


CHRISTOPH BIERI

Dear Reader,

This report is the annual review of M&A activity in the Global Pharma and Biotech indus-
try, provided by IMAP’s Healthcare team. Its intent is to provide you with the interpreta-
tions of events in the industry that we developed while advising clients in transactions TABLE OF CONTENTS
around the globe.We believe that in times of great changes and uncertainty (as we are
currently experiencing in the industry), insights based on hands-on experience are particu-

larly helpful 2011 in Review 03
On page 3, you will find our analysis of deal activity in 201 |. Last year brought a significant

increase in transactions ranging from US$100 million to US$500 million, compared to Case Study for an 09
2010. Other observations are the continuing consolidation in China; very high valuations R&D deal: Gilead and

for R&D-driven transactions; and a strategic reshuffle in the future market for biosimilars, Pharmasset

with some unexpected players appearing on the scene.

We examined one of the R&D-driven deals — Gilead’s acquisition of Pharmasset — more Focus Article: Riding Il
closely, and find it to be an interesting case that shows how market dynamics, scientific the Tiger: Pharma
achievements, and the need for strategic repositioning of the players in the field can over- in China

heat a bidding process, leading to stunning valuations (page 9).

On page 16, we discuss a comprehensive analysis of mid-term market growth that ap- Dire Straits Ahead? 16
peared last year. Our conclusions are slightly different than those of the of the study’s au-

thors, the IMS Healthcare institute (page 16 ). In our view, the data suggest that, in the next

five years, the Pharma Market in mature economies will contract for the first time in his- Global M&A Out- 19
tory. This prospect increases the consolidation pressure, and also fuels the transformation look

of the industry. The automotive sector may show where this trend could lead, as McKinsey,

the consultancy, suggested in a much-quoted article at the end of last year (see page |8). IMAP Healthcare 21

There is consensus that future growth in the Pharma Industry will mainly come from Experts

emerging markets, most notably China; by introducing health insurance to 90 percent of
the Chinese population, a market of more than | billion individuals was created within
just two years. In our focus article, Pharma Industry ExpertYu Jingyi from IMAP in China
outlines what foreign Pharma companies entering China will face.

The fundamental transformation of the industry obviously drives deal-making. IMAP is at
the forefront in supporting clients in mid-market transactions around the globe: In 201 I,
the Healthcare Industry Team advised on more completed transactions with values up to
US$200 million than any other adviser (and ranked second for completed transactions
with values up to US$500 million), underlining our clients’ continued trust in IMAP’s capa-
bility to deliver superior advisory services.

We hope you find our analyses and reports stimulating and thought-provoking.We would
be pleased if we could engage with you in an in-depth discussion about your views and
perspectives. See page 21 to find your local IMAP Healthcare Expert to

arrange a meeting, or visit www.imap.com to learn more.

Kind regards,
Christoph Bieri

IMAP
Switzerland







2011 - YEAR [N REDI

MER activity higher than in weak 2010

M&A activity in 201 | picked up in comparison to 2010, which was a
particularly weak year.VWe counted 504 deals that were announced
or closed last year in the Pharma industry, with a total sum of
disclosed transaction values of US$90 billion (2010: US$52 billion).
In our analysis, there were significantly more transactions in the
US$100 million to US$1 billion size range than in 2010 (81 com-
pared to 31).

Of the |5 largest transactions — contributing approximately 70% to
the sum of disclosed transaction values — six were R&D-driven, i.e.,
the target has few or no sales but owns promising research assets,
such as a drug candidate (e.g., Pharmasset, acquired by Gilead; see
our in-depth analysis below).

Top 15 transactions 2011 by transaction value (US$ million, fixed exchange rate)

Sanofi / Genzyme 17500
12000

11200

Takeda / Nycomed

Gilead / Pharmasset

Teva / Gephalon

Grifold / Talecris

Pfizer / King Pharmaceuticals

Endo Pharmaceuticals / American Medical Holdings
CVS / UAM

Alexion / Enobia

Forest / Clinical Data

Alkermes / Elan Drug Technologies
Amgen / Biovex

Daiichi Sankyo / Plexxikon

Teva / Tayio

ASpen / Sigma

m Consolidation m R&D driven

Note: Announced or closed in 2011; 1 USD = 0.8 EUR




Majority of MEA activity in the West

The majority of acquisition targets were located in North
America and Western Europe, where also the largest

transactions took place. Most deals for which transac-
tion values were disclosed are within and between the
mature markets in Western Europe and North America.
In contrast, deals involving Chinese targets were mostly

domestic.We do not see a strong push of companies from
mature countries into emerging markets— there were only
a few acquisitions by global Big Pharma companies in Latin

America, India or China.

The tables below show the number of transactions be-
tween the origin region of the acquirer (columns) vs. the
location of the acquisition target (rows); the sum of all
disclosed transaction values; and the number of transac-
tions with disclosed transaction values.
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*Transaction values in millions of USD. In brackets, number of transactions with disclosed transaction values.




Moving fo China

Much of the future global growth in the Pharma industry is expected from emerging markets
where the health systems are rapidly developing, particularly in China.VVe would expect that
the dramatic growth in China, which is expected to continue in the coming years, would
cause Big Pharma companies to aggressively pursue acquisitions in China to establish a foot-
hold. However, only few such acquisitions were announced or closed in 201 1.

Not that the industry is sitting and waiting: the year 201 | saw additional announcements of
a number of Pharma companies about initiatives to further to penetrate China’s fast-growing
market

Acquired Singapore-based Invida, adding US$220 million revenues and 3,600 staff
to its Asian footprint

Menarini

Valeant Acquired iNova, giving it access to the Asia Pacific market, for US$620 million

Merck & Co.

Set up an R&D center in Shanghai. Finding it difficult to hire skilled staff, most
of the center's team will come from CROs who work with the firm

Announced a 51/49 Joint Venture with Chinese Pharma company Simcere to
market products in China

Not that the industry is
sitting and waiting: the
year 201 | saw additional
announcements of a num-
ber of Pharma companies
about initiatives to further
to penetrate China’s fast-
growing market.




Headcount Reductions

On its way to a becoming a mature, slower-growing industry, Pharma clearly is in a consolidation mode. In 201 [, there were again
massive lay-offs, partially the results of mergers in the previous years (Pfizer, Merck); but to some extent, these lay-offs are also a
prescient structural slimming - to be “lean and mean” for a tougher future.The top 10 lay-offs this year amounted to nearly 25,000,
while Pfizer’s announced layoffs in the last five years exceeded 40,000 staff.

Main reorganizations and reductions of headcounts announced in 2011

Company [ When | ____Howmary | __________w_____________________|

12,000 - 13,000 Realization of cost synergies after Shering Plough merger in 2009, and
Merck 03 excluding R&D reducing costs by US$1.5 billion in anticipation of patent expiry of Singulair.
0 4|, 220: mainly RI&,D, Bgt Realigning research priorities, reducing costs in view of price pressure
g:&’ El?rrg‘;réerma Iy and patent expiries, realizing synergies of its 2009 acquisition of Wyeth,

2000. mainly in Europe
04 and US. R&D and Saving US$200 million. Shifting facilities to Asia.
manufacturing.
01 1,900 Failure of a pipeline product.
1,550: sales and Problems in the pipeline and upcoming patent losses, generic price
0 marketing in US. pressure in general.
04 1,200-1,700 rumored, | pjant closure in California, and realizing cost savings from Cepahlon
o 200 confirmed merger in 2011,
01/4 At least 700R&D and Reorganization program “Transforming’, realization of Genzyme
2l management acquisition synergies.
600 in the US, 200 in . - .
01 Europe, 100 in Japan Cost reduction due to pipeline dearth and patent expiry
: 02 540 in the US, Relocation of production of Betaseron. Bayer already had laid off
o4 manufacturing 4,500 in 2010.

Head-count reductions by a selection of Big Pharma companies, 2007-2011

0 10000 20000 30000 40000 50000

Pfizer [ ]

Merck 7—_
AstraZeneca I I

GSK | I — 2007

e = 2008

Schering -Plough (now Merck) jm—— = 2009

Bayer & ]
Novartis e mmm = 2010
Abbot [mm—— = 2011
BMS & ]
Eli Lilly |
Wyeth (now Pfizer)
Roche
Sanofi  mmmn
Teva mmm

Amgen

Source: Fiercepharma.com




Share buy-backs

The year 201 | also repeated the announcement of large share buy- Selected share-buy-back programs announced
back programs — which caused at least one analyst to draw a paral- in 2011;

lel between the Pharma and the tobacco industries. Apparently, the -

returns of investments in the business, particularly in R&D projects, US$5 billion

are not satisfactory for some companies, and it is more advanta-

geous to hand back profits to the shareholders. Astra Zeneca US$5 billion

US$3 billion

GBP 900 million
US$192 million

Hbbot’s break-up - is it Leading the way?

Novartis bought out Alcon in 2010 in a move to diversify its business further and se-

cure additional growth. Last year, Abbot made headlines by moving the other way and “The deeper reason for Abbot’s

splitting itself up. Citing “different investment profiles”, the company decided to spin split may be that the original

off its proprietary Pharma business from its diversified medical units comprising ge- Pharma business has differ-

neric drugs, nutritionals, diagnostics and medical devices, and list it as a separate entity. ent financing needs and risk/

The proprietary Pharma arm (total sales US$18 billion) is built around the monoclo- profit profiles, and requires a

nal anti-TNF antibody Humira, with sales of US$8 billion in 201 I, and expects growth corporate and leadership culture

from a “number of compounds with significant peak sales in excess of US$1 billion”. different from all other suppliers

Abbott’s diversified medical products business, however, targets emerging markets for to the healthcare system.”

growth.

The deeper reason for Abbot’s split may be that the original Pharma business has
different financing needs and risk/profit profiles, and requires a corporate and leader-
ship culture different from all other suppliers to the healthcare system. Following this
line of reasoning, we should expect a wave of other corporate break-ups: not just of
the big conglomerates with business areas outside the Pharma market, but also as
companies will spin off businesses not directly linked to original drug development.
Pfizer moved in this direction in 2011, announcing a sell-off of its animal health and
nutritional businesses.

Perhaps in preparation for spin-offs, some Big Pharma companies are reorganizing in-
ternally to bundle their efforts regarding off-patent drugs. GSK’s CEO wants to make
the company less dependent on the “white pill from the west”. GSK now generates
23% of revenues from these, down from 40% four years ago.The company disposed
of a number of non-core OTC products in 201 | in the course of streamlining its busi-
ness. Pfizer is building its own off-patent drug franchise as a new division under the
Pfizer brand — “established products” as it is called.




Fight for the biosimilar market fakes an unexpected furn

Many generic companies expected additional growth in the next years to come from biosimilars, copycat products of biotech drugs.
The definition of the regulatory process for biosimilars has been lengthy and to some extent unpredictable, and the resulting uncer-
tainty was generally considered a major roadblock for the development of the biosimilar market.

In 201 | the situation changed as more clarity regarding the regulatory process was established.

But as the regulatory path to biosimilars was cleared, the competitive landscape completely changed as new and unexpected alli-
ances were built. Several originator biotech companies entered strategic alliances with new, sometimes unforeseen, partners to enter
into the biosimilar field (see table below).

While the Fujifilm / Hanwha and Richter / Stada deals rather resemble a “normal” drug development licensing arrangement, the
Amgen / Watson (not targeting Amgen’s biotech drugs) and Biogen / Samsung (not targeting, of course, Biogen’s biotech drugs) are
clearly an unusual partnership.

It remains to be seen if these alliances will be successful. Lonza’s |V with Teva, signed in 2009 with a similar intention as the alliances
formed last year, should provide results soon. Clearly, the new partnerships profoundly change the race for the distribution of the
biosimilar market. And the number of deals involving Biotech firms in this short time span also indicates the wariness of the Biotech
originators towards generic competition.

Mar 2011 Samsung Quintiles US$300 m 10% Quintiles, 90% Samsung; JV

. Acquisition of rights from Hanwha for biosimilar
June 2011 Merck & Co. Ha"W“a(SCKf]‘em'Ca' Up toUS$720 m | version of Enbrel, to be developed and
commercialized by Merck.

Sept 2011 Low one - digit ga%s%relllsct%nzﬂ%% grrangemem relating to Rituximab

Kyowa Hakko Fujifilm ! Fujifilm acquired Merck&Co.’'s BioManufacturing
Nov 2011 Y ‘ : Not disclosed Network in March 2011

; 85% by Samsung, 15% by Biogen. Portfolio not
Dec 2011 £l SHIE AL disclosed, but excludes Biogen’s original drugs.

Watson to invest,development costs to be shared,
Dec 2011 Amgen Watson US$400 m Broducts to be jointly branded. Portfolio not disclosed,
ut excludes Amgen’s original drugs.

May 2009 Lonza Tora Not disclosed | P13, memoriam fistalance o develop bioimiars




Case study for an RED deal: Gilead and Pharmasset

The year 201 | saw the profound rearrangement of the market for treatments against Hepatitis CVirus (HCV) infections. The
actions and the rationale behind them offer a glimpse of how a small company, and a comparatively small set of data, can become
the subject of a multi-billion dollar bet. It is a tale of good science in a “pre-heated” market, as well as an illustration of the dearth
of good new products for Pharma companies to invest in.

HCV is transmitted — like HIV — from blood to blood, through unprotected sexual intercourse, by sharing needles of drug ad-
ditcs, in tattoo parlors by non-sterile devices, or through blood transfusions (before widespread screening became common).

The symptoms of HCV infections are in many cases mild (nausea, weight loss), and in fact only a fraction of infected persons are
even diagnosed. In up to 50% of infected individuals, the infection cures spontaneously, without treatment. However, untreated, the
infection can lead to liver cirrhosis, liver cancer and death: in the US, more people died of HCV infections than of HIV infections
last year.Worldwide, |70 million to 180 million persons are estimated to be chronically infected with HCV; three to four million
individuals are newly infected each year, and 350,000 die from its effects. In the US, 2-3% of the population (six to nine million) are
chronically infected. The estimated costs for the treatment of HCV infections and its effects (including liver transplants) amount to
US$6.7 billion in the US, where HCV-induced liver cirrhosis is the number one reason for liver transplantations.

Pre-201 | drugs require a 48-week therapy of antivirals combined with interferons.These older drugs only cure some of the
patients. The interferons which have to be co-administered with these drugs cause flu-like side effects, which lets patients to aban-
don the treatment. Until last year, there was — plainly speaking — no satisfactory treatment for the disease.

HCV is a potentially lethal disease with a large patient population; it produces high costs to the general healthcare system, justify-
ing high prices for a cure — a high medical need waiting for a drug offering an effective treatment.

The thinking in the community is that if new drugs were approved, and these could clear the HCV virus completely (leading to full
recovery), a significant medical benefit would be created, which would justify high prices reimbursed by the payers (e.g. insurance
companies).And if side effects could be limited, even patients with mild forms of the disease could be convinced to undergo the
treatment, and the market could explode. Some analysts estimate that it could grow, in the major markets, to US$16 billion in
2015 from US$1.7 billion in 2010.

The year 201 | was generally expected to become a key year for the HCV market. In May 201 | the FDA approved two new drugs
that work much better than the standard of care: Invilek by Vertex, partnered with J&J; and Victrelis by Merck. Both treatments
still require co-administration of interferon but lead to much higher clearance rates in shorter treatment regimes.Vertex’ Invilek
consequently generated a whopping US$420 million in sales in its first full quarter on the market.




Soon after approval of its Victrelis, Merck entered an alliance with Roche for its commercialization. Each partner will use its own
interferon (peginterferon alpha-2b, or Peglntron by Merck; peginterferferon-alpha2a, or Pegasys, by Roche) to promote Victralis in
combination therapies.The deal includes further collaboration in development-stage products for the indication, of which Roche
has three and Merck two.The arrangement is highly unusual as the two partners are head-to-head rivals in the virology market.
The deal was heralded as a new mode of deal-making among Big Pharma contenders: it clearly shows the eagerness of these play-
ers to secure the HCV franchise, and to position themselves as the new standard of care.

But even before the Merck/Roche deal was signed, the mid-term prospects for the HCV market had already fundamentally
changed. In March, development-stage company Pharmasset showed that its combo-pill PSI 7977 had cleared the virus in 15 of 16
patients, within only 12 weeks treatment and without co-administration of interferons. PSI 7977 seems to have the potential to
become the standard of care as interferon-free, fast-acting and oral-only treatment against HCV.

Although Pharmasset’s pill will not come to market until at least 2014, and a proper Phase lll study was only launched late in 201 I,
in December, Gilead acquired Pharmasset for a stunning US$1 1.2 billion — in a competitive process in which other HCV contend-
ers such as Roche, BMS or Abbot may have participated. With this deal, Gilead, the market leader for HIV combination treatments,
positions itself as future market leader in HCV — which may be transformational for the firm.

As elegant and promising as the science behind Pharmasset’s drug candidate may be, the high price tag raises many questions.
Pharmasset is an 80-staff development stage company with one program partnered (to Roche), and no product-related sales. PSI
7977 — the candidate product Gilead actually wanted — still can fail, and would not be the first candidate failing after interstellar
phase Il data.As far as can be judged from outside, the US$1 1.2 billion decision was based on a trial with just |6 patients. Even if
successful, the business case may prove to be less attractive than anticipated. The market for HCV drugs is bound to grow driven
by new treatments; but then also to shrink when the many chronically ill patients have been cured. Competing drugs by Roche,
Merck, Abbot and others may seize a substantial part of the market targeted by Gilead. Not unexpectedly, 82% of the analysts
queried by Reuters said Gilead clearly overpaid,and Gilead’s share price dropped 9% following the announcement.
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Focus Article
Riding the Tiger

Building China’s pharmaceutical industry in fast forward

China’s pharmaceutical industry is the most dynamic in the world. It grew 22% in 2010 to US$1 16 billion (including pharmaceutical,
TCM and biopharmaceutical) , once again outperforming the global market, which grew at 4% - 5%.

China’s healthcare reforms were fully implemented in 201 I; China’s basic medical care system for urban and rural residents now
covers more than .28 billion individuals, or more than 90% of its population. The market has created unprecedented opportunities
for international companies, with growth rates of 45% for imported pharmaceutical products in the first six months of 201 1. China’s
State Food and Drug Administration estimate that approximately half of the country’s domestic pharmaceutical manufacturers are
primarily engaged in chemical drug production. Another 25% are focused on traditional Chinese medicine, which is also becoming
popular outside the country. In the previous 10 years, the compounded yearly growth rate of TCM (Traditional Chinese Medicine)
was 17%,and in 201 1, the TCM market is projected to increase another 33% to US$50 billion, accounting for 40% of the pharmaceu-
tical market in China. We looked at two sectors in this market: prescription versus OTC, and innovative drugs versus generic drugs.

Prescription and 0TC

Since 2009, the impact of healthcare reform has been demonstrated by the shifts in market share among the big hospitals, pharma-
cies, community healthcare centers (CHC) and rural healthcare centers (RHC). From 2007 to 2009, hospital sales grew by 27% per
year, whereas OTC sales grew at only 7% per year. In 2010, while the overall growth rate for hospital sales slowed to 22%, OTC sales
expanded dramatically. This was caused by the inclusion of OTC drugs on the reimbursement list under the new healthcare reform.
This change will result in potential new sales to OTC pharmaceutical producers of at least US$30 billion over the next five years. As
is the case for prescription drugs, high-end OTC drugs are dominated by imported products due to the perception that they are of
higher quality. Healthcare reform in China aims to expand health insurance coverage to reach the entire population in both urban
and rural areas. As part of this reform, The National Essential Drug List (NEDL) was introduced in 2009 to centralize drug purchas-
ing for CHC and RHC in order to lower overall drug costs to the consumer. Implementation of the NEDL has resulted in the cost of
listed drugs being reduced by 25%.

The pharmaceutical market in China grew 24% in 201 | to US$147 billion, and imported pharmaceuticals are expected to hold on to
competitive advantages in pricing and drug bidding under current healthcare policy.

At the same time, the Chinese pharma-
2009 - 2010 China Pharmaceutical Market ceutical market is still a hospital market.
In 2010, approximately 70% of the drugs
were sold through hospital in-house phar-
02009 m2010 macies, including RHC and CHC, because

116 very few pharmacies are approved to be
medical insurance designated pharmacies;
and patients visited hospitals for both
prescription and OTC drugs covered by
insurance.

92

67
55 By the end of 2010, there were 27 web-

sites approved to sell OTC products on-
line.According to the SFDA regulation, a
29 26 19 website should be independent of hospital,
] 15 pharmaceutical company, or government
l ’—‘ . agency to be eligible to apply for an online
drug store license. However, there are
Hospical sales 0TC GHC & RHC Total thousands of online pharmacies that oper-
ate illegally, which will undoubtedly lead to

even more regulation and control before
this channel will become mature.
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1M contributes to 40% of the Chinese pharmaceutical market

By the end of September 201 |, TCM sales in China had reached
US$39 billion, with 33.4% growth from a year ago. Although
the TCM market experienced explosive growth in the previous
years, market share of different TCM product segments have
been keeping stable. The big local pharmaceutical companies
invested heavily to expand their TMC production capacity. By
September 201 | the investment in TCM pre-manufacturing and
TCM finished product manufacturing had increased 61.8% and
45.1% respectively, while the total investment in the pharma-
ceutical industry in China grew 8.5% to US$31.7 billion during
the same time period. The continuous growth was driven by
increasing health/wellness awareness, and many patients choose
self-treatment when they cannot easily reach the healthcare
providers.

People in China have a greater acceptance of plant drugs due to the long-held belief that western drugs produce only a temporary
release of symptoms, but that TCM is the fundamental solution for diseases, particularly the chronic diseases. Many TCM formu-
las have been used for self-treatment in China for hundreds of years, and these drugs are available at pharmacies as OTC to the
consumers.

2005 - 2010 Disease Segment Market Share of China TCM Market

< %100

39% 37% 37% 37% 37% 37% | Cardiovascular preparation

16%  15%  15%  16%  16%  16% Oncology product

Respiratory system drugs

All others

2005 2006 2007 2008 2009 2010
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Innovative and Generic

According to the China Association of Medical Economics, 97% of the drugs produced locally are generics.Very few local producers
have innovative drugs in their pipelines.The innovative drug market, which grew 35.7% in 2010 , is dominated by imported prod-
ucts, particularly those produced by MNCs (Multi-National Companies). Generic drugs have over 70% of the entire pharmaceutical
market in China, while less than 5% of the market comprises innovative drugs still under patent protection.The remaining 20% of the
market consists of off-patent drugs: this market is critical for MNCs to survive in China.

Innovative and generic drug market share in China 2010

Innovative drug within patent protection

%4

Off-patent drugs
%20 P .

%76
Generic drugs

nnovative drugs experienced steady growth, though market share
remained small

China’s pharmaceuticals market continued growing; however,
many US and European MNCs are experiencing difficulty
establishing market dominance in China. Although half of the
top 10 pharmaceutical companies in China are multinationals,
none possess more than 2.5% of the total market share . This
is due to high fragmentation of the Chinese market, as well as
the preference of hospitals in lower-tier cities and rural areas
for cheaper generic drugs; on the other hand, MNC pharma-
ceutical companies would not enter the grassroots market
without sacrificing the drug price. Because of this, many
MNCs are contemplating a change of strategy that is expected
to result in substantial staff reductions in 2012 and 2013.

Since 2006, many pharmaceutical MNCs have restructured their China businesses by establishing specialized sales teams for
each business unit. MNCs believed such a structure would increase sales and profits; however, they have since discovered that
adding staff does not automatically translate into increased sales. Instead, this increased focus on short-term performance, along
with high staff turnover, was found to damage corporate culture and raise training and recruiting costs. Over the same period,
the output of each medical representative declined, and productivity also dropped off, leading to huge overhead costs. Many
MNCs are now preparing to abandon this structure, due to its high cost and its potential effects on profits.
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In recent years, several MNCs began expanding their product portfolio to include generic drugs in China. Due to the loss or expira-
tion of patent protection for best-selling products, MNCs have switched to high-end generic products to maintain rapid growth in
China. Pfizer entered an agreement in June 201 | to set up a joint venture with a local APl and generic maker; Hisun Pharmaceutical,
to co-develop and commercialize the off-patent drugs as well as high-end generics. AstraZeneca acquired Guangdong BeiKang Phar-
maceutical Company, a generic antibiotics maker, in December 201 | to reinforce its commitment to bring more high-end generics to
patients in China.

Unprecedented demand for high-end generics

The healthcare reform has created extraordinary opportunities for both imported and domestically-produced high-end ge-
nerics.Although China’s State Council prepared RMB 860 billion (approximately US$125 billion) of incremental spending from
2009 to 201 | for the reform, the per capita spending remains low when the huge population base is considered. Therefore,
the Chinese government implemented “cost-cutting measures” to substantially improve both healthcare quality and health
insurance coverage.The “cost-cutting measure” favors value-added high-end generics (“cheaper price, better quality”), as it
aims for balancing delivery quality with affordability for the masses.

It is estimated that by 2020, approxi-
mately 140 million people (about | 1%
of the population) will be over 65
years old in China; improved nutrition
and diet conditions have also generat-
ed higher total cholesterol levels and
blood pressure levels.The aging and
sick population creates a huge demand
for high quality healthcare services and
pharmaceutical products.

Diseases 2010 Incidence (1/1000) Number of patients (million)
Acute Upper Respiratory Infection 38 50
High Blood Pressure 314 42
Acute Gastritis 136 18
Cardiac Disease 10.7 1
Diabetes 6 8
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In addition, doctors and patients also need more choices with regard to high-quality products. Previously, the market consisted of
expensive innovative drugs and low priced low-end generics. Doctors and patients have long been concerned by safety and efficacy
issues arising from the use of poor quality generics; at the same time, expensive innovative drugs are not affordable for the major-
ity. The cost effectiveness of high-end generics is advocated by doctors and patients; thus distributors and local manufacturers are
actively looking for the opportunity to form strategic alliances with international high-end generic producers.

NDRC sets upper limits for the retail prices of the drugs in the reimbursement list. Innovative drugs are graded at the highest price.
When the drugs go off-patent, the drug price will be lowered; however, the off-patent drugs are still more expensive than gener-
ics.To encourage the development of high-end generics, NDRC allows the high-end generics makers to apply for “separate pricing”
(priced higher than all other generics) if the products are proven to have an advantage in production process, ingredient quality, drug
standards and quality, or efficacy and safety. Both locally-produced generics and imported generics can apply for “separate pricing”.
Although not every imported generic can be priced higher, the imported generics approved with “separate pricing” can command
higher prices than local high-end generics, when the importer provides the price in both the country where the drug is produced and
in other Asian countries.

The global generic producers implemented a series of strategies to penetrate the Chinese market. Sandoz is among the earliest in-
ternational generic producers to enter China’s market. It had the first product approved in China in 2001, and the first APl approved
in 2004. Sandoz set up its China headquarters and built its first factory in 2007; later it started to in-license products from HuaXia
pharmaceutical, a local generics maker. In 2010, Sandoz’s flexible strategy enabled it to achieve sales of US$414 million in China.

Producer Highest retail price by NDRC (RMB) Seperate pricing
Sandoz ¥ 1040 Y

North China Pharmaceutical Group ¥ 7.10

All other producers ¥ 3.30

What to be expected:
We anticipate growth of an-
other 25% in China’s healthcare
industry in 2012, and health-
care reforms will continue to
drive the development of the
pharmaceutical market. Given
the huge base and rapid growth
of China’s healthcare market, it
is quickly becoming the most
dynamic in the world. Although
China’s market is still difficult
to penetrate, early entry is the
best strategy to gain market
share and competitive advan-
tages.
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Dire Straits Ahead?

Growth only from emerging markets

Optimists rule the world, they say, and optimism is what
Pharma executives need when looking at some of the funda-
mentals for the future, provided by the IMS Institute on Health-
care Informatics in their April 201 | report. Pharmaceutical
sales (at ex-factory levels) are expected to grow only at 2.1%
CAGR 2010-2015 in the mature markets, compared to 5.1%

in the previous five years (see below).The doubling of sales in
emerging countries (China, Brazil, India, Russia, and |3 others)
in the same period holds great promise — but more than half of
the US$ 153 billion market growth in that region is supposed to
come from China, where Big Pharma is not yet fully anchored
and profits are slim.

Will emerging markets save the global Pharma industry?

USD bn
+ 64bn
700 CAGR 2.1%
+128bn
600 CAGR 5.1%

500

400

300+

+153bn
CAGR 14.8%

+ 81bn
CAGR 16.2%

2005 2010 2015
= Developed Markets = Emerging Markets = Rest of Europe RoW

Developed markets: USA, Japan, Germany, France, Italy, Spain, Canada, UK and South Korea
Source: IMS Institute on Healthcare Informatics, “The Global Use of Medicines: Outlook through 2015", April 2011

16




Among emerging markets, China is a class of its own

$US bn (2010 US$)

350
31 300
300
12
250 1 16 ] -
80 — I
200
150
150
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O T T T T
All emerging Growth in China  Growth in Brazil  Growth in India Growth in Growth in Tier All emerging
Russia [Il'emerging markets, 2015
markets

Tier Il emerging markets, in descending order of size: Mexico, Turkey, Poland, Venezuela, Argentina,
Indonesia, South Africa, Thailand, Romania, Egypt, Ukraine, Pakistan and Vietnam

Source: IMS Institute on Healthcare Informatics, “The Global Use of Medicines: Outiook through 2015”, April 2011

|n mature market, all hope on new drugs

In the mature markets, even the meager growth predicted is far from
secure. US$1 19 billion revenues of originals are projected to be wiped
off due to loss of exclusivity (LoE) - a stunning 18% of the total Pharma
sales in mature markets. IMS expects that these losses can — over the
whole industry — be compensated by new original drugs, to be launched
between 2010 and 2013, which are supposed to contribute US$120
billion in new sales.

Continuing cost-saving pressures by payers around the globe may limit
the sales of new products - or even prevent them coming to the mar-
ket at all. Health-Technology Assessments used to determine whether a
drug’s benefits are worth the money have already caused some compa-
nies to pull products off the market (Tekamlo by Novartis in Germany),
or delay its development (Tradjenta by Eli Lilly/Boehringer Ingelheim).

These new policies, within the context of the continuing fiscal crises
around the globe, will probably lead to a re-evaluation, and potentially
abandonment, of some candidate products.This may cause the Pharma
market in mature countries to even shrink.
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Restructuring the value chain - “going automotive™?

McKinsey, the consultancy, published a much-cited article in Decem-
ber in which the authors suggest that the Pharmaceutical industry
will undergo a structural change that leads it to resemble the auto-
motive industry — a few large brands supported by a myriad of small,
highly specialized service providers and manufacturers.

While Big Pharma companies still perform many — if not most — tasks
related to the core business in-house, there is a continuous trend to
outsourcing and fragmentation. Examples include Pfizer’s decision to
outsource clinical trial program initiation and management, data man-
agement, study logistics and communications, to two CROs, ICON
and Parexel; Sanofi’s US$2.2 billion alliance with Covance; or Takeda’s
strategy to completely outsource all R&D to, again,

Covance as preferred partner.

While these big outsourcing deals make the headlines, the overall trend is one towards more small, specialized service providers and
manufacturers feeding Big Pharma’s value chain.The core functions of the Big Pharma companies have shifted to managing, coordinat-
ing and financing, as shown in the graph below:

Fragmentation of the industry - core functions of Big Pharma companies

Historic

Integrated

Modern > >
fragmented

Development-stage Clinical Trial Service firms
COmpanleS 0ﬂCO|0£]V; virology;
One-product companies cardiovascular

Packagers

Service Labs Formulators

Bio-Molecules (ELISA); Liquids /standard; liquids/parenteral;
chemical compounds (HPLC); semi-solids; film tablets; effervescent
genome (chips) tablets

Universities

APl manufacturers

Biologicals; chemicals:
steroids, folates
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GLobal M&A Outlook

Deal Drivers

Where do we expect deals in the next years? Basically, we see four drivers for dealmaking: cost

synergies; access to innovation and candidate products; access to new geographic markets; and Where do we expect deals in

break-ups and spin-offs to improve the investment story. the next years? Basically, we
see four drivers for dealmaking:

Cost synergies o and ot o

We believe that, in the shorter term, research-driven Pharma companies must further consoli- access to new geographic
date.The dependency of some players, even large firms, on single originals is not sustainable. markets; and break-ups and
And there is simply not enough good innovation to keep all the originators in place. Hence we spin-offs to improve the invest-
expect that in the mid-term, far fewer large players will launch new products— which are devel- ment story.

oped mainly together with smaller, innovative firms.The bulk of the market, however, in terms of
volume will be large, integrated health companies with a global footprint, strong brands and lean
cost structures.

We assume that as soon as the stock markets recover and supply of debt to fund large trans-
actions resumes, a number of large mergers involving mid-sized Pharma companies (revenues
between US$5-20 billion) will take place.

RED Deals

In-licensing and acquisitions will obviously continue to be the prime route for Big Pharma to
fill their pipelines with drug candidates.The ponds in which to fish are the candidate drugs
owned by development-stage Pharma companies (companies with research programs but no
or only little product-related sales). In June, SCRIP counted about 5,600 programs owned by
development-stage Pharma companies. However, the potential of a candidate drug typically can
only be assessed following the first data of phase Il studies.And development-stage biopharma
companies tend to focus all resources on the most advanced (“lead”) candidates, treating the
others as “stepchildren” that are merely dragged along.

Hence the pool of really interesting proj-
ects (lead products in phase Il or beyond)
is much smaller, perhaps 850; and most
of them, one would assume, are already
licensed out to a Big Pharma partner. o
Good new drug candidates are extremely
difficult to find, or, as a Pharma execu-
tive put it:*There can’t be a good Phase I L
product which is not yet partnered — if it
is not partnered it is not good.”

Drug development projects performed by companies without product-related sales

3500

2500
2000

Our expectation for the near 7500
future: -
We believe that mid-stage drug candidates
will remain very much in demand, with
very high valuations paid in licensing or 0
M&A deals. However, targets will have to

face extreme scrutiny of their scientific ™ Lsad compound of company Addtional pipeline
and pharmaeconomic merits, and must hit

the right timing.

500

Pre- clinical Phase 1 Phase 2 Phase 3

SCRIP, July 22, 2011
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ccess 1o new geographic markets

Through observation and our own case work we know that Pharma companies are
aggressively pursuing acquisition strategies in emerging markets. However, the issue is
that opportunities are scarce — everybody is going there — and valuations are high. One
way to get around this challenge is to acquire Western Pharma companies that have
established a foothold in emerging markets, as did Takeda with Nycomed, or Valeant with
PharmaSwiss.

Our expectations for the near future:

China: Most large Chinese Pharma companies are still state-owned. The Chinese gov-
ernment appars to cause the domestic Pharma companies to merge before Big Pharma
starts acquisitions. We expect inbound M&A activity to remain at low levels, both in
number and size of deals.

India: In the past years, Big Pharma companies have acquired or partnered with the
top-ranked Indian players for access to this fast-growing market. In 201 I, fearing drug
price increases due to lower generic competition, the Indian Government contemplated
restricting acquisitions of domestic generic drug manufacturers; however the regulations
were not enacted.With the Indian Pharma market growing rapidly and consistently, and
no restrictions for FDI in place, we expect in the mid-term future a number of cross-
border deals.”

Latin America: We expect continuous consolidation within the region, driven by
higher regulatory standards and the professionalization of drug approval processes, along
with more stringent enforcement of patent laws. In Brazil, Mexico and Colombia, the Big
Pharma companies are generally under-represented, hence more inbound M&A activity is
to be expected.

Improving the investment story

Compared to other industries, Pharma companies still
have room to optimize their capital and cost structure.
To address the effects of market contractions and
pressure on margins, Pharma companies will be forced
to focus on core competences and assets of strategic
importance.

Our expectations for the near future:

In the mid-term, we expect more break-ups like Abbot’s.
For all Pharma companies, we expect more spin-offs/
outsourcing of non-essential functions to service pro-
viders, as well as optimization of production asset bases.
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“In China, we expect inbound
M&A activity to remain at low
levels, both in number and size
of deals.”

“With the Indian Pharma
market growing rapidly and
consistently, and no restrictions
for FDI in place, we expect in
the mid-term future a number
of cross-border deals”

“In Brazil, Mexico and Colom-

bia, the Big Pharma companies
are generally under-represent-

ed, hence more inbound M&A

activity is to be expected.”
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