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Executive Summary — English

The Ministry of Health of the Russian Federation (MoH) approved 790 new clinical trials of all
types during 2013, demonstrating a 14% decrease from 2013. The major component of the total
number of studies is by the multinational, multi-center clinical trials, which accounted for 358 new
studies, approximately the same from the previous year.

The number of bioequivalence studies fell dramatically, from 322 studies in 2012 to 265 in 2013.
The number of local clinical trials (Phase I, Il and Ill) has also decreased significantly from 217 to
167 clinical trials.

Multinational, multi-center clinical trials was 45% of the total number of clinical trials in Russia in
2013, while the local and bioequivalence studies amounted to 21% and 34%, respectively.

Clinical trials in Russia in 2013 were sponsored by companies from 31 countries. The maximum
number of trials (325) was initiated by Russian sponsors. American sponsors were runner-up
with 131 new studies. They were followed by Swiss sponsors with 57 trials and Germany with 34
new studies. UK and Indian sponsors each conducted 32.

34 new Phase | clinical trials were launched in 2013, 5 less than in 2012. The number of Phase Il
trials decreased to 91 new studies in 2013. The number of Phase Il trials decreased from 396 to
372 studies, 6% less than in 2012. Phase |V trials decreased from 48 studies in 2012 to 28
studies in 2013.

In 2012, a total of 67,023 Russian patients were enrolled in clinical trials. This number also
decreased to 57,609 in 2013

Novartis led the way in 2013 with the initiation of 34 new studies. . They were followed by Teva
with 20 studies and Merck & Co. with 19 new trials. The Top five list includes GlaxoSmithKline
and Roche with 17 and 16 new trials respectively in 2013,.

The Russian company Atoll sponsored 30 new clinical trials in 2013, ranked number one among
domestic pharmaceutical manufacturers by the number of new studies. . Vertex- Russiawas the
runner up with 18 new trials. . Vertex was followed by Biocad with 13 trials and Akrikhin with 11
new trials. The Top Five list of domestic companies is concluded by Izvarino-Pharma with 10 new
trials

More than two thirds of new studies in 2013 were initiated in eight leading therapeutic areas: the
largest number of studies was initiated in Oncology (106); 60 new studies were initiated in
Pulmonology, 50 studies in Cardiology and Endocrinology, 48 new studies in Musculoskeletal
diseases, 42 studies in Infectious diseases, 30 studies in Neurology; and 27 new studies in
Psychiatry.

The Center for Drug Evaluation and Research (CDER) of the FDA approved 114 new drugs
during 2013. 53 of them were conducted at least in part in Russia.

During 2013 the Committee for Medicinal Products for Human Use (CHMP) of the European
Medicine Agency (EMEA) gave positive recommendations on 101 new drug applications; 86 of
which were tested in Russian sites.

Two FDA inspections were conducted in Russia during 2013. Both inspections ended with only
VAI results — voluntary action indicated, a very positive showing for Russian sites and
Investigators.
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Executive Summary — Russian

B 2013 rogy MunuctepctBoM 3gpaBooxpaHeHus Poccuiickon denepaumm 6bino BbigaHo 790
paspeLleHnin Ha BCe BUAbI KMMHNYECKUX nccnegoBaHnin, Yto Ha 14% meHbLue, Yem B 2012 rogy.

Mpyn a9TOM KOMMYECTBO MEXAYHApPOAHbIX MHOrFOLEHTPOBLIX KIMUHUYECKUX UCCregoBaHUn
NMpakTUYeckn He wuaMeHurnocb wn coctaBuno 358 HOBbLIX uccregoBaHui.  KonuvecTBo
nccneaoBaHUn — GUMOSKBMBANEHTHOCTW,  WHMUMMpOBaHHbIX B 2013  rogy, 3HaYUTENbHO
YMEHbLWNNOCL, ¢ 322 go 265 uccnegoBaHuMrW no cpaBHeHuto ¢ 2012 rogom. KonuvecTtBo
noKanbHbIX KITMHUYECKUX UccnegoBaHU, NPOBOAMMBIX HA TeppuTopun Poccun oTeyecTBEHHbIMU
N MHOCTPaAHHbLIMU CMOHCOPaMU, Takke CHU3NNOCh ¢ 217 o 167 nccnegosaHuin.

CnoHcopaMun KIMHUYECKUX MUCCredoBaHui, paspeLleHHbIX K npoeedeHuto B Poccum B 2013 roay,
BbICTYNUIM KOMNaHuu u3 31 cTtpaHbl. Ha nepBoe MecCTO BbILWAN POCCUMCKME MPOM3BOOUTENN C
325 KW, 3a HMMKM nayT amepukaHckme crnoHcopbl co 131 HoBbIM nccrnenoBaHuem, LLsenuapus c
57 n lepmannsa c¢ 34 KW. 3ambikaoT rpynny nvgepoB Benukobputanms n WHams, c 32
nccrnegoBaHMAMN Yy KaXkaomn.

B 2013 rogy 6bino nHMunmnpoBaHo 34 HOBbLIX KIMHUYECKUX MccrnedoBaHus | dasel, yto Ha 5 KU
MeHbLle, 4Yem B npowsiom roagy. KomumyectBo wuccrnegoBaHui |l dhasbl 3a 3TOT nepuog
YMeHbLUMAOCL M cocTtaBuno 91 HoBbiX uccnegoBaHun. KonuyectBo uccrnepoBaHui 1l ¢hasbl
HECKONbKO YMeHbLuMnocb, ¢ 369 go 372 mnccnegoBaHMn — Ha 6% MeHbLUE MO CPaBHEHUID C
npowsibiM rogom. KonmnyectBo uccrnegoBaHuni IV hasbl YMEHbLUMIIOCL M COCTaBUO 28 HOBbIX
nccrneaoBaHUn.

Bcero B knuHunyeckux uccnepoBaHusix I-1IV ¢as, HayaTbix B 2013 rogy, npuMmeT yyactne 57609
CyOBHEKTOB, YTO Ha 14% MeHbLUe, YeM B NPOLUSIOM rogy, Korga B MccreaoBaHus niiaHMpoBasoch
BKMOUMTbL 67023 CyOHEKTOB.

B 2013 rogy nepBoe MecCcTO cpeau WHOCTPaHHbLIX MPOU3BOAMTENEN MO KONMMYEeCTBY HOBbIX
nuccnegoBaHun 3aHsna apmMaueBTnyeckas komnaHua Novartis ¢ 34 HOBbIMU MUCCNeoBaHUAMM.
Teva n Merck & Co uHuummpoanu no 20 u 19 nccnegoBaHU COOTBETCTBEHHO, HO C pasHbIM
KONnn4yecTBoM cybbekToB. 3amblkatoT naTepky nuaepoB GlaxoSmithKline and Roche ¢ 17 n 16
HOBbLIMW UCCNEeAOBaHUAMN.

[MepBOe MecTO cpean 0TeYECTBEHHbLIX NPOU3BOANTENEN MO KOMMYECTBY UCCNELOBaHUN, HAYaTbIX
B 2013 rogy, 3aHumaet «Amosii» ¢ 30 HOBbIMU KITMHUYECKUMU UCCNeoBaHNAMU. 3a HUM nayT
«Bepmekc» ¢ 18 HoBbIMM uccnegoBaHusiMu, «buokag» ¢ 13 npoektamn, N «AKpuxmH» c 11
HOBbIMU nccnenoBaHUAMU. 3aBepluaet NATEPKY nnoepos «U3gapuHo-Papmay,
WHULMMPOBABLLMIA ECATb HOBbIX MCCrEA0BaHMNA.

B 2013 rogy Gonee gByx TpeTen BCEX HOBbIX UCCredoBaHW ObiNO MHULMMPOBAHO B BOCbMM
TepaneBTUYECKNX 0bnacTax: HamborbLlee Konuydectso B obnactu oHkonormm — 106 KU; 60 HoBbIX
nccrnegoBaHun B nyribMoHonornn; no 50 nccnenoBaHnin — B 9HAOKPUHOMNOMMN 1 Kapauornoruu; 48
nccrneaoBaHuim — B obnacTtuv 3aboneBaHui ONOPHO-ABUraTeNbHOro annapara, 43 nccnegoBaHum —
B obrnactu mHdekumoHHbix 6onesHen, 30 mnccnegoBaHWA B HEBPONOrMM U 27 MPOEKTOB — B
ncuxXmaTpum.

B 2013 rogy PocsgpasHansop nposen 113 npoBepok AeATENbHOCTU MEOULIMHCKUX OpraHn3aLuim
MO NPOBEAEHMIO KIMHUYECKNX NccneaoBaHnin. HapylieHms G6binm BoisiBNeHbl B 34 opraHuM3aumsx.

3a 2013 rog B Poccun 6binu npoBedeHbl ae nHcenekuun FDA. O6e MHCneKumMm 3aBepLUnnuch ¢
pesynbtatoM VAI (voluntary action indicated).
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Clinical Trials by Type and Manufacturing Country

The Russian MoH approved 790 new clinical trials of all types including local and bioequivalence
studies during 2013, demonstrating a 14% decrease comparing to last year.

As shown in Figure 1, the main contributor to the total number of studies was made by
multinational multi-center clinical trials (MMCT). The number of studies has not changed
significantly and stood at 358 new studies in 2013, nearly the same as a year ago.

The number of the local clinical trials (LCT) conducted in Russia by domestic and foreign
sponsors decreased from 217 to 167 clinical trials, 13% less than last year’s figure.

The number of bioequivalence studies (BE) in 2013 stood at 265 new trials demonstrating
significant decrease compared with the number of studies in 2012 (18%).

Figure 1. Clinical Trials in Russia in 2013
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The proportions between different study types (multinational multi-center clinical trials, local
studies and bioequivalence trials) changed slightly from last year (see Figure 2).

The share of bioequivalence studies decreased from 35% in 2012 to 34% of the total number of
clinical trials approved in 2013.

The share of the local trials stood at 21%, slightly less than in 2012 (24%), and the share of
multinational multi-center clinical trials increased from 41% to 45% of the total number of trials
approved during 2013.
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Figure 2. Clinical Trials byType in 2013
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The geographic origins of sponsors changed significantly from last year. In 2012, 59% of new
studies were sponsored by foreign companies which received 465 study approvals. The share of
studies of local manufacturers decreased from 47% in 2012 to 41% in 2013, and amounted to 325
studies (Figure 3).

Figure 3. Russian vs International Sponsors in 2013
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Sponsors from 31 countries initiated Clinical trials in Russia in 2013. igure 4 indicates the
geographic breakdown in sponsors country of origin.

Russian sponsors initiated the highest number of new studies (325) American sponsors took
runner-up with 131 new studies, followed by Swiss sponsors with 57 trials and Germany with 34
new studies Again, the UK and India tied at 32 studies each.

Figure 4. Sponsors Country of Origin for 2013 Clinical Trials in Russia.
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Other sponsors include: France (27), Israel (22), Belgium (19), Hungary (12), Denmark (12),
Austria (11), Sweden (11), Poland (nine), Czech Rep (seven), Belarus, Italy and Ukraine (six trials
each), Croatia (5), Japan, Romania and Slovenia (four studies each), Latvia (three), Netherlands
and Korea (two trials each), and Bulgaria, Greece, Canada, Luxemburg, Macedonia, Singapore,
and Turkey each started one new study in 2013.

Clinical trials by Phase

34 new Phase | clinical trials were launched in 2013, 5 less than in 2012. The number of Phase |l
trials decreased from 111 in 2012 to 91 new studies in 2013 (Figure 5).

The number of Phase lll trials also decreased from 396 to 372 studies, 6% less than in 2012.
Phase |V trials also decreased from 48 studies in 2012 to 28 studies in 2013.
Figure 5. Clinical Trials in Russia in 2013 by Phase'
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! Studies indicated by sponsors as Phase I-II for 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.

As shown in Figure 6, the share of Phase Il trials in 2013 stood at 71% of the total number of
studies while the share of Phase Il trials accounted for 17%.

Phase |V trials stood at 5%, and the share of Phase | studies amounted to 7%.
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 in 2013 was 57,609, 14% less
than in 2012 when 67,023 patients were planned to be enrolled.

A total of 902 subjects will be recruited in Phase | trials; 7,076 patients in Phase Il trials; 46,101
subjects in Phase 1l studies and 3,530 patients will be enrolled in Phase IV studies.

The smallest number of subjects enrolled in a single study is two, the maximum number is 2,510.

Figure 7 indicates the distribution of patients by study phase, with Phase 3 clearly enrolling the
majority of patients, as is to be expected

Figure 7. Number of Patients in 2013 by Study Phase
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Number of Studies by Sponsor

Novartis leads the way with 34 studies submitted in 2013.They are followed by Teva with 20
studies and Merck & Co. with 19 new trials. The Top five is concluded by GlaxoSmithKline and
Roche with 17 and 16 new trials respectively, submitted in 2013.

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

Table 1. Top-5 International Study Sponsors in 2013

Ne | Company Name No. studies® No. patients
1 Novartis 34 2,244
2 Teva 20 1,451
3 Merck & Co. 19 1,357
4 GlaxoSmithKline 17 1,539
5 Roche 16 2,061

Rating of Russian sponsors

The Russian company Atoll sponsored 30 new clinical trials, ranked number one among domestic
pharmaceutical manufacturers by the number of new studies in 2013. Vertex was second with 18
new trials. They are followed by Biocad with 13 trials and Akrikhin with 11 new trials. The Top five
is concluded by lzvarino-Pharma with ten new trials (see Table 2 for details).

Table 2. Top-5 Russian study sponsors in 2013

Ne | Company Name No. studies’ No. patients
1 AtollLLC 30 1188

2 | Vertex - Russia 18 544

3 | Biocad 13 1089

4 | Akrikhin 11 538

5  lzvarino-Pharma 10 320

! Excluding BE studies
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Therapeutic Areas of Russian Clinical Trials in 2013

More than two thirds of new studies in 2013 were initiated in eight leading therapeutic areas. The
largest number of studies was initiated in Oncology (106); 60 new studies were initiated in
Pulmonology, 50 studies in Cardiology and Endocrinology, 48 new studies in Musculoskeletal
diseases, 42 studies in Infectious diseases, 30 studies in Neurology; and 27 new studies in
Psychiatry.

The breakdown of therapeutic areas is shown in Figure 8.
Figure 8. Clinical Trials in Russia in 2013 by Therapeutic Area
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Clinical Trials Results

The Center for Drug Evaluation and Research (CDER) of the FDA approved 114 new drugs
during 2013; 24 of them are new molecular entities (NME); others are new dosages,
manufacturers or indications of already marketed drugs. 53 of the 114 drugs were studied in
clinical trials conducted in Russia.

The Table 3 represents drugs which were approved by FDA and were being tested in clinical
trials in Russia in Q4 2013 (Q1-Q3 data is presented in the previous issues of SynRG Orange
Paper).

Table 3. New Drugs Approved by FDA in Q4 2013 and Tested in Russian sites
Appr.date Drug (active ingredient) Company

Duavee (bazedoxifene acetate,

10/03/2013 estrogens, conjugated) Wyeth Pharms Pfizer
10/08/2013 Adempas (riociguat) Bayer Healthcare
10/18/2013 Opsumit (macitentan) Actelion Pharms LTD
10/21/2013 Actemra (tocilizumab) Genentech
11/01/2013 Gazyva (obinutuzumab) Genentech

10
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11/08/2013
11/13/2013
11/25/2013
12/06/2013
12/18/2013

12/20/2013

Aptiom (eslicarbazerine acetate)
Imbruvica (ibrutinib)

Noxafil (posaconazole)

Solvadi (solosbuvir)

Anoro ellipta (umeclidinium bromide,
vilanteroltrrifenatate)

Isentress (raltegravir potassium)

Sunovion Pharms INC
Pharmacyclics INC
Merck Sharp Dohme
Gilead Sciences INC

Glaxo GRP LTD

Merck Sharp Dohme

Source: FDA

During 2013 the Committee for Medicinal Products for Human Use (CHMP) of the European
Medicine Agency (EMEA) approved 101 new drug applications. Negative opinion was adopted for
eight drugs. 86 of the drugs which received positive opinions were (or are) being tested in clinical

trials in Russia.

Table 4 represents drugs which were or are being tested in clinical trials in Russia in Q4 2013
(Q1-Q3 data is presented in the previous issues of SynRG Orange Paper).

Table 4. New Drugs Approved by EMEA in Q4 2013 and Tested in Russian sites

Appr. date

10/21/2013
10/21/2013
10/21/2013

10/21/2013

10/21/2013

11/18/2013

11/18/2013
11/18/2013

11/18/2013
11/18/2013
11/18/2013

11/18/2013
12/16/2012
12/16/2013

Drug (active ingredient)

Brintellix (vortioxetine)
Opsumit (macitentan)
Cimzia (certolizumab pegol)

Eviplera (emtricitabine, rilpivrine,
tenofovir disoproxil)

Pandemic Influenza Vaccine Baxter
H5N1 (H5N1, whole virion, Vero cell
derived, inactivated)

Para-aminosalicilic acid Lucane (para-

aminosalicilic acid)
Sovaldi (sofosbuvir)

Tivicay (dolutegravir)

Xigduo (dapagliflozin, metformin)
Abraxane (paclitaxel)

Pradaxa (dabigatran etexilate)

Velcade (bortezomib)
Comertig (cabozantinib)

Izba (travoprost)

Manufacturer

H.Lundbeck A/S
Actelion Registration Ltd
UCB Pharma SA

Gilead Sciences International Ltd

Baxter AG

Lucane Pharma SA

Gilead Sciences International Ltd
ViiV Healthcare

Bristol-Myers Squibb / AstraZeneca
EEIG

Celgene Europe Limited

Boehringer Ingelheim International
GmbH

Janssen-Cilag International N.V.
TMC Pharma Services Ltd
Alcon Laboratories (UK) Ltd

11
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12/16/2013 Sirturo (bedaquiline) Janssen-Cilag International N.V

Tritanrix HB (diphtheria, tetanus,

12/16/2013 pertussis and hepatitis B vaccine )

GlaxoSmithKline Biological S.A.

Boehringer Ingelheim International

12/16/2013 Jentaduento (linagliptin, metformin) GmbH

Source: EMEA

FDA inspections

Two FDA inspections were conducted in Russian investigative sites during the 2013 year: one in
Moscow (on 18-Feb-2013), and the second in St Petersburg (on 03-Jun-2013). Both inspections
ended with VAI result — voluntary action indicated.

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

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.
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