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Executive Summary

The Ministry of Health of Russian Federation approved 199 new clinical trials of all types including
local and bioequivalence studies during the 2™ Quarter of 2013 (23% 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 decreased from 102 to 81 new studies in Q2 2013.
The number of bioequivalence studies decreased from 107 studies in Q2 2012 to 76 in Q2 2013.
The number of local clinical trials decreased from 48 to 42 clinical trials.

The share of multinational multi-center clinical trials was 41% of the total number of clinical trials
in Q2 2013, while the local and bioequivalence studies amounted to 37% and 22%, respectively.

Clinical trials in Russia in Q2 2013 were sponsored by companies from 24 countries. The
maximum number of trials (92) was initiated by Russian sponsors. American sponsors with 30
new studies took the runner-up place; they are followed by German and Swiss sponsors with 12
trials, and the group of leaders is concluded by Indian (nine) and French (seven) sponsors.

Nine new clinical trials Phase | were launched in Q2 2013, which is one trial less than in Q2 2012.
The number of the Phase Il trials decreased from 27 in Q2 2012 to 21 new studies in Q2 2013.
The number of Phase Il trials decreased from 102 to 88 studies, 14% less than in Q2 2012.
Phase |V trials demonstrated the two times decrease from 11 studies in Q2 2012 to 5 studies in
Q2 2013.

The number of subjects which are planned to be enrolled in Phase I-1V trials launched in Q2 2013
is 14,654 - 15% less than in Q2 2012 figure, when 17,293 patients had been planned to be
enrolled.

Novartis sponsoring seven new studies is on the top of the heap in Q2 2013. It is followed by
GlaxoSmithKline having five new trials. Top five is concluded by Servier, Merck&Co and Bayer
each having four new trials and differentiating in the number of subjects.

The Russian company OOO Atoll sponsoring ten new clinical trials, ranked number one among
domestic pharmaceutical manufacturers by the number of new studies in Q2 2013. Vertex with
nine new trials and Biocad with seven new studies took the runner-up place. They are followed by
and Medisorb with five studies. Top Five of Q2 2013 is concluded by Sotex with four new trial.

More than three quarters of new studies in Q2 2013 were initiated in seven leading therapeutic
areas: the largest number of studies was initiated in Oncology (26); 18 new studies were
instigated in diseases of the circulatory system, 16 studies — in Musculoskeletal diseases, 12 new
studies — in Endocrinology, nine studies — in Pulmonology, seven studies each in Infectious and
parasitic diseases and in Neurology.

The Center for Drug Evaluation and Research (CDER) of the FDA approved 20 new drugs during
Q2 2013, and four of them were studied in clinical trials conducted in Russia.

During Q2 2013 the Committee for Medicinal Products for Human Use (CHMP) of the European
Medicine Agency (EMEA) gave positive recommendations on 31 new drug applications®. Negative
opinion was adopted for one drug. 18 of the drugs which received positive opinions were (or are
being) tested in clinical trials in Russia.

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

Bo BTopom kBapTane 2013 roga MuHucTepcTBOM 3ApaBooxpaHeHus Poccuiickon Pepepaunm
6b1n0 BblgaHo 199 paspelueHun Ha Bce BUAbl KnNnHMYecknx uccnegosanHun (KW), yto Ha 23%
MeHbLLE, YeM 3a aHanorndHbin nepuog 2012 roga.

[Mpn 3TOM KONMYECTBO MEXAYyHAPOAHbLIX MHOroueHTpoBbiX KA cHuamnnock u coctaBuno 81 HoBoe
nccnegoBaHue npotuB 102 3a TOT e nepuoa npolunoro roga. KommnyectBo wmccnegoBaHui
OMO3KBMBANEHTHOCTU, MHULIMMPOBAHHbLIX BO BTOpoM kBapTane 2013 roga, cHM3mnocb Ha 29% no
cpaBHeHMIO C nepBbiM kBaptarnom 2012 roga m cocrtaBuno 76 npotmB 107. Komuuectso
nokanbHbix KW, npoBoaumbix Ha Tepputopum Poccun oTevyecTBEHHbIMA W UHOCTPaHHbLIMU
CMoHcopaMun, CHU3NNOCH ¢ 48 Ao 42 nccnegoBaHU.

CnoHcopamn KW, paspelueHHbIx K npoBegeHuto B Poccum B nepBom kBapTane 2013 ropga,
BbICTYNUIIM KOMMaHuM M3 24 ctpaH. Ha nepBoe MecCTo BhILLIM POCCUNCKME nNpou3BoauTenu ¢ 92
KA, 3a HMMK nayT amepukaHckme crnoHcopbl co 30 HOBbIMW MccrenoBaHusiMK, [epmMaHna u
Weenuapmna ¢ 12 KN y kaxgon, a Takke NHaoua c gesdatbto KW, 3ambikaeT rpynny nuaepos
PpaHUnd C CeEMbIO HOBbIMU UCCEA0BaHUSIMNA.

Bo BTopom kBaptane 2013 roga 6bino uHMUMMpoOBaHO AeBATb HOBbIX KW | dasbl — Ha ogHo
uccnefoBaHMe MeHbLle, 4YeM 3a aHanorudHbid nepuod npowrnoro roga. KonudecTtBo
nccriegoBaHmMi Il pasbl 3a 3TOT MNEPUOA HECKOSIbKO CHU3WMOCb W cocTtaBusrio 21 HoBoe
nccriegoaHme npotuB 27. KonuyectBo wuccnegpoBaHun Il ¢dasel cHu3unoce co 102 go 88
nccnefoBaHUn — Ha 14% MeHbLLe NO CPaBHEHMUIO C NPOLUbIM rogoM. KonnyecTBo nccnegoBaHui
IV cbasbl ymeHbLIMNoch 6onee Yyem B ABa pasa - ¢ 11 0o 5 uccnegoBaHui.

B nepBom kBaptane 2013 roga nepBoe MeECTO Cpean WMHOCTPaHHbIX MNpoM3BOAUTENEN no
KONMMYEeCTBY HOBbIX MCCNeaoBaHUM 3aHsAna dapmaueBTudeckass komnanusa Novartis ¢ cembto
HOBbIMW uccnegoBaHuamun. GlaxoSmitnKline uHMUuupoBana nATb MCCrNeAoBaHWMA. 3ambliKatoT
narepky nugepos Servier, Merck&Co n Bayer ¢ 4eTblpbMsi HOBbIMW UCCIIEA0BAHUSAMUN Y KaXKO,OMN.

[MepBOe MecToO cpeaun OTEYECTBEHHbLIX NMPOU3BOANTENEN MO KONMYECTBY UCCNELOBAHUN, HAYaTbIX
B nepeoM kBaptane 2013 roga, 3aHumaeTr OO0 «Amosini» ¢ gecsatbto HoBbiMu KW. 3a HUM ugyT
«Bepmekc» ¢ OeBATbIO UccrnefoBaHnsMU U «buokad» C CeMblo uccnegoBaHuamMu. B naTépky
NnOepoB BXOAAT Takke, «Meducopb» c NsATbIO uccrneaoBaHussMmn n « Comekc», MHULMMPOBAaBLLAs
YeTbIpe HOBLIX UCCIEA0BaHMS.

Bo Btopom kBaptane 2013 roga 6onee Tpex 4YeTBepTEW BCEX HOBLIX WCCregoBaHUM Obino
WHALUMMPOBAHO B CemMu TepaneBTuyecknx obnactax. Hawmbonbliee konuvyectBO B obnactu
oHkonorum — 26 KW; 18 HoBbIX nccneaoBannm B obnactn 6onesHen cuctembl KpOBOOOpaLLIEHNS ;
16 wuccnegoBaHunM — B obractu 3aboneBaHW  ONOPHO-ABUraTenibHOro annapara, 12
nccnegoBaHnn — B obnactu SHOOKPUMHOMOINMKW, AEBATb UCCNeAOBaHUn B npu 3aboneBaHnsax
OpraHoB AblXaHusl, U MO CEMb — B HEBPOSIOTMU U MHAEKLMOHHBIX OOME3HSIX.

LleHTp no oueHke n uccnegoBaHuio nekapcTBeHHbIX cpeacts (Center for Drug Evaluation and
Research, CDER) FDA opo6pun Bo BTopom kBapTtane 2013 roga 20 HOBbIX NEKapCTBEHHbIX
npenapara, no 4YeTbipeM 13 KoTopbix B Poccum nposogunmce KU.

B TteueHne BTOporo kBaptana 2013 roga KomuteT no nekapcTBEHHbIM cpeacTtBaMm  ansg
npumeHeHus y 4enoseka (Committee for Medicinal Products for Human Use, CHMP)
EBponenckoro areHTcTBa no nekapctBeHHbIM cpeactBaM (European Medicine Agency, EMEA)
Aarn nonoxutenbHble pekoMmeHgauun no 31 HoBbIM 3asBkaM. 1o 18 nekapcteam, BXOAUBLLMM B
YNCIO0 MNOMNYYMBLLMX MONOXUTENBHBIN 0T3bIB, NpoBoannuce KA B Poccun.
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Clinical Trials by Type and Manufacturing Country

The MoH of Russian Federation approved 199 new clinical trials of all types including local and
bioequivalence studies during the 2™ Quarter of 2013, demonstrating 23% 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 decreased and
amounted to 81 new studies in Q2 2013 demonstrating 20% fall of the rate in comparison with the
same period of the last year.

The number of bioequivalence studies decreased from 107 studies in Q2 2012 to 76 in Q2 2013.

The number of local clinical trials has slightly decreased from 48 to 42 clinical trials demonstrating
the 12,5% fall of the rate in comparison with the same period of the last year.

Figure 1. Clinical trials in Russia in Q2 2013

257
199
81 76
48 42
Total MMCT LCT BE
= Q22012 Q2 2013

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 multinational multi-center clinical trials studies stayed almost at the same rate: 41%
of the total number of clinical trials approved in Q2 2013.

The share of the local trials increased at 21%, and the share of bioequivalence studies decreased
from 42% to 38% of the total number of trials approved during Q2 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. 54% of the total number of new studies in Q2 2013 is sponsored by foreign
companies which is 107 study approvals. The share of studies of local manufacturers
insignificantly increased and amounted to 92 studies (Figure 3).

Figure 3. Russian and International sponsors in Q2 2013

100%
L e [

L

F( R | I

60% —--m--m------------{ A - -----------ccececece o Y -
50% -premeeomeememeemeed

40%

30%

20%

10%

0%
Q2 2012 Q2 2013

H Russian Sponsors International Sponsors

Clinical trials in Russia in Q2 2013 were sponsored by companies from 24 countries. Figure 4
demonstrates the input of the leading countries of sponsors’ origin into the total number of clinical
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trials. The maximum number of trials (92) was initiated by Russian sponsors. American sponsors
with 30 new studies took the runner-up place; they are followed by German and Swiss sponsors
with 12 trials, and the group of leaders is concluded by Indian (nine) and French (seven) sponsors.

Figure 4. Countries presented on the Russian clinical trials market in Q2 2013
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Among others are: UK (six), Belarus, Belgium, Hungary, Denmark, Poland, Czech Republic (three
studies each), Italia and Latvia, (two trials each), Austria, Israel, Korea, Luxembourg, Netherlands,
Macedonia, Romania, Croatia, Japan each started one new study in Q2 2013.

Clinical trials by Phase

The number of Phase | clinical trials changed insignificantly and stood at nine new studies in Q2
2013. The number of the Phase Il trials decreased from 27 in Q2 2012 to 21 new studies in Q2
2013 (Figure 5).

The number of Phase Il trials decreased from 102 to 88 studies, 14% less than in Q2 2012.
Phase |V trials demonstrated the decrease more than two times from 11 studies in Q2 2012 to 5
studies in Q2 2013.

Figure 5. Clinical trials in Russiain Q2 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 Q2 2013 is 72% of the total number of
studies, the share of Phase Il trials accounted at 17%, Phase | trials is 7%, and the share of
Phase |V studies amounted to 4%.

Figure 6. The proportions between study phases in Russia in Q2 2013
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The number of subjects which are planned to be enrolled in Phase I-1V and BE trials launched in

Q2 2013 is 14,654, 15% less than in Q2 2012 figure, when 17,293 patients were planned to be
enrolled.

236 subjects will be recruited in Phase | trials; 1,873 patients — in Phase Il trials; 9,871 subjects —
in Phase Il studies and 697 patients will be enrolled in Phase IV studies. Other subjects (1977)
are healthy volunteers and patients who will enter to bioequivalence studies

The minimal number of subjects in a single study is ten, the maximum number is 800.

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 Q2 2013 by study phase

Phase IV Phase |
5% 2% Phase Il

Phase Il -
78%



Clinical Trials in Russia
Orange Paper. 2 Quarter 2013

Rating of international sponsors

Novartis sponsoring seven new studies is on the top of the heap in Q2 2013. It is followed by
GlaxoSmithKline having five new trials. Top five is concluded by Servier, Merck&Co and Bayer
each having four new trials and differentiating in the number of subjects.

Top five international sponsors by the number of new studies in Q2 2013 are presented in Table
1.

Table 1. Top-5 international study sponsors in Q2 2013

Ne | Company Name No. studies® No. patients
1 Novartis 7 698
2 GlaxoSmithKline 5 268
3 Servier 4 605
4 Merck&Co 4 161
5 Bayer 4 54

Rating of Russian sponsors

The Russian company OOO Atoll sponsoring ten new clinical trials, ranked number one among
domestic pharmaceutical manufacturers by the number of new studies in Q2 2013. Vertex with
nine new trials took the runner-up place. It is followed by Biocad and Medisorb with seven and five
studies, respectively. Top Five of Q2 2013 is concluded by Sotex with four new trials.

Table 2. Top-5 Russian study sponsors in Q2 2013

Ne | Company Name No. studies’ No. patients
1 OO0O Atoll 10 488
2 | Vertex 9 224
3 | Biocad 7 671
4 | Medisorb 5 90
5  Sotex 4 448

! Excluding BE studies
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Therapeutic areas of clinical trials in Russia in Q2 2013

More than three quarters of new studies in Q2 2013 were initiated in seven leading therapeutic
areas: the largest number of studies was initiated in Oncology (26); 18 new studies were
instigated in diseases of the circulatory system, 16 studies — in Musculoskeletal diseases, 12 new
studies — in Endocrinology, nine studies — in Pulmonology, seven studies each in Infectious and
parasitic diseases and in Neurology.

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

Figure 8. Clinical trials in Russia in Q2 2013 by therapeutic area

Infectious andVeurology
parasitic diseases 6%

Pulmonology
7%

Endocrinology ! |

10%

diseases
13%

Clinical trials results

The Center for Drug Evaluation and Research (CDER) of the FDA approved 20 new drugs during
Q2 2013; four of them are new molecular entities (NME); others are new dosages, manufacturers
or indications of the already marketed drugs. Four drugs were studied in clinical trials involving
Russian sites.

The Table 3 shows the drugs which were approved by FDA in Q2 2013 that were being tested in

clinical trials

in Russia.

Others
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circulatory system
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Table 3. New drugs approved by FDA in Q2 2013 and tested in Russian sites

Appr.date

05/03/2013

05/10/2013
05/29/2013

05/29/2013

Drug (active ingredient)

Liptruzet (Atorvastatin calcium/
ezetimibe)

Breo Ellipta (Fluticasone furoate/
Vilanterol trifenatate)

Tafinlar (Dabrafenib mesylate)

Mekinist (Trametinib dimethyl
sulfoxide)

Company

Merck Sharp Dohme

Glaxo GRP LTD
GlaxoSmithKline

GlaxoSmithKline

Source: FDA
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During the second quarter of 2013 the Committee for Medicinal Products for Human Use (CHMP)
of the European Medicine Agency (EMEA) gave positive recommendations on 31 new drug
applications®. Negative opinion was adopted for one drug. 18 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 Q2 2013 and tested in Russian sites

Appr. date

04/26/2013
04/26/2013
04/26/2013
04/26/2013
05/31/2013

05/31/2013

05/31/2013
05/31/2013
06/28/2013
06/28/2013
06/28/2013
06/28/2013
06/28/2013
06/28/2013
06/28/2013

06/28/2013

06/28/2013
06/28/2013

Drug (active ingredient)

Erivedge (Vismodegib)
Xtandi (Enzalutamide)
Revlimid (Lenalidomide)
RoActemra (Tocilizumab)
Lonquex (Lipedfilgrastim)

Pomalidomide Celgene
(Pomalidomide)

Glivec (Imatinib)

Tysabri (Natalizumab)

Cholib (Fenofibrate / Simvastatin)
Inflectra (Infiximab)

Lemtrada (Alemtuzumab)
Nexium Control (Esomeprazole)
Remsima (Infliximab)

Stivarga (Regorafenib)

Tafinlar (Dabrafenib)

Onglyza (Saxagliptin)

Tyverb (Lapatinib)

Velcade (Bortezomib)

! Positive opinions on new generic medicines are not included

Manufacturer

Roche Registartion Ltd.
Astellas Pharma Europr B.V.
Celgene Europe Ltd.

Roche Registartion Ltd.

Teva Pharma B.V.
Celgene Europe Ltd.

Novartis Europharm Ltd.

Elan Pharma International Ltd.
Abbot Healthcare Products Ltd.
Hospira UK Ltd.

Genzyme Europe B.V.
AstraZeneca AB

Celltrion Healthcare Hungary Kft
Bayer Pharma Ag
GlaxoSmithKline Trading Service

Bristol-Myers Squibb/Astra Zeneca
EEIG

Glaxo Group Limited

Janssen-Cilag International NV
Source: EMEA

11



