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Executive Summary — English

The Russian Federation Ministry of Health approved 169 new clinical trials of all types including
local and bioequivalence studies during the 1* Quarter of 2014 (18% less than at the same period
of the last year).

The main contribution into the total number of studies was made by bioequivalence studies (BE),
the number of these studies decreased from 69 studies in Q1 2013 to 62 in Q1 2014. The number
of multinational multi-center clinical trials (MMCT) decreased from 92 studies in Q1 2013 to 60 in
Q1 2014, 35% decrease from last year’s figure. The number of local clinical trials (LCT) has
slightly increased from 44 in Q1 2013 to 47 clinical trials in Q1 2014.

Both shares of multinational multi-center clinical trials and bioequivalence studies amounted to 36%
of the total number of clinical trials in Q1 2014, while the share of local clinical trials was 28%.

Clinical trials in Russia in Q1 2014 were sponsored by companies from 22 countries. The
maximum number of trials (77) was initiated by Russian sponsors. American sponsors with 19
new studies took the runner-up place; they are followed by Swiss sponsors with 15 trials, German
sponsors with ten studies and Indian sponsors with eight new studies; the group of leaders is
concluded by Israeli and Belgian sponsors having six and five new studies respectively.

The number of Phase | clinical trials changed insignificantly and stood at six new studies in Q1
2014. The number of the Phase Il trials decreased from 19 in Q1 2013 to 14 new studies in Q1
2014. The number of Phase lll trials decreased from 99 to 81 studies, 18% less than in Q1 2013.
Phase |V trials demonstrated the decrease from 11 studies in Q1 2013 to 6 studies in Q1 2014.

The number of subjects which are planned to be enrolled in Phase I-1V trials launched in Q1 2014
is 15,050, 8% less than in Q1 2013 figure, when 16,298 patients were planned to be enrolled.

Novartis sponsoring eleven new studies is on the top of the heap in Q1 2014. It is followed by
Sanofi with four new trials. Top five is concluded by GlaxoSmithKline, Novo Nordisk and Amgen
each having three new trials in Q1 2014 and differentiating in the number of patients.

The Russian company ZAO R-Pharm sponsoring three new clinical trials, ranked number one
among domestic pharmaceutical manufacturers by the number of new studies in Q1 2014. It is
followed by OOO Endogenics and OOO Atoll each having two new trials. Top five is concluded by
Materia Medica and Pharm-Sintez with one new study each.

81% of new studies in Q1 2014 were initiated in seven leading therapeutic areas: the largest
number of studies was initiated in Oncology (19); 16 new studies were instigated in Endocrinology,
13 studies in Pulmonology, 12 new studies in Musculoskeletal diseases, ten studies in Cardiology,
six studies in Ophthalmology, and four studies in Neurology.

The Center for Drug Evaluation and Research (CDER) of the FDA approved 22 new drugs during
Q1 2014, and five of them were (or are being) studied in clinical trials conducted in Russia.

During the first quarter of 2014 the Committee for Medicinal Products for Human Use (CHMP) of
the European Medicine Agency (EMEA) gave positive recommendations on 29 new drug
applications®. Negative opinion was adopted for four drugs. 13 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 2014 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 2014 roga MuHucTepcTBOM 3apaBooxpaHeHus Poccuinckon depepauum
6b1n0 BblgaHO 169 paspelueHun Ha BCe BUAbl KnNuHMYecknx uccnegosaHun (KW), yto Ha 18%
MEHbLLE, YeM 3a aHanorn4HbIn nepuog 2013 roga.

[Mpy 9TOM KONMMYECTBO HOBbIX MEXAYHApPOAHbIX MHOroueHTpoBbiX KA ymeHbLlumnock ¢ 92 go 60
nccnefoBaHUW MO CPABHEHMIO C 3TUM e nepuogoM npoLusnoro roga. Konnyectso nccnegosaHui
B1O3KBMBANEHTHOCTN, NHULMMPOBAHHBLIX B nepBom kBapTane 2014 roga, HECKOMbKO CHU3UIOCH
no cpaBHEHMIO C nepBbiM kBapTanoMm 2013 roga wm coctaBuno 62 npotuB 69. KonudecTtBo
nokaneHblx KW, npoBoaumbix Ha Tepputopun Poccun oTevyecTBEHHbIMU W UHOCTPaHHbLIMU
CrnoHcopamMu, Bo3pocno ¢ 44 0o 47 nccnegoBaHuUn.

CnoHcopamn KW, paspelueHHbix k npoBegeHuto B Poccun B nepBom kBaptane 2014 roga,
BbICTYNUIIM KOMMaHuM M3 22 cTtpaH. Ha nepBoe MeCTo BhILLM POCCUNCKME Npou3BoanTENU C 77
KW, 3a HUMK nayT amepuKaHckMe CnoHcopbl ¢ 19 HoBbIMUM MccrnedoBaHusmu, Lisenuapus ¢ 15
uccriegoBaHmsamKn, [epmaHms ¢ pgecateto K, a Takke WHOMA C BOCEMbIO HOBbIMW
nccnegoBaHuaMK. 3amblkatoT rpynny nuaepoB M3paunb 1 benbrns ¢ WecTbio U NATbI HOBBIMMA
nccregoBaHUsIMU COOTBETCTBEHHO.

B nepsom kBaptane 2014 roga Obino uHUUMMpOBaHO 6 HoBbIX KW | ¢asbl — Ha ogHo
nccnegoBaHME MeHbLle, YeM 3a aHanormvHbin - nepvod npowsoro roga. KonunvecTtBo
nccrnenoBanui |l dasbl HECKONBKO CHU3UIOCL MO CPaBHEHWUIO C 3TUM Xe NepuoaoM MPOLLOro
roga u coctaBuno 14 HoBbix uccnegoBaHun npotmB 19. KonnvectBo mccnepoBaHun Il dasbl
cHmannocb ¢ 99 go 81 uccrnegoBaHms — Ha 18% MeHbLUE MO CPaBHEHWUIO C MPOLUSIbIM FOAOM.
Konunyectso nccnegoBaHuin 1V asbl yMeHbLUMNOCh ¢ 11 4o 6 uccrnegoBaHum.

B nepsom kBaptane 2014 roga nepBOe MECTO CPeAn WHOCTPaHHbLIX MpouM3BOauUTENEN no
KONMU4YeCTBY HOBbIX MCCreAoBaHN 3aHsna dapmMaueBTnyeckas komnaHna Novartis ¢ 11 HoBbIMK
nccnegoBaHuamu. KomnaHunsa Sanofi HMUMMpOBana YeTblpe nccrnefoBaHus. 3amblkaloT NATEPKY
nungepos GlaxoSmithKline, Novo Nordisk 1 Amgen ¢ TpemMs HOBbIMW UCCAEA0BAHUSMU Y KaXKO0MN,
HO C pa3HbIM KOJIMYECTBOM CyOBHEKTOB.

[MepBOe MecToO cpeaun OTEYECTBEHHbLIX NMPOU3BOANTENEN MO KONMYECTBY UCCNELOBAHUN, HAYaTbIX
B nepBom kBapTtane 2014 roga, 3aHumaet 3AO P-®apm ¢ Tpems HoBbiMn KA. 3a Hum nagyt OO0
OHAodxkeHUkc n OO0 Amosni, VHAUMMPOBAaBLUME MO [OBa HOBbIX WCCNEOOBaHUS KaXObliA.
3ambikatloT naTepky nuaepoB Mamepua Meduka w ®apm-cuHme3 C OOHMM  HOBbIM
nccneaoBaHNEM Y KaXaoro, HO C pa3HbiM KONTMYECTBOM CyObEKTOB.

B nepBom kBaptane 2014 roga 81% BCex HOBbIX UCCNEAOBaHUN ObINN MHULMMPOBaHbLI B CEMM
TepaneBTuyeckmx obnacrtax. Hanbonbluee konnvecteo B obnactu oHkonornm — 19 K; 16 HoBbIx
nccnefoBaHun — B obnactu aHaokpuHonornn; 13 nccnegosaHunini B oénactu nynbMoHonornm; 12
uccnegoBaHMm — B obnactu  3aboneBaHUM  OMOPHO-ABUraTEsIbHOro annaparta; AecsTb
nccrnenoBaHuin B 06nact  60ne3Hel CUCTEMbI  KPOBOOOpaAllEHWs; LwecTb B obnactu
odbTanbMonornun 1 YeTblpe — B 0611acTn HEBPOSIOTUN.

LleHTp no oueHke n uccnegoBaHuio nekapcTBeHHbix cpeactB (Center for Drug Evaluation and
Research, CDER) FDA opobpun B nepBoM kBapTane 2014 roga 22 HOBbIX f1EKAPCTBEHHbIX
npenapara, no NaTn u3 KoTopbix B Poccun nposoannuce (unu nposogatcs) KA.

B TeueHue nepBoro keapTtana 2014 roga KomuteT no nekapcTBEHHbIM cpeactBaMm Ans
npumeHeHnsa y denoseka (Committee for Medicinal Products for Human Use, CHMP)
EBponenckoro areHTcTBa no nekapctBeHHbIM cpeactBaM (European Medicine Agency, EMEA)
Aan nonoxurternbHble pekoMeHgauuy no 29 HOoBbIM 3as8BKaM U YeTblpe HeraTuBHbIX OT3biBa. [10
13 nekapcTBam, BXOAMBLUMM B YMCIO MOMYYUBLUMX MOMOXMTENbHBIN OT3bIB, NPOBOAUNUCE (N
npoBoadarcs) K B Poccun.

NHdopmauusa o nposepkax PocsgpasHaasopa n FDA 3a nepsbin kBapTan 2014 roga Ha MOMEHT
Bbinycka «OparxeBon KHuruy» HegocTynHa.
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Clinical Trials by Type and Manufacturing Country

The Russian MoH approved 169 new clinical trials of all types including local and bioequivalence
studies during the 1* Quarter of 2014, demonstrating 18% 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
bioequivalence studies (BE), the number of these studies decreased from 69 studies in Q1 2013
to 62 in Q1 2014.

The number of multinational multi-center clinical trials (MMCT) decreased from 92 studies in Q1
2013 to 60 in Q1 2014, 35% decrease from last year’s figure.

The number of local clinical trials (LCT) has slightly increased from 44 in Q1 2013 to 47 clinical
trials in Q1 2014.

Figure 1. Clinical Trials in Russiain Q1 2014

205
169
60 & 62
44 47
Total MMCT LCT BE
= Q12013 Q12014

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

The share of bioequivalence studies increased from 34% to 36% of the total number of clinical
trials approved in Q1 2014.

The share of the local trials increased to 28% and the share of multinational multi-center clinical
trials decreased from 45% to 36% of the total number of trials approved during Q1 2014.
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Figure 2. Clinical Trials by Type in Q1 2014
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The geographic origins of sponsors did not significantly change in comparison with the same
period last year. 54% of the total number of new studies in Q1 2014 were sponsored by foreign
companies which received 92 study approvals. The share of studies of local manufacturers
increased from 43% in Q1 2013 to 46% in Q1 2014, and amounted to 77 studies (Figure 3).

Figure 3. Russian vs International Sponsors in Q1 2014
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Clinical trials in Russia in Q1 2014 were sponsored by companies from 22 countries. Figure 4
indicates the geographic breakdown in sponsors’ country of origin.
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The maximum number of trials (77) was initiated by Russian sponsors. American sponsors with

19 new studies took the runner-up place; they are followed by Swiss sponsors with 15 trials,

German sponsors with ten studies and Indian sponsors with eight new studies; the group of
leaders is concluded by Israeli and Belgian sponsors having six and five new studies respectively.

Figure 4. Sponsors’ Country of Origin for Q1 2014 Clinical Trials in Russia
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Other sponsors include: UK, France, Croatia (four studies each), Denmark and Japan (three
studies each), Poland (two), Austria, Hungary, Egypt, Italy, Panama, Romania, Slovenia, Ukraine
and Sweden each started one new study in Q1 2014.

Clinical trials by Phase

The number of Phase | clinical trials changed insignificantly and stood at six new studies in Q1
2014. The number of the Phase Il trials decreased from 19 in Q1 2013 to 14 new studies in Q1
2014 (Figure 5).

The number of Phase lll trials decreased from 99 to 81 studies, 18% less than in Q1 2013. Phase
IV trials demonstrated the decrease from 11 studies in Q1 2013 to 6 studies in Q1 2014.

Figure 5. Clinical Trials in Russia in Q1 2014 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.
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As shown in Figure 6, the share of Phase Il trials in Q1 2014 is 76% of the total number of

studies, the share of Phase Il trials is 13%, Phase |V trials is 6%, and the share of Phase | studies
is 5%.

Figure 6. Percentage Breakdown of Russian Clinical Trials by Phase
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The number of subjects planned to be enrolled in Phase I-1V trials launched in Q1 2014 is 15,050,

8% less than in Q1 2013 figure, when 16,298 patients were planned to be enrolled.

260 subjects will be recruited in Phase | trials; 816 patients in Phase |l trials; 12,400 subjects in
Phase Il studies; and 1,574 patients will be enrolled in Phase IV studies.

The minimal number of subjects in a single study is ten, the maximum number is 999.

Figure 7 indicates the distribution of patients by study phase (only studies in which phase is
specified were included), with Phase 3 clearly enrolling the majority of patients, as is to be
expected.

Figure 7. Number of Patients in Q1 2014 by Study Phase
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Number of Studies by Sponsor

Novartis sponsoring eleven new studies is on the top of the heap in Q1 2014. It is followed by
Sanofi with four new trials. Top five is concluded by GlaxoSmithKline, Novo Nordisk and Amgen
each having three new trials in Q1 2014 and differentiating in the number of patients.

Top five international sponsors ranked by the number of new studies in Q1 2014 are presented in
Table 1.

Table 1. Top-5 International Study Sponsors in Q1 2014

Ne | Company Name No. studies’ No. patients
1 Novartis 11 1530
2 Sanofi 4 715
3 GlaxoSmithKline 3 1234
4 Novo Nordisk 3 385
5 Amgen 3 236

Rating of Russian sponsors

The Russian company ZAO R-Pharm sponsoring three new clinical trials, ranked number one
among domestic pharmaceutical manufacturers by the number of new studies in Q1 2014. It is
followed by OOO Endogenics and OOO Atoll each having two new trials. Top five is concluded by
Materia Medica and Pharm-Sintez with one new study each.

Table 2. Top-5 Russian Study Sponsors in Q1 2014

Ne | Company Name No. studies No. patients
1 ZAO R-Pharm 3 935
2 | OO0 Endogenics 2 236
3 00O Atoll 2 170
4 | Materia Medica 1 572
5  Pharm-Sintez 1 480

! Excluding BE studies
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Therapeutic Areas of Russian Clinical Trials in Q1 2014

81% of new studies in Q1 2014 were initiated in seven leading therapeutic areas: the largest
number of studies was initiated in Oncology (20); 16 new studies were instigated in Endocrinology,
13 studies in Pulmonology, 12 new studies in Musculoskeletal diseases, ten studies in Circulatory
system diseases, six studies in Ophthalmology, and four studies in Neurology.

The breakdown of therapeutic areas is shown in Figure 8.

Figure 8. Clinical Trials in Russia in Q1 2014 by Therapeutic Area
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Clinical Trials Results

The Center for Drug Evaluation and Research (CDER) of the FDA approved 22 new drugs during
Q1 2014; seven of them are new molecular entities (NME); others are new dosages,
combinations, manufacturers or indications of the already marketed drugs. Five drugs were (or
are being) studied in clinical trials involving Russian sites.

The Table 3 shows the drugs which were approved by FDA in Q1 2014 that were being tested in
clinical trials in Russia.

Table 3. New Drugs Approved by FDA in Q1 2014 and Tested in Russian sites

Appr.date Drug (active ingredient) Company

01/08/2014 Farxiga (Dapagliflozin) AstraZeneca AB

03/13/2014 Docetaxel (Docetaxel) Pfizer

03/13/2014 Noxafil (Posaconazole) Merck Sharp & Dohme

03/14/2014 | Hemangeol (Propranolol Pierre Fabre
hydrochloride)

03/21/2014 Otezla (Apremilast) Celgene

Source: FDA
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During the first quarter of 2014, the Committee for Medicinal Products for Human Use (CHMP) of
the European Medicine Agency (EMEA) gave positive recommendations on 29 new drug
applications®. Negative opinion was adopted for four drugs. 13 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 2014 and Tested in Russian sites

Appr. date Drug (active ingredient) Manufacturer
01/23/2014 Adempas (Riociguat) Bayer Pharma AG
01/23/2014 Eperzan (Albiglutide) GlaxoSmithKline Trading Services
01/23/2014 Stelara (Ustekinumab) Janssen-Cilag International N.V.
01/23/2014 Xolair (Omalizumab) Bristol-Myers Squibb
02/20/2014 A_noro (Umeclidinium bromide / Glaxo Group Ltd

Vilanterol
02/20/2014 Hemangiol (Propranolol) Pierre Fabre Dermatologie
02/20/2014 Incruse (Umeclidinium bromide) Glaxo Group Ltd

02/20/2014 Vokanamet (Canagliflozin / Metformin) | Janssen-Cilag International N.V.

03/20/2014 Jardiance (Empagliflozin) e ey ngelnelm e e

GmbH
03/20/2014 Sylvant (Siltuximab) Janssen-Cilag International N.V.
03/20/2014 Pegasys (Peginterferon alfa-2a) Roche Registration Limited
03/20/2014 Tresiba (Insulin degludec) Novo Nordisk A/S
03/20/2014 Victoza (Liraglutide) Novo Nordisk A/S

Source: EMEA

Inspections

At the moment of the Orange Paper Q1 2014 production no information about any inspections
(FDA or Roszdravnadzor) conducted in the Russian investigative sites was available.

Summary
In summary, Russian remains a very popular geography for local, regional, and global

pharmaceutical companies to conduct clinical trials. Sponsors mention the following reasons for
conducting studies in Russia:
1. Fast patient enrollment due to the centralized medical infrastructure.

2. Nearly 100% patient retention

3. GCP trained and certified Investigative Sites generating high-quality data

! Positive opinions on new generic medicines are not included

11
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4. Low cost: Average per patient cost is 60% to 70% below US and European prices due to the
low cost of Investigators and the high concentration of patients in therapeutically aligned medical
centers.

About Synergy Research Group

Synergy Research Group is a Russian contract research organization successfully operating in
Russia since 2002. Synergy provides a full range of CRO services to help Russian and foreign
pharmaceutical and biotechnological companies conduct cost-effective clinical trials. Today,
Synergy is represented in Moscow, Saint-Petersburg, Novosibirsk, Yekaterinburg, Perm, Krasnodar,
and also in Almaty and Astana (Kazakhstan) and Kyiv (Ukraine). The company’s headquarters are
in Moscow.

12



