JIMCTA, YTBEPKIACHHOTO IPHKA30M
Poc3paBnansopa ot 9 Hos0pst 2017 r. Ne 9438. Tak, cornacHo 1. 3.49 uHCIIEKTOp MpH MPOBEPKE
IOPM/IMYECKOr0 JIMLA, Ha UMsI KOTOpPOTO BBIAAHO Pa3pelIeHHE Ha IMPOBEJCHHE KIMHUYECKOTO
MCCIIEIOBAHUs, JOJDKeH yOeautecss B (akre mnpemoctaBieHus B Mun3apaB Poccun B
TPEXMECSYHBIH CPOK OTYETa O pe3yjbTaTax KIMHUYECKOro UCClieoBaHUs. A coryiacHo 1. 4.33
IpU TPOBEPKE MEJUIMHCKOW OpraHu3alii OH JOJDKEH YOeOMThbCs, YTO HCCIIe0BaTelb
npeJocTaBuil opraHusaropy ucciaenoBanus 1 HOK moaroToBneHHBIE UM B COOTBETCTBHH C
nyHkToM 9 [IpaBun Haiexae# KIMHUYECKON MPAKTUKUA OTYET O 3aBEPIICHHH KIMHHYECKOTO
MCCIIe/I0BAHUSI.

TpeboBanue 06 oTyeTe ycTaHOBIEHHOTO (hopMaTa pacrnpoOCTPaAHSIETCs HA UCCIIEOBAHUS,
3asBJIEHUE Ha MPOBEJAECHUE KOTOPBIX NoAaHbl nocie 4 centsiops 2016 r. To ecth Ha Te, KOTOPbIE
KaK pa3 ceiluac 3aKaHYMBalOTCs JIMO0 MPUOIIMIKAIOTCS K OKOHYAHHIO.

[TonbITKa MHIYCTPUU HAWTH BBIXOJ U3 CIIOXKUBIIEHCS CUTYallMH HU K Y€MY HE MpHBEa.
[loiiTu mo yxe ucnpoOOBaHHOMY IYTH HAIMCAHUS IIYCTOrO» JOKYMEHTa yxke cioxHee. [loa
OOJIIIMHCTBOM IYHKTOB «OTYETa HCCIENOBATENsI» MPHAETCS NHCATh «HE TNPUMEHHMO K
MEXIyHApOIHbIM HcCCleoBaHUsAM». [Ipu 3TOM, COrlacHO YCTaHOBJIEHHOMY MOPSIKY, OTYET
COIIPOBOJKAAETCS MACCOH JOMOJIHUTENILHON JOKYMEHTALUHU (IIPOTOKOJIOM M MOMPAaBKaMHU K HEMY,
(GopmMamMy HHAMBUYalIbHOH PErHCTPALMOHHOM KapThl U GopMamMu HHHOPMHPOBAHHOTO COTJIACHS
M 1p.). DTO JOKYMEHTbI CIIOHCOpa, HO, COMJIaCHO OyKBE 3aKOHa, HCCIIEJ0BaTelb KaXIO0ro
OTAEIBHO B3ATOrO LIEHTpa JIODKEH JIOMOJHUTh MMHU CBOM OTYET M OTIPABHTh HX
NIepBOHAYAIbHOMY aBTOPY M BIajelblly. TeopeTuyeckn opraHusaius Takoid paboThl BOZMOXKHA.
Ho ona TpeOyeT npuBieueHus 3HAUYUTEIbHBIX BPDEMEHHBIX U MaTepHAIIbHBIX PECYPCOB, BILIOTH JI0
HEO00XO0MMOCTH BBIJICNICHUS OT/JIEJIbHBIX COTPYIHUKOB JUIs 3TOH paboThl. [IoBTOpHM, 3TH pecypchl
TpeOyrOTCs Ul CO3JaHMsl BHJMMOCTH «OTYETOB)», TAKOBBIMH, MO CYTH, HE SBIISIOIIUXCS.
KoMnanusi Bce paBHO HE CMOXET COCTaBUTh M HamnpaBUTh B MHUH3IpaB CBOW OTYET B
YCTaHOBJIEHHBIE 3aKOHOM CPOKHU. [IpH 3TOM, MOBTOpUMCS, HUKAKOMY aHaJIM3y Ha JaHHOM JTare
HU MHHUMBIE, HU peallbHble OTYETHI MOJBEPraThCsi He OyIyT, HUKAKOH MPOIEAypPhbl UX OIEHKH
JIeHCTBYIOIIas PEryJIsSTOpHAs CUCTEMA He UMeEeT.

MBI He XOTHUM 3aHUMaTbCs a0COIIOTHO Oecroie3Ho, abcypaHol paboToit. MBI 0cO3HaeMm,
YTO HEBBLINOJIHEHHE TpeOoBaHUs BjeueT 3a €000 (UKcaUUI0 HApYUIEHHS CO CTOPOHBI
KOHTpoJMpyrouiero oprasa — PocsgpaBHagzopa. Mbl Takke NOHMMaeM OecroJIe3HOCTh
BbIMQJIMBaHHUsl MHJYJbI€HLMU: €CTh 3aKOH, U OH JOJDKEH BBINOJHATHCA. Llenblo HacTosiero
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oOpaieHus sBiseTcs opuLUaIbHOE JIOBEACHHE 10 CBEJACHHUS PYKOBOJCTBA JBYX MPO(HIBHBIX
BEJIOMCTB («3aKOHO/IaTeIbHOr0» U «MCIIOJHUTEIBHOT0» 3BE€HA), YTO MpeANHCaHHbIe HHAYCTPUU
IpaBujia SBJIAIOTCA HEBBIIIOJIHHUMBIMH. HOﬁpOCOBGCTHbIC YYaCTHUKH PpPbIHKA, I[TPHBBIKIIHE
BBINOJIHATH CaMble CTPOTHE MEXJAyHapoJHble TpeOOBaHHUs, OKa3aJUCh MOCTABJIEHbI B YCJIOBHUS
BBIHY)KJICHHOTO HApyIlIEeHUs pOCCHiickuX mpaBui. Hapymenwe 310 He mpejacraBisieT coOoi
HUKAaKOH yrpo3bl 3/0pOBbI0 MAllMEHTOB, HE BJEYET 3a COOOM KaKuX-TMOO HEraTUBHBIX
NOCJIEACTBUHN /IS rocynapceTBa win obmectBa. Ho oHo, TeM He MeHee, sBIseTCs (pOpMaIbHBIM
HapylIeHHeM JAEHCTBYIOUX TpeboBanuit. U 10 Tex mop, mnoka MUHHUCTEPCTBO 3ApaBOOXPAHEHHUS
u Poc3apaBHa 30p He 1I0roBOpATCs MeXy co00# U HE UCTIpaBsT 3aKOHOAATENBCTBO, HAPYIIEHHE
3TO Oy/1eT HeM30e)KHO HOCUTH MacCOBBIN XapakTep.

C yBaxxeHuewm,

oty

WcnonHuTenbHbIN AUPEKTOP C.C. 3aBunoBa




