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Executive Summary — English

The Ministry of Health of the Russian Federation approved 180 new clinical trials of all types,
including local and bioequivalence studies during the 3™ Quarter of 2014. This represents a 10%
decrease over the same period last year.

The main contribution into the total number of studies was made by multinational multi-center
clinical trials (MMCT), the number of these studies decreased from 102 studies in Q3 2013 to 72
in Q3 2014. The number of bioequivalence studies (BE) increased from 51 studies in Q3 2013 to
67 in Q3 2014, a 31% increase from last year’s figure. The number of local clinical trials (LCT) has
slightly decreased from 47 in Q3 2013 to 41 clinical trials in Q3 2014.

The share of multinational multi-center clinical trials was 40% of the total number of clinical trials
in Q3 2014, while the bioequivalence and local studies amounted to 37% and 23% respectively.

Clinical trials in Russia in Q3 2014 were sponsored by companies from 24 countries. The highest
number of trials (83) was initiated by Russian sponsors. American sponsors, with 25 new studies,
took the runner-up place; they are followed by UK sponsors with 13 trials, Swiss sponsors with 11
studies and Indian sponsors with ten new studies. The group of leaders is concluded by German
and French sponsors having eight and four new studies respectively.

The number of Phase | clinical trials stood at 13 new studies in Q3 2014, the same figure as in Q3
2013. The number of Phase Il trials decreased from 32 in Q3 2013 to 15 new studies in Q3 2014.
The number of Phase lll trials decreased from 94 to 79 studies, 16% less than in Q3 2013. Phase
IV trials demonstrateda slight increase from five studies in Q3 2013 to six studies in Q3 2014.

The number of subjects planned to be enrolled in Phase I-1V trials launched in Q3 2014 is 12,705,
7% less than Q3 2013 figure, when 13,709 patients were planned to be enrolled.

GlaxoSmithKline and Novartis, each sponsoring six new studies, are on the top of the heap in Q3
2014. They are followed by Teva and AbbVie Inc. with four new trials each. Top five is concluded
by AstraZeneca, having three new trials in Q3 2014.

The Russian company Drugs Formulation sponsoring three new clinical trials, ranked number one
among domestic pharmaceutical manufacturers, as seen by the number of new studies in Q3
2014. It is followed by ZAO R-Pharm, OOO Mir-Pharm, ZAO East-Pharm and OOO Atoll, each
having two new trials and differentiating in the number of patients.

83% of new studies in Q3 2014 were initiated in eight leading therapeutic areas: the largest
number of studies was initiated in Oncology (23); 16 new studies were instigated in Pulmonology;
13 studies in Endocrinology; ten new studies in Circulatory system diseases; nine studies in
Infectious and parasitic diseases; seven studies in Musculoskeletal diseases, as well as in
Neurology; six studies in Ophthalmology.

The Center for Drug Evaluation and Research (CDER) of the FDA approved 31 new drugs during
Q3 2014 and 17 of them were (or are being) studied in clinical trials conducted in Russia.

During the third quarter of 2014, the Committee for Medicinal Products for Human Use (CHMP) of
the European Medicine Agency (EMEA) gave positive recommendations on 24 new drug
applications® and one positive recommendation on a new biosimilar medicine. 16 of the drugs
which received positive opinions were (or are being) tested in clinical trials in Russia.

At the moment of the Orange Paper Q3 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 Tpetbem kBapTane 2014 roga MwuHucTepcTBOM 3gpaBooxpaHeHuss Poccunckon Pepepauum
6bin0 BbigaHo 180 paspelueHun Ha Bce BUAbl KnNuHuYecknx uccnegosanun (KW), yto Ha 10%
MeHbLLE, YeM 3a aHanorn4HbIn nepuog 2013 roga.

[Mpy 3TOM KONMYECTBO HOBLIX MEXOYHapOAHbIX MHoroueHTpoBbiXx KW ymeHblmnocs ¢ 102 go 72
nuccrnegoBaHUM MO CPaBHEHUIO C 3TUM XXe NepuoaoM NpoLunoro roga. Konnmyectso nccnegosaHuin
B1O3KBMBANEHTHOCTN, WMHULMMPOBaHHbLIX B TpeTbem kBapTane 2014 roga, yBenuuunocb no
cpaBHeHMIO C TpeTbum kBapTanom 2013 roga u coctaBuno 67 npotmB 51. KomnyectBo
nokaneHblx KW, npoBogumbix Ha Tepputopun Poccun oTevyecTBEHHbIMU W UHOCTPaHHbLIMU
CMoHcopaMun, cHM3nNocb ¢ 47 oo 41 nccnenoBaHuA.

CnoHcopamn KW, paspelleHHbIXx K npoBegeHuio B Poccun B TpeTbem kBapTane 2014 roga,
BbICTYNUIIM KOMMaHuM M3 24 ctpaH. Ha nepBoe MecCTo BhILLM POCCUNCKME npousBoautTenu ¢ 83
KW, 3a HUMM mayT amepuKaHCKMe CMoHcopbl C 25 HOBbIMU uccriegoBaHuaMu, CoeanHeHHoe
KoponesctBo ¢ 13 uccnegosanusmu, Lsenuapusa ¢ 11 HoBeiMu KU, a Takke VHOous ¢ gecsaTtbio
HOBbIMW UCCreAoBaHUAMU. 3amblkaloT rpynny nuaepoB epmaHus n PpaHumMss C BOCEMbIO U
YeTbIpbMS HOBLIMU UCCHEA0BAHUSMU COOTBETCTBEHHO.

B Tpetbem kBapTane 2014 roga 6bino uHuummpoBaHo 13 HoBbIX KW | chasbl — ctonbko xe,
CKOSIbKO 3a aHarnoruyHbln nepuog npowsioro roga. KonuyectBo wuccnegoBaHun |l dasbl
CHM3MMOCb MO CPaBHEHMIO C 3TUM e MNepuoaoM MpPOLWMoro roga u coctaBuno 15 HOBLIX
nccnegosaHmn npotuB 32. KonnuvectBo uccnepgosaHun Il dasbl cHu3unocbe ¢ 94 go 79
nccnegoBaHmn — Ha 16% MeHbLUE MO CPaBHEHMIO C MPOLUSbIM rogoM. KonnyecTBo nccnegoBaHum
IV hasbl npakTU4eckn He W3MEHWUNIOCH: LUECTb WUCCNeqOoBaHUM — Ha ogHO Gonblue, YeM B
MPOLLSIOM rogy.

B Tpetbem kBapTane 2014 roga nepBoe MECTO CpeAu MHOCTPaHHbIX MPOU3BOOAUTESNEN MO
KONIMYECTBY HOBLIX MCCNegoBaHuM 3aHanM komnanum GlaxoSmithKline n Novartis ¢ wecTbto
HOBbIMW MccriegoBaHusaMn y kaxkgon. KomnaHun Teva u AbbVie Inc uHuuuupoBanu no yeTbipe
nuccrnegoBaHusa Kaxaas. 3amblkaeT NATEepKy NUOepoB KomnaHusa AstraZeneca C TpemMsi HOBbIMMU
nccneaoBaHUAMMN.

[MepBOe MecTO cpeaun OTe4YeCTBEHHbIX NPON3BOAMTENEN MO KONMMYECTBY MCCNeaOBaHUIN, HavaTbIX
B TpeTbeM kBapTane 2014 roga, 3aHMMaeT KoMnaHua TexHosoausi fiekapcme ¢ TPeEMsi HOBbIMM
KW. 3a Hen mnayt komnaHum 3AO P-®apm, OO0 Mup-®Papm, 3A0 Ucm-®Papm n OO0 Amonn,
WHMLMMPOBABLUME NO ABa HOBbIX MCCNEL0BaHUSA Kaxaas.

B Tpetbem kBapTane 2014 roga 83% Bcex HOBbIX MCCneaoBaHUN BbIfIM MHULMNPOBaHbLI B BOCbMM
TepaneBTuYeckmnx obnacrtax. Hanbonbluee konnvecteo B obnactu oHkonornm — 23 K; 16 HoBbIx
uccnegoBaHun — B obnactn nynbmoHonormu; 13 nccnegoBaHnn — B 06nactv 9HOOKPUHOMOIUK;
OecsATb uccneaoBaHuini — B obnactu 60Me3HeN CUCTEMbl KPOBOOOPALLEHWS; OeBATb HOBbIX
MUccrnegoBaHMn B 06MacTm MHMEKUMOHHBIX WM MapasvuTapHbiXx ©OOMNe3Hen; Mo CeMb HOBbIX
nccnegoBaHuin B obnactn 3aboneBaHWiA OMOPHO-ABUraTeENbHOrO annapata W HeBpornoruu; a
TaKKe LecTb UCCregoBaHu B obnactn opTanbmMosormm.

LleHTp no oueHke n uccnepoBaHuto nekapctBeHHbix cpeactB (Center for Drug Evaluation and
Research, CDER) FDA opobpun B TpeTbem kBapTane 2014 roga 31 HOBbIN NEKApPCTBEHHbIN
npenapart, no 17 n3 koTopbix B Poccun nposoaunucek (unun nposoasatcs) KU.

B TeueHne Ttpetbero kBaptana 2014 roga KomuTeT no nekapcTBEHHbIM cpeacTBaM Ans
npumeHeHnsa y denoseka (Committee for Medicinal Products for Human Use, CHMP)
EBponenckoro areHTcTBa MO fnekapcTBeHHbIM cpeacrtBam (European Medicine Agency, EMEA)
Aan nonoxuTernbHble pekoMeHauun Mo 24 HOBbIM flekapCTBEHHbIM npenapatam U
MONOXUTENbHYKD PeKoMeHAauuio no ogHoMy HoBoMy 6wuoananory. o 16 npenapatam,
BXOAMBLUMM B YMCIO NOMYYMBLUNX NOMOXUTENBHBLIN OT3bIB, MpoBOAUNUCH (Mnn nposoasTcs) KU B
Poccuu.

MHdopmaumsa o npoBepkax PocagpaBHagsopa n FDA 3a Tpetun kBaptan 2014 roga Ha MOMEHT
Bbinycka «OparxeBon KHurn» HegocTynHa.
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Clinical Trials by Type and Manufacturing Country

The Russian MoH approved 180 new clinical trials of all types, including local and bioequivalence
studies, during the 3™ Quarter of 2014 demonstrating a 10% decrease in comparison with the
same quarter 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 from 102
studies in Q3 2013 to 72 in Q3 2014.

The number of bioequivalence studies (BE) increased from 51 studies in Q3 2013 to 67 in Q3
2014, a 31% increase from last year’s figure.

The number of local clinical trials (LCT) has slightly decreased from 47 in Q3 2013 to 41 clinical
trials in Q3 2014.

Figure 1. Clinical Trials in Russiain Q3 2014
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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 26% to 37% of the total number of clinical
trials approved in Q3 2014.

The share of local trials almost did not change and totaled 23%. The share of multinational multi-
center clinical trials decreased from 51% to 40% of the total number of trials approved during Q3
2014.
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Figure 2. Clinical Trials by Type in Q3 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 Q3 2014 were sponsored by foreign
companies, which received 97 study approvals. The share of studies for local manufacturers
increased from 35% in Q3 2013 to 46% in Q3 2014, and amounted to 83 studies (Figure 3).

Figure 3. Russian vs International Sponsors in Q3 2014
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Clinical trials in Russia in Q3 2014 were sponsored by companies from 24 countries. Figure 4
indicates the geographic breakdown in sponsors’ country of origin.
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The highest number of trials (83) was initiated by Russian sponsors. American sponsors, with 25
new studies, took the runner-up place; they are followed by UK sponsors with 13 trials, Swiss
sponsors with 11 studies and Indian sponsors with ten new studies. The group of leaders is
concluded by German and French sponsors, having eight and four new studies, respectively.

Figure 4. Sponsors’ Country of Origin for Q3 2014 Clinical Trials in Russia
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Other sponsors include: Sweden (three new studies), Belgium, Israel, Italy, Canada, Republic of
Korea, Netherlands and Ukraine (two studies each). Australia, Austria, Denmark, Spain, Cyprus,
Poland, Romania, Slovenia and Croatia each started one new study in Q3 2014.

Clinical trials by Phase

The number of Phase | clinical stood at 13 new studies in Q3 2014, the same figure as in Q3 2013.
The number of the Phase Il trials decreased from 32 in Q3 2013 to 15 new studies in Q3 2014
(Figure 5).

The number of Phase lll trials decreased from 94 to 79 studies, 16% less than in Q3 2013. Phase
IV trials demonstrated a slight increase from five studies in Q3 2013 to six studies in Q3 2014.

Figure 5. Clinical Trials in Russia in Q3 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 lll trials in Q3 2014 is 70% of the total number of
studies, the share of Phase |l trials is 13%, Phase | trials is 12% and the share of Phase IV
studies totaled 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 Q3 2014 is 12,705,
7% less than Q3 2013 figure, when 13,709 patients were planned to be enrolled.

495 subjects will be recruited in Phase | trials; 1122 patients in Phase Il trials; 10,580 subjects in
Phase Il studies and 508 patients will be enrolled in Phase IV studies.

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

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

Figure 7. Number of Patients in Q3 2014 by Study Phase
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Number of Studies by Sponsor

GlaxoSmithKline and Novartis, each sponsoring six new studies, are on the top of the heap in Q3
2014. They are followed by Teva and AbbVie Inc. with four new trials each. The top five is
concluded by AstraZeneca having three new trials in Q3 2014.

Top five international sponsors ranked by the number of new studies in Q3 2014 are presented in
Table 1.

Table 1. Top-5 International Study Sponsors in Q3 2014

Ne | Company Name No. studies’ No. patients
1 GlaxoSmithKline 6 1,563

2 Novartis 6 233

3 Teva 4 560

4 AbbVie Inc 4 132

5 AstraZeneca 3 1,080

Rating of Russian sponsors

The Russian company Drugs Formulation (Tekhnologiya lekarstv), sponsoring three new clinical
trials, ranked number one among domestic pharmaceutical manufacturers by the number of new
studies in Q3 2014. It is followed by ZAO R-Pharm, OOO Mir-Pharm, ZAO East-Pharm and OOO
Atoll each having two new trials and differentiating in the number of patients.

Table 2. Top-5 Russian Study Sponsors in Q3 2014

Ne | Company Name No. studies No. patients
1  Drugs Formulation 3 70
2 | ZAO R-Pharm 2 396
3 O0OO Mir-Pharm 2 240
4 | ZAO East-Pharm 2 220
5 OOO Atoll 2 190

! Excluding BE studies
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Therapeutic Areas of Russian Clinical Trials in Q3 2014

83% of new studies in Q3 2014 were initiated in eight leading therapeutic areas: the largest
number of studies was initiated in Oncology (23); 16 new studies were instigated in Pulmonology;
13 studies in Endocrinology; ten new studies in Circulatory system diseases; nine studies in
Infectious and parasitic diseases; seven studies in Musculoskeletal diseases as well as in
Neurology and six studies in Ophthalmology.

The breakdown of therapeutic areas is shown in Figure 8.
Figure 8. Clinical Trials in Russia in Q3 2014 by Therapeutic Area
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Clinical Trials Results

The Center for Drug Evaluation and Research (CDER) of the FDA approved 31 new drugs during
Q3 2014. 14 of them are new molecular entities (NME); others are new dosages, combinations,
manufacturers or indications ofalready marketed drugs. 17 drugs were (or are being) studied in
clinical trials involving Russian sites.

The Table 3 shows the drugs which were approved by FDA in Q3 2014 that were being tested in
clinical trials in Russia.

Table 3. New Drugs Approved by FDA in Q3 2014 and Tested in Russian sites

Appr.date Drug (active ingredient) Company

07/03/2014 Beleodaq (Belinostat) Spectrum Pharms

07/23/2014 Flonase Allergy Relief (Fluticasone GlaxoSmithKline Cons
Propionate)

07/23/2014 Zydelig (Idelalisib) Gilead Sciences

08/01/2014 Jardiance (Empagliflozin) Boehringer Ingelheim

08/08/2014 Invokamet (Canagliflozin / Metformin ~ Janssen Pharms
Hydrocloride)

08/15/2014 Plegridy (Peginterferon Beta-1A) Biogen Idec Inc

08/18/2014 Basaglar (Insulin Glargine) Eli Lilly and Co

10



Clinical Trials in Russia
Orange Paper. 3" Quarter 2014

08/19/2014
08/20/2014
08/22/2014

09/04/2014
09/18/2014
09/23/2014
09/24/2014

09/24/2014
09/24/2014
09/24/2014

Cerdelga (Eliglustat Tartrate)
Arnuity Ellipta (Fluticasone Furoate)

Triumeq (Abacavir Sulfate /
Dolutegravir Sodium / Lamivudine)

Keytruda (Pembrolizumab)
Trulicity (Dulaglutide)
Otezla (Apremilast)

Spiriva Respimat (Tiotropium
Bromide)

Vitekta (Elvitegravir)
Tybost (Cobicistat)

Fosrenol (Lanthanum carbonate)

Genzyme Corp
GlaxoSmithKline
ViiV Healthcare

Merck Sharp Dohme
Eli Lilly and Co
Celgene Corp

Boehringer Ingelheim

Gilead Sciences Inc
Gilead Sciences Inc

Shire Development

Source: FDA

During the third quarter of 2014, the Committee for Medicinal Products for Human Use (CHMP) of
the European Medicine Agency (EMEA) gave positive recommendations on 24 new drug
applications® and one positive recommendation on a new biosimilar medicine. 16 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 Q3 2014 and Tested in Russian sites

Appr. date

07/24/2014
07/24/2014

07/24/2014
07/24/2014
07/24/2014
07/24/2014
07/24/2014
07/24/2014
07/24/2014
09/25/2014

09/25/2014
09/25/2014

Drug (active ingredient)

Imbruvica (lbrutinib)

Xultophy (Insulin degludec /
Liraglutide)

Zydelig (Idelalisib)
Baraclude (Entecavir)
Busilvex (Busulfan)
Ecalta (Anidulafungin)
Humira (Adalimumab)
RoActemra (Tocilizumab)
Xgeva (Denosumab)

Brimica Genuair (Aclidinium /
Formoterol fumarate dihydrate)

Cyramza (Ramucirumab)

Duaklir Genuair (Aclidinium /

! positive opinions on new generic medicines are not included

Manufacturer

Janssen-Cilag International N.V.

Novo Nordisk A/S

Gilead Sciences International Ltd
Bristol-Myers Squibb Pharma EEIG
Pierre Fabre Medicament

Pfizer Limited

AbbVie Ltd

Roche Registration Ltd

Amgen Europe B.V.

Almirall S.A.

Eli Lilly Nederland B.V.
Almirall S.A.

11
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Formoterol fumarate dihydrate)

09/25/2014 Trulicity (Dulaglutide) Eli Lilly Nederland B.V.

09/25/2014 Vargatef (Nintedanib) Boehringer Ingelheim International
GmbH

09/25/2014 Prezista (Darunavir) Janssen-Cilag International N.V.

09/25/2014 Signifor (Pasireotide) Novartis Europharm Ltd

Source: EMEA

Inspections

At the moment of the Orange Paper Q3 2014 production, no information about any inspections
(FDA or Roszdravnadzor) conducted in the Russian investigative sites was available.

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.
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