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Executive Summary - English

The Ministry of Health and Social Development of the Russian Federation (MoH) approved 257
new clinical trials of all types including local and bioequivalence studies during the second quarter
of 2012, demonstrating a 44% increase compared to the same point of the last year.

The main contribution into the total number of studies is made by the bioequivalence studies, the
number of them increased by 224% from Q2 2011 and stood at 107 new studies in Q2 2012. The
number of multinational multi-center clinical trials increased from 77 to 102 new studies, and the
number of local clinical trials decreased from 68 to 48 clinical trials.

The share of bioequivalence clinical trials stood at 42% of the total number of clinical trials in Q2
2012, while the local and multinational multi-center studies amounted to 19% and 40%,
respectively.

Clinical trials in Russia in Q2 2012 were sponsored by companies from 29 countries. The
maximum number of trials (115) was initiated by the Russian sponsors. American sponsors with
47 new studies took the runner-up place, they are followed by Israeli sponsors with 16, and Swiss
sponsors with 15 trials. The group of leaders is concluded by British and Swedish sponsors each
with 7 new studies in Q2 2012.

Ten new Phase | clinical trials were launched in Q2 2012, seven trials more than in Q2 2011. The
number of the Phase Il trials changed insignificantly and stood at 27 new studies in Q2 2012. The
number of Phase Il trials increased significantly from 64 to 102 studies. Phase IV trials
demonstrated the decrease from 14 studies in Q2 2011 to 11 studies in Q2 2012.

The number of subjects which are planned to be enrolled in Phase I-1V trials launched in Q2 2012
stood at 17,293, 54% more than in Q2 2011 figure, when 11,203 subjects were planned to be
enrolled.

Roche sponsoring seven new studies is on the top of the heap in Q2 2012. It is followed by Pfizer
having the same number of new trials but with a smaller number of subjects to be enrolled, and
AstraZeneca and GlaxoSmithKline with six new trials each. Top five is concluded by 7eva with
five new studies in Q2 2012.

The Russian company OOO FK Slavyanskaya Apteka sponsoring four new clinical trials, ranked
number one among domestic pharmaceutical manufacturers by the number of new studies in Q2
2012. It is followed by Biocad and OAO Sintez each having three new trials and differentiating in
the number of subjects. Top five is concluded by OOO Feron and Akrikhin each with two new
trials.

More than two thirds of the new studies in Q2 2012 were initiated in seven leading therapeutic
areas: the largest number of studies was initiated in Oncology (29); 18 new studies were
instigated in Pulmonology; 17 — in Endocrinology; 13 studies were instigated each in Cardiology
and Musculoskeletal diseases; ten — in Neurology and nine — in Gastroenterology.

The Center for Drug Evaluation and Research (CDER) of the FDA approved 15 new drugs during
Q2 2012; five of them are new molecular entities (NME); others are new dosages, manufacturers
or indications of the already marketed drugs. One drug was studied in clinical trials involving
Russian sites.

During the second quarter of 2012 the Committee for Medicinal Products for Human Use (CHMP)
of the European Medicine Agency (EMEA) approved 22 new drug applications, 13 of which were
tested in clinical trials in Russia.

No FDA inspections were conducted in Russia during Q2 2012.
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Executive Summary - Russian

Bo Il keaptane 2012 roga MuHzgpascoupa3sutnd Poccum Obino BbigaHo 257 paspeLleHun Ha
BCE BMAbl KNIMHNYECKUX MCCneaoBaHun, 4Tto Ha 44% 6onblue, YeM B COOTBETCTBYIOLLEM KBapTane
MPOLLSIOro roga.

[Npn 3TOM KONMYECTBO MEXAYHAPOOHbLIX MHOMOLEHTPOBLIX KITMHUYECKUX UCCIIeq0oBaHU BO3POCIO
Ha 32% wun coctaBuno 102 HoBbIX wuccrnegoBaHun. KonuyectBo  mccrnepoBaHUN
B1O3KBMBANEHTHOCTU, MHULMMPOBaHHBIX BO Il kBapTane 2012 roga, 3Ha4MTenbHO BO3pOCso ¢ 33
po 107 wnccnepoBaHui no cpaBHeHuto ¢ |l kBaptanom 2011 roga. KonmyecTBo nokanbHbIX
KITMHUYECKUX UCCneoBaHU, MNpOBOOMMBIX Ha Tepputopunm Poccum oTeyecTBEHHbIMU U
WHOCTPaHHbLIMX CMOHCOPaMU, YMEHbLUMOCHL ¢ 68 0o 48 uccrnegoBaHuU.

3710 noBnekno 3a cobon N3MeHeHMe COOTHOLLEHUS MeXAy BUOaAMM KIMHUYECKUX MccneaoBaHun
no cpaeHeHnto c |l kBaptanom 2011 roga: gond uccriegoBaHU OWMO3KBUBANEHTHOCTU
yBenuunnacb ¢ 19% [o 42% ot obwero KonuyecTsa UccrnegoBaHui; NpyM 3TOM 0N NOKanbHbIX
KnNuHuyeckux wmccnegosaHun n MMKW ymeHbwmnace ¢ 38% go 19% u ¢ 43% po 40%,
COOTBETCTBEHHO.

CnoHcopaMu  KIMHUYECKUX UMCCnegoBaHuM, paspelleHHblXx K npoBegeHutio B Poccum Bo I
kBaptane 2012 roga, BbICTYNUNN KomnaHun ns 29 ctpaH. Ha nepBoe MecTo BbILINW POCCUNCKUNE
npomssogutenun co 115 KW, 3a HuMM wnayT amepukaHcKme CrnoHcopbl C 47 HOBbIMU
nccnefoBaHuamu, Mspamnb ¢ 16 u LWeenuapna ¢ 15 K. 3ambikaloT rpynny nuaepos
Benukobputanusa u LBeumns, kaxxgasi C CEMbO HOBbIMU UCCNEea0BaHMUSMM.

Bo Il keaptane 2012 roga ObINO MHULUMUPOBAHO AECATb HOBLIX KMMHUYECKMX WCCreaoBaHWin
nepson asbl, YTo Ha cemb KW Gomblwe, yem Bo |l kBapTane npownoro roga. KonuyecTtso
nccriegoBanun Il pasbl 3a 9TOT Nepuos He3HaAYUTENBHO YBENUYMIIOCH M COCTaBUNO 27 HOBbIX
nccrnenosaHuin. Konudectso wuccrnegosaHun Il dasbl 3ameTHO Bo3pocno ¢ 64 pgo 102
nccnenoBaHun — Ha 59% No cpaBHEHUIO € NpoLNbIM rogoM. KonndecTtso nccnegosaHui |V dasbl
He3HayYnTeNbHO YMEHbLUNNOCH N cocTaBuio 11 HOBLIX UCCNeaoBaHUN.

Bcero B knuHu4ecknx mnccneposaHusax |-V ¢as, Havatbix BoO Il kBapTane 2012 roga, npumer
yyactme 17293 cybbekToB, 4YTO Ha 54% 6onblue, Y4em B COOTBETCTBYHOLLEM KBapTasne npoLumoro
roga, korga B uccnegoBaHus nnaHMpoBanoch BKMYMTb 11203 cy6bekToB.

Bo Il kBapTane 2012 roga nepBoe MeCTO Cpeay MHOCTPaHHbIX NPou3BoauTesien No KOnn4ecTBy
HOBbIX UccrnegoBaHUn 3aHana dapmaueBTnyeckas KomnaHua Roche ¢ ceMbio HOBbIMU
nccnegosannamn. [anee unget Pfizer ¢ Tem e KonuM4ectBoM McCregoBaHWM, HO MEHbLUUM
KonmyectBoM cybbekToB, AstraZeneca n GlaxoSmithKline ¢ WecTbio HOBLIMU UCCIEA0BAHUSMMN.
3amblkaeT NATEPKY Teva € NATbI HOBLIMU UCCIEA0BaHUAMM.

MepBoe MecTo cpeau OTEYECTBEHHbIX NMPON3BOAUTENEN MO KONMYECTBY UCCNEOBaHUNA, HaYaTbIX
Bo Il kBaptane 2012 roga, 3aHumaeTr OOO OK «CnaBsHckad anTeka» C YeTbipbMsi HOBbIMU
KNMUHUYecknMmn nccnegoBaHusmu. 3a HUM mayt «buokag» n OAO «CuHTE3» C Tpemsi HOBbIMU
NCCNeaoBaHNSAMN, HO C Pa3HbIM KONMYecTBOM cybbekToB. 3aBepiatoT natépky nuaepos OO0
«DepoH» N «AKPUXUH>», KaXOblA N3 KOTOPbIX MHULMMPOBAI ABa HOBbIX NCCNE0BaHUS.

Bo Il keapTane 2012 roga 6onee AByx TpeTen BCEX HOBbIX UCCnefoBaHWi OblNo MHULUMPOBAHO B
CEMU TepaneBTUYecknx obnacTax: Hambornbllee KonudectBo B obrnactn oHkonorum — 29 KA; 18
HOBbIX UCCregoBaHMM B MyrbMOHoOMOrMKW; 17 mccnegoBaHWnW — B QHOOKpPUHOMOrMK; no 13 — B
Kapguonormm 1 B obractm 3aboneBaHWn  OMOPHO-ABUraTeNbHOrO annaparta; AecsaTb
nccrieqoBaHum — B HEBPOJSIOrMN U AEBSATL — B raCTPOSHTEPOOrNNA.
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3a Il kaptan 2012 roga LleHTpom no oueHKke n nccrnegoBaHuio nekapcTBeHHbIX cpeactB (Center
for Drug Evaluation and Research, CDER) FDA 6bi1510 0go6peHo 15 HOBbIX NnpenapaTtoB, 04uH U3
HUX NPOXOANST KIMHMYECKMe nccnegosaHus B Poccun.

3a Il keaptan 2012 roga KomuteToM MO neKapCTBEHHbIM CpeacTBamM AN MPUMEHEHUsa 'y
yenoseka (Committee for Medicinal Products for Human Use, CHMP) EBponeiickoro areHTcTaa
no nekapctBeHHbIM cpencteam (European Medicine Agency, EMEA) ©Obino npuHATo 22
MOMOXUTESNbHBIX PEeLIeHns Ha MapKeTUHT JIeKapCTBEHHbIX CPEACTB Ha Tepputopun EBpocotosa,
13 npenapaTtoB 13 0A40BPEHHBLIX MPOXOOAUNN KIMHUYECKME nccnegosanns B Poccum.

MHcnekunn FDA 3a 0TYETHBIV Nepuod B Poccun He NpoOBOAMINCD.
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Clinical Trials by Type and Manufacturing Country

The Russian MoH approved 257 new clinical trials of all types including local and bioequivalence
studies during the second quarter of 2012, demonstrating a 44% increase in comparison with the
same point last year.

As shown in Figure 1, the main contribution into the total number of studies is made by
bioequivalence studies (BE), the number of these studies stood at 107 new trials in Q2 2012
demonstrating 224% increase comparing with Q2 2011.

The number of multinational multi-center clinical trials (MMCT) increased as well: 32% more than
in Q2 2011, and stood at 102 new studies in Q2 2012.

The number of the local clinical trials (CT(R)) conducted in Russia by domestic and foreign
sponsors decreased from 68 to 48 clinical trials, 29% drop from last year’s figure.

Figure 1. Clinical trials in Russiain Q2 2012
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The proportions between different study types (multinational multi-center clinical trials, local
studies and bioequivalence trials) changed significantly since last year (see Figure 2).

The share of bioequivalence trials increased dramatically from 19% in Q2 2011 to 42% of the total
number of clinical trials approved in Q2 2012.

The share of the local trials decreased from 38% in Q2 2011 to 19% of the total number of studies
in Q2 2012, and the share of multinational multi-center clinical studies decreased from 43% to 40%
of the total number of trials approved during the second quarter of 2012.
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Figure 2. Clinical trials by type in Q2 2012
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The major share of clinical trials in Russia is sponsored by foreign companies which received 142
study approvals, or 55% of the total number of new studies in Q2 2012. The share of studies of

local manufacturers increased from 13% in Q2 2011 to 45% in Q2 2012, and amounted to 115
studies (Figure 3).

Figure 3. Russian and International sponsorsin Q2 2012
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Clinical trials in Russia in Q2 2012 were sponsored by companies from 29 countries. Figure 4
demonstrates the input of the leading countries of sponsor’s origin into the total number of clinical
trials. The maximum number of trials (115) was initiated by Russian sponsors. American sponsors
with 47 new studies took the runner-up place, they are followed by Israeli sponsors with 16, and
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Swiss sponsors with 15 trials. The group of leaders is concluded by British and Swedish sponsors
each with 7 studies in Q2 2012.

Figure 4. Countries presented on the Russian clinical trials market in Q2 2012

Switzerland

USA Israel

| Others
21%

Among others are: France (6 studies); Germany (5); Belarus, India and Netherlands have four
new studies each; Denmark, Italy, Poland, Hungary, Tunisia and Ukraine started two new studies
each; Austria, Argentina, Belgium, Brazil, Ireland, Spain, Republic of Korea, Latvia, Portugal,
Republic of Macedonia, Romania and Slovenia each started one new study in Q2 2012.

Clinical trials by Phase

Ten new Phase | clinical trials were launched in Q2 2012, which is seven trials more than in Q2
2011. The number of the Phase Il studies changed insignificantly and stood at 27 new studies in
Q2 2012 (Figure 5).

The number of Phase lll trials increased significantly from 64 to 102 studies, 59% more than in Q2
2011. Phase |V trials demonstrated the decrease from 14 studies in Q2 2011 to 11 studies in Q2
2012.

Figure 5. Clinical trials in Russiain Q2 2012 by phase *
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! Studies indicated by sponsors as phase I-II in the applications submitted to MoH, are included 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 lll trials in Q2 2012 stood at 68% of the total number of
studies, the share of Phase |l trials accounted at 18%, the shares of Phase | and IV trials stood at
7% each.

Figure 6. The proportions between study phases in R ussia in Q2 2012
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The number of subjects which are planned to be enrolled in Phase I-1V trials launched in Q2 2012
stood at 17,293, 54% more than in Q2 2011 figure, when 11,203 subjects were planned to be
enrolled.

405 subjects will be recruited in Phase | trials; 1,635 subjects — in Phase |l trials; 14,351 subjects
—in Phase lll trials; 902 subjects — in Phase |V trials.

The minimal number of subjects in a single study is eight, the maximum number is 2,373.

The proportion of the number of subjects between different Phases is shown on Figure 7.
Bioequivalence studies were not included.

Figure 7. The number of subjects in Q2 2012 by study phase
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Rating of international sponsors

Roche sponsoring seven new studies is on the top of the heap in Q2 2012. It is followed by Pfizer
having the same number of new trials but a smaller number of subjects, and AstraZeneca and
GlaxoSmithKline with six new studies each. Top five is concluded by 7eva with five new studies
in Q2 2012.

Top five international sponsors by the number of new studies in Q2 2012 are presented in Table
1.

Table 1. Top-5 international study sponsorsin Q22 012

Ne | Company Name No. studies® No. subjects
1 Roche 7 712

2 | Pfizer 7 288

3  AstraZeneca 6 1,161

4 | GlaxoSmithKline 6 1,080

5 Teva 5 675

Rating of Russian sponsors

The Russian company OOO FK Slavyanskaya Apteka sponsoring four new clinical trials, ranked
number one among domestic pharmaceutical manufacturers by the number of new studies in Q2
2012. It is followed by Biocad and OAO Sintez each having three new trials and differentiating in
the number of subjects. Top five is concluded by OOO Feron and Akrikhin each with two new
trials (Table 2).

Table 2. Top-5 Russian study sponsors in Q2 2012

Ne | Company Name No. studies? No. subjects
1 OOO FK Slavyanskaya Apteka 4 240
2 | Biocad 3 264
3 | OAO Sintez 3 150
4 | OOO Feron 2 360
5 | Akrikhin 2 140

12 Excluding BE studies
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Therapeutic areas of clinical trials in Russia in 2012

More than two thirds of the new studies in Q2 2012 were initiated in seven leading therapeutic
areas: the largest number of studies was initiated in Oncology (29); 18 new studies were
instigated in Pulmonology and 17 new studies in Endocrinology; 13 studies were instigated each
in Cardiology and Musculoskeletal diseases; ten — in Neurology, and nine studies — in
Gastroenterology.

The proportions between different therapeutic areas are shown in Figure 8 .
Figure 8. Clinical trials in Russiain Q2 2012 by therapeutic area
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Clinical trials results

The Center for Drug Evaluation and Research (CDER) of the FDA approved 15 new drugs during
Q2 2012; five of them are new molecular entities (NME); others are new dosages, manufacturers
or indications of the already marketed drugs. One drug was studied in clinical trials involving
Russian sites.

The Table 3 shows a drug which was approved by FDA and was being tested in clinical trials in
Russia in Q2 2012.

Table 3. New drugs approved by FDAin Q 2 2012 and tested in Russian sites
Appr.date Drug (active ingredient) Company

06/08/2012 Perjeta (Pertuzumab) Genentech
Source: FDA

During the second quarter of 2012 the Committee for Medicinal Products for Human Use (CHMP)
of the European Medicine Agency (EMEA) approved 22 new drug applications®. Negative opinion
was adopted for one drug. 13 of the drugs which received positive opinions were (or are being)
tested in clinical trials in Russia (See Table 4).

! Positive opinions on new generic medicines are not included
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Table 4. New Drugs approved by EMEA in Q2 2012 and

Appr. date

19/04/2012
19/04/2012

24/05/2012
24/05/2012
24/05/2012
24/05/2012

24/05/2012
24/05/2012

21/06/2012

21/06/2012
21/06/2012
21/06/2012
21/06/2012

FDA inspections

Drug (active ingredient)
Forxiga (dapagliflozin)

Optisulin / Lantus (insulin glargine)

Bretaris Genuair / Eklira Genuair
(aclidinium bromide)

Fycompa (perampanel)
Inlyta (axitinib)
Jentadueto (linagliptin / metformin)

Votrient (pazopanib)

Zonegran (zonisamide)

Enurev Breezhaler / Seebri Breezhaler /
Tovanor Breezhaler (glycopyrronium
bromide)

Zinforo (ceftaroline fosamil)
Afinitor (everolimus)
Enbrel (etanercept)

Humira (adalimumab)

tested in Russian sites

Manufacturer

Bristol-Myers Squibb /
AstraZeneca EEIG
Sanofi-aventis Deutschland
GmbH

Almirall, S.A.

Eisai Europe Ltd

Pfizer Ltd

Boehringer Ingelheim
International GmbH

Glaxo Group Ltd
Eisai Ltd

Novartis Europharm Ltd

AstraZeneca AB
Novartis Europharm Ltd
Pfizer Ltd

Abbott Laboratories Ltd

Source: EMEA

According to the FDA data, no FDA inspections were conducted in the Russian investigative sites
during the second quarter of 2012.
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