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Lilly Investment Community Update
Agenda

8:35 am John Lechleiter, Ph.D. Introduction

8:50 am Derica Rice Commercial & Financial

9:30 am General Management Business Q&A Panel

10:10 am - - Break - -

10:30 am Steven Paul, M.D. Research & Development

Tom Bumol, Ph.D. Biotech strategy & pipeline

Eric Rowinsky, M.D. ImClone pipeline

12:00 pm R&D Management R&D Q&A Panel

12:40 pm John Lechleiter, Ph.D. Closing

12:45 pm - - Lunch - -
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SEC Disclosure
During this investment community meeting, we anticipate making forward-looking 
statements that are based on management's current expectations, but actual results may 
differ materially due to various factors.  There are significant risks and uncertainties in 
pharmaceutical research and development.  There can be no guarantees with respect to 
pipeline products that the products will receive the necessary clinical and manufacturing 
regulatory approvals or that they will prove to be commercially successful.  The 
company's results may also be affected by such factors as competitive developments 
affecting current products; rate of sales growth of recently launched products; the timing 
of anticipated regulatory approvals and launches of new products; other regulatory 
developments and government investigations; patent disputes and other litigation 
involving current and future products; the impact of governmental actions regarding 
pricing, importation, and reimbursement for pharmaceuticals; business development 
transactions; changes in tax law; asset impairments and restructuring charges and the 
impact of exchange rates.  For additional information about the factors that affect the 
company's business, please see the company's latest Form 10-K, filed March 2008, and 
Form 10-Q filed November 2008.  The company undertakes no duty to update forward-
looking statements.

In addition, the information we provide about our products and pipeline is for the benefit 
of the investment community.  It’s not intended to be promotional, and is not sufficient for 
prescribing decisions.
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John Lechleiter, Ph.D.

President and Chief Executive Officer



Eli Lilly and Company Investment Community Meeting  December 11, 2008
Not for promotional use

7



Eli Lilly and Company Investment Community Meeting  December 11, 2008
Not for promotional use

8
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Derica Rice

Senior Vice President and Chief Financial Officer
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Setting the Stage

Trends
• WW Volume Growth
• Operating Leverage
• Regional Growth
• NILEX movement

Key Products
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Trends
Volume driven sales growth

Price Rate Volume Total
Pharma

US 4% n/a 5% 9%
Europe -1% 13% 6% 19%
Japan -4% 11% 4% 12%
ROW -2% 8% 7% 13%

Total Pharma 2% 5% 5% 12%

Animal Health 1% 3% 11% 15%

Total Lilly 2% 5% 6% 12%

September YTD (pro forma)

13%

7%

-4%

7% 5% 3% 3%
7% 6%

2%
2% 4%

4%
1%

2%1%

0%

0%

2000 2001 2002 2003 2004 2005 2006 2007 YTD 08

Volume Pr ice

Strong volume growth across all geographies;
despite the impact of generics in Canada and Germany

Note: Numbers may not add due to rounding

WW growth from volume and price2008 Price/Rate/Volume Analysis
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Trends
Operating leverage and improvement in gross margin percent
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Pfizer -14.7 -1.0 5.3 3.6 -8.6
Glaxo -9.5 -0.6 2.5 6.8 -5.8
Sanofi-aventis -6.7 1.1 3.1 10.4 -0.9
Novartis -10.3 8.9 10.8 6.8 -0.7
AstraZeneca 3.5 -0.3 16.2 9.5 3.7
J&J 1.1 0.7 4.8 7.9 1.5
Roche 7.9 12.2 3.7 8.2 9.1
Merck 5.3 5.8 6.6 5.5 5.6
Abbott 4.2 14.1 11.2 5.4 6.4

Lilly 11.8 6.5 9.6 7.5 10.4

Regional avg. 1.5 5.3 9.7 4.6 4.2

Trends
Growth across regions; 12 months ending June 2008

Major Pharm-
USA Europe erging* Japan Global

Source: IMS MIDAS
* Excludes Russia and China 
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Trends
Volume growth of key brands outstripping segment

U.S.

EU

Japan
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n.m.

n.m. n.l.n.m.n.l.

n.m.: not meaningful
n.l.: not launchedSource: U.S. – IMS monthly NPA; EU and Japan – IMS MIDAS 

Moving Annual Total Growth Rate
(12 months ended June 2008)
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Trends
Robust movement in New Indication and Line Extensions

Advanced to next stage since December 2007

Launched in 2008

Forteo
Back pain

Alimta
Head & neck

Exenatide
Once weekly

Alimta
Locally advanced
NSCLC

Prasugrel
Med mgmt ACS

Cymbalta
Chronic pain (US)

Cialis
BPH

Dirucotide
Rel rem MS

Forteo
transdermal

Enzastaurin
10 indications

Tasisulam
3 indications

Alimta 
1st line NSCLC (EU, US)

Cymbalta
Fibromyalgia (US)

Cymbalta
GAD (EU)

Cialis
OAD (US) 

Forteo
GIOP (EU)

Forteo
2.0 pen (EU, US)

Humalog
KwikPen (EU, Japan)

Olanzapine
LAI (EU)

Olanzapine
LAI (US)

Symbyax
TRD (US)

Cialis
PAH (US, EU, Japan)

Byetta
Monotherapy (US)

Alimta
NSCLC maint (US, EU)

Humalog ILPS
Diabetes (EU)

Forteo
GIOP (US)

Phase 2Phase 2 Phase 3Phase 3 SubmittedSubmitted ApprovedApproved

in US
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Product Performance
Volume contributions distributed across portfolio

-1.0% -0.5% 0.0% 0.5% 1.0% 1.5% 2.0% 2.5% 3.0%

All Other
Zyprexa

Actos
Forteo

Humulin
Gemzar

Byetta
Animal Health

Cialis
Humalog

Alimta
Cymbalta

Sum of bars equals YTD WW
pro forma volume growth of 6%

Contribution to Sept YTD Worldwide Volume Growth
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Cymbalta
Gaining share versus branded competitors in the U.S.
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Lexapro

Effexor  XR

Cymbalta

Pr istiq

Cymbalta performing well versus 
branded competition;

passed Effexor XR in NRx

Source: IMS weekly NPA 

NRx Share of Market – 4 week moving average
(percent of branded product sales)

Antidepr.
Market 234.9 +6.1 3%

“Off-patent” 168.4 +3.6 2%

Cymbalta 15.7 +2.5 19%

Other
Promoted
Products* 50.8 -0.1 0%

Product TRx Chg. % Chg.

MAT October 2008
(amounts in millions)

Source: IMS monthly NPA 
* Lexapro, Effexor and Pristiq

Cymbalta performing well in market 
dominated by generics
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Cymbalta
Continued strong OUS uptake
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Mexico South Africa Brazil U.K. Germany Sweden

Earlier launch countries:
• 2 of 6 achieved >3% 

SOM within 2 years

Later launch countries:
• 5 of 6 achieved >3% 

SOM within 2 years
• France on track
• Portugal may be close

Source: IMS MIDAS 
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Cymbalta
Additional momentum from fibromyalgia approval

Lyrica approved 
for fibromyalgia

Cymbalta 
approved for 
fibromyalgia

Source: IMS weekly NPA 

Cymbalta NRx minus Lyrica NRx
(4 week moving average)
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Byetta
Untapped potential

Challenges:
• Establishing Byetta’s efficacy in 

controlling HbA1c with primary care 
physicians

• Addressing concerns regarding 
pancreatitis

Opportunities:
• Increasing utilization with primary 

care physicians

• Potential approval in monotherapy

• OUS launches and uptake

• Inclusion of Byetta in ADA and 
EASD type 2 diabetes treatment 
guidelines

Challenges remain to be addressed, however
long-term opportunity is still substantial
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Humalog
Accelerating growth

U.S. TRx Growth Rate
(trailing 4 weeks vs. prior year)
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(monthly TRx, NPA, all channels)

Source: IMS weekly NPA 
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Cialis
Continued strong OUS performance

OUS, 
$684.5 , 

64%

US, 
$391.2 , 

36%

2008 Sept YTD Sales
100% = $1.1 billion
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France $ SOM

Levitra

Cialis

Viagra

Cialis On-Demand

Cialis Once-Daily
Country Cialis Viagra Levitra
Brazil 45.9% 36.7% 11.7%
Germany 43.1% 38.9% 18.0%
U.K. 30.4% 62.0% 7.6%
Italy 48.5% 36.8% 14.8%
Mexico 48.7% 34.0% 17.2%
Canada 41.4% 50.5% 8.1%
France 60.9% 26.1% 12.9%
Spain 38.6% 37.8% 23.5%

August 2008 USD SOM

Note: Countries ranked by ED market size
Source: IMS MIDAS

Source: IMS MIDAS 
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Cialis
U.S. SOM gains steadily increase

52.9%
58.4%

31.6%
26.7%
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Cialis
New indications

• 40mg once daily achieved 
clinically significant functional 
improvements (6MWD)

• Data presented at ESC in 
August and CHEST in 
September

• Publication pending

• Submitted in US, Japan, 
Europe, Canada and Mexico

Tadalafil 2.5mg p<.05 at week 4, 8 and 12, and 
Tadalafil 5, 10, and 20 mg p<.001 for Weeks 4, 8, 
and 12 compared to placebo (Ancova analysis)

Clinically 
meaningful
improvement

-7

-6

-5

-4

-3

-2

-1

Baseline Week 4 Week 8 Week 12

Mean Change in Total IPSS Score from 
Baseline to Endpoint

Placebo
Tad 2.5
Tad 5.0
Tad 10.0
Tad 20.0

Benign Prostatic Hyperplasia (BPH)Pulmonary Arterial
Hypertension (PAH)
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Alimta
Strong commercial performance

L L + 1 L + 2 L + 3 L + 4

Alimta*

Camptosar

Gemzar

Taxotere

Xeloda

Eloxatine

Cumulative Sales

Years from 1st Geographic Launch

30%

41%

23%

34%

24%

7%

9%

16%

18%

WW

ROW

Japan

Eur ope

US Per formance
Rate

Sept YTD Sales Growth

* L+4 for ALIMTA represents Q1-Q3 2008 only
Sources: IMS MIDAS
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Alimta
Driving continued growth

Indication
Phase 1 Phase 2 Phase 3

NSCLC
Subm. Approved

Head & Neck Cancer

1st line 

Maintenance

2nd line

Locally advanced

Earlier stage

Regimens including Alimta 
followed by Alimta maint.

Across the industry, 17 on-going Phase 3 NSCLC trials with 
Alimta, including combinations with targeted agents

S
ta

ge
 o

f d
is

ea
se

Tailoring: 
indicated for 

nonsquamous 
cell histology

1st line > Maint.

PROCLAIM
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Animal Health
Poised to deliver double-digit earnings growth through YZ

1. Intevet/SGP $2.7
2. Pfizer 2.6
3. Merial 2.4
4. Bayer 1.2
5. Fort Dodge 1.0
6. Elanco 1.0

Elanco market positions:
• #5 overall animal health company
• #1 in feed additive segment
• #1 in dairy segment
• Entering companion animal segment
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2007 Sales Growth Rate
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) Companion Animal Segment:

• Largest and fastest growing 
market segment

• Comfortis (flea control) achieved 
5% SOM in first full year

• Expect to launch 4 new products in 
the next three years; US and OUS

Market Sales and Growth (Vetnosis)

Industry Ranking (2007; Vetnosis)

Elanco w/
Posilac
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Zyprexa
Providing a stable base
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U.S. Kg. Growth Rates
Year on Year 3 Month Moving Average

Source: IMS Provider Perspective

OUS fundamentals strong:

• Cash SOM leader

• Excluding FX, Canada 
and Germany 8% YTD 
growth

• Japan and emerging 
market growth oppty.

• Zyprexa LAI approved in 
Europe and New Zealand
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• Using strong cash flow and balance sheet to prepare 
for Years YZ and to drive future growth

• In 2008, invested $7 billion in external innovation
– 3 acquisitions

o ImClone Systems
o Posilac
o SGX

– 4 in-licensing deals
o BioMS Medical
o Deciphera Pharmaceuticals
o Transition Therapeutics
o Transpharma Medical

• Aggressive pace to continue

External Innovation
Using financial resources to drive future growth
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Financial Strength
Solid credit rating and continued strong cash flow

$4.0

$5.2 $4.9

2006 2007 Sept YTD 2008

Operating Cash Flow
USD in Billions

Johnson & Johnson Aaa P1
Pfizer Aa1 P1
Novartis Aa2 P1
Merck Aa3 P1
Lilly A1 P1
Abbott A1 P1
GlaxoSmithKline A1 P1
Bristol-Myers A2 P1
Wyeth A3 P2
Schering-Plough Baa1 P2

Company LT ST

Moody’s Debt Ratings
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2008 Guidance – Pro Forma Non-GAAP
Excluding impact of ImClone acquisition

Earnings per Share $3.97 - $4.02
EPS Growth 12% - 14%

Sales High-single to low-double digits

Gross Margin Substantial improvement

Mktg., Selling & Admin. High-single digits
Research & Devt. High-single to low-double digits

Operating Expenses High-single digits

Other Income Approximately $50 million

Effective Tax Rate Approximately 22%

Capital Expenditures $1.1 billion
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Key Events in 2009

Opportunities
• Launch of prasugrel

• NILEX launches: Zyprexa long-acting injection, Alimta 
maintenance, Byetta monotherapy and Cialis PAH

• Additional indications for ERBITUX

Challenges/Uncertainties
• Gemzar generics OUS

• Weakening foreign currencies

• US healthcare reform
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2009 Guidance – Pro Forma Non-GAAP
Excluding impact of ImClone acquisition

Earnings per Share $4.35 - $4.55
EPS Growth 8% - 15%

Sales Low-single digits

Gross Margin Substantial improvement

Mktg, Selling & Admin. Flat to low-single digits
Research & Devt. Low-single digits

Operating Expenses Flat to low-single digits

Other Income Less than $75 million

Effective Tax Rate Approximately 22%

Capital Expenditures $1.1 billion (flat vs. 2008)

Cash Flow Continued strong
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• $6.5 billion purchase price

• Estimated allocation of purchase price
– $4.3-$4.7 billion in IPR&D
– ~$1 billion in intangibles, approx.10 year amortization
– <$500 million in goodwill (not amortized)
– ~$750 million in other tangible net assets

• Funding
– Initially, commercial paper and cash
– Eventually, $2-$3 billion in debt and $3.5-$4.5 billion in cash

• Will recognize lower amount of deferred revenue

• Will fully fund R&D pipeline
– Analyst quote: “[Our] Biotech team’s IMCL R&D forecasts assumed that 

pipeline products would be partnered. Therefore, we’ve increased our cost 
assumptions…”

• Modest amount of synergies from SG&A

ImClone Acquisition
Financial considerations
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EPS Impact of ImClone Acquisition

Lilly – Base $3.54 $3.97-$4.02 12%-14% $4.35-$4.55 8%-15%

ImClone dilution ~$(0.30-0.35)

Lilly – Total $4.00-$4.25

ImClone dilution
(pro forma)

Lilly – Total
(pro forma)

2007 USD % Chg. USD % Chg.

2008 2009

Non-GAAP

To be provided with the Q4 
earnings release Jan. 29, 2009
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Loss per  Share (r epor ted) $(1.56) to $(2.06)

Impact of ImClone Systems acquisition (primarily IPR&D) 4.05 -  4.50

Charge related to Zyprexa investigations 1.33

Asset impairments and restructuring charges (included in
asset impairments, restructuring and other special charges) .25

In-process research & development charges associated with
SGX acquisition (2008), ICOS, Hypnion and Ivy acquisitions
(2007) and in- l icensing transactions with BioMS and
TransPharma (2008) and OSI, MacroGenics and
Glenmark (2007) .10

Asset impairments (included in cost of sales) .04

Benefit from resolution of IRS audit (.19)

EPS (non-GAAP) $3.97 to $4.02

2008 
Expectations

Reconciliation to 2008 GAAP Guidance
Including impact of ImClone acquisition
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Summary

• 12% – 14% non-GAAP EPS growth in 2008

• 8% – 15% non-GAAP EPS growth in 2009

• Between 2007 and 2011:
– Low-double digit compound annual EPS growth
– Volume-driven sales growth
– Operating leverage
– Improved productivity
– Reduced headcount
– Financial strength used to source innovation

• At least 10 Phase 3 compounds by 2011

• Launch 1 product per year 2009-2012, 
increasing to 2 products per year by 2013
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Lilly Investment Community Update
Agenda

8:35 am John Lechleiter, Ph.D. Introduction

8:50 am Derica Rice Commercial & Financial

9:30 am General Management Business Q&A Panel

10:10 am - - Break - -

10:30 am Steven Paul, M.D. Research & Development

Tom Bumol, Ph.D. Biotech strategy & pipeline

Eric Rowinsky, M.D. ImClone pipeline

12:00 pm R&D Management R&D Q&A Panel

12:40 pm John Lechleiter, Ph.D. Closing

12:45 pm - - Lunch - -
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Lilly Investment Community Update
Agenda

8:35 am John Lechleiter, Ph.D. Introduction

8:50 am Derica Rice Commercial & Financial

9:30 am General Management Business Q&A Panel

10:10 am - - Break - -

10:30 am Steven Paul, M.D. Research & Development

Tom Bumol, Ph.D. Biotech strategy & pipeline

Eric Rowinsky, M.D. ImClone pipeline

12:00 pm R&D Management R&D Q&A Panel

12:40 pm John Lechleiter, Ph.D. Closing

12:45 pm - - Lunch - -
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Lilly Investment Community Update
Agenda

8:35 am John Lechleiter, Ph.D. Introduction

8:50 am Derica Rice Commercial & Financial

9:30 am General Management Business Q&A Panel

10:10 am - - Break - -

10:30 am Steven Paul, M.D. Research & Development

Tom Bumol, Ph.D. Biotech strategy & pipeline

Eric Rowinsky, M.D. ImClone pipeline

12:00 pm R&D Management R&D Q&A Panel

12:40 pm John Lechleiter, Ph.D. Closing

12:45 pm - - Lunch - -



Steven Paul, M.D.

Executive Vice President, Science and Technology
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Pricing
Pressures

Rising
R&D
Costs

Too Few
NCEs

Longer
Development

Times
Shorter

Exclusivity

Margins    $$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$$  Margins

Biological
Breakthroughs

Safety

Aging
Population

Improvement
Upon Existing

Therapies

Emerging
Economies

New R&D
Approaches

Summary of Forces Acting on the Industry
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Nature Reviews Drug Discovery, February 2008
The number of Biologic License Applications comprises biologics transferred from the Center for Biologics Evaluation 
and Research to the Center for Drug Evaluation and Research.

56       45      37       38       29       29       24       27       36       20       22       19

Number of Innovative Drugs Approved
Approvals in 2007 lowest single-year total since 1983
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Patent Life Longevity
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Length of Market Exclusivity is Decreasing

Sources: Electronic Orange Book, Approved Drug Products, FDA, December 21, 2001; IMS Generic Spectra; American Intellectual Law 
Association, Testimony of Michael Kirk on H.R. 400 before House Subcommittee on Courts and Intellectual Property, February 26, 1997.
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Source: UN, World Population Prospects: 2002 and 2006 Revisions, and World Urbanization Prospects: 2001 Revision

65.4

World population over 40 years old
Millions

4,262

3,083

1,789

20502000 2025

~2.4x

Avg. life 
expectancy

70.2 74.3

• 21% of the world population   
will be 60+ years old in 2050  
(vs. 10% in 2000)

• ~4.5x increase in 80+ years 
old (vs. only 7% in under-30 
age groups) between 2000 
and 2050

• ~3 billion more consumers 
by 2050 (~50% of worldwide 
population in 2000)

Aging and Growing Population
Driving demand
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78

60

58

58
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54

51

48

48

46

44

38

28

22Oncology

Alzheimer’s

Incontinence

Hepatitis C

Osteoporosis

Migraine (prophylaxis)

Rheumatoid Arthritis

Migraine (acute)

Diabetes

Asthma

Cardiac Arrhythmias

Schizophrenia

Depression (SSRI)

Analgesics (Cox2)

*% of patients that achieve a clinically significant response (definition of response varies by disease state) at steady state (e.g., several courses of therapy)
Source: Paul Waring, Genentech; Felix Frueh, CDER; ParexelR&D Statistical Sourcebook 2007/2008 

Average response rate* to current drug treatments
Percent

Low response rates to 
existing treatments

Continued unmet needs even where 
response rates are high

Many conditions (e.g., 
cancer, Alzheimer ’s) remain 
largely unsolved

Continued Unmet Need
Many medical and lifestyle issues remain unsolved
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CCT
VtspWIPP

×
××a )(

Appropriate

Work in 
Progress

Increase
Probability 

of Technical 
Success

Increase
Value of 
pipeline

Decrease

Cycle time

Reduce 
Cost per 
clinical 

candidate

R&D Productivity Relationship
Levers to increase productivity
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From: FIPCO:
• Functional outsourcing 
• Indiana-centric
• Centralized decision making
• LLY funds, absorbs all risk, 

control

To FIPNet:
• Integrated global capacity

(continued outsourcing with greater coordination)

• Global portfolio network
• Common R&D goals, local execution
• Shared risk/reward
• Variety of deal structures, coordination mechanisms

��� ��

�

� �
�

�

�
�

�
�

� �

�

FIPCO to FIPNet Transition
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Target Candidate POC Launch

Attracting and Acquiring External Innovation

Sharing Risk and Effort

FIPNet – Casting a Wider Net
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• According to benchmarking data, 
on average, Chorus reaches POC* 
12 mos. earlier than and at half the 
cost of industry competitors.  

• Internal data suggest that Chorus 
can drive down the cost to proof of 
concept from an industry average 
of $30 million to $5 million.  

• Because Chorus has helped 
establish POC prior to Phase 2,   
we estimate that collectively our 
current Phase 2 portfolio has 
increased the probability of 
technical success, or p(ts), by 
nearly 50%.

Phase 1/2 Phase 3 LaunchDiscovery

Asset flow

CS PoC

Chorus

Lilly Research Laboratories

CS = Candidate Selection
PoC  = Proof of Concept

*POC =  pharmacodynamic, biomarker, surrogate and/or 
clinical outcome data that demonstrate likely drug 
efficacy or lack of safety liability; i.e.; data that change 
probability of technical success >15%

External Innovation Example
Chorus
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• JV with Jubilant extends the Chorus model in the 
emerging Indian marketplace

• Lilly provides assets to be advanced to POC and 
receives right of first negotiation on non-Lilly assets 
developed by the JV

• Benefits:
– access to external innovation
– lower-risk advancement of Lilly assets

External Innovation Example
Vanthys
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cancer

Phase 1

obesity

atherosclerosis

LY2599506

diabetes

Gem prodrug
cancer

Eg5 inhibitor
cancer

TGF bbbb inhibitor
cancer

iGluR5 antag
pain

cancer

cancer

Phase 2

eIF-4E ASO
cancer

GLP-1 PEG
diabetes

GLP-1 Fc 
diabetes

IL-23
mult sclerosis

TGF bbbb antibody
CRD

OpRA
alcohol dependosteoporosis

osteoporosis

migraine

hot flashes

BPH

LY2624803
insomnia

NERI
depression

diabetes

BAFF Ab
RA

agitation 
in Alz’s

Tasisulam 2 

NSCLC

Phase 3 Reg Review

Prasugrel 
PCI

Arxxant 
DR

NK-1 Antag
alcohol depend

osteoporosis

IL-17 Ab
RA

Basal insulin
diabetes

Survivin ASO
prostate cancer

CD20 antibody
NHL

mGlu2/3 pro II
schizophrenia

Solanezumab 1

Alzheimer’s

Teplizumab
diabetes

Semagacestat 3

Alzheimer’s

Enzastaurin
DLBCL

Dirucotide
sec prog MS

Arzoxifene
OP, BCRR

TT-223
diabetes

cancer osteoporosis

obesity

schizophrenia

alcohol 
depend

cancer

cancer diabetes

Alzheimer’s

IL-1ß Ab
diabetes

obesity

New Chemical Entity (NCE)

New Biotech Entity (NBE)

Advanced since Dec. 2007

Attritted

Advanced 2 clinical phases

1 Aß Antibody
2 ASAP
3 Gamma Secretase Inhibitor

Lilly Portfolio – NME and NBE Pipeline
December 31, 2008 (projected)
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Note: For consistency, WIP numbers taken from mid-year reviews; not year-end numbers

Between 2004 and 2011, we 
project NME WIP to more 

than triple. 

NMEs in Clinical Development – WIP
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Trends
Robust movement in NILEX

Advanced to next stage since December 2007

Launched in 2008

Forteo
Back pain

Alimta
Head & neck

Exenatide
Once weekly

Alimta
Locally advanced
NSCLC

Prasugrel
Med mgmt ACS

Cymbalta
Chronic pain (US)

Cialis
BPH

Dirucotide
Rel rem MS

Forteo
transdermal

Enzastaurin
10 indications

Tasisulam
3 indications

Alimta 
1st line NSCLC (EU, US)

Cymbalta
Fibromyalgia (US)

Cymbalta
GAD (EU)

Cialis
OAD (US) 

Forteo
GIOP (EU)

Forteo
2.0 pen (EU, US)

Humalog
KwikPen (EU, Japan)

Olanzapine
LAI (EU)

Olanzapine
LAI (US)

Symbyax
TRD (US)

Cialis
PAH (US, EU, Japan)

Byetta
Monotherapy (US)

Alimta
NSCLC maint (US, 
EU)

Humalog ILPS
Diabetes (EU)

Forteo
GIOP (US)

Phase 2Phase 2 Phase 3Phase 3 SubmittedSubmitted ApprovedApproved

in US
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• Prasugrel remains under review by both the FDA and EMEA

• Promising new data presented in 2008 detail benefits of 
prasugrel in both the overall trial population as well as the pre-
specified sub-populations

• New data disclosures further support Lilly’s belief that 
prasugrel is a compelling option for patients, physicians, and 
payers.

• Data package positions prasugrel to become an important 
treatment option for patients with ACS undergoing PCI

• Prasugrel data demonstrated:  
– Very efficient generation of active metabolite
– More rapid onset of action 
– Higher inhibition of platelet aggregation

Prasugrel
Overview
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• Stent thrombosis often results in MI 
or death that could occur within 24 
hours, within 30 days, or as late as 
one year after stent placement

• Patients treated with prasugrel had 
a highly significant 52% reduction
of relative risk of stent thrombosis, 
from day 0 to day 450

• Reduction of risk within 30 days 
(59%) and reduction of risk beyond 
30 days and out to 450 days (40%)

• Overall, from day 0 to day 450, the 
benefit was observed in both bare 
metal and drug eluting stents
Wiviott SD et al. Lancet 2008;371(9621):1353-1363

Prasugrel
Stent thrombosis
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Wiviott S et al.  NEJM 2007; 357:2001-2015

• 19% relative risk 
reduction for patients 
treated with prasugrel 
compared to patients 
treated with clopidogrel

• 138 initial cardiovascular 
events were prevented 
with prasugrel, compared 
to clopidogrel0

5

10

0 90 180 270 360 450

Prasugrel

Clopidogrel

19% RRR
P<0.001

Days after Randomization
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nd
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12.1

9.9

138 events

1
2
3
4

6
7
8
9

11
12
13

Prasugrel – Primary Endpoint
CV death, nonfatal MI, nonfatal stroke (all ACS cohort)
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Wiviott S et al.  NEJM 2007; 357:2001-2015

• Early benefits – 18% relative risk reduction
• Late benefits – 20% relative risk reduction

Prasugrel
CV death, nonfatal MI, nonfatal stroke (early and late benefits)
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MI – within 3 days 19 0.008

MI – 3 days to end 31 ‹ 0.0001

Stent Thrombosis – within 3 days 51 0.006

Stent Thrombosis – 3 days to end 55 ‹ 0.0001 

uTVR – within 3 days 34 0.047 

uTVR – 3 days to end 35 0.0003

Net Clinical Benefit – within 3 days 15 0.025

Net Clinical Benefit – 3 days to end 13 0.028

Relative Risk 
Reduction (%) p-Value

Major Bleed – within 3 days 22 0.35

Major Bleed – 3 days to end 39 0.036

Relative Risk 
Increase (%) p-Value

• Benefit observed in patients receiving 
prasugrel versus clopidogrel, both 
early and late with MI, stent 
thrombosis and UTVR

• Net clinical benefit composite favored 
prasugrel both early and late during 
the study period

• Non-CABG* major bleeding was not 
statistically significantly different within 
the first 3 days

• Non-CABG major bleeding from day 3 
to the end of the trial was greater for 
prasugrel group, particularly after one 
year

• Increased bleeding was largely 
confined to certain easily-identifiable 
subgroups (those older than 75 years 
and those lighter than 132 pounds)

Antman EM et al. J Am Coll Cardiol 2008;51(21):2028-33

* coronary artery bypass graft 

Prasugrel – Landmark Analysis
MI, stent thrombosis and UTVR
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• 35% reduction in recurrent 
events  among patients 
treated with prasugrel

• Reduction of recurrent 
events persisted over the 
duration of the trial (15 
months)

• Significantly reduced risk 
of CV death after a heart 
attack up to 15 months

Murphy SA, et al. Eur Heart J 2008;29(20):2473-2479

p<0.00168
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• Diabetes is associated with 
multiple cardiac risk factors

• Most patients with diabetes 
succumb to CV disease

• 40% reduction in MI

• 30% reduction in combined 
endpoint: CV death/MI and stroke

• Prasugrel demonstrated better 
efficacy for diabetics with similar 
risk of TIMI major non-CABG 
bleeds

• While net clinical benefit favored 
prasugrel in non-diabetics, an 
even greater advantage was seen 
in the diabetic population 

Improved primary endpoint of CV death, non-fatal MI, or non-fatal stroke

Wiviott S et al.  NEJM 2007; 357:2001-2015
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• ST elevation MI (STEMI) 
refers to patients with a 
more severe form of heart 
attack – as detected by 
electrocardiogram

• 32% risk reduction at 30 
days of treatment

• 21% risk reduction at 15 
months of treatment

• No significant difference in 
TIMI Major non-CABG 
bleeding

Reduced risk of non-fatal heart attack, non-fatal stroke or CV death

12.4

10.0

Prasugrel

Prasugrel

Clopidogrel

Clopidogrel

2.4
2.1

HR 0.79
P=0.0221
NNT=41

CV death/ nonfatal MI/
nonfatal stroke

TIMI Major Bleed 
(non-CABG)
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European Society of Cardiology Congress 2008: Clinical Trial Update
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• TRILOGY 

– ACS Medical Management indication

– Study commenced in June 2008

– 10,000 patients, 800 hospitals in 35 countries

– ACS-PCI plus ACS-Medical Management represents 
approximately 60% of Plavix sales

– Includes a 5 mg dose

– Leverage key lessons from TRITON

Prasugrel
Follow-on indication
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• Offers higher potency and bioavailability than Evista®

• All three indications at launch: osteoporosis prevention, 
treatment, and breast cancer risk reduction

• Two-year FOUNDATION study completed

• Twelve-month NEXT comparator study vs. raloxifene 
completed

• GENERATIONS trial fully enrolled 

• On track for Q4 2009 submission

Arzoxifene
Overview
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• Compared to placebo, 
arzoxifene 20 mg/day 
significantly increased BMD 
and decreased bone turnover 
in postmenopausal women 
with normal to low bone mass 

• Arzoxifene, in women selected 
to have a normal uterus, 
showed uterine safety as 
assessed by endometrial 
biopsies and transvaginal 
ultrasound 

Arzoxifene
Phase 3 data – FOUNDATION

M.Bolognese et al. Arzoxifene and Post Menopausal Women with Normal 
or Low Bone Mass. ASBMR 30th Annual Meeting 2008 (Suppl) (in press)
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• Arzoxifene increased BMD at the 
spine and hip to a significantly 
greater extent than raloxifene 60 
mg/day (Evista) in postmenopausal 
women with osteoporosis 

• No difference in vaginal bleeding, 
and no reports of endometrial 
hyperplasia, polyps, or cancer with 
either treatment through 12 months

• Significantly fewer reports of new or 
worsening hot flashes with arzoxifene 
compared with Evista
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1-Year % Change in BMD

Overall safety profile of arzoxifene vs. placebo, especially regarding infrequent 
events such as VTE, is being assessed in the ongoing GENERATIONS trial

Arzoxifene
Phase 3 data – NEXT

Zanchetta J et al. Arzoxifene versus Raloxifene: 12-month 
Effects on Bone Mineral Density, Bone Turnover Markers, 
and Safety Parameters in Postmenopausal Women with 
Osteoporosis. Osteoporos Int 2009 Jan (Suppl) (in press)
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• Outstanding glycemic control

• Substantial weight loss

• Minimal risk of hypoglycemia

• Convenient once-weekly dosing; no titration

• Lower rates of nausea than shorter-acting 
incretin mimetics

• Well-tolerated injection

Exenatide Once Weekly
Overall clinical profile
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Initial release Sustained release

hydration diffusion degradation erosion

Bartus RT et al. Science. 1998;281:1161-1162

• Technology provides consistent 24-hour 
exposure to exenatide once-weekly

• Avoids peaks in exposure

• These characteristics should produce
– better, more consistent glycemic control
– enhanced tolerability, leading to better compliance 

and improved patient outcomes

Exenatide Once Weekly
Alkermes’ Medisorb® long-acting release technology
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• Reduction in A1c of 2% observed in 
patients taking QW for 52 weeks and in 
those switched from BID to QW

• 52-week data demonstrated a reduction 
in fasting plasma glucose – over 40 mg/dl 
– as was achieved at 30 weeks 

• 4.3 kgs, or 9.5 lbs, reduction in weight in 
BID patients switched to QW
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Exenatide Once Weekly
52-week DURATION-1 study data
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Exenatide once weekly demonstrated superior HbA1c 
control for patients with baseline HbA1c levels > 9%

Time (weeks)

HbA1c � 9%
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-0.5
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Exenatide Once Weekly
30-week DURATION-1 data – A1c reductions
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• We believe current pivotal trial provides safety and efficacy 
data necessary for NDA submission

• Commercial-scale manufacturing completed; material 
introduced into clinical trials

• All three superiority trials have started
– DURATION-2: Head-to-head versus a TZD and a DPP-4 with 

metformin background therapy (enrollment complete)
– DURATION-3: Head-to-head versus Lantus® with background 

oral anti-diabetic therapy (enrollment complete)
– DURATION-4: Monotherapy versus metformin, a TZD or a 

DPP-4 inhibitor (FPV in Q408)

• NDA submission expected by the end of the first half of 
2009; using the extension of DURATION-1

Exenatide Once Weekly
Steps toward commercialization
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• Non-compliance still a significant barrier to effective 
treatment

• Long-acting injections can improve compliance

• Physicians looking for more flexible depot options

• Olanzapine LAI recommended for approval by the 
CHMP in September, approved by the EC in November

• Complete response submitted to FDA this summer; 
FDA review continues

Olanzapine Long-Acting Injection (LAI)
Overview
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• Clinical development on-going

– In Phase 2 studies, the compound was well tolerated 
at all doses tested.

– In Phase 2 studies, a consistent reduction of Ab in 
plasma and a trend for reduction in cerebrospinal fluid 
was demonstrated.

– Additional studies have demonstrated a statistically 
significant effect of LY450139 on rate of Ab synthesis 
in cerebrospinal fluid.  

– Phase 3 studies, IDENTITY 1 and IDENTITY 2, are 
currently enrolling rapidly; approximately 400 subjects 
have been randomized. 

Gamma Secretase Inhibitor
Overview



Eli Lilly and Company Investment Community Meeting  December 11, 2008
Not for promotional use

78

Using a novel 13C 
leucine labeling 
technique developed at 
Washington University, a 
52% decrease in 
synthesis rate of Ab was 
demonstrated following 
a 140 mg dose of 
LY450139 (p < 0.05).  

C
Production of new Ab 1-12 hours
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Different types of biomarker data 
suggest that Ab antibody has 
effects on amyloid plaque
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• CSF A� 42 is significantly 
decreased in Alzheimer’s 
disease

• Antibody treatment dose-
dependently increased the 
CSF levels of A�  (graph)

• This data suggests that 
antibody treatment results in 
improved clearance of the 
“bad” form of A� from brain.

Change in CSF A� 42 after 12 weeks of antibody treatment

Increase in unbound
Ab42 in CSF

Ab Antibody
Biomarker data from Phase 2 study (continued)
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• A large percentage of the deposited A� 42 peptides found in Alzheimer’s brain become 
fragmented during the course of the disease.

• These fragmented forms of A� 42 peptide can serve as a “fingerprint” to determine 
whether a therapy is solubilizing the deposited plaque.

• The dose-dependent increases Plasma and CSF fragmented A� 42 suggests that our 
antibody is beginning to solubilize the deposited plaque.

Dose-dependent increase in
CSF A� 42 “fragment #2”
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• Oral serine / threonine kinase inhibitor

• Phase 3 trial for maintenance therapy for diffuse 
large B-cell lymphoma ongoing
– Events accruing at a slower rate than projected
– Submission now expected in mid-2013

• In Phase 2 trials for hematologic malignancies, 
glioblastoma, prostate, and ovarian cancers

Enzastaurin
Update
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• Resembles both targeted agent and cytotoxic
– Induces apoptosis in cancer cells

• Promising Phase 1 results, followed by 
encouraging Phase 2 responses
– Objective tumor response in 10-15% of patients 

with metastatic melanoma and with platinum-
resistant ovarian cancer

• Currently evaluating strategy for registration 
studies, which could begin in 2009

Tasisulam (ASAP)
Update
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• Depression 
– Potentially be the only SNRI for depression available in the 

U.S. marketplace 
– Expected use as monotherapy or in combination with other 

antidepressants 
– Additional Phase 2 work before the start of Phase 3
– Phase 3 guidance will be provided at later date

• Attention Deficit Hyperactivity Disorder  
– Potential second-generation non-stimulant ADHD 

medication
– Expected to achieve better and more consistent efficacy 

through improved pharmacokinetic properties 
– Projected to enter Phase 2 studies for ADHD in the second 

half of 2009 

NERI
Selective norepinepherine reuptake inhibitor (SNRI)
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cancer

Phase 1

obesity

atherosclerosis

LY2599506

diabetes

Gem prodrug
cancer

Eg5 inhibitor
cancer

TGF bbbb inhibitor
cancer

iGluR5 antag
pain

cancer

cancer

Phase 2

eIF-4E ASO
cancer

GLP-1 PEG
diabetes

GLP-1 Fc
diabetes

IL-23
mult sclerosis

TGF bbbb antibody
CRD

OpRA
alcohol dependosteoporosis

osteoporosis

migraine

hot flashes

BPH

LY2624803
insomnia

NERI
depression

diabetes

BAFF Ab
RA

agitation 
in Alz’s

Tasisulam 2 

NSCLC

Phase 3 Reg Review

Prasugrel 
PCI

Arxxant 
DR

NK-1 Antag
alcohol depend

osteoporosis

IL-17 Ab
RA

Basal insulin
diabetes

Survivin ASO
prostate cancer

CD20 antibody
NHL

mGlu2/3 pro II
schizophrenia

Solanezumab 1

Alzheimer’s

Teplizumab
diabetes

Semagacestat 3

Alzheimer’s

Enzastaurin
DLBCL

Dirucotide
sec prog MS

Arzoxifene
OP, BCRR

TT-223
diabetes

cancer osteoporosis

obesity

schizophrenia

alcohol 
depend

cancer

cancer diabetes

Alzheimer’s

IL-1ß Ab
diabetes

IMC-1121B
breast cancer

IMC-A12
breast cancer

IMC-11F8
CRC

IMC-18F1
cancer

IMC-3G3
cancer

obesity

New Chemical Entity (NCE)

New Biotech Entity (NBE)

ImClone NBE

1 Aß Antibody
2 ASAP
3 Gamma Secretase

Lilly Portfolio – NME and NBE Pipeline
December 31, 2008 (projected); including ImClone

Advanced since Dec. 2007

Attritted

Advanced 2 clinical phases
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Potential Launches 2012-2015

Neuroscience

• Dirucotide

• iGluR5

• LY2624803

• mGlu2/3 pro

• NERI

• Semagacestat

Endocrine

• GLP-1 Analog 

• Teplizumab

Inflammation/ 
Immunology

• BAFF Antibody

• IL-17 Antibody

• IL-23 Antibody

Oncology

• Enzastaurin

• Gem Prodrug

• IMC-1121B

• IMC-11F8

• IMC-A12

• Tasisulam
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Thomas F. Bumol, Ph.D

Vice President, Biotech Discovery Research
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Why Is Biotechnology Important for
Sustaining Pharmaceutical Innovation?

• Higher rates of R&D success - 25+ year product history

• Significant proven innovation on disease targets not 
specifically accessible to small molecule intervention

• Protein engineering enables true therapeutic design to 
optimize patient outcomes

• Different product life cycles are possible
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Lilly Has Over Eight Decades of 
Experience in Biological Therapies

Humulin was the first recombinant DNA-based
therapy in the world – Launched in 1982
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• Today Lilly is the fifth-largest bioproduct company (by 
total biotherapeutics sales)

• Many first-in-class molecules but a historic discontinuous 
stream of innovation

• Decision made in late 1990s to invest in building a new 
integrated biotechnology infrastructure from discovery 
through development, devices and manufacturing

1996        1997        1998        1999        2000        2001        2002        2003        2004        2005

r-Glucagon

Reengineering Biotech R&D at Lilly
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• Integrate deep biotechnology expertise with deep 
therapeutic area expertise maximizing innovation 
potential across disease priorities

• Protein engineering is the differentiator with respect to 
discovering and developing a world-class portfolio

• Be “biotech-like” as an organization in agility, culture,  
and asset prosecution from discovery through launch

• Create a biotechnology pipeline that would contribute 
an annual launch 2011 onward 

2002 Lilly Biotech Strategy
Key elements
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Strategic alliances in technology and therapeutics have been key to progress

Biotechnology Discovery Without Boundaries
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Lilly Biotechnology Discovery Research
Lilly Bioproduct Research And Development Lilly Biotechnology Manufacturing

Global Investment in Talent and Technologies 
Biotechnology innovation at Lilly
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Significant Biotechnology Investments Have 
Delivered a Significant Biotech Pipeline

• Nearly 20 biotechnology clinical assets

• Therapeutic breadth: Alzheimer’s disease, cancer, 
diabetes, inflammation-autoimmunity, and obesity

• Three key strategic alliances with Amylin, 
Macrogenics, and BioMS   

• The Lilly biotechnology lead and preclinical candidate 
portfolio has quadrupled since 2001

• Biotechnology now represents one-third of the Lilly 
clinical portfolio and key molecules are being 
accelerated for product decisions and launch
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FHD 
Preparation Phase 2Phase 1A/B Phase 3 Launch

FHD FED FRD FS+
ForteoIL-23 Ab

(Inflammation)

Insulin Basal 
Analog
(Diabetes)

TGFbbbb Ab
(Cancer, CRD)

BAFF Ab
(Inflam/Cancer)

Anti-IL-1 bbbb
(Inflammation)

IL-17 Ab
(Inflammation)

GLP-1 PEG
(Diabetes)

Anti-CD20 Ab
(Cancer)

Abbbb Ab
(Alzheimer’s 
Disease)

Dirucotide
(Multiple Sclerosis)

Teplizumab
(Type 1 Diabetes)

GLP-1 Fc
(Diabetes)

Humatrope

Exenatide

Humulin

Humalog

Glucagon

ReoPro

Xigris
(Cancer)

(Osteoporosis)

(Cancer)

(Cancer)

(Cancer Care)

(Cancer)

(Osteoporosis)

(Osteoporosis)

(Diabetes)

(Diabetes)

(Diabetes)

Lilly Biotech Pipeline and Products
Pre-ImClone
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The Americas
2000:33 million

2030: 66.8 million
102% increase Worldwide

2000: 171.2  million
2030: 366 million

114% increase

Asia/Pacific
2000: 82.7 million
2030: 190.5 million
130% increase

Europe
2000:33.3 million
2020: 48 million
43% increase

Africa/ME
2000: 23.2 million
2030: 60.8 million
162% increase

WHO/IDF “Diabetes In Action Now”  2005

Leading cause of
blindness in adults

55 cases

Amputations
230 cases

Deaths
810 cases

Leading cause of 
end-stage renal disease

120 cases

Next 24 Hours:
4,100 new cases

The Diabetes Epidemic
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• Byetta is the first-in-class incretin mimetic, and Byetta 
once weekly is the leading once-weekly incretin effort 
with our partners Amylin and Alkermes

• The GLP receptor agonist pathways have significant 
opportunity for additional innovation paths

• Protein engineering has been applied aggressively to 
the platform to provide additional clinical candidates to 
maintain leadership in GLP receptor agonism 
therapeutics

GLP Strategy
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CNS:
Promotes satiety and 
reduction of appetite

Stomach:
Slows gastric emptying

Beta Cell:
Stimulates glucose-dependent 

insulin secretion
Increases gene expression of 

key b cell genes
Increases b-cell mass (in 

animal models)

Alpha Cell:
Inhibits glucagon 

secretion

Liver:
Reduces hepatic glucose 
output by inhibiting a cell 

secretion of glucagon

• Flint A et al. J Clin Invest. 1998;101:515-
520 

• Larsson H et al. Acta Physiol Scand.
1997;160:413-422

• Nauck MA  et al., Diabetologia 1996,
1546-1553

• Drucker DJ. Diabetes. 1998;47:159–169.

Why the Intense Industry Focus on GLP-1? 
The multiple actions of GLP-1 as a key diabetes therapy
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Linker

GLP-1 Analogue

GLP-Fc (LY2189265)  

• Novel engineered fusion protein 

• Once-weekly diabetes therapeutic

• Highly soluble, small-gauge needle

• Currently in seamless Phase 2-3 
clinical trials for diabetes

GLP Strategy
Novel engineered human GLPr agonists
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GLP1-PEG (LY2428757)  

• Novel engineered 
pegylated analogue 

• Once-weekly diabetes 
therapeutic

• Highly soluble; small-
gauge needle

• Currently in Phase 1 
clinical trials for diabetes

GLP Strategy
Novel engineered human GLPr agonists
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Insulin Glargine
LY

Novel engineered insulin goals: 

• Less patient variability

• Less hypoglycemia risk

• Better patient control

Status: Phase 1 studies

Glucodynamic Response

Derived From Phase 1 Data

Next Generation Basal Insulin
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TH17 cells key
to autoimmunity

(IL-17 and IL-23 targets)

T Cells B Cells

B Cell survival dependent
on BAFF (antibody target)

Deenick et al, Immun. Cell Biol 85:503 (2007) Browning, Nature Reviews Drug Disc 5:564 (2006)

Inflammation
New pathways and targets for biotechnology in autoimmunity
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Engineered Antibodies that Antagonize Key Inflammatory 
Mediators for Autoimmunity and Other Diseases

• IL-17 Ab

• IL-23 Ab

• BAFF Ab

• IL-1b Ab

Engineered human antibody to key T cell cytokine
Positive proof of concept clinically
Status: Phase 2 studies in autoimmunity

Engineered human antibody to key B cell cytokine
Positive proof of concept clinically
Status: Phase 2 studies in autoimmunity

Engineered human antibody to key cytokine
Positive proof of concept clinically
Status: Phase 2 studies in diabetes planned

Engineered human antibody to key T cell cytokine
Positive preclinical pharmacology
Status: Phase 1 studies in autoimmunity
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From Chatenoud & Bluestone, Nature Reviews Immunology 7:622 2007

Short-Term: T Cell Debulking
• Antigenic modulation
• Apoptosis
• Anergy

Long-Term: Tolerance
• Induction of regulatory T cells

Status: PROTEGE Phase 3 trial 
on track for type 1 diabetes

An engineered CD3 antibody with multiple immunomodulatory activities

Teplizumab
An engineered CD3 antibody
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• Synthetic peptide for 
specific responder group 
(up to 75% of MS patients)

•Designer drug

• Epitope-specific tolerance, 
not general 
immunosuppressant

•Unique mechanism

• Indications: SPMS & 
RRMS

• Only novel agent for 
SPMS in Phase 3 
trials

D
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F

F

K

N
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V

V

V

R

T

T

P

Status: Phase 3 trials on track

Dirucotide (MBP8298)
A novel biologic immunomodulator for Multiple Sclerosis
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Multiple
Sclerosis

IBD
Crohn’s Dis
Ulc Colitis

Other
Transplant

SLE
Scleroderma

AS

Psoriasis

Rheumatoid
Arthritis

Immune
Modulation

Oncology Diabetes
Type 1
Type 2

Multiple options being explored for the five antibody assets

BAFF Antibody, IL-17 Antibody, IL-23 Antibody, IL-1b Antibody, Teplizumab

Multiple Therapeutic Opportunities
Internal and partnered immunomodulation assets
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Cancer cell proliferation, survival and tumor microenvironment are 
regulated through a complex network of interrelated signaling pathways

Adapted from Hanahan and Weinberg, Cell, 100, 57 (2000)

Ang

VEGFr

Thrombin

Notch Ligands

SDF-1

S6K mTOR

RTK

TGFb Signaling
Pathway

CXCR4

PDK1Tie-2

C-Met

NOTCH-1

eIF-4E HIF

Aur-2

PLK1
CHK 1,2

KDR

Survivin

PI3K

AKT

Effectors
Tumor 
Microenvironment
� Angiogensis
� Immune Surveillance

Anti SDF-1

Anti CD20

CD20

Anti TGFb

Anti LP40

LP40-R

LP40

RONMSP

Par1

CXCR2

IL_8, GROa

Smo

HGF

Hedgehog

BAFF
BAFFR
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AME133 - CD20 Targeted Therapy

• Engineered for better patient 
outcomes by enhancing ADCC 
across low-affinity Fc receptor 
genotypes

• Genotype stratified tailored 
therapy

• Lead to Phase 2 in 23 months

• Phase 2 studies complete in 2009

Cartron et al., (2002) Blood 99, 754-758

P
ro
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n 

S
ur

vi
vi

ng

Time to Progression (mo)

Progression-free Survival
158V

158F carrier

Only 10-15% Of
Population
Has High
Affinity Fc
Receptor

Emerging Cancer Biotechnology
Assets at Lilly
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Type I
Receptor
(ALK-5)

Type II
Receptor

TGF-b2

TGF-b1

TGF-b3

TGF-b2

TGF-b1

TGF-b3

TGF-b RI
Kinase

LY2157299

TGF-b2

Extracellular

Cytoplasm

TGF-b1

TGF-b3

SMI

Small molecule
kinase inhibitor
in Phase 2
clinical trials

+
Engineered
human antibodies
with different
TGFb ligand
specificities

Lilly Biotechnology
Antibody “SAR”

A pathway of interest for cancer therapy using both an NCE and biotechnology approach

Lilly’s TGF-b Portfolio
A pathway of interest
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Lilly Biotech Pipeline and  Products 
Post-ImClone 

FHD FHD 
PreparationPreparation Phase 2Phase 2Phase 1A/BPhase 1A/B Phase 3Phase 3 LaunchLaunch

FHD FED FRD FS+
Forteo

IL-23 Ab
(Inflammation)
Basal Insulin
(Diabetes)

TGFbbbb Ab
(Cancer, CKD)

BAFF Ab
(Inflam/Cancer)

Anti-IL-1 bbbb
(Inflammation)

IL-17 Ab
(Inflammation)

Anti-CD20 Ab
(Cancer)

Abbbb Ab
(Alzheimer’s 
Disease)

Dirucotide
(Multiple Sclerosis)

Teplizumab
(Type 1 Diabetes)

GLP-1 Fc
(Diabetes)

Humatrope

Exenatide

Humulin

Humalog

Glucagon

ReoPro

Xigris

(Cancer)

(Osteoporosis)

(Cancer)
IMC-3G3
(Cancer)

IMC-18F1
(Cancer)

IMC-11F8
(Cancer)

IMC-A12
(Cancer)

IMC-1121B
(Cancer)

ERBITUX

(Diabetes)

GLP-1 PEG
(Diabetes)
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Dedicated
biotechnology team In
new product planning

Simultaneous
commitment to

LTC North:
Biotechnology
development

complex (Indianapolis)

2002 2003 2004 2005 2006 2007 2008 2011-2014+

Integration
of Biotechnology

Research
(Indianapolis)

with therapeutic
area discovery
research and

clinical investigation

�0�H�U�J�H�U���	���$�F�T�X�L�V�L�W�L�R�Q�0�H�U�J�H�U���	���$�F�T�X�L�V�L�W�L�R�Q

Commitment
to multi-use

manufacturing
facility

(Kinsale, Ireland)

Merger & 
Acquisition

Biotechnology Strategy
on track to meet annual 
launch goals for 2011+

The Journey
Transforming Lilly to a Biopharmaceutical Company

24 Biotechnology 
molecules in clinical trials

2 Phase 3 assets
6 Phase 2 assets
11 Phase 1 assets

Multiple new FHD in ’08

+
ImClone Pipeline

Erbitux
1 Phase 3 asset

2 Phase 2 assets
2 Phase1 assets
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Eric Rowinsky, M.D.

Chief Medical Officer, ImClone Systems
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ImClone
Positioned to be a global leader in therapeutic antibodies

• ERBITUX® has emerged as a blockbuster
– Annual global sales over $1.3 billion in 2007; $841 million in 1H08

• Research and Development 
– Robust pipeline of investigational receptor-targeted, IgG1, fully-human 

therapeutic antibodies
– Expertise in clinical development and registration of biologics in the 

field of cancer 

• Expanding biologics manufacturing capabilities & capacity
– August 2007 - FDA approved BB50 manufacturing facility for 

ERBITUX,  doubling ImClone’s total available production volume
– November 2008 - FDA approved BB50 as a multiproduct 

manufacturing facility
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ERBITUX
Current registration status

United States:
• Colorectal Cancer (CRC)

– Combined with irinotecan following irinotecan (2005)
– As monotherapy in irinotecan intolerant CRC (2005)  
– As monotherapy in refractory CRC (2007)

• Head and Neck Cancer (HNC) 
– Combined with radiation  for locoregional HNC (2006)
– As monotherapy for HNC following platinum therapy (2006)

Rest of World:
• Colorectal Cancer (CRC)

– Combined with irinotecan in CRC failing irinotecan and as monotherapy (2006 EU)
– Label expanded for 1st-line and other settings of K-ras wild-type CRC (2008 EU)
– Launched in Japan in mCRC (4Q 2008)

• Head and Neck Cancer (HNC)
– Combined with radiotherapy for locoregional HNC (2006)
– Combined with chemotherapy for 1st-line HNC
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ERBITUX
Clinical development

Indication Phase 1 Phase 2 Phase 3
Colorectal Cancer

Phase 4 FDA Approval

Head and Neck Cancer

Approved 

1st-line

Lung Cancer

Stage 3 

Pancreatic Cancer

Gastric Cancer Commenced Q208

Esophageal Cancer Commenced Q308

Bladder, Rectal 
Prostate, Brain, other

2nd-line

1st-line

Commenced Q208

sBLA filing in 2010

sBLA filing in 4Q08

Refractory 

Loco-Reg  
sBLA filing in 3Q08
Approved 

Approved Refractory (mono) 

Approved Refractory (chemo) 
1st-line sBLA filing in 2H09

Adjuvant sBLA filing in 2011

Signal Finding Efforts Ongoing 
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ERBITUX
K-ras status predicts activity and clinical outcome

K-ras wild-type K-ras mutant
Cetuximab

EGFR EGFR

EGFR
Independent

Cetuximab

No Downstream Signaling

Survival Angiogenesis

Proliferation Metastasis

Persistent Signaling

Inhibits
EGFR activity
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ERBITUX in Refractory CRC (NCIC CO. 17 Trial)
ERBITUX plus Best Supportive Care (BSC) vs BSC in Patients with Refractory CRC
Significant Survival Prolongation in K-ras Wild-Type CRC
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ERBITUX in First-Line Metastatic CRC (CRYSTAL Trial)
ERBITUX plus FOLFIRI Chemotherapy vs FOLFIRI in First-Line Metastatic CRC
Significant PFS-Prolongation  in K-ras Wild-Type CRC



Eli Lilly and Company Investment Community Meeting  December 11, 2008
Not for promotional use

122

ERBITUX in Locally Advanced H&N Cancer
IMC-9815 5-year survival follow-up

Radiation plus ERBITUX versus Radiation in Patients with Locally Advanced Head and 
Neck Cancer

• Met primary endpoint (Loco-regional Control) 
– Median, 24 mo vs 15 mo (HR 0.68, P = 0.005) 

• Met secondary survival endpoint 
– Median, 49 mo vs 29 mo (HR  0.74, P= 0.03)

• 5-year survival follow-up at ASTRO Sept 08 meeting
– Long-term survival effect maintained and stronger

Radiation
Radiation + ERBITUX

Hazard Ratio 0.73 (P = 0.018)
Median Survival, 49 vs 29 months

5 Year Survival, 46% vs 36%
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ERBITUX in Metastatic/Recurrent H&N
EXTREME trial results

ERBITUX Improved Survival When Added to Chemotherapy in First-Line Treatment of 
Metastatic/Recurrent Head and Neck Cancer

10.1 months

7.4 months

Hazard Ratio  0.79, P = 0.036  

Chemotherpay (PLATINUM + 5-Flurouracil)
Chemotherapy + ERBITUX 
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ERBITUX in Advanced NSCLC
FLEX trial results
ERBITUX Improved Overall Survival when Added to Chemotherapy in Advanced Non-
Small Cell Lung Cancer (NSCLC)

0 6 12 18 24 30 36

Months
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l (
%

)

11.310.1
0

25

50

75

100 Chemotherapy 

Chemotherapy  + ERBITUX

a stratified log-rank test (2-sided)

0 105 2015 3025

1-year Survival Rate
47% vs 42%

HR = 0.871 (P = 0.044*)
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ERBITUX Near-Term Growth
NSCLC could be largest driver of growth over the next few years

If approved, ERBITUX label could cover areas 
of unmet need (50-60%)

Brain Metastases 10% (10-20%)

Hemoptysis 6%  (6-35%)

Uncontrolled Hypertension 8% (8-49%)

Anticoagulative Therapy 2% (2-14%)

Avastin Eligible

40-50%

Squamous 
Histology

30+%

Performance 
Status 2

Up to 30%

Comorbidities

~26%

Patients who are not optimal 

candidates for Avastin therapy
(see Avastin package insert)

If approved, ERBITUX label could 
cover Avastin® eligible patients
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ImClone’s Proprietary Clinical Pipeline
Receptor-targeted IgG1 fully human therapeutic antibodies

Angiogenesis Inhibitors

Growth Factor Blockers

Monoclonal
Antibody Target

Therapeutic
Area Preclinical IND Filing Phase 1 Phase 2 Phase 3

IMC-1121B
VEGFR-2/

KDR
Solid and

Liquid tumors

IMC-18F1 VEGFR-1 Solid tumors

Monoclonal
Antibody Target

Therapeutic
Area Preclinical IND Filing Phase 1 Phase 2 Phase 3

IMC-A12 IGF-1R

IMC-11F8 EGFR Solid tumors

Solid tumors 2009

2008

2009

IMC-3G3 PDGFR� Solid tumors

IMC-EB10 FLT-3 Leukemia Phase 1 (1H09)

1H09
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ImClone Strategy for Targeting VEGFRs
To achieve selective receptor blockade

s-s

VEGF- B167

VEGF- B186

PlGF- 1,2

VEGF- A121

VEGF- A145

VEGF- A165

VEGF- A189

VEGF- A206

VEGF- C
VEGF- D

VEGFR1
(Flt-1)

VEGFR2
(Flk-1/KDR)

VEGFR3
(Flt-4)

NRP-1

s-s

NRP-2

Vasculogenesis

Angiogenesis

IMC-18F1
2008: Phase I 
2009: Phase 2

IMC-1121B
2007: Phase 2 
2008: Phase 3

IMC-3C5
IND track 

Angiogenesis

Lymphangiogenesis
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IMC-1121B
Fully human IgG1 monoclonal antibody targeting VEGFR-2

• Specific receptor antagonist engineered for high affinity to VEGFR-2, a 
clinically-validated target

– High affinity binding (50 pM) to the extracellular domain of VEGFR-2
– Binds to the receptor rather than to a specific VEGF ligand and/or the 

intracellular domains of VEGFR2
� High specificity for VEGR2 avoids due to “off target” effects  
� Blocks all VEGF ligands from binding to the receptor 

– Able to induce/trigger immune-effector mechanisms (ADCC)

• Phase 1 experience demonstrated promising clinical activity, with a 
generally favorable safety and pharmacologic profile

– Notable tumor responses as a single agent in various refractory tumors
– No unforeseen safety concerns
– Flexible dosing schedule (weekly, every 2 weeks, every 3 weeks)

• Aggressive clinical development plan currently underway 
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Tumor Types Phase 1 Phase 2 Phase 3
Solid tumors (weekly)

Solid tumors (every 2-3 weeks)

Renal

Melanoma

Liver

Prostate

Ovary

Lung

Colorectal

Brain

Breast

Gastric

Others (TBA)

IMC-1121B
Near-term clinical study timelines

Target:  Vascular Endothelial Growth Factor Receptor-2 (VEGFR-2)

2008

2009

2009

2010
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IMC-18F1
Fully human IgG1 antibody against VEGFR-1

VEGFR-1 Expression on Cancer Cells 
of Human Tumors

Tumor Cell VEGFR-1 expression: 

Breast Lung Head and Neck         
Kidney Prostate Pancreas 
Ovary Colon Other cancers

Breast Cancer Colon Cancer

Prostate Cancer Lung Cancer

Myoepithelial cells  
(most breast cancers)

VEGFR-1Expression on Blood Vessels and 
Other Tissues

Endothelial cells of  
tumor vasculature

VEGFR-1+

tumor cells

PIGF, VEGFs

VEGFR1+ Vascular Endothelial Cells 

PIGF           VEGFA           VEGFB

IMC-18F1

IMC-18F1
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IMC-18F1
Near-term clinical study timelines

Target:  Vascular Endothelial Growth Factor Recetor-1 (VEGFR-1) 

Tumor Types Phase 1 Phase 2 Phase 3
Solid tumors (weekly)

Solid tumors (every 2-3 weeks)

Colorectal

TBA

TBA

2009

2010

2009
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IgF-IR as a Therapeutic Target in Cancer

PROLIFERATION

SURVIVAL

SIZE

SIZE

CELL

CANCER RISK

LIFESPAN

IGF-I
IGF-II

IGF-IR

ORGANISM

Rationale for targeting IGF-IR:
• Most tumor cells express IGF-IR
• High affinity ligands IGF-I & IGF-II elicit potent growth 

& survival signals in cancers
• IGF-IR blocking strategies have robust  anti-tumor 

activity in animal models
• Antibody selectively blocks IGF-IR (not IR) 
• IGF-1R implicated In resistance to:

– Chemotherapy , Radiation
– Hormonal treatment  

o Prostate and breast cancer
– Signal transduction inhibitors

o HER2:  Trastuzumab, lapatinib
o EGFR:  ERBITUX, erlotinib
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IMC-A12
Mechanisms of action

Specific and 
complete 

blockade of
IGF-IR

Does not bind
to the insulin 

receptor

IGF-1
IGF-2

“!”

X

RTK

MAPK PI3K

Akt

Programmed Cell Death

Anti-proliferative

X

RTK

Downregulates IGF-IR
via robust receptor

internalization
and degradation

RTK

IgG1

As an IgG1, it 
induces
ADCC

Blocks downstream 
growth and survival 
signals, resulting in 
decreased growth 

and cell death
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IMC-A12
A fully human IgG1 monoclonal antibody targeting IGF-1R

PROLIFERATION SURVIVAL

Tumor 

IGF-1

IGF-2

IGF-1R

XX

X

Phase 1 results
• Doses defined on weekly & every 2 week schedule
• Generally tolerable safety profile and pharmacokinetics

– No consistent dose-limiting toxicities identified to date

• Preliminary anti-cancer activity demonstrated 

First stage of disease-directed trials
• High value tumors: biological and clinical rationale

– Early and advanced settings 
o Adults and pediatric malignancies

– Strategies that increase sensitivity to: 
o Chemotherapy and targeted therapies 

– (ERBITUX, Herceptin, lapatinib)

o Hormonal therapies (prostate and breast cancer)

• National Cancer Institute
– Clinical trial agreement 
– >12 ongoing or proposed studies
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IMC-A12 in Pancreatic Cancer Model
Effective low-dose combinations of IMC-A12 plus ERBITUX

Cross-talk between the EGFR and IGF-IR axes
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10/10 mg/kg A12/Erbitux
3/3 mg/kg A12/Erbitux
0.5/0.5 mg/kg A12/Erbitux
0.3/0.3 mg/kg A12/Erbitux

Cetuximab 

ED50 = 0.5 mg/kg 

IMC-A12

ED50 = 8.4 mg/kg 

Combination                           
(CI = 0.02)*

ED50 = 0.02 mg/kg

*CI (Combination Index) < 1 indicates synergy
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IMC-A12
Near-term clinical study timelines

Tumor Types Phase 1 Phase 2 Phase 3
Solid tumors (weekly)

Solid tumors (every 2-3 weeks)

Prostate (1st line)

Colorectal Refractory  

Head and Neck 

Sarcoma (5 Subtypes)

Breast (ER/PR Expressors)

Prostate 2nd line 

Colorectal (2nd Line) 

Neuroendocrine

Lung (1st Line) 

Pediatric (Phase I/II)

Liver Cancer 

Pancreas 

Sarcoma (+Temsirlomus) 

Liver Cancer (+/- Sorafenib)

Sarcoma (+ Doxorubicin)

Breast (Her+2) 

Breast (+Temsirlomus)

NSC Lung (2nd line; Erlotinib +/-A12) 

Small Cell (Cisplatin/Etoposide +/- A12)

Esophagus/Gastric

2009

2009

2009

2009

2009

2009

TBA
2009

Im
C

lo
ne

N
at

io
na

l C
an

ce
r 

In
st

itu
te

 

Target:  Insulin Growth Factor Like Receptor  
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IMC-11F8
A fully human IgG1 monoclonal antibody targeting the EGFR

Pre-Clinical:
• High affinity binding to a similar epitope as ERBITUX
• IgG1 construct > antibody-dependent cell mediated cytotoxicity (ADCC)
• Preclinical activity comparable or superior to ERBITUX

Phase I (weekly & every 2-wk schedules):
• Recommended dose = 800 mg (absolute dose for all patients) 
• No hypersensitivity reactions, unexpected toxicities
• Partial responses in mCRC and melanoma
• Effective concentrations maintained for at least 2 weeks 

Phase II (+ FOLFOX chemotherapy in untreated mCRC):
• Preliminary response rate (ASCO 2008) = 65%

Human Colon Cancer (GEO)
Irinotecan  + 
IMC-11F8

Oxaliplatin + 
IMC-11F8

Human Lung Cancer (NIH-H292)
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IMC-11F8
Near-term clinical study timelines

Tumor Types Phase 1 Phase 2 Phase 3
Solid tumors (every 2 weeks)

Colorectal 1st-line

Colorectal

Non-small cell lung cancer 2009
2009

Target:  Epithelial Growth Factor Receptor (Human MAb) 
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PDGFRa-PDGF Axis
Stroma-Dependent Growth of Tumors and Tumor Vasculature

Tumor

VEGFR, FLK 

VEGFs, other

PDGFRa

PDGF-AA
PDGF-CC

Stromal Fibroblasts

Tumor & Stroma-Derived
Growth Factors

Vascular Endothelial Cells

IMC-3G3:  Fully-Human IgG1 Monoclonal Antibody Targeting PDGFRa in Cancer Cells 
and Stroma



Eli Lilly and Company Investment Community Meeting  December 11, 2008
Not for promotional use

140

IMC-3G3
Near-term clinical study timelines

Tumor Types Phase 1 Phase 2 Phase 3
Solid tumors (weekly)

Solid tumors (every 2-3 weeks)

Ovary

Brain

Sarcoma

Lung

Prostate

TBA

2009

2009

2009

2010

2010

2009

Target:  Vascular Endothelial Growth Factor Recetor-1 (VEGFR-1) 
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ImClone’s Proprietary Pipeline (IND Track)
Receptor-targeted IgG1 fully human therapeutic antibodies

IND Filing (2009-2010)

Monoclonal
Antibody Target

Therapeutic
Area Preclinical IND Filing Phase 1 Phase 2 Phase 3

Monoclonal
Antibody Target

Therapeutic
Area Preclinical IND Filing Phase 1 Phase 2 Phase 3

IMC-RON8 RON

IMC-20D7S gp75 Melanoma

Solid tumors

IMC-3C5 VEGFR-3 Solid tumors

IMC-EB10 FLT-3 Leukemia Phase 1 (1H09)

IND Filing (2008)
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Lilly Investment Community Update
Agenda

8:35 am John Lechleiter, Ph.D. Introduction

8:50 am Derica Rice Commercial & Financial

9:30 am General Management Business Q&A Panel

10:10 am - - Break - -

10:30 am Steven Paul, M.D. Research & Development

Tom Bumol, Ph.D. Biotech strategy & pipeline

Eric Rowinsky, M.D. ImClone pipeline

12:00 pm R&D Management R&D Q&A Panel

12:40 pm John Lechleiter, Ph.D. Closing

12:45 pm - - Lunch - -
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Lilly Investment Community Update
Agenda

8:35 am John Lechleiter, Ph.D. Introduction

8:50 am Derica Rice Commercial & Financial

9:30 am General Management Business Q&A Panel

10:10 am - - Break - -

10:30 am Steven Paul, M.D. Research & Development

Tom Bumol, Ph.D. Biotech strategy & pipeline

Eric Rowinsky, M.D. ImClone pipeline

12:00 pm R&D Management R&D Q&A Panel

12:40 pm John Lechleiter, Ph.D. Closing

12:45 pm - - Lunch - -



John Lechleiter, Ph.D.

President and Chief Executive Officer
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Lilly Investment Community Update
Agenda

8:35 am John Lechleiter, Ph.D. Introduction

8:50 am Derica Rice Commercial & Financial

9:30 am General Management Business Q&A Panel

10:10 am - - Break - -

10:30 am Steven Paul, M.D. Research & Development

Tom Bumol, Ph.D. Biotech strategy & pipeline

Eric Rowinsky, M.D. ImClone pipeline

12:00 pm R&D Management R&D Q&A Panel

12:40 pm John Lechleiter, Ph.D. Closing

12:45 pm - - Lunch - -
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