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AME 20071 RieHLIGHTS

Signed new corporate collaborations with

leading developers of biotherapeutics

Became the only directed molecular evolution company

with a product candidate in clinical trials

Optimized three biotherapeutic product

candidates for internal development

Initiated the enforcement of our leading intellectual

property position in directed molecular evolution

No portion of this publication may be reproduced or transmitted in any form or by any means, electronic or otherwise, without the express written permission of Applied Molecular Evolution, Inc. ©2002 Applicd Molecular Evolution, Ine. All reserved. Applied Molecufar Evolution, AME, AMEsystem, DirectAM
SelectAME, AMEvolution, Phase 1V Pharmaccuticals and The Power of Protein Engineering are our trademarks. Expanded Target Deug Discovery is a trademark of AME' subsidiary, Novasite Pharmaccuticals, Inc. All other product names. trade names and trademarks included in this prospectus are the property of thy
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APPLIED

MOLECULAR

EVOLUTION

THe AME MANAGEMENT Team (clockwise from right):

William D. Huse, M.D., Ph.D., President and Chief Executive Officer;
Lawrence E. Bloch, M.D., J.D., Chief Financial Officer;

Keith S. Manchester, M.D., Vice President of Business Development;
Jeffry D. Watkins, Ph.D., Chief Scientific Officer;

James B. Breitmeyer, M.D., Ph.D., Chief Medical Officer.

Clinical Advancement

In 2001, our collaborator, Medlmmune, initiated three
Phase 1 clinical trials for Vitaxin in patients with refractory
solid tumors, colorectal cancer and rheumatoid arthritis.
We are proud that Vitaxin is the first biotherapeutic
optimized through directed molecular evolution to have
entered human clinical trials and that our technology may
lead to improved treatments for patients afflicted with

serious discases.

Progress of Our Subsidiary

Our subsidiary, Novasite, continued to transform small-
molecule drug discovery through the application of directed
molecular evolution. Significant among Novasite’s
achievements in 2001 were: entering into an agreement
with Aventis to conduct a pilot study for Novasite’s
proprietary Expanded Target Drug Discovery™ system and
the addition of Krysztof Palczewski, Ph.D., to the Novasite
team. Dr. Palczewski is a pioneer in the area of G-Protein
Coupled Receptor (GPCR) crystallography. Novasite is
focused on discovering and optimizing high-quality, small-
molecule drug candidates, including those targeting members

of the GPCR family.

Strength of Resources

In 2001, we continued to invest in our world-class group of
scientists and management as the AME team approximately
doubled in size. Critical among these additions, and
consistent with the announcement of our internal drug
development program, we were pleased to welcome James
B. Breitmeyer, M.D., Ph.D., as Chief Medical Officer. Dr.
Breitmeyer has extensive experience in the development
and approval of protein therapeutics, having contributed to
the FIDA approval of six biotherapeutics during his decade-
long tenure at Serono, where he served as Chief Medical
Officer and Senior Vice President of Research and

Development. Dr. Breitmeyer will be responsible for
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Evolution of DRUG DEVELOPMERNT

Small-Molecule

NATURALLY
OCCURRING SYNTHETIC RaTioNAL DRUG SMALL-MOLECULE
SMALL-MOLECULES SMALL-MOLECULES DeESiGN OPTIMIZATION

A I I T

THE EVOLUTION OF BIOTHERAPEUTIC DEVELOPMENT
MIRRORS THE EVOLUTION OF SMALL-MOLECULE DEVELOPMENT

L J I\

A A4 Y4
NATURALLY SYNTHETIC RATIONAL PROTEIN BIOTHERAPEUTIC
OCCURRING PROTEINS DESIGN DruG DEVELOPMENT
PROTEINS Has LACKED AN
Biotherapeutic OPTIMIZATION
PROCESS
—O

4 APPLIED MOLECULAR EVOLUTION




DRUG LEADS-ARE . -DRUG'LEADS ARE' -~ OPTIMIZED DRUG
0 GENERATED BY 47 QPTIMIZED TO 1MPROVE - CANDIDATES. ARE
iET. SCREENING COMPOUND .7 THE SAFETY, EFFICACY | EVALUATED IN HUMAN
@, ©° LIBRARIES AGAINST THE " : . AND ‘POTENCY OF ' CLINICAL TRIALS TD
; : ‘TARGET RECEPTOR-. - " .. THE DRUG - " DEMONSTRATE SAFETY,.

"EFFICACY AND POTENCY
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AMESYSTEM™

OPTIMIZING THE MAJOR CLASSES OF BIOTHERAPEUTICS:
ANTIBODIES, CYTOKINES, HORMONES AND ENZYMES

The AMEsystem is a fully integrated

technology platform based on a set of three
processes that enable the precise and controlled
optimization of human proteins specifically to

enhance their function as biotherapeutics.

GENE DNA LIBRARY

PROTEIN LIBRARY

)
=
O

OPTIMIZED PROTEIN OPTIMIZED BIOTHERAPEUTIC

DIRECTAME™

DirectAME is a

gene synthesis process
that enables the rapid
production of a library

of variant genes bascd

on an initial gene.

8 _ APPLIED MOLECULAR EVOLUTION

EXPRESSAME™

ExpressAME consists
of gene expression
systems that efficiently
produce proteins from
the genes generated
using DirectAME.

SELECTAME™

SelectAME is a series of assays or
screens which facilitate the selection
and identification of proteins with
the optimal commercial properties
from the protcin libraries produced

using ExpressAMIz.

e
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AME| PRODUCT PIPELINE

AME’S PRODUCT PORTFOLIO IS DERIVED FROM
CORPORATE COLLABORATORS, ACADEMIC INSTITUTIONS
AND INTERNAL PROJECTS

Corporate col!laborations add value and reduce AME’s

financial risk because our collaborators assume all
commercial responsibility for their optimization
projects. However, AME has the potential to capture

even more value from optimizing and developing

our own product candidates.
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VITAXIN™

THE FIRST BIOTHERAPEUTIC OPTIMIZED THROUGH
DIRECTED MOLECULAR EVOLUTION TO ENTER HUMAN CLINICAL TRIALS

AMESYSTEM IMPROVEMENTS

Increased Manufacturing Yield
Higher Affinity

INDICATIONS

Oncology

Inflammation

12 APPLIED MOLECULAR EVOLUTION




GENESES ﬁNHiBiTORS HAVE THE POTENTIAL TO TREAT
ER WITHUUT SUME OF THE SERIOUS SIDE EFFECTS
\SSOCBATED WITH TRAIBTIUNAH. CHEMOTHERAPY
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NIy

THE FIRST OPTIMIZATION OF AN FDA-APPROVED BIOTHERAPEUTIC
BY DIRECTED MOLECULAR EVOLUTION

AMEsvsTEM |MPROVEMENTS

Increased Potency

INDICATIONS

Infectious Disease:

Respiratory Syncytial Virus
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AMESYSTEM IMPROVEMENTS

THE FIRST ANNOUNCED AME INTERNAL
DEVELOPMENT PRODUCT CANDIDATE

Increased Catalytic Activity

INDICATIONS

Cocaine Overdose

Cocaine Addiction

20
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Subsidiary:

NOVASITE

THe NovasiTE Mission

EXPANDED TARGET DRUG DISCOVERY™

Novasite's mission is to discover and develop
high-quality drug candidates by generating,
screening and evaluating target libraries at

the single cell level
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summary Financials

RerPoRT oF ErRNsST & Young LLP,
INDEPENDENT AUDITORS

The Board of Directors and Stockholders
Applied Molecular Evolution, Inc.

We have audited, in accordance with auditing
standards generally accepted in the United States,
the consolidated balance sheets of Applied
Molecular Evolution, Inc. as of December 31, 2001
and 2000 and the related consolidated statements of
operations, stockholders’ equity, and cash flows for
cach of the three years in the period ended
December 31, 2001 (not presented separately
herein) and in our report dated February 8, 2002,
except for the second paragraph of Note 6 and Note
11 (not presented separately herein), as to which the
date is March 4, 2002, we expressed an unqualified
opinion on those consolidated financial statements.
In our opinion, the information set forth in the
accompanying condensed consolidated financial
statements is fairly stated in all material respects in
relation to the consolidated financial statements

from which it has been derived.

Sanat + Eiw

San Diego, California

February 8, 2002,

except for the second paragraph of Note 6
and Note 11, as to which the date is
March 4, 2002
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APPLIED MOLECULAR EVOLUTION, INC.

CONDENSED CONSOLIDATED STATEMENTS OF OPERATIONS

(In thousands, except per share data)

Years Ended December 31, 2001 2000 1999
Revenue

Contract revenue $ 1,515 $ 1,539 $ 2,008

Other revenue 2,098 1,154 584
Total revenue 3,613 2,693 2,592
Operating Expenses

Research and development 10,933 4,462 4,408

General and administrative 4,361 2,834 1,363

Stock-based compensation ($2,120, $3,882 and $78

related to research and development and $4,687,

$8,343 and $377 related to general and administrative

for 2001, 2000 and 1999, respectively) 6,807 12,225 455
Total operating expenses 22,101 19,521 6,226
Loss from operations (18,488)  (16,828) (3,634)
Minority interest 372 127 45
Interest income, net 4,886 3,142 213
Net loss (13,230) (13,559) (3,376)
Deemed dividend on Series F preferred stock — (10,100) —

Net loss applicable to common stockholders

$ (13,230) $(23,659) $ (3,376)

Basic and diluted net loss per common share

$  (062) § (217) $ (1.39)

Weighted average shares outstanding used in computing
basic and diluted loss per common share

21,394 10,910 2,429

The full audited consolidated financial statements for 2001 can be found in Applied Molecular

Evolution, Inc.’s Form 10-K as filed with the Securities and Exchange Commission or on

Applied Molecular Evolution, Inc.’s web site at www.AMEvolution.com.

For copies of this document please contact:

Applied Molecular Evolution, Inc.
tel: 858.597.4990
fax: 858.597.4950

L
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The condensed consolidated financial statements
should be read in conjunction with the full audited
consolidated financial statements presented in

Applied Molecular Evolution, Tnc.’s Form 10-K as

filed with the Securities and Exchange Commission.

APPLIED MOLECULAR EVOLUTION

APPLIED MOLECULAR EVOLUTION, INC.

CONDENSED CONSOLIDATED STATEMENTS OF CasH FrLows
(In thousands)

Years Ended December 31, 2001 2000 1999
Operating Activities
Net loss $ (13,230) $ (13,559) $ (3,376)
Adjustments to reconcile net loss to net cash used in operating activities:
Depreciation and amortization 930 264 244
Amortization of deferred compensation 6,481 10,948 435
Compensation related to consultant stock options 326 1,277 20
Deferred revenue 1,472 (216) (237)
Deferred rent (16) (14) (7)
Minority interest (372) (127) (45)
Realized gain on short-term investments (408) (124) —
Accrued interest on notes receivable from employees (53) (28) -
Write-off of abandoned patents - 49 3
Changes in operating assets and liabilities:
Prepaid expenses and other assets (2,457) (2,287) (308)
Accounts payable and accrued expenses 722 950 83
Net cash flows used in operations (6,605) (2,867) (3,188)
Investing Activities
Purchase of property and equipment (3,180) (565) (182)
Purchase of short-term investments (60,340)  (109,078) (3,906)
Proceeds from sale of short-term investments 59,571 58,228 2,375
Patents (455) (345) (225)
Net cash flows used in investing activities (4,404) (51,760) (1,938)
Financing Activities
Payments on long-term obligations (17) (18) (27)
Issuance of common stock, net 88 93,345 5,111
Issuance of preferred stock, net - 10,008 -
Purchase ol treasury stock — (14,400) -
Investment in subsidiary by minority investor, net - 583 1,192
Net cash flows provided by financing activities 71 89,518 6,276
Increase (decreasc) in cash and cash equivalents (10,938) 34,891 1,150
Cash and cash cquivalents at the beginning of the year 36,865 1,974 824
Cash and cash equivalents at the end of the year $ 25927 % 36,865 $ 1,974
Supplemental Disclosure of Cash Flow Information
Cash paid for interest $ I $ 2 % 2
Supplemental Schedule of Noncash Investing and Financing Activities
Capital lease obligations entered into for equipment $ - % - % 45
Exercise of stock options for notes receivable and interest thereon $ 53 % 827 $ -
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THE Power OF PROTEIN ENGINEERING™

AME’S MISSION IS TO BE THE LEADER
IN APPLYING DIRECTED MOLECULAR EVOLUTION
TO IMPROVE HEALTHCARE BY OPTIMIZING AMD

DEVELOPING HUMAN BIOTHERAPEUTICS

Applied Molecular Evelution, Inc. | tel: 858.597.4990
3520 Dunhill Street fax: 858.597.495(

|
|

San Diego, CA 92121 | www.AMLEvolution.com
,
ﬁ




