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Executive Summary

The Ministry of Health of Russian Federation approved 205 new clinical trials of all types including
local and bioequivalence studies during the 1% Quarter of 2013 (7% less than at the same period
of the last year).

The main contribution into the total number of studies is made by multinational multi-center clinical
trials (MMCT), the number of these studies almost has not changed and stood at 92 new studies
in Q1 2013. The number of bioequivalence studies has slightly decreased from 77 studies in Q1
2012 to 69 in Q1 2013. The number of local clinical trials decreased from 54 to 44 clinical trials
demonstrating the 19% fall of the rate in comparison with the same period of the last year.

The share of multinational multi-center clinical trials was 45% of the total number of clinical trials
in Q1 2013, while the local and bioequivalence studies amounted to 21% and 34%, respectively.

Clinical trials in Russia in Q1 2013 were sponsored by companies from 20 countries. The
maximum number of trials (89) was initiated by Russian sponsors. American sponsors with 40
new studies took the runner-up place; they are followed by Swiss sponsors with 17 trials, and
Israeli and French sponsors each having nine new studies; the group of leaders is concluded by
British sponsors with six new studies.

Seven new clinical trials Phase | were launched in Q1 2013, which is equal to the number of
clinical trials Phase | in Q1 2012. The number of the Phase Il trials decreased from 23 in Q1 2012
to 19 new studies in Q1 2013. The number of Phase lll trials increased from 94 to 99 studies, 5%
more than in Q1 2012. Phase |V trials demonstrated the decrease from 18 studies in Q1 2012 to
11 studies in Q1 2013.

The number of subjects which are planned to be enrolled in Phase I-1V trials launched in Q1 2013
is 16,298 - 6% less than in Q1 2012 figure, when 17,270 patients were planned to be enrolled.

Novartis sponsoring eight new studies is on the top of the heap in Q1 2013. It is followed by
Roche and Merck&Co. each having seven new trials and differentiating in the number of subjects.
Top five is concluded by Teva and Bristol-Myers Squibb each having six new trials in Q1 2013.

The Russian company ZAO RCI Syntez sponsoring three new clinical trials, ranked number one
among domestic pharmaceutical manufacturers by the number of new studies in Q1 2013. Top
Five of Q1 2013 includes Materia Medica, Nativa, Binergia and Lens-Pharm each with two new
trials.

91% of new studies in Q1 2013 were initiated in nine leading therapeutic areas: the largest
number of studies was initiated in Oncology (30); 18 new studies were initiated in Pulmonology,
16 studies — in Infectious and Parasitic diseases, 15 new studies — in Musculoskeletal diseases,
eight studies - in Cardiology as well as in Hematology, six studies — in Neurology as well as in
Psychiatry.

The Center for Drug Evaluation and Research (CDER) of the FDA approved 32 new drugs during
Q1 2013, and 12 of them were studied in clinical trials conducted in Russia.

During Q1 2013 the Committee for Medicinal Products for Human Use (CHMP) of the European
Medicine Agency (EMEA) gave positive recommendations on 21 new drug applications®. Negative
opinion was adopted for three drugs. 14 of the drugs which received positive opinions were (or
are being) tested in clinical trials in Russia.

At the moment of the Orange Paper Q1 2013 production no information about any inspections
(FDA or Roszdravnadzor) conducted in the Russian investigative sites was available.

! Positive opinions on new generic medicines are not included
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Executive Summary — Russian

B nepBom kBapTane 2013 roga MuHucTepcTBOM 3apaBooxpaHeHus Poccuinckon depepauum
6bino BblaaHo 205 paspelleHud Ha Bce BUAbl KnuMHu4Yeckux uccnegosaHu (KU), yto Ha 7%
MeHbLLE, YeM 3a aHanorndHbin nepuog 2012 roga.

[Mpn 3TOM KONMMYECTBO MeXAyHapOAHbIX MHOroueHTpoBbiXx KW npakTuyecks He U3MeHWUnochb m
coctaBuno 92 HOBbIX wuccnegoBaHus. KomnumyectBo umccnegnoBaHuin  GMO3KBMBANEHTHOCTH,
WHULUMMPOBAHHbIX B MnepBoM kBaptane 2013 roga, HECKONbKO CHU3WMNOCHL MO CPaBHEHWUIO C
nepBbiM kBapTanom 2012 roga u coctaBuno 69 npotuB 77. KonumyectBo nokanbHbix KW,
NPOBOOUMbIX Ha Tepputopun Poccum OTeYeCTBEHHbLIMM M MHOCTPAHHBIMKU  CMOHCOPaMW,
npogemoHcTpupoBano 19% cHmxkeHune — ¢ 54 oo 44 nccnegoBaHUN.

CnoHcopamn KW, paspelueHHbIx K npoBegeHuto B Poccum B nepBom kBapTane 2013 roga,
BbICTYNUIM koMmnaHum m3 20 ctpaH. Ha nepBoe MecTo BhILLIM pOCCUNCKME npoussoauTenu ¢ 89
KW, 3a HUMU nagyT aMmepuKaHckme cnoHcopbl co 40 HOBbIMKU UccregoBaHmsMu, Lsenuapus ¢ 17, a
Takke ®paHums wn Uspaunb ¢ pgesatblo KMy kaxgon. 3amblkaeT rpynny nuaepos
BenukobpuTaHna ¢ WecTbio HOBbIMW NCCIEeA0BaHNSIMMU.

B nepsom kBapTtane 2013 roga 6bi10 MHMUMMPOBaAHO ceMb HOBbIX KW | ¢asbl — CTOMbKO Xe,
CKOSbKO M 3a aHarnorn4yHbin nepuof npotusnoro roga. Konvyectso nccnegosarHun 1l oasel 3a aTOT
nepuoa HEeCKONbKO CHU3UMOCh M cocTaBuiio 19 HoBbIX MccnegoBaHuin npotue 23. KonndecTteo
nccneposanui 11l pasbl Bo3pocno ¢ 94 go 99 uccnegoBaHum — Ha 5% 6onblie No cpaBHEHUIO C
npoLunsiv rogoM. Konnyectso uccnegoBanun 1V dassl ymeHbLumnnock ¢ 18 ao 11 nccnenosaHui.

B nepsom kBaptane 2013 roga nepBOe MECTO CPeAn WHOCTPaHHbLIX MpouM3BOaUTENEN Mo
KONMMYECTBY HOBbIX MCCNeaoBaHMM 3aHsna dapmaueBTnyeckass komnaHus Novartis ¢ Bocemblo
HOBbIMWU uMccriegoBaHuamMu. Roche n Merck&Co mHuuumnpoBanu no cemMb MCCrEAOBaHUA, HO C
pa3HbIM KONMYECTBOM CyOBEKTOB. 3amblkaloT NATEpKy nuaeposB Teva u Brisol-Mayers Squibb ¢
LLECTbK HOBbIMUY UCCIENO0BaHNUSAMU Y KaXKaoro.

[MepBOe MecToO cpeaun OTEYECTBEHHbLIX NMPOU3BOANTENEN MO KONMYECTBY UCCNELOBAHUN, HAYaTbIX
B nepBom kBaptane 2013 ropa, 3aHumaeTr 3A0 ApCuAil «CuHme3» ¢ Tpemst HoBbiMu KA. B
NATEPKY nuaepoB Bxoasat takke OO0 HIMN® «Mamepua Meduka XonduHe», BAO «buHepaus»,
000 «Hamusa» n OO0 «/JleHc-Papm», NHALMMPOBABLUNE MO ABa HOBbIX MCCIEA0BaHNS KaXXabIN.

B nepsom kBapTane 2013 roga 91% Bcex HOBbIX UCCreaoBaHWMM BbINO MHULMMPOBaAHO B OEBATU
TepaneBTU4eckux obnacrtsax. Hanbonblee konudecteo B obnactu oHkonorum — 30 KW; 18 HoBbIX
nccnegoBaHuii B nynbMoHonoruu; 16 nccnegosaHuin — B obnactn MHAEKUMOHHbIX 6onesHen, 15
nccrnenoBaHMi — B obnactm 3aboneBaHWin  OMOPHO-ABMraTenbHOro annapara, Mo BOCEMb
nccrnengoBaHuii B KApAUONOrMn U remaTonoriu, U no LWeCTb — B HEBPOSOMUN U MCUXMaTPUM.

LleHTp Mo oueHke n uccrnegoBaHuio nekapctBeHHbIX cpenctB (Center for Drug Evaluation and
Research, CDER) FDA opobpun B nepBoM kBaptane 2013 roga 32 HOBbIX f1EKApCTBEHHbIX
npenapara, no 12 un3 kotopbix B Poccun nposoannuce KA.

B TeveHve nepsoro kBaptana 2013 roga KomuteT no nekapCcTBeHHbIM cpeactBam  Ans
npumeHeHnsa y denoseka (Committee for Medicinal Products for Human Use, CHMP)
EBponenckoro areHTCTBa Mo nekapcTBeHHbIM cpeacTtBam (European Medicine Agency, EMEA)
Aan rnonoXxuTernbHble pekoMeHgauun no 21 HOBbIM 3asiBKaM U Tpu HeraTuBHbIX OT3biBa. o 14
nekapcteam, BXOAMBLUMM B YMCMO MOSMYYMBLUMX MNOSMOXUTENbHBLIM OT3bIB, npoBoagunucs KW B
Poccuu.

MHdopmaumnsa o npoBepkax PocaapaBHag3sopa n FDA 3a nepsbivt kBapTan 2013 roga Ha MOMEHT
Bbinycka «OparxeBon KHuruy» HegocTynHa.
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Clinical Trials by Type and Manufacturing Country

The MoH of Russian Federation approved 205 new clinical trials of all types including local and
bioequivalence studies during the 1* Quarter of 2013, demonstrating 7% decrease in comparison
with the same point of the last year.

As shown in Figure 1, the main contribution into the total number of studies was made by
multinational multi-center clinical trials (MMCT), the number of these studies almost has not
changed and amounted to 92 new studies in Q1 2013.

The number of bioequivalence studies slightly decreased from 77 studies in Q1 2012 to 69 in Q1
2013.

The number of local clinical trials has decreased from 54 to 44 clinical trials demonstrating the 19%
fall of the rate in comparison with the same period of the last year.

Figure 1. Clinical trials in Russiain Q1 2013
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The proportions between different study types (multinational multi-center clinical trials, local
studies and bioequivalence trials) slightly changed since last year (see Figure 2).

The share of bioequivalence studies stayed almost at the same rate: 34% of the total number of
clinical trials approved in Q1 2013.

The share of the local trials decreased at 21%, and the share of multinational multi-center clinical
trials increased from 40% to 45% of the total number of trials approved during Q1 2013.
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Figure 2. Clinical trials by type in Q1 2013
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The proportions between sponsors did not significantly change in comparison with the same
period last year. 57% of the total number of new studies in Q1 2013 is sponsored by foreign
companies which is 116 study approvals (almost the same number as in Q1 2012). But the share
of studies of local manufacturers decreased from 48% in Q1 2012 to 43% in Q1 2013, and
amounted to 89 studies (Figure 3).

Figure 3. Russian and International sponsors in Q1 2013
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Clinical trials in Russia in Q1 2013 were sponsored by companies from 20 countries. Figure 4
demonstrates the input of the leading countries of sponsors’ origin into the total number of clinical
trials. The maximum number of trials (89) was initiated by Russian sponsors. American sponsors
with 40 new studies took the runner-up place; they are followed by Swiss sponsors with 17 trials,
and Israeli and France with nine new studies, and the group of leaders is concluded by British (six)
SpoNsors.

Figure 4. Countries presented on the Russian clinical trials market in Q1 2013
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Among others are: Belgium (five), Austria, Hungary, Germany, Sweden (four studies each),
Poland (three), Slovenia and Ukraine, Czech Republic (two trials each), Belarus, Denmark, India,
Latvia, Croatia each started one new study in 2012.

Clinical trials by Phase

Seven new Phase | clinical trials were launched in Q1 2013, which is equal to the number of
clinical trials Phase | in Q1 2012. The number of the Phase Il trials decreased from 23 in Q1 2012
to 19 new studies in Q1 2013 (Figure 5).

The number of Phase Il trials increased from 94 to 99 studies, 5% more than in Q1 2012. Phase
IV trials demonstrated the decrease from 18 studies in Q1 2012 to 11 studies in Q1 2013.

Figure 5. Clinical trials in Russiain Q1 2013 by phase®
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! Studies indicated by sponsors as phase I-II in the applications submitted to MoH, are shown in phase II
studies group; phase II-III — in phase III group; phase III-IV — in phase IV group. BE studies were not
included in any phase group, even in case a specific phase was indicated in the application.
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As shown in Figure 6, the share of Phase Ill trials in Q1 2013 is 73% of the total number of
studies, the share of Phase Il trials accounted at 14%, Phase |V trials is 8%, and the share of
Phase | studies amounted to 5%.

Figure 6. The proportions between study phases in Russiain Q1 2013
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The number of subjects which are planned to be enrolled in Phase I-1V trials launched in Q1 2013
is 16,298, 6% less than in Q1 2012 figure, when 17,270 patients were planned to be enrolled.

186 subjects will be recruited in Phase | trials; 1,353 patients — in Phase Il trials; 13,587 subjects
—in Phase Il studies and 1,172 patients will be enrolled in Phase IV studies.

The minimal number of subjects in a single study is three, the maximum number is 2,510.

The proportion of the number of patients between different Phases is shown on Figure 7. Only
studies in which phase is specified, were included.

Figure 7. The number of patients in Q1 2013 by study phase
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Rating of international sponsors

Novartis sponsoring eight new studies is on the top of the heap in Q1 2013. It is followed by
Roche and Merck&Co. each having seven new trials and differentiating in the number of subjects.
Top five is concluded by Teva and Bristol-Myers Squibb each having six new trials in Q1 2013.

Top five international sponsors by the number of new studies in Q1 2013 are presented in Table
1.

Table 1. Top-5 international study sponsors in Q1 2013

Ne | Company Name No. studies® No. patients
1 Novartis 8 592
2 Roche 7 1603
3 Merck&Co 7 654
4 Teva 6 786
5 Bristol-Myers Squibb 6 253

Rating of Russian sponsors

The Russian company ZAO RCI Syntez sponsoring three new clinical trials, ranked number one
among domestic pharmaceutical manufacturers by the number of new studies in Q1 2013. Top
Five of Q1 2013 includes Materia Medica, Nativa, Binergia and Lens-Pharm each with two new
trials.

Table 2. Top-5 Russian study sponsors in Q1 2013

Ne | Company Name No. studies’ No. patients
1 ZAO RCI Syntez 3 160
2 | Materia Medica 2 426
3  Nativa 2 196
4 | Binergia 2 160
5 Lens-Pharm 2 120

! Excluding BE studies
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Therapeutic areas of clinical trials in Russiain Q1 2013

91% of new studies in Q1 2013 were initiated in nine leading therapeutic areas: the largest
number of studies was initiated in Oncology (30); 18 new studies were instigated in Pulmonology,
16 studies — in Infectious and Parasitic diseases, 15 new studies — in Musculoskeletal diseases,
eight studies — in Cardiology as well as in Hematology, six studies — in Neurology as well as in
Psychiatry.

The proportions between different therapeutic areas are shown in Figure 8.

Figure 8. Clinical trials in Russia in Q1 2013 by therapeutic area
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Clinical trials results

The Center for Drug Evaluation and Research (CDER) of the FDA approved 32 new drugs during
Q1 2013; ten of them are new molecular entities (NME); others are new dosages, manufacturers
or indications of the already marketed drugs. 12 drugs were studied in clinical trials involving
Russian sites.

The Table 3 shows the drugs which were approved by FDA in Q1 2013 that were being tested in
clinical trials in Russia.

Table 3. New drugs approved by FDA in Q1 2013 and tested in Russian sites

Appr.date Drug (active ingredient) Company
01/18/2013 Uceris (Budesonide) Santarus
01/25/2013 Nesina (Alogliptin bezoate) Takeda Pharms USA

01/25/2013 Oseni (Alogliptin benzoate/

Pioglitazone hydrochloride) bt FIErs e

Kazano (Alogliptin benzoate/

01/25/2013 Metformin hydrochloride) Takeda Pharms USA
01/29/2013 Kynamro (Mipomersen sodium) Genzyme Corp
02/01/2013 Delzicol (Mesalamine) Warner Chilcott LLC

10
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02/08/2013
02/25/2013
02/28/2013
03/22/2013
03/27/2013
03/29/2013

Pomalyst (Pomalidomide)
Stivarga (Regorafenib)

Abilfy Maintena Kit (Aripiprazole)
Tobi Podhaler (Tobramycin)
Tecfidera (Dimethyl fumarate)

Invocana (Canagliflozin)

Celgene

Bayer Healthcare Pharms
Otsuka Pharm Co Ltd.
Novartis Pharms

Biogen Idec

Janssen Res. and Dev.
Source: FDA

During the first quarter of 2013 the Committee for Medicinal Products for Human Use (CHMP) of
the European Medicine Agency (EMEA) gave positive recommendations on 21 new drug
applications®. Negative opinion was adopted for three drugs. 14 of the drugs which received
positive opinions were (or are being) tested in clinical trials in Russia (See Table 4).

Table 4. New Drugs approved by EMEA in Q1 2013 and tested in Russian sites

Appr. date

01/17/2013
01/17/2013
01/17/2013

01/17/2013
01/17/2013

01/17/2013

02/21/2013

02/21/2013
03/21/2013
03/21/2013

03/21/2013
03/21/2013
03/21/2013
03/21/2013

Drug (active ingredient)

Bosulif (Bosutinib)
Humira (Adalimumab)
llaris (Canakinumab)

Komboglyze (Saxagliptin / Metformin
hydrychloride)

Onglyza (Saxagliptin)
Pegasys (Peginterferon alfa-2a)

Cervarix (Human papillomavirus
vaccine [types 16, 18] (recombinant,
adjuvanted, absorbed))

Privigen (Human normal
immunoglobulin (lvig))

Aubagio (Teriflunomide)

Stribild (Elvitegravir / Cobicistat /
Emtricitabine / Tenofovir disoproxil)

Tecfidera (Dimethyl fumarate)
MabThera (Rituximab)
Viread (Tenofovir disoproxil fumarate)

Xarelto (Rivaroxaban)

! Positive opinions on new generic medicines are not included

Manufacturer

Pfizer Ltd.
Abbott Laboratories Ltd.

Novartis Europharm Ltd.
Bristol-Myers Squibb
Astra Zeneca EEIG

Roche Registration Ltd.

GlaxoSmithKline Biologicals

CSL Behring GmbH
Sanofi-Aventis
Gilead Sciences International Ltd.

Biogen ldec Ltd.
Roche Registration Ltd.
Gilead Sciences International Ltd.

Bayer Pharma AG
Source: EMEA
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Inspections

At the moment of the Orange Paper Q1 2013 production no information about any inspections
(FDA or Roszdravnadzor) conducted in the Russian investigative sites was available.
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