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Clinical Market in Russia

The Overall Picture of the Last Several Years

More than six years have passed since the Federal Law ‘On
Circulation of Medicines' came into effect, replacing the
Law ‘On Medicines’ The adoption of the new legislation has
significantly impacted the pharmaceutical market in Russia as
awhole, and the clinical trials sector in particular. The business
had to be largely rebuilt according to the new rules of the game.
Today, looking back on the past few years, we can say that the
regulatory system has been completed now, and the clinical
trials market in Russia has moved into a stable phase.

We briefly remind readers of the novel innovations that the
new law brought to the clinical trials. First and foremost, this was
of course the requirement for registering medicines to present
data from clinical trials, some of which were conducted in Russia.
Some market players found a certain new hope among this clearly
destructive new regime. They hoped that it would increase the
number of multinational clinical trials (MCTs) in Russia. However,
as we will see below, this requirement did not lead to a significant
change in the number of MCTs in Russia.

In addition to the rules on local data, the law brought in a lot of
new regulations about how to conduct clinical trials. The regulator
itself changed — whereas previously, approval to conduct clinical
trials was issued by Roszdravnadzor, with the new law this authority
was transferred to the Ministry of Healthcare (MoH). Within a short
span of time, more than fifteen by-laws were adopted, covering
various aspects of the clinical trials process. New rules were brought
in regarding insurance for clinical trial subjects, accreditation of
clinical sites, importing IMPs, and exporting biological samples. On
the whole, we can say that between 2010 and 2012, the clinical trial
sector went through quite a number of serious challenges, and was
able to adapt to the new rules of the game with relative ease (at least
as compared to the commercial market).

The bigger damage that hit the MCT market in Russia was
perhaps most as a result of the changing geopolitical situation
in 2014. The swift deterioration in relations between Russia and
Ukraine undoubtedly led to withdrawals of a number of MCTs from
both countries. This was to be expected — the unstable situation
scared off several sponsors. The ‘fright’ affected smaller sponsors
more strongly, likely because the risk of losing some of their data
due to possible problems in a given country would be relatively
more damaging for them. Larger sponsors, especially those with
representation in Russia, remained quite unflappable. As ACTO's!
2014 survey of its members demonstrated, changes in Russia’s
global geopolitical position in the overwhelming majority of cases
did not have any impact on MCTs conducted by Big Pharma. And,
as the latest crash in the ruble shows, they even reaped some minor
economic benefits.

In Diagram 1, we see the dynamics of the clinical trials market
for the period 2004-2016. Up to 2009, we see a steadily growing
market. The slight drop in the number of trials in 2009 was most
likely connected with the effects of the global economic crisis,

when a similar decline was seen in many countries. In 2010 came
a ‘crash’ with a very clear explanation - in the last quarter of 2010
the approval system was practically not functioning. This was due
to the transition of authority for issuing approvals for clinical trials,
from Roszdravnadzor to MoH. In 2011 the market adapted. Further,
we see rapid growth. Unfortunately, as is evident looking at the
structure, this growth was as a result of increased local trials and
bioequivalence studies. There are several reasons for this. First,
the already-discussed requirement to present local data when
registering drugs in Russia. This first of all explains the growth in
the number of bioequivalence studies with foreign sponsors. The
significant increase in the number of studies by Russian sponsors
was in large part a result of the general state policy of support for
local manufacturers, import substitution programmes, and so on.

Unfortunately, there was no significant growth in the number
of MCTs. On the contrary, in 2014 we saw the aforementioned
‘geopolitical’ drop. Although in the past two years the number of
MCTs has been growing, albeit slowly.
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Diagram 1: Data from http://grls.rosminzdrav.ru/

Structural Market Changes

The past few years have seen serious structural changes to the
clinical trials market in Russia. And whereas before the adoption of
the new law, MCTs accounted for 60% of the total number of trials
conducted, in the past three years, thanks to the rapid growth in the
number of local and bioequivalence studies, today MCTs account
for just 35% of market share.

About 50% are for generics (bioequivalence studies plus so-
called ‘therapeutic equivalence studies’). The remaining 15% are
local studies of everything else (brand name drugs, biosimilars,
new combinations of well-established substances, herbal medicines
etc.). In this way, unfortunately, we can’t help but conclude that
at present, the Russian market for clinical trials has clearly shifted
towards generics.

It is noteworthy that, located in a single space, the Russian
clinical trials market has apparently divided into two independent
and almost completely distinct parts — MCTs and local trials
(including bioequivalence). This regards both market players
(sponsors and CROs) and also, apparently, the quality of the trials
conducted. And this is also readily explained — the tasks for MCTs
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and local trials are different. In the first case, the issue is fulfilling
all the requirements of strict regulators such as the FDA and the
EMA, and about precisely conforming to all GCP requirements. In
the second case, the issue is meeting exclusively local tasks — to
give the MoH certain data obtained in limited trials, conducted
with a lack of control. The Russian watchdog — Roszdravnadzor —
has extremely limited resources for inspections, in addition to
which there are practically no real sanctions that it can impose for
violations. And very often, local trials sponsors simply do not set a
goal of obtaining quality data.

Regulatory Environment

In trying to characterise the current regulatory climate in the MCT
sector, it would probably be most accurate to refer to it as positive-
neutral. And that is, possibly, the best conditions possible today for
foreign business in Russia, taking into account the current fashion
for import-substitution and an aversion to all western things.

It's not a secret to anyone that Russia is a rather heavily
bureaucratised country, where business comes up against a large
quantity of administrative barriers. And clinical trials have not
avoided their share. But despite all the bureaucratic hurdles, what's
most important is that the MCT industry is not today meeting any
opposition from either the government or society. Perhaps the
MoH bureaucrats are not applying particular efforts in order to ease
the workings of the industry. But publicly they love to talk about
how important it is for the country to participate in international
projects, and that Russia is extremely interested in increasing the
number of MCTs. Today, no one is blaming business for using
Russia ‘like a test-range for western drugs’ and treating Russian
citizens like ‘guinea pigs’, although just ten years ago these sorts of
slogans were seen frequently in the Russian media.

There are several reasons for this rather loyal behaviour on the
part of the government. First, the current Healthcare Minister,
Veronika Skvortsova, undoubtedly plays a positive role, as she
has first-hand knowledge of MCTs and previously worked in
them herself as an investigator. Second, strange as it may seem,
the law on mandatory local clinical data — justifiably criticised for
its anachronistic standards — in this case does fulfil a protective
role. How can society blame business for ‘conducting experiments
on Russian citizens’, when the law directly requires this, in fact
requiring companies to conduct repeat, unnecessary trials?

Procedure and Timeframes to Obtain Approval

The process to obtain approval for an MCT works on the ‘one
window’ principle: documents are submitted to the MoH, which
sends them to two expert review organisations — the FSBI and the
Ethics Council. Based on the results of these two expert reviews, the
MoH makes either a positive or a negative decision. In the process
of expert review, the expert organisations can request additional
data, and then the wait period is stopped. A refusal for the trial
can be overcome, but to do this it is necessary to submit all the
documents again, and pay the submission fee again. The fee to
apply for an MCT is currently 210,000 rubles (about $3,500).

In addition to obtaining approval to conduct a trial, it is necessary
to obtain approval to import medicines, and to export biological
samples. Furthermore, in order to begin a trial in a clinical site, it
should be approved by the local ethics committee.

Wait periods to obtain approvals have never been one of Russia’s
strong suits. But on the whole, they can probably be considered
acceptable. By law, the timeframe to obtain approval for a clinical
trial is 40 working (57 calendar) days. In practice, the average
timeframe to obtain approval in 2016* was 66 days, if there are no
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additional questions from the experts, and 123 days in the event of
experts’ questions. Approval to import IMPs took an average of 14
days and to export biosamples, 18 days.

The not-quite-fast process of obtaining approval, by the way, is
often compensated for by subsequent quick enrolment of patients.
And that brings us to Russia’s strong side — a large number of
patients who want to take part in MCTs. There are two main
factors influencing this. The first is the relatively large population —
146.5 million. The second is the unfortunately poor quality of the
healthcare system overall. It is well-known that in Russia it's often
easy to find ‘naive’ patients. Access to medication on the whole
is poor. And the chance to get expensive, advanced treatment is
extremely attractive for bringing people into MCTs.

It is rather difficult to find open sources of information on
enrolment in Russia. But if we consider the planned number of
subjects for enrolment (and these data are publically accessible), then
on average in 2016 each MCT in Russia had about 103 participants.
This figure was highest in cardiology and cardiovascular disease —
with an average of 492.5 patients per MCT. Then come drugs used
in pulmonology (220 participants per trial), and then analgesics and
NSAIDs (209 participants).

What is Being Studied?

As we remember from Diagram 1, 302 MCTs were approved in
Russia in 2016. 210 were Phase III trials (69.5%). 62 MCTs (20.5%)
were in Phase II, 7 trials (2.3%) in Phase I, and 9 (3%) in Phase IV. A
further 14 trials were in in-between phases — I/1I, 11 /111, and so on.

In Diagram 2, we present a breakdown of 2016 MCT approvals
by therapeutic areas. The biggest share (67 MCTs or 22.2%) was
in oncology. The separately-accounted-for category of onco-
haemotology had a further 18 approved MCTs (6%). In second
place after oncology was rheumatology (11.9%). In third place was
neurology (9.3%).
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Diagram 2: Data from http:/grls.rosminzdrav.ru/

Geographical Distribution

Russia is a large country. And in this sense, sponsors have a wide
choice. But of course, the distribution of MCTs across the country
is uneven, and is primarily concentrated in four regions — the
Central Federal District (Moscow, Yaroslavl, Smolensk), the North-
West Federal District (St Petersburg), the Volga Federal District
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(Tatarstan, Saratov, Nishny Novgorod), and the Siberian Federal
District (Novosibirsk, Tomsk, Kemerevo, Omsk). The Urals are also
fairly active.

This geographical distribution of MCTs is the product of a
number of factors. These include the population density of a given
region, as well as logistical factors — the need to organise timely
delivery of biosamples to central laboratories dictates that trial sites
must be located reasonably close to international airports.

In Diagram 3, we present the Top 10 regions of the Russian
Federation in terms of number of MCTs approved in 2016. The
leader, as we can clearly see, was Moscow (266 MCTs), followed by
St Petersburg (263 MCTs) and Tatarstan (99 MCTs). And in Diagram
4, we present the same data, but in proportion to population per
1 million. And it gives us quite a different picture. In first place is
the Yaroslavl region (61.3 MCTs per 1 million people), second is St
Petersburg (50.3), third is the Smolensk region (50.1). Remarkably,
Moscow doesn'’t even make it into the Top 10 in this ranking, coming
just 12th with 21.6 MCTs per 1 million people.
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Logistics

As we have already mentioned, to begin a trial in Russia it’s
not enough to get it approved. You also need to obtain approval to
import IMPs and export biosamples. In addition, in a number of
situations it is necessary to undergo special procedures to arrange
importing medical equipment, electronic devices, and so on.

Unfortunately, importing IMPs is a separate and rather weighty
expenditure. The sponsor has to pay 10% VAT. In addition, the
logistics, taking into account the size of the country and the need
to organise prompt dispatch and delivery of goods, mean that the
task is not always simple or cheap. By the way, the recent drop in
the ruble has enabled a degree of optimisation of these expenses.
Market Leaders
Diagram 5 shows the Top 10 sponsors of MCTs by approvals
obtained in 2016. The first, as it was in the previous year, was
Novartis with 21 trials, next was Merck (18) and then GSK (16).

To demonstrate the previously-mentioned market breakdown,
we present data by leaders on conducting local and bioequivalence

trials. First place in the ranking for 2016 was Dr Reddy’s Lab. (14
trials), next was Hetero Labs Limited and Teva, with 10 trials each.

Diagram 5 also shows when trials were conducted by the
companies themselves, versus when they were conducted with the
assistance of a CRO. Here, though, we need to say that we based
this information on the MoH's register of approvals issued for trials,
and this does not always reflect the participation of CROs. On the
whole, according to the MoH's data, 47% of MCTs were conducted
by sponsors using the resources of their own local offices, and 53%
used CROs.

Among the ranking of CROs in 2016, we see the following
breakdown. First place (30 MCTs approved) was QuintilesIMS.
Second place was PPD (16 MCTs), and third was PRA Health
Sciences (15 MCTs). Rounding out the top five were Parexel and
INC Research (13 and 12 MCTs respectively).
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Diagram 5: Data from http://grls.rosminzdrav.ru/
Data Quality

Russia has historically been proud of the quality of its MCT data.
In order to avoid accusations of subjectivity, we turn to an outside
source, namely, the publicly accessible results of FDA inspections. It
would seem that no one can accuse this organisation of any undue
loyalty to Russian investigators. In Table 1, we present the results of
FDA inspections in a number of countries from 1995 to the present
time.?

Comparative Table of the Results of US FDA Inspections, 1995-2016

Lot pumber ) Voluntary Official
of FDA No Action NAL % Action | VAL % Acti OAI,
Country Inspections | Indicated ofTo'tal o oth;lzl g || ol
with results (NAI) (VA (0AY) Total

1995—2016

Belgium 39 21 53.8% 15 385% 3 77%
Canada 181 89 49.2% 91 50.3% 1 0.6%
France 90 33 36.7% 56 62.2% 1 11%
Germany 16 55 LT.4% 60 B5L7% 1 0.9%
Italy 73 42 57.5% 28 38.4% 3 41%
Poland 16 76 65.5% 40 345% o 0.0%
Russia 104 70 67.3% 33 317% 1 10%
Spain Ll 26 59.1% 16 36.4% 2 4.5%
United Kingdom 103 34 33.0% 67 65.0% 2 1.9%
USA 5903 2655 45.0% 2958 50.1% 290 49%

Data from http://www.accessdata.fda.gov/scripts/cder/CLIIL/
index.cfm?fuseaction=Search.ShowAdvancedSearchForm

Of course, for a more accurate comparison of data, we need
to take into account the total number of inspections in a given
country. The more inspections there are, the more accurate
the picture they reflect of the quality of trials conducted in that
country. We can see that despite one inspection with an OAI
result (this event was in 2006), Russia performs at least as well,
in fact often better, than many developed countries on the NAI
figure.
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General Conclusions

Of course, Russia is not the leader in conducting MCTs. And here
it is difficult to compete with the developed markets — the US and
EU countries.

However, the weaknesses (particularly the tricky bureaucratic
processes and the sometimes less-than-ideal approval
timeframes) are fully compensated for by the strong points — a
large number of patients, rapid enrolment, and the high quality
of data. Regarding the economic perspective, it is probably not
accurate to call the country the cheapest in which to conduct MCTs.
However, low prices for oil, connected with the ruble exchange rate,
may keep the costs of conducting MCTs in Russia at a reasonably
accessible level for the time being.
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