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- Isis’ Focus Today

»  Maximizing Innovation & Value Creation
» Commercializing Mipomersen

»  Maturing & Expanding the Pipeline

» Maintaining Technology Leadership



Isis’ Corporate Strategy

O

Create Antisense Technology - A New Platform for Drug Discovery

Control Technology & Products Through Continued Innovation &
Patents

Use the Efficiency of the Antisense Platform to Create Broad &
Expanding Pipeline

Support a Broad Portfolio of Development & Commercialization
Opportunities Through Partnerships

o License drugs after Phase 2 Proof-of-Concept

o Stay small, focused & innovative

o Maintain manageable cost structure

o Create a consortium of satellite companies to broadly exploit
technology



Creating Value from Innovation
Isis Leads the Way in RNA Therapeutics

S
o Antisense Technology Works

o Efficiency of Antisense Confirmed

o Is1s” Business Strategy is Proven
o Successful mipomersen development
m Filing for marketing approval this year
o Sustained financial strength
m Ended 2010 with >5$450 million

o Small, focused & cost-effective organization that supports large
& diverse pipeline

m 24 drugs in development for multiple diseases



Creating Value from Innovation
Isis Leads the Way in RNA Therapeutics

I S,
Is1s” Business Strategy is Sustainable
n Future innovation supported with a manageable cost
structure

o Efficient & productive work force
o Partnership strategy maximizes long-term return &
minimizes risk
o Potential to earn >$3.5 billion in future milestone payments on
current programs

o Opportunity for new partnerships

o Broad pipeline of drugs advancing in development to Phase 2
Proof-of-Concept



Isis’ Focus Today

» Commercializing Mipomersen



Fartnered with

gergyme
Mipomersen 2011 Milestones

Kynamre™ (Mipomersen):Significant Commercial Opportunity

« EU filing for HoFH & severe HeFH
submitted in July 2011

ﬁli » United States NDA filing for HoFH planned
gy T Nn4Q:11

Planned Launch 2012

Focused on the commercializafion of mipomersen fo freaf a pofenfially fafal
cardiovascular disease — hoFH & severe heFH



Mipomersen
Novel Treatment for High-Risk Patients with Severely High Cholesterol

o Mipomersen

o Important first-in-class product opportunity

m Significant initial commercial opportunity in patients at high
risk of CV death

m Long-term growth potential
o Four positive placebo-controlled Phase 3 studies

m All primary, secondary & tertiary endpoints met
m >700 drug treated patients in initial filing; =100 patients
treatedover 1 year
o Robust efficacy combined with emerging safety
hrofile supports focus on planned patient

populations




Mipomersen
Lowers LDL-Cholesterol & Other Independent Cardiovascular Risk Factors

Mipomersen has beneficial impact on
all key atherogenic lipids linked to
cardiovascular disease, such as:

o ApoB

Y Lp(a)

i Triglycerides

v vLpL

¥ No reduction of HDL




Mipomersen Reduced All Key Atherogenic Lipids in All
Patient Populations Studied

Treated % Changein % Changein % Changein
Patient Population Baseline LDL-C LDL-C ApoB Lp(a)
(mgsdL) (m=an absolute (mean absolute (mean absolute
reduction ) reduction) reduction
Homozygous FH 426 -24.7% - 27% -31%
|:|'-.I.-'|||:'|:| =2/ n= 51] (-G mgrdL) -77.7mgrdL ) [-20.5mgsdL)

Average LDL-C Reduction in hoFH > 100 mg/dL

Severe Heterozygous FH 276 -36% -36% -33%
(MIPD 35/ n=58) (-101. ZmgsdL) (-75.3 mgsdL ) (-18 mgrdL)

Average LDL-C Reduction in Severe heFH > 100 mg/dL




Mipomersen Reduced All Key Atherogenic Lipids in All
Patient Populations Studied

*Changein mChangein xChangein
] ] Treated Baseline LDL-C ApoB Lp(a)
Patient Fﬂpl.l'-ﬂtlﬂl‘l LDL-C imz/idL) fmean absalute fmean absolute imean absolute
reduction ) reduction) reduction)
Heterozygous FH {53 -28% - 26% - 21%
[Il'l.l."||||:'[:]? fn= 124] (46 mgidL ) -37.&mgrdL) I- 14.4 mgrdL)

45% of heFH Patients Achieved LDL-C Levelk < 100 mg/dL

High Cholesterol at High

- o - o - o
Risk for CAD 123 37% 38% 24%
(-47.3mgfdL ) (-3 mgsdL) (-14.7mgsdL)
BAPO 12 fn—1598)

>50% ofHigh-Risk Patients Achieved LDL-C Levels < 70 mg/dL




Mipomersen
Safety & Tolerability Profile

I I ————

Side Effects = Most common side effects were injection site reactions & flu-like
symptoms

8% of patients treated with mipomersen had persistent ALT
elevations abowve 3xULN

Moderate median increases in liver fat
- Ongoing studies to evaluate long-term clinical significance

Adverse Events

- Preliminany data from OLE suggest liver fat may stabilize or decline in
patients who continue treatment beyond 12 months

Drop-outs: 8% placebo ws. 22% mipomersen
Tﬂlﬂrﬂhilit! - Continuing to treat patients for 24 months and beyond

Profile Flans to improve tolerability include continued physician and
patient education, dosesite & regimen options

» [ncreases in ALTs & liver fat associated with greatest
Bottom Line reductions in LDL-C

= Drop-outs comparable to other s.c. drug trials




Long-Term Treatment with Mipomersen

o Continuedrobust lipid lowering activity with long-term treatment

o All measured atherogenic lipids remained reduced with
continued treatmentincluding apoB, LDL-C, Lp(a), Tg, & non-
HDL

o No loss of activity observed over 2 years of treatment
o Preclinical observations of liver adaptation to reduced lipid
transport apparent in long-term clinical experience

o Liver fat increased in a small subset of patients. With continued
treatment (> 12 months) liver fat stabilized in all patients &
declined in a majority of these patients

o In general, increases in ALT levels & liver fat appeared to be
associated with rapid & larger drops in LDL-C



Decreasing LDL Reduces Risk of Adverse CV Qutcome

LDL-C & CV Event Rate Reduction

Results from Statin Outcomes Studies Data reflects
findingz from 21
60% - randomized trials
conducted since
A S 19588 including
T . : »129,000 patients
d40% - Enr.zm
v , " _ 55%
AFCAPS TexCAPS ASCOT-LLA - =
Event B -
) 30% - -
Risk n wioscaps M .I.-|F'5
MEGA p—
Reduction LPs g  m CABE
o M n & Pdit-CABRG = o '
s — u N0 Every 2 mg/dL reduction
ASPEN - A0 e Ay i
GISSI-P " ALLIANCE in LOL-C = 1% reduction in
10% - " - Wu PROSPER CHD event rate
L) B .._.-' II-'lI,LHl':'uT-LLT -T. - — _.. _ L=
' A80 mgfdl decrease =
0% +——— . — i 28% reduced C risk.
GISSI-HF
il 20 4Q

LDL-C (mg/dL) Reduction



What is FH or Familial Hypercholesterolemia?

O

FH 15 a genetic disorder characterized by very high levels of LDL-
cholesterol, the “bad cholesterol,” in the blood leading to heart attacks
& stroke at an unsually young age

FH 1s one of the most common inherited metabolic disorders, with
homozygous the most severe form of the disease

Patients with untreated FH have a 50% mortality rate by age 60

Mew MLA recommendations promote early diagnosis, aggressive treatment
& lifelong monitoring to reduce cardiovascular risk

MLA recommendations emphasize the importance of “cascade screening”




~3.000 patients

Kynamro™ (Mipomersen): Near-Term Commercial Opportunities

~15,000 patients E

1*USFiling 2" USFiling
hoFH Severe heFH

=300 mogfdL =200 moaidL

|
2" EUFiling
heFH

|
1=t EU Filing
hoFH & Severe heFH

~18,000 patients =55, 000 patients



Kynamro™ (Mipomersen): A Transforming Therapy
Addressing A Significant Unmet Medical Need

.
v On track for MAA & NDA filings

4 Competitive advantage: uniquely targets ALL
atherogenic particles

¥ NLArecommendations for early diagnosis &
aggressive treatment of FH patients by Lipid
specialists

4 Genzyme’s commercial focus to improve ;
disease awareness & treatment of severe FH
patients

v

¥ Genzyme experienced in the rare disease
market & supported by global infrastructure



- Isis’ Focus Today

o
>
» Maturing & Expanding the Pipeline

-



Pipeline
a

® FARTHERED
FRECLIMNICAL

PHASE I

FPHASE I COMMERCZIAL
ISIS-CEP,
CADInflammation/Renal MPOMERSEN
CRF
BEMS-PCSKS,, High Chalesteral
CARDIOVASCULAR. S ® ISIS FXI., 2 ap'; ;5 e
FLSRE Clotting DEarders
Factar Xl
ISIS-APOCHIE,
ISISTG CCRe High Trighscerides
Diabetes apoC-ll
=CCR
METABOLIC ISI5-GCGR ISIS-SGLT2;:
Ciabetes Diabetes
GLGR SGLTZ
LY2181308
|5|5-FGFH-‘-F ISIS-PTP1B F Cancer .
Chea=ihy Diabeta=s i
FerRs FrEas ISIS-EIF 4E OGX-011
_ J - 1; _ikl s
ISIS-STAT3: Cancer Cancer ®
Cancer alF-4E clustarin
STATS
O GX-42T
Cancer L
ISIS-50D1, Hsp27
I515-5Wl vy
Soinal b B | Ej‘ H SO0 ACHH-49%0 L
SEVERE & RARES Rind "'55;1':‘; repmy ISIS-TTR , Severe Bacterial Infe ctior
HFIIRODFGFHFRATIW TTR Amvleidosis ] g minnghiensidea
TTR
ATL1102
b5 ALICAFORSEN '@
LA Ulzerative Colitis
T2
ATL1103 ® EXC .NH _ ‘Mamed Fatiert Supmy
IHFLAMMATION Acrnﬁrn;gahr LDG?:I;I:;DSE
& OTHER ’ VITRAVENE® @
iCo-007

19

DcularDiseaze @
C-rafkinase

Ch Retinitis
I



Partners
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Isis’ Cardiovascular Franchise
Multiple Approaches to Cardiovascular Disease

FRECLIMICAL FHASE | FHASE I FHASE I

= Mave! Firsf-in-class Ligid Lawering Drug

MIPOMERSEN s Aweest T T pales AN Afkernganie ! inins

High Chalesteral
apob - FOUR Pasitive Phase 3 Sfudies Reg. Filin

» Elevafed CFF = Worse Oufocontes

l!fil[i-ncﬂaﬁmFrTl?:;iDnﬁenal « Indicafed in Wide Varely of Diseases
CRP » Pasifive Phase 1 fPhase 2in 2011 ’

= Movel! Drug fo Lower TGS
ISIS'AFGEIIIHI = P TiEslinked fo  CAD Risk

High Triglycendes
apoC-lll » Phase 1 beganin lafe 2010 t ’

» Firsf Thronrbosis Orug
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Is1s” Metabolic Franchise
Distinct Novel Complementary Approaches to Diabetes
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Isis” Cancer Franchise
Novel, Undruggable & Broadly Applicable Cancer Drugs

FRECLIMICAL FHASE | FHASE I FHASE Il
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Is1s’ Severe & Rare / Neurodegenerative Franchise
Drugs for Severe Rare Diseases

I FRECLIMICAL FHASE | FHASE FHASE I
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- Isis’ Focus Today

» Maintaining Technology Leadership



Antisense Technology:
Improving Productivity & Creating Better Drugs

T
0 High specificity for the target

o The more selectivity a drug has for its target the better the
drug

0 Broad applicability

o More potential targets opens up the possibility to treat diseases
for which there are no treatmentoptions

o Sharedchemistry & features create greater efficiency
o Rapidinexpensive drug discovery
o High success rate through Phase 2
o Shared processes across entire pipeline result in greater efficiency



The Evolution of Isis Antisense Drugs

second-Generation Generation L.5
MOE Gapmer cEt Containing Gapmer
gy e
%‘EHEE jﬁ‘ﬁase
o O o— ’ 56
S-p._ 5
T |::| s %D
O 3 O 3
Chemistry Attributes ¥ Increases potency ¥ Improves potency &
¥ Increases stability therapeutic index
¥ Feduces non-specific toxicities « Expands range of targets &
tissues
Potency =200 to 400 mgiweek <5 to 40 mg/week
Routes of Sub Q, |, inhalation, topi
, LA, , topical, . .
Administration intrathecal Malkes oral delivery feasible

Extends Isis” antisense technology intellectual property position



Generation 2.5 - ‘IScEt’ Chemistry
=Es

o Staged Integration into Isis’ Pipeline
o ISIS-STAT 3¢, - The first Generation 2.5 drug
m [n development to treat cancer

o As safety experience grows, expand into other
diseases

m Use for developing drugs for specific diseases
where increase in potency offers unique value

Quantification of ISIS-STAT 3p,

&0
&0 I
4“ -
20
n -

Saline  Control STAT3ASO STAT3 ASO
{MOE}) {cEt)

% of Saline Grou




Isis’ Future Successes




1sis” Near-Term Events

» Reportclinical data evaluating pharmacological effect & safety of
multiple drugs

v EXC 001 - 3 positive Phase 2 studies reported

I515-CRPg, - Phase 1 reported significant reductions of CRP n
normal volunteers

O Complete & report Phase 1 data on:

ISIS-APOCIIG, ISIS-SGLTZ,, ISIS FXlg,
High Triglycerides Diabetes Clotting Disorders
apaC-1ll =11 Factorxl
ISIS-SOD1,, ISIS-TTRy,

ALS TTR Amyloidosis
2001 TTR



Near-Term Events

———— > Advance drugs in clinical development toward Phase 2 POC
>
}.
} -

v ISIS-TTRg, & 1515-PTP1Bg, - initiated Phase 1 study in normal
volunteers

O Initiate Phase 1 study in:

ISIS-SMNp,, ISIS-GCGRy, ISIS-GCCRy,,  ISIS-STAT3,,
Spinal Muscular Atrophy Diabetes Diabetes Cancer
Shi 2 GCGR GCCR STATI

v 1Co-007 - Imtiate Phase 2 study in patients with diabetic macular

edema

» Add 3 to 5 new drugs into Isis’ pipeline
v

ISIS-STAT3E., - the first Generation 2.5 drug to enter Isis’ pipeline



Important Moment for Isis

224
o Realizing the Potential of Antisense Technology

o Mipomersen: a near term commercial opportunity to help
patients with a fatal cardiovascular disease

o Evidence of clinical benefit with multiple drugs

o Numerous opportunities to report clinical data over the next
year

o Solid financial position with mipomersen commercial revenue
on the horizon



Business Model at Work

o Strong Balance Sheet and Operating Results

o Ended second quarter 2011 with nearly $400M in cash
o Pro forma NOL of $25M for the first half of 2011

o Financial Guidance

o Projecting 2011 pro forma NOL in the low $40M range
o Projecting to end 2011 with >$350Min cash

Since 2007, we have generated more than $840M in cash
fromour partnerships demonstrating that our business strategy is working



Forward Looking Language Statement

This presentation includes forward-looking statem ents regarding lzis Pharm aceuticals® businezs, lsiz
financial pozition and outlook, and the therapeutic and comm ercial potental of lsiz* technologies
and products in development, including the buzinezs of Regule, Ikis’ jointly owned subsidiare S
ztatem ent dezcribing |=i=" goals, expectations, financial or other projectionsz, intentionz or beliefs,
including the planned commercialization of mipomersen iz a forward-looking statement and =hoold
be conzidered an at-risk statem ent. Such statem ents are subject to certain risks and uncertainties,
patrticularky thoze inherent in the proces: of discovering, developing and commercializing drugs that
are zafe and effective for uze as human therapeuticz, and in the endeavor of building a busines:z
around such drugz. lsis® forward-looking statements also inwolve azsumptions that, if they never
materalize or prowve correct, could cause it results to differ matenally from those expreszed or
im plied by such forward-looking statem ents,  A&lthough |siz* forward-looking statements reflect the
opod faith judgment of = managem ent, theze statements are bazed only on facts and factors
currently known by lsiz. 82 a8 result, wou are cautioned not to rely on these forward-looking
statem entz. These and other Azks concerning lzis” program s are described in additional detail in lsiz’
annual report on Form 10-K for the wear ended December 31, 2010 and its most recent quarterly
report an Form 10-0Q, which are on file with the SEC, Copies of these and other documents are
available from the Com panw.

In thiz p resentation, unless the context requires o thenwize, “lzis,” “Company,™ “we,” “our,” and “us” referzto =&
Phamaceutical s and it= subsidianies, indudingReaulus Thergpeutics Inc,, 1t jointy owned subsidiary

Iziz Phamaceuticalziz a regiztered trademark of Iziz Pharmaceuticals, Inc.; Reguluz Thergpeuticziz a trademan af
Fezulus Thergpeutics Inc, Kynam o iz a trademark of Genzyme Carparation,



