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Overall Market Results

Close Return Annualized Volatility Average Volume (m)
03/31/2009 1 Month 3 Month 6 Month 9 Month 12 Month 3 Month 6 Month 3 Month 6 Month
MSCI World Index 805.2 7.2% -12.5% -31.9% -42.6% -44.0% 34% 42% 7471 7785
MSCI World Healthcare Index 79.3 5.5% -11.0% -21.1% -23.5% -24.1% 25% 32% 193 207
S&P 500 797.9 8.5% -11.7% -31.6% -37.7% -39.7% 48% 52% 1406 1374
Nasdaq Composite 1528.6 10.9% -3.1% -26.9% -33.3% -32.9% 49% 52% 780 831
Nasdaq Biotech Index 682.81 5.4% -6.4% -18.3% -13.9% -12.6% 40% 44% 48 52
Philadelphia Drug Index 144.54 7.9% -12.6% -18.4% -18.2% -18.5% 32% 38% 49 49
S&P Pharmaceutical Index 245.22 9.5% -8.6% -14.7% -15.2% -17.8% 34% 39% 49 48
Russell 2000 Healthcare 207.14 6.5% -11.6% -29.8% -24.0% -24.7% 48% 48% 42 45
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Growth p.a. 2008-2012E

Sales EPS PEO9E EV/Sales09E COGS
Pharmaceuticals 2-4% 6-8% 9.3x 2.2X 15-25%
Sp.Pharma & Gen 10-15% 15-20% 11.6x 1.6x 25-55%
Biotechs 15-20% 20-25% 19.4x 4.3x 10-20%
Medtech 10-15% 15-20% 14.1x 2.2X 20-40%

Based on S.A.M. estimates / Median Numbers
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The 2010 fiscal budget provides some concr ete elements
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Thingsarelooking up
)
&
! 18 4
)
) y +
? =7 F
7 D 1 D
)
+ 16 G 7-
7 #

First Quarter 2009 Page 3



[
5% SECTORAL ASSET MANAGEMENT Newsletter

Targeting Bone Remodeling:
Novel Treatmentsfor Bone Disease
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Figure 1 The sequence of bone remaodeling in healthy individuals. Remodeling Is initiated when osteoclasts
are activated, resorb bone and create resorption cavities. Resorption is followed by osteohlast activation
and formation of ostecid, which then fills in the resorption cavity. This active process is the target of
pharmaceutical agents that affect bone resorption and formation. Abbreviations: BRU, bone remodeling unit;
CL, cement ling; LG, lining cells; OB, ostaoblast; OC, osteoclast; OS, osteoid.
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Osteoporosis: burden of disease
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Current treatmentsfor osteopor (OS]
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Class Brand Name Drug Company Administration
Bisphosphanate Fosamax alendronate Merck Oral, once daily or once weekly
Actonel risedronate Sanofi Oral, once weekly or once monthly
Boniva ibandronate GSK-Roche Oral, once monthly
IV, once every 3 months
Reclast zoledronate Novartis IV, once yearly
(Aclasta ex-US)
Parathyroid hormone  Forteo teriparatide Eli Lilly Subcutaneous injection, once daily
Selective Estrogen Evista raloxifene Eli Lilly Oral, once daily
Receptor Modulator
Estrogen/HRT Premarin estrogen Wyeth
Calcitonin Fortical calcitonin Upsher-Smith Oral, once daily
Miacalcin calcitonin Novartis Nasal spray, once daily
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$235, 6% $570, 13%
$644, 16% B Bisphosphonates
$1,774, 40% $568, 13% OPTH
0O SERMs
$568, 14% O Calcitonin
’ $2,497, 64% B Denosumab
$230, 5% $1,280, 29%
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The RANK/RANK-L pathway - 1:6
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Denosumab: a novel treatment for osteoporosis
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Reduction in fracture 1 H = JC
Drug Vertebral Hip Non-vertebral >
Denosumab 68% 40% 20% !
Fosamax 48% 51% 20%, NS - &
Actonel 41-49% 30% 39% 6 / | 0!
Reclast 70% 41% 25% / | ) "
Evista 30-50% -9
Forteo 65% 53%
NS=non-significant
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Condition Patient Population N Datarelease Primary endpoint
Osteoporosis Osteoporosis 7868 Presented at ASBMR 2008 Reduction in vertebral and non-vertebral/hip
fractures at 3 yrs
Osteopenia Osteopenia 332  Published J Clin Endocrinol Increase in lumbar BMD at 24 mos
Metab. June 2008 Met all secondary endpoints
Osteoporosis Transition from Fosmax in pts with 504 Positive topline data Superiority on hip BMD at 12 mos (80% higher)
low bone mass despite Fosamax announced May 2008 Met all secondary endpoints
Osteoporosis Active comparator trial vs Fosamax 1189 Positive topline data Superiority on hip BMD at 12 mos (40% higher)
reported Jan 08 Met all secondary endpoints
Breast Cancer Treatment Treatment of bone loss with 252 Published JCO Oct 2008 Lumbar BMD at 1 yr
Induced Bone Loss aromatase inhibitor therapy Met all secondary endpoints
Breast Cancer Treatment  Prevention of fractures in patients 2800 Expected 2012 Time to 1st clinical fracture
Induced Bone Loss on aromatase inhibitors
Prostate Cancer Treatment Treatment of bone loss with 1468 Positive top-line data Lumbar BMD, met secondary endpoints incl.
Induced Bone Loss androgen-deprivation therapy presented July 2008 >50% reduction in new vertebral fractures
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Denosumab for the treatment and prevention of bone metastases
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Condition N Comparator  Timeline for data Primary endpoint .
Breast Cancer 2049 Zometa Q3'09
Multiple myeloma/ 1779 Zometa Q4'09 Time to 1st SRE, non- )
solid tumors inferiority to Zometa
Prostate cancer 1870 Zometa 2010
Prostate Cancer 1435 Placebo 2010 Time to first
metastasis
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Denosumab: commer cial potential
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Other clinical candidates targeting RANKL
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Sectoral Asset Management
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