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Executive Summary — English

The Ministry of Health of the Russian Federation approved 151 new clinical trials of all types
including local and bioequivalence studies during the 1 %' Quarter of 2015 (11% less than at the
same period of the 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 is 60 and it is the same as in Q1 2014. The
number of bioequivalence studies (BE) decreased from 62 studies in Q1 2014 to 47 in Q1 2015, a
25% decrease from last year’'s figure. The number of local clinical trials (LCT) has slightly
decreased from 47 in Q1 2014 to 44 clinical trials in Q1 2015.

The share of multinational multi-center clinical trials was 40% of the total number of clinical trials
in Q1 2015, while the bioequivalence and local studies amounted to 31% and 29% respectively.

Clinical trials in Russia in Q1 2015 were sponsored by companies from 21 countries. The
maximum number of trials (65) was initiated by Russian sponsors. American sponsors with 24
new studies took the runner-up place; they are followed by Indian sponsors with 14 trials, UK
sponsors with seven studies and Austrian sponsors with six new studies; the group of leaders is
concluded by Belgian and German sponsors each having five new studies.

The number of Phase | and Phase Il clinical trials increased from six to 11 (83% increase), and
from 14 in Q1 2014 to 20 new studies in Q1 2015, respectively. The number of Phase Il trials
decreased from 81 to 68 studies, 16% less than in Q1 2014. Phase IV trials demonstrated the
slight decrease from six studies in Q1 2014 to five studies in Q1 2015.

The number of subjects planned to be enrolled in Phase I-IV trials launched in Q1 2015 is 10,822,
28% less than Q1 2014 figure, when 15,050 patients were planned to be enrolled.

Janssen sponsoring eight new studies are on the top of the heap in Q1 2015. It is followed by
Boehringer Ingelheim with four new trials, and Merck&Co and Genentech sponsoring three new
studies each. Top five is concluded by GlaxoSmithKline having two new trials in Q1 2015.

The Russian company Biocad sponsoring six new clinical trials, ranked number one among
domestic pharmaceutical manufacturers by the number of new studies in Q1 2015. It is followed
by JFC Pharmaceutical Factory of Saint Petersburg with three new trials. Top five is concluded by
Obnovlenie, Ozon, and Sotex each having two new trials and differentiating in the number of
patients.

74% of new studies in Q1 2015 were initiated in eight leading therapeutic areas: the largest
number of studies was initiated in Oncology (18); 12 new studies were instigated in Pulmonology;
nine studies — in Musculoskeletal diseases; seven new studies — in Circulatory system diseases;
seven studies — in Neurology; six studies — in Hematology; six studies — in Endocrinology; five
studies - in Infectious and parasitic diseases.

The Center for Drug Evaluation and Research (CDER) of the FDA approved 35 new drugs during
Q1 2015, and 16 of them were (or are being) studied in clinical trials conducted in Russia.

During the first quarter of 2015, the Committee for Medicinal Products for Human Use (CHMP) of
the European Medicine Agency (EMEA) gave positive recommendations on 25 new drug
applications®. 17 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 2015 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 2015 roga MuHucTepcTBOM 3apaBooxpaHeHus Poccuinckon depepauum
6bin0 BblgaHo 151 paspelseHne Ha Bce BuAbl KnuHuyecknx uccnegosaHun (KA), yto Ha 11%
MEHbLLE, YeM 3a aHanorn4HbIn nepuog 2014 roga.

Mpn 3TOM KONMUYECTBO HOBbIX MEXAYHApPOOHbIX MHOroueHTpoBbix KW He u3mMeHMnocb mno
CpaBHEHMIO C 3TMM Xe NMepMoA4OM MpPOLUNOoro roga u coctasuno 60 nccneposaHun. Konmyectso
nccneaoBaHMn  BGUOSKBMBANEHTHOCTW, WHULMMPOBaAHHLIX B nepBoM kBaptane 2015 roga,
YMEHbLUMIOCL MO CpaBHEHMIO C nepBbiM kBapTanom 2014 roga u coctaBuno 47 npotumeB 62.
KonuyectBo nokanbHbix KW, npoBoauMmbix Ha Tepputopum Poccum OTeYeCTBEHHbIMU W
WHOCTPaHHbIMU CNIOHCOPaMM, HECKOJTbKO CHU3UIOCHL C 47 0 44 nccnenoBaHun.

CnoHcopamn KW, paspelueHHbix k npoBegeHuto B Poccun B nepBom kBaptane 2015 roga,
BbICTYNWUIIM KOMMAAHUN 3 21 cTpaHbl. Ha nepBoe MEeCTO BbILLMN POCCUNCKME NPOM3BOAUTENN C 65
KW, 3a HMMW MaOyT amepukaHCKue CroHcopbl C 24 HOBbIMM UccnegoBaHuaMu, MHaoua c 14
nccnegoBaHuamu, 3atem CoeamHeHHoe KoponeBcTBO ¢ cembto HoBbIMU KW, a Tarke ABCTpusi C
LLECTbIO HOBBIMU MCCreaoBaHUsIMWU. 3aMblKaloT rpynny nuaepoB benbrua n Fepmanusa ¢ nATbio
HOBbIMMW NCCIENOBAHUSAMU KaXKaas.

B nepsom kBapTane 2015 roga 6b1n0 nHuunmnpoBaHo 11 HoBbix KW | doaskl, 4to Ha 83% Gonblue,
YeM 3a aHanoruvyHbIM nepuog npownoro roga. KonuyectBo wuccriegoBaHun Il dpasbl Takke
BO3POCIIO MO CPaBHEHMIO C 3TMM Xe NepuogoM NpoLwnoro roga uM coctaBuno 20 HOBbIX
nccnegosaHmi npotue 14. KonuyectBo wuccnepgoBaHmi Il dasbl cHu3unock ¢ 81 go 68
nccnenoBaHum — Ha 16% MeHbLUEe NO CPaBHEHMIO C NPOLUNbIM rogom. KonnyectBo nccnegoBaHuii
IV hasbl NpakTUYeCKN HE U3MEHWUNOCH: NATb UCCNEAOBaHUN — Ha OAHO MEHbLUE, YeM B NPOLLIIOM
rogy.

B nepsom kBaptane 2015 roga nepBOe MECTO CPeAn WHOCTPaHHbLIX MpouM3BOauUTENEn no
KONMMYECTBY HOBbIX WCCNeOOBaHMW 3aHsana KomMnaHus Janssen C  BOCEMbI  HOBbIMU
nccneposaHnsamn. Komnanua Boehringer Ingelheim wHuumMvMpoBana u4eTbipe uccnegoBaHus.
Hanee cnegytot Merck&Co n Genentech ¢ TpemMsa HOBbIMU MUCCELOBaHMAMM KaxKgas. 3amblkaeT
nsaTepKy nuaepos komnaHusa GlaxoSmithKline ¢ AByms HOBbIMW nccrnegoBaHUSMM.

[MepBOe MecTO cpeamn 0Te4YeCTBEHHbIX NPON3BOAMTENEN MO KONMMYECTBY MCCNeaoBaHUIN, HavYaTbIX
B nepBom kBapTtane 2015 roga, 3aHMMaeT koMmnaHuus buokad ¢ wectbto HoBbiMU KW. 3a Hen nayT
komnanun OAO @apmauesmuyeckas abpuka CaHkm-[lemepbypza C TpemMsi HOBbIMU
nccnegoBaHuaMu, U koMmnaHmm ObHosneHue, O30H u Comekc, NHULMMPOBAaBLUME MO OBa HOBbIX
nccregoBaHus Kaxkaas.

B nepeom kBaptane 2015 roga 74% Bcex HOBbIX UCCeaoBaHM ObINWU UHULIMMPOBAHbLI B BOCbMMU
TepaneBTU4eckux obnacrtsax. Hanbonbliee konudecteo B obnactu oHkonormm — 18 KW; 12 HoBbIX
nccnegoBaHunii — B 06nactu nynbMOHOMNOMMK; OeBATb MccrnegoBaHuin — B 06nacTu 3abonesaHui
OMOpPHO-ABUraTENbHOrO annapara; Mo CeMb MCCreaoBaHuMi — B obnactu 6onesHen cuctembl
KpOBOOOpALLEHMST U HEBPOSIOrMX; MO LUECTb HOBLIX UCCNEAOBaHMMA B 0OMacTu remaTosiorum u
SHOOKPUHOMNOMMK, NATb — B 06NacTn MHAPEKUMOHHBIX 1 NapasntapHbIX 6onesHen.

LleHTp Mo oueHke n uccrnegoBaHuio nekapctBeHHbIx cpenctB (Center for Drug Evaluation and
Research, CDER) FDA opobpun B nepsom kBapTtane 2015 roga 35 HOBbIX NeKapCTBEHHbIX
npenapatos, no 16 n3 kotopbix B Poccun nposognnuck (unu nposogatcs) KA.

B TeueHue nepBoro keaptana 2015 roga KomuteT no nekapcTBEHHbIM cpeacTteaMm  Ans
npumeHeHnsa y denoseka (Committee for Medicinal Products for Human Use, CHMP)
EBponenckoro areHTcTBa Mo nekapcTBeHHbIM cpeacTtBam (European Medicine Agency, EMEA)
Aan nonoXuTenbHble pekoMeHgauun no 25 HOBbIM FEKapCTBEHHbIM npenapatam. Mo 17
npenapaTtaMm, BXOOUBLUMM B YMCMO MOMAYYMBLUMX MOMOXUTENbHBIA OT3bIB, MPOBOAUNUCL (MNN
npoBoaaTcs) KU B Poccun.

NHdopmauusa o nposepkax PocsgpasHagsopa n FDA 3a Tpetun kBaptan 2014 roga Ha MOMEHT
Bblnycka «OpaHxeson KHurn» HegocTtynHa.
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Clinical Trials by Type and Manufacturing Country

The Russian MoH approved 151 new clinical trials of all types including local and bioequivalence
studies during the 1st Quarter of 2015, demonstrating 11% 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 has not changed
from Q1 2014 to Q1 2015 and amounted to 60 studies.

The number of bioequivalence studies (BE) decreased from 62 studies in Q1 2015 to 47 in Q1
2015, 25% decrease from last year’s figure.

The number of local clinical trials (LCT) has slightly decreased from 47 in Q1 2015 to 44 clinical
trials in Q1 2015.

Figure 1. Clinical Trials in Russiain Q1 2015
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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 decreased from 36% to 31% of the total number of clinical
trials approved in Q1 2015.

The share of the local trials almost has not changed and amounted to 29% compared to 28% in
Q1 2014, and the share of multinational multi-center clinical trials increased from 36% to 40%.
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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. 57% of the total number of new studies in Q1 2015 were sponsored by foreign
companies which received 86 study approvals. The share of studies of local manufacturers
decreased from 46% in Q1 2014 to 43% in Q1 2015, and amounted to 65 studies (Figure 3).

Figure 3. Russian vs International Sponsors in Q1 2015
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Clinical trials in Russia in Q1 2015 were sponsored by companies from 21 countries. Figure 4
indicates the geographic breakdown in sponsors’ country of origin.
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The maximum number of trials (65) was initiated by Russian sponsors. American sponsors with
24 new studies took the runner-up place; they are followed by Indian sponsors with 14 trials, UK
sponsors with seven studies and Austrian sponsors with six new studies; the group of leaders is
concluded by Belgian and German sponsors having five new studies each.

Figure 4. Sponsors’ Country of Origin for Q1 2015 Clinical Trials in Russia

Aus:ri‘-"Germany Belgium
UK 4% 3% 3% Other

USA
16%

" Russia
43%

Other sponsors include: Switzerland (five new studies), France (four new studies), Spain,
Netherlands, Sweden and Ukraine (two studies each), Greece, Israel, Ireland, Republic of Korea,
Romania, Republic of Macedonia, Slovenia and Estonia each started one new study in Q1 2015.

Clinical trials by Phase

The number of Phase | clinical trials demonstrated 83% increase compared to Q1 2014: from 6
studies to 11 new studies in Q1 2015. The number of the Phase Il trials increased from 14 in Q1
2014 to 20 new studies in Q1 2015 (Figure 5).

The number of Phase lll trials decreased from 81 to 68 studies, 16% less than in Q1 2014. Phase
IV trials demonstrated the slight decrease from six studies in Q1 2014 to five studies in Q1 2015.

Figure 5. Clinical Trials in Russia in Q1 2015 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 2015 is 65% of the total number of

studies, the share of Phase |l trials is 19%, Phase | trials is 10% and the share of Phase IV
studies accounted to 6%.

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 2015 is 10,822,
28% less than Q1 2014 figure, when 15,050 patients were planned to be enrolled.

453 subjects will be recruited in Phase | trials; 1,514 patients in Phase |l trials; 7,686 subjects in
Phase Il studies and 1,169 patients will be enrolled in Phase IV studies.

The minimal number of subjects in a single study is one, the maximum number is 882.

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.
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Figure 7. Number of Patients in Q1 2015 by Study Phase
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Number of Studies by Sponsor

Janssen sponsoring eight new studies is on the top of the heap in Q1 2015. It is followed by
Boehringer Ingelheim with four new trials, and Merck&Co and Genentech sponsoring three new
studies each and differentiating in the number of patients. Top five is concluded by
GlaxoSmithKline having two new trials in Q1 2015.

Top five international sponsors ranked by the number of new studies in Q1 2015 are presented in
Table 1.

Table 1. Top-5 International Study Sponsors in Q1 2015

Ne | Company Name No. studies® No. patients
1 Janssen 8 900
2 Boehringer Ingelheim 4 1011
3 Merck&Co 3 340
4 Genentech 3 110
5 GlaxoSmithKline 2 600

Rating of Russian sponsors

The Russian company Biocad sponsoring six new clinical trials, ranked number one among
domestic pharmaceutical manufacturers by the number of new studies in Q1 2015. It is followed
by JSC Pharmaceutical Factory of Saint Petersburg with three new trials. Top five is concluded by
Obnovlenie, Ozon and Sotex each having two new trials and differentiating in the number of
patients.

! Excluding BE studies
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Table 2. Top-5 Russian Study Sponsors in Q1 2015

Ne | Company Name No. studies No. patients

1 Biocad 6 828

2 JSC Pharmaceutical Factory of Saint 3 291
Petersburg

3  Obnovlenie 2 389

4 | Ozon 2 220

5 | Sotex 2 188

Therapeutic Areas of Russian Clinical Trials in Q1 2015

74% of new studies in Q1 2015 were initiated in eight leading therapeutic areas: the largest
number of studies was initiated in Oncology (18); 12 new studies were instigated in Pulmonology;
nine studies — in Musculoskeletal diseases; seven new studies — in Circulatory system diseases;
seven studies — in Neurology; six studies — in Hematology; six studies — in Endocrinology; five
studies - in Infectious and parasitic diseases.

The breakdown of therapeutic areas is shown in Figure 8.
Figure 8. Clinical Trials in Russia in Q1 2015 by Therapeutic Area
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Clinical Trials Results

The Center for Drug Evaluation and Research (CDER) of the FDA approved 35 new drugs during
Q1 2015; eight of them are new molecular entities (NME); others are new dosages, combinations,
manufacturers or indications of the already marketed drugs. 16 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 2015 that were being tested in
clinical trials in Russia.

10
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Table 3. New Drugs Approved by FDA in Q1 2015 and Tested in Russian sites

Appr.date

01/08/2015
01/09/2015
01/15/2015

01/21/2015
01/23/2015
01/29/2015

01/30/2015
02/03/2015
02/13/2015
02/23/2015
02/25/2015

02/25/2015

03/02/2015

03/04/2015
03/06/2015
03/30/2015

Drug (active ingredient)

Savaysa (Edoxaban Tosylate)
Duopa (Carbidopa, Levodopa)

Phenylrphrine Hydrochloride
(Phenylrphrine Hydrochloride)

Cosentyx (Secukinumab)
Natpara (Parathyroid Hormone)

Prezcobix (Cobicistat; Darunavir
Ethanolate)

Glyxambi (Empagliflozin; Linagliptin)
Ibrance (Palbociclib)

Lenvima (Lenvatinib Mesylate)
Farydak (Panobinostat)

Avycaz (Avibactam Sodium;
Ceftazidime)

Toujeo Solostar (Insulin Glargine
Recombinant)

Elepsia XR (Levetiracetam)

Opdivo (Nivolumab)
Zarxio (Filgrastim-SNDZ)

Jadenu (Deferasirox)

Company

Daiichi Sankyo
Abbvie Inc

Akorn Inc

Novartis Pharm Corp
NPS Pharm Inc

Janssen Prods

Boehringer Ingelheim
Pfizer Inc
Merck Sharp Dohme
Eisai Inc

Cerexa Inc

Sanofi Us Services

Sun Pharma Advanced Reserch co
LTD

Bristol Myers Squibb
Sandoz Inc

Novartis Pharm Corp
Source: FDA

During the first quarter of 2015, the Committee for Medicinal Products for Human Use (CHMP) of
the European Medicine Agency (EMEA) gave positive recommendations on 25 new drug
applications®. 17 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 2015 and Tested in Russian sites

Appr. date

01/23/2015
01/23/2015

01/23/2015
01/23/2015

Drug (active ingredient)

Saxenda (Liraglutide)
Sivextro (Tedizolid Phosphate)
Abraxane (Paclitaxel)

Aloxi (Palonosetron)

! Positive opinions on new generic medicines are not included

Manufacturer

Novo Nordisk A/S.
Cubist
Geldene Europe Limited

Helsinn Birex Pharmaceuticals Ltd

11
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01/23/2015
01/23/2015
01/23/2015

02/27/2015
02/27/2015

02/27/2015
02/27/2015
02/27/2015
02/27/2015
02/27/2015
03/27/2015
03/27/2015
03/27/2015

Eylea (Aflibercept)
Jakavi (Ruxaolitinib)

Prevenar 13 (Pneumococcal
Polysaccharide conjugate vaccine
(13-valent, adsorbed)

Jinarc (Tolvaptan)

Zykadia (Ceritinib)

Avastin (Bevacizumab)

Humira (Adalimumab)

Soliris (Eculizumab)

Sustiva (Efavirenz)

Vectibix (Panitumumab)

Akynzeo (Netupitant/Palonosetron)
Lenvima (Lentatinib)

Synjardy (Empagliflorin/metfomin)

Regulatory Inspections

At the moment of the Orange Paper Q1 2015 production no information about any inspections
(FDA or Roszdravnadzor) conducted in the Russian investigative sites was available.

About Synergy Research Group

Bayer Pharma AG
Novartis Europharm Ltd

Pfizer Limited

Otsuka Pharmaceutical Europe Ltd
Novartis Europharm Ltd

Roche Registration Ltd

AbbVie Ltd

Alexion Europe SAS

Briston-Myers Squibb Pharma EEIG
Amgen Europe B.V.

Helsinn Birex Pharmaceuticals Ltd
Eisai Europe Ltd

Boehringer Ingelheim GmbH
Source: EMEA

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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