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Forward-Looking Statement

BioCrystôs presentation may contain forward-looking statements, 

including statements regarding future results, unaudited and forward-

looking financial information and company performance or 

achievements. These statements are subject to known and unknown 

risks and uncertainties which may cause our actual results, performance 

or achievements to be materially different from any future results or 

performances expressed or implied in this presentation. You should not 

place undue reliance on the forward-looking statements. For additional 

information, including important risk factors, please refer to BioCrystôs 

documents filed with the SEC and located at 

http://investor.shareholder.com/biocryst/sec.cfm

2

http://investor.shareholder.com/biocryst/sec.cfm


BCX4208 Combined with 
Allopurinol Increases Response 
Rates in Patients with Gout Who 
Fail to Reach Goal Range Serum 
Urate on Allopurinol Alone: 

A Randomized, Double-Blind, Placebo-
Controlled Trial 

Michael A. Becker 1, Alan S. Hollister2, Robert Terkeltaub3, Anita 
Waugh2, Richard Leff 4, Amy Flynt 5, David Fitz-Patrick 6 and 
William P. Sheridan2

1: University of Chicago Medical Center, Chicago, IL; 2: BioCryst Pharmaceuticals, 
Inc., Durham, NC; 3: VA Medical Ctr, San Diego, CA; 4: Richard L. Leff MD, LLC, 
Greater Philadelphia, PA; 5: PharPointResearch, Inc., Durham, NC; 6: East-West 
Medical Research Institute, Honolulu, HI 

November 8, 2011

3



Relevant Financial Relationships

Á Michael Becker
ς Consulting fees: Takeda, Savient, BioCryst, Ardea, Metabolex, URL/Mutual, 

Regeneron, Menarini

Á Robert Terkeltaub
ς Consulting fees: Novartis, Regeneron, URL, Pfizer Inc, BioCryst, Takeda, Ardea

Á David Fitz-Patrick:
ς Research grants: BioCryst Pharmaceuticals, Inc, Ardea, Metabolex, Nuon, Novartis, 

Regeneron, Takeda, TAP
ς Consulting fees: BioCryst Pharmaceuticals, Inc, Takeda
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Evidence-based medicine

ÁReview articles:

ςZhang  W et al. EULAR evidence based recommendations for gout. Part 
II: Management. Report of a task force of the EULAR Standing 
Committee for International Clinical Studies Including Therapeutics 
(ESCISIT). Ann Rheum Dis65(10):1312-24, 2006 Oct.

ςBurns, CM and Wortmann, RL. Gout therapeutics: new drugs for an old 
disease. Lancet. 377(9760):165-77, 2011 Jan 8.
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Background: management of gout

ÁGuidelines recommend urate lowering therapy for chronic gout

ÁPatients who fail XO inhibitors have few alternatives

Manage comorbidities

Patient with gout

Acute or 
chronic?

Education & lifestyle

i.a. aspiration and 
injection of steroids

1st line: allopurinol, 
titrate up from 100mg/d 

1st line: oral colchicine 
or NSAIDs

Acute Chronic

Indicated in patients with 
recurrent attacks, 

arthropathy, tophi, x-ray 
changes

Guidelines for management of gout 1

2nd line: other XO 
inhibitors, uricosurics

Uricosuricsnot 
recommended if 

nephrolithiasispresent

Attack prophylaxis

____

1: Zhang, W et al. Ann Rheum Dis2006;65:1312ς1324; XO=xanthine-oxidase; NSAIDs: non-steroidal anti-inflammatory drugs 
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Background: BCX4208

ÁPurine nucleoside 
phosphorylase (PNP) 
inhibitor

Á Inherited PNP deficiency 
leads to hypouricemiaand 
decreased lymphocytes

ÁPNP inhibitors form a new 
class of therapy

ςOral, once daily dosing

ςt½ steady state: 17h

ςClearance: renal

Purine nucleotide 
metabolism

Xanthine

Uric acid

Renal excretion

Circulating in 
excess

Allantoin

Uricosuria

PNP inhibitor:
BCX4208

XO inhibitors: allo-
purinol, febuxostat

Uricosurics: 
probenecid, benzbro-

marone, lesinurad

Uricases: 
pegloticaseΣ Χ 

Inhibitory effect

Stimulatory effect

____

* adapted from Burns & Wortmann, Lancet. 377(9760):165-77, 2011 Jan 8., PMID: 20719377
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Objectives and study design

ÁTo evaluate BCX4208 therapy added on to allopurinol 300mg in 
allopurinol inadequate responders

Á1o endpoint: % patients with sUA < 6mg/dL at week 12

ÁLong-term extension is ongoing

week-6 week -3 day1 week 4 week 8 ǿŜŜƪ мн Χ

Allo-
purinol
300mg 
run-in

Randomized

Allopurinol 300mg + BCX4208 10mgƴҒрл

tŀǘΦ ǉǳŀƭƛŦȅ ƛŦ ǎ¦! җ 
6mg at week -1 and 

no flare

Titrate to 
allopurinol 
300mg 
over 3 wks

!ƭƭƻǇǳǊƛƴƻƭ оллƳƎ Ҍ tƭŀŎŜōƻ ƴҒрл

Allopurinol 300mg + BCX4208 5mg ƴҒрл

Allopurinol 300mg + BCX4208 40mg ƴҒрл

Allopurinol 300mg + BCX4208 20mgƴҒрл

____

sUA: serum uric acid
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Methods: Inclusion & exclusion criteria

Key inclusion criteria

Á.ŀǎŜƭƛƴŜ ǎ¦! җ6.0 mg/dL 

after 2 weeks on 300mg of 

allopurinol 

ÁDocumented diagnosis of 

gout (ARA 1977)

ÁBe willing and able to take 

prophylaxis for gout flares 

(colchicine or naproxen) 

Keyexclusion criteria

ÁGout flare during 2 weeks 

prior to randomization

ÁCrCl< 60ml/min

ÁALT/AST > 2 x ULN

ÁCD4+ < 500 cells/mm3

ÁHb< 10g/dL or > 18 g/dL

(> 17 g/dL for women)

ÁAbnormal WBC
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Results: Screening and randomization

ÁRandomization was balanced across treatment groups

Assessed for eligibility 

(n=1,106)

Enrolled & randomized 

(n=279)

Excluded at screening (n=513)

Excluded at baseline (n=314)

+Placebo (n=56) + 5mg (n=56) + 10mg (n=56) + 20mg (n=56) + 40mg (n=55)

(n=56) (n=56) (n=56) (n=54)(n=56)Safety

(n=10) (n=5) (n=10) (n=10) (n=10)Withdr.

(n=56) (n=55) (n=56) (n=53)(n=55)mITT

____

CONSORT diagram; mITT: modified intent-to-treat
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Results: Baseline demographics

ÁHalf of the patients were obese and many had evidence of 
renal impairment

____

IBW: Ideal bodyweight adjustment of Cockroft-Gault. Safety population.

Allopurinol 300mg +

Characteristics Placebo BCX4208

5mg 10mg 20mg 40mg

N 56 56 56 56 54

Age, years: mean (min-max) 50 (28-68) 46 (21-69) 50 (19-69) 50 (30-69) 49 (29-68)

Female:n 1 3 2 3 3

Morbid obesity (BMI > 40) 17 (30%) 13 (23%) 13 (23%) 17 (30%) 10 (19%)

Mild-moderaterenal 
impairment (IBW)

64% 61% 70% 70% 72%

sUA(mg/dL): mean (SD) 6.9 (1.02) 6.6 (0.99) 6.8 (1.05) 7.5 (1.64) 7.2 (1.13)
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Results: Baseline comorbidities

ÁMetabolic and cardiovascular comorbidities were present in 
> 50% of the patient population

Allopurinol 300mg +

Characteristics Placebo BCX4208

5mg 10mg 20mg 40mg

N 56 56 56 56 54

Hypertension 33 (59%) 27 (48%) 36 (64%) 37 (66%) 28 (52%)

Hypercholesterolemia 19 (34%) 28 (50%) 25 (45%) 18 (32%) 18 (33%)

Diabetes 11 (20%) 10 (18%) 10 (18%) 7 (13%) 6 (11%)

Concomitant meds.median n 5 4 5 3 4

Total cholesterol,mg/dL(SD) 200 (44) 210 (52) 201 (45) 200 (38) 198 (49)

LDL cholesterol, mg/dL(SD) 118 (37) 118 (37) 125 (35) 122 (38) 123 (36)

____

Safety population
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Results: Primary endpoint

ÁBCX4208 added to allopurinol doubled the proportion 
achieving goal (sUA < 6mg/dL) at week 12

18%

45%

33%

39%

49%

0%

20%

40%

60%

Placebo 5mg/day 10mg/day 20mg/day 40mg/day

% patients with 
sUA < 6mg/dL 
(mITT, LOCF)

Overall p = 0.009 vs. placebo

____

mITTPopulation, LOCF: last observation carried forward; * p < 0.05 vs. placebo; ** p < 0.001 vs. placebo

*

**
*
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Results: Secondary endpoints 

ÁBCX4208 added to allopurinol also achieved secondary 
endpoint of < 5mg/dL

Allopurinol 300mg + 

BCX4208

Secondary 
endpoints

Placebo
(N=56)

5mg
(N=56)

10mg
(N=56)

20mg
(N=56)

40mg
(N=54)

4208 All
(N=222)

sUA < 5mg/dL n(%) 0
(0%)

7*
(13%)

3
(5%)

9*
(16%)

6*
(11%)

25
(11%)

Goutflares n (%) 3
(5%)

4
(7%)

3
(5%)

4
(7%)

6
(11%)

17
(8%)

sUAchange from 
baseline: mean (SD)

0.2
(1.2)

-0.3*
(1.1)

-0.1
(1.3)

-0.6*
(1.9)

-0.8**
(1.8)

-0.4*
(1.6)

sUA % change from 
baseline: mean (SD)

4.2
(16.5)

-3.5*
(17.9)

-0.7
(20.0)

-6.9*
(22.2)

-10.3**
(22.7)

-5.3
(20.9)

____

mITTPopulation, LOCF: last observation carried forward; * p < 0.05 vs. placebo; ** p < 0.001 vs. placebo
14



Results: Overall adverse events 

ÁAdverse events were balanced among groups

ÁNo fatal or life-threatening adverse events were seen
Allopurinol 300mg + 

Severity Placebo
(N=56)

5mg
(N=56)

10mg
(N=56)

20mg
(N=56)

40mg
(N=54)

4208 All
(N=222)

AnyAE  N(%) 34 (61%) 29 (52%) 34 (61%) 33 (59%) 39 (72%) 135 (61%)

Mild 19 (34%) 13 (23%) 9 (16%) 9 (16%) 17 (31%) 48 (22%)

Moderate 11 (20%) 16 (29%) 19 (34%) 19 (34%) 18 (33%) 72 (32%)

Severe 4 (7%) 0 6 (11%) 5 (9%) 4 (7%) 15 (7%)

Life-threat. / fatal 0 0 0 0 0 0

Treatment emergent
SAEs

0 0 2 (4%) 2 (4%) 2 (4%) 6 (3%)

Drug-relatedSAEs 0 0 0 0 0 0
*Investigator assessed Severity

____

SAE: serious adverse event
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Results: Change in lymphocyte counts 

ÁDose-related reductions in lymphocytes (total & subsets) 
reached plateau by day 85

Á10 patients met CD4+ stopping rule of < 350/mm3 (40mg: n=8; 
20mg: n=2)

Change from baseline: total lymphocytes

Day 15 Day 29 Day 57 Day 85
-1.5

-1.0

-0.5

0.0

0.5

Placebo BCX4208 5 mg/day

BCX4208 10 mg/day

BCX4208 20 mg/day

BCX4208 40 mg/day

Total lymphocytes (109/L) Change from baseline: CD4+ lymphocytes

Day 15 Day 29 Day 57 Day 85
-600

-400

-200

0

200

Placebo BCX4208 5 mg/day

BCX4208 10 mg/day

BCX4208 20 mg/day

BCX4208 40 mg/day

CD4+ lymphocytes (cells per mm3 )

16



Results: Grade change in lymphocytes

ÁShifts in lymphocyte counts at any time were minor (DAIDS 
grade*)

Allopurinol 300mg +

Absolute lymphocyte
counts

Placebo
(N=56)

5mg
(N=56)

10mg
(N=56)

20mg
(N=56)

40mg
(N=54)

4208 Total
(N=222)

Grade 1 (0.600Ҏ109ς0.650 Ҏ109/L) - - 1 - 3 4

Grade 2 (0.500Ҏ109ς0.599 Ҏ109/L) - - - - - -

Grade 3 (0.350Ҏ109ς0.499 Ҏ109/L) - - - - 1 1

Grade 4 (<0.350Ҏ109 /L) - - - - - -

CD4+ counts

Grade 1 (300-400/ L˃) - 3 6 6 5 20

Grade2 (200-299/ L˃) - 1 - 1 7 9

Grade 3 (100-199/ L˃) - - - - - -

Grade 4 (<100/ L˃) - - - - - -
____

* Laboratory abnormalities were graded using table provided by the Division of AIDS of the National Institute of Allergy and Infectious Diseases, Dec. 2005 17



Results: Infectious adverse events 

ÁControl and BCX4208 groups showed similar frequencies of 
infections

Allopurinol 300mg + 

Infectiousadv. events (AE) Placebo
(N=56)

5mg
(N=56)

10mg
(N=56)

20mg
(N=56)

40mg
(N=54)

4208 All
(N=222)

Anyinfectious AE  N(%) 11 (20%) 10 (18%) 10 (18%) 9 (16%) 11 (20%) 40 (18%)

Typical cold symptoms 6 (11%) 7 (13%) 2 (4%) 4 (8%) 4 (7%) 17 (8%)

Lower respiratory tract 2 (4%) 0 1 (2%) 0 1 (2%) 2 (<1%)

Bacterial /potentially 
bacterial 

5 (9%) 2 (4%) 9 (16%) 5 (9%) 7 (13%) 23 (10%)

Viral / potentially viral 10 (18%) 9 (16%) 3 (5%) 4 (8%) 6 (11%) 22 (10%)

Fungal / potentially fungal 1 (2%) 1 (2%) 1 (2%) 1 (2%) 1 (2%) 4 (2%)
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Results: Lipids

ÁBCX4208 administration was associated with reductions in total 
cholesterol and LDL cholesterol

ÁThere were no significant changes in HDL cholesterol or 
triglycerides

____

Safety population; LSM : least squares mean; Ϟ: p < 0.05, overall treatment effect;  * : p < 0.05, pairwise comparison to placebo. 

*
*

Total Cholesterol†

             BCX4208 dose

Percent,
LSM

(SEM)

Placebo 5 mg 10 mg 20 mg 40 mg
-20

-15

-10

-5

0

5

LDL  Cholesterol†

             BCX4208 dose

Percent,
LSM

(SEM)

Placebo 5 mg 10 mg 20 mg 40 mg
-20

-15

-10

-5

0

5
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Discussion

ÁRelative response ratio in inadequate responders is consistent 
with previous BCX4208 findings in patients off ULT*

0%

20%

40%

60%

80%

100%

Allopurinol 300mg + 
placebo

Allopurinol 300mg + 
4208-20mg

% responders:  sUA< 6mg/dL

Study 202: patients off ULT

RR: 1.9 

0%

20%

40%

60%

80%

100%

Allopurinol 300mg + 
placebo

Allopurinol 300mg + 
4208-20mg

% responders:  sUA< 6mg/dL

Study 203: inadequate responders

RR: 2.2 

____

* mITTwith LOCF, analysis at day 29; patients were either treatment naïve or had washout of prior urate lowering therapy (ULT)20



Conclusions

ÁBCX4208 was effective in a broad population of inadequate 
responders to allopurinol

ÁBCX4208 + allopurinol doubled the proportion of patients 
achieving goal of sUA <6 mg/dL compared to allopurinol  alone

ÁBCX4208 was generally safe and well-tolerated

ςAEs frequency and severity was similar among all groups

ςThere was no signal for infections

ςReductions  in lymphocyte counts reached a plateau by 12 weeks

ÁBased on these findings, phase 3 studies are currently in 
development
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Adherence to study medications

Á!ŘƘŜǊŜƴŎŜ ǿŀǎ ŘŜŦƛƴŜŘ ŀǎ җ ур҈ ŘǊǳƎ ǘŀƪŜƴ

ÁOverall, the 5 mg dose cohort had the highest adherence and 
the 10 mg cohort the lowest adherence

ÁAdherence to blinded study drug was higher than to allopurinol

Adherence to Allopurinol

             BCX4208 dose

Percent

Placebo 5 mg 10 mg 20 mg 40 mg
0

20

40

60

80

100

Adherence to Blinded BCX4208 Study Drug

            BCX4208 dose

Percent

Placebo 5 mg 10 mg 20 mg 40 mg
0

20

40

60

80

100

82%

68%
73%

69%
77%

88%

77% 79% 76%
71%
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Gout is a global disease with increasing prevalence…

In 2008, approximately 17.6 million patients were diagnosed with gout
in the major markets

United States 5 EU Japan

8.3 million1 6.4 million4 2.9 million4

ÁPrevalence is markedly rising, especially in the U.S.2

ï3.9% of U.S. adults compared to 2.7% for 1988-94 timeframe 

ïAffects ~5% elderly women in U.S.3

ïMore than 7% of elderly men3 in U.S.

____

1. NHANES 2007-2008 Data ; 2. Zhu Y et al. Arthritis Rheum Vol. 63, No. 10, October 2011, pp 3136ï3141; 3. Saag KG, et al. Arthritis Res Ther. 2006;8 

Suppl 1:S2.; 4. Decision Resources Data 
25



…yet the gout market has suffered from a significant 

gap in development and awareness

1951 1957 1966 2009 2010

Probenecid 
approved

Uricase used
in gout

Allopurinol 
approved

Uloric
approved

Krystexxa
approved

PNP Inhibitor

BCX4208

Arhalofenate

Uricosuric

XOI/Uricosuric
combo

Lesinurad  
(Uricosuric)

43 year innovation void

26
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Stage 1

ÁNo symptoms of 

active gout flare

ÁTreatment usually not 

necessary

ÁRisk of an attack 

increases as uric acid 

level increases

Stage 2

ÁPainful gout 

attack

Stage 3

ÁSymptom-free 

period between 

attacks

ÁJoints function 

normally until 

another acute 

attack occurs

Stage 4

ÁChronic arthritis

ÁDeformity and 

destruction to affected 

bone and cartilage

ÁKidney damage 

possible

Asymptomatic 

Hyperuricemia

Acute Gout 

Attack

Intercritical

Gout

Chronic 

Tophaceous

Gout

____

Source:  Adapted by  BioCryst from the Gout and Uric Acid Education Society

There are many faces of gout ranging from intermittent
attacks to debilitating disease

27

Uncontrolled hyperuricemia can develop into severe disabling gout unless 
patients seek  proper medical attention and treatment



Increasing sUA correlates with the formation of urate 

crystals and the risk of clinical gout

Reducing sUA levels allows for dissolution of crystals

< 6.0 mg/dL 6.0 to 6.8 mg/dL > 6.8 mg/dL

sUA stays in serum Crystals begin 
to form

Crystals precipitate out 
of serum  and collect in 

joints causing 
inflammation

28



Gout patients experience progressive joint damage between 

flares due to the presence of monosodium urate (MSU) crystals

____

1: Pascual et al. Synovial Fluid Analysis for diagnosis of Intercritical Gout Annals of Internal Medicine Volume 131, No 10, Nov 16, 1999

2: Pascual et al. Arthritis and Rheumatism, Vol 34, No.2 (Feb 1991
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Á43 synovial fluid samples

ÁPatients not receiving ULTôs 

Á74 asymptomatic knees of 55 patients

ÁPatients not receiving ULTôs
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MSU crystals are found in the joints
regardless of time to last acute flare1
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MSU crystals cause a chronic inflammatory 
response in the joints between flares2



50%

41%

25%

21%
18%

15%
12%

11%

Hypertension

Hyperlipidemia

Obesity

Diabetes

Osteoarthritis

Cardiovascular Disease

Alcoholism

Chronic Kidney Disease

Most Common Co-Morbidities in Gout Patients

(n=522)

No Other Co-morbidities: 19% 

P
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____

ChartTrends: Gout ð September 2010:  Q27. Please check all co-morbidities that this patient currently has: alcoholism, cardiovascular disease, chronic kidney 

disease, COPD, CHF, depression, diabetes, hyperlipidemia, hypertension, kidney stones, prostate problems, obesity, osteoarthritis, other co-morbidity, or no 

co-morbidities (n=522 PCP patient charts, 517 rheumatology patient charts)  

ÁPatients enrolled in 

BCX4208 clinical trial 203 

also reflected this wide 

range of co-morbidities
Á58% Hypertension

Á50% Obesity

Á39% Hypercholesterolemia

Á16% Diabetes

ÁMedian number of 

concomitant medicines was 

3 to 5 depending on dose 

group
ÁOne patients was on 17 

medicines

Gout patients take multiple medications so drug-drug 

interactions are of high concern

30



Kidney stones are a common complication of gout; they 

grow in silence for a long period of time

Â Kidney stones occur in in 20ï40% of patients with gout1,2

Â Gout doubles patientsô risk of kidney stones3

Â Majority of stones in gout patients (>80%) are uric acid stones4

Â Almost half of all kidney stones are not symptomatic to patients and can only 
be detected by imaging procedures1, 2

Â Uric acid stones can be exacerbated by increases in uric acid concentration 
in the urine

33- 50%

50 ï67%

Symptomatic stones

Silent stones

Danger

you see

Danger you

donôt see

____

1: Shimizu T & Hori H,  Journal of Rheumatology. 36(9):1958-62, 2009 Sep. PMID: 19605673; 2: Alvarez-Nemegyei J, Journal of Rheumatology. 

32(11):2189-91, 2005 Nov. PMID: 16265701; 3: Kramer HJ et al. Kidney International. 64(3):1022-6, 2003 Sep. PMID: 12911552; 4:  Yu T and Gutman AB 

Annals of Internal Medicine. 67(6):1133-48, 1967 Dec. PMID: 606193031



Closer examination of the gout market reveals

significant opportunity with clear areas of upside

____
1 Kantar Health analysis of the NHANES III and NHANES 07-08 data and cross referenced with TR  Rx Data data.; 2 BioTrends: ChartTrends Research, 2010 
(Decision Resources); 3 Decision Resources US Epi, 2011; applied  Decision Resources % diag to KANTAR prev to calculate Followed/Not Followed

U.S. Gout 
Prevalence 20151

Followed1, 3

Currently Rx
Chronic Treated1

Percent of
Patients

using ULT4

Allopurinol 
Inadequate

50-80%
(1.9-3.0M)

Responders
20-50%

Allopurinol 
Intolerant
10-20%

Severe 
Tophaceous

9%

Rx Treated 
3.7 M (51%)

Not Rx Treated
3.5 M (49%)

Not Followed
2.4 M (25%)

Followed
7.2 M (75%)

U.S. Prevalence
9.6 M

32

Not mutually exclusive



____

Other = Colchicine+Probenecid, Probenecid

1. Zyloprim prescribing information;  2. IMS database;  3. Becker, et al, New England Journal of Medicine 2005; 353:2450-61; 4. Pandya et al, Current 

Medical Research & Opinion 2011; 27(4): 737-744;  5. L Annemans et al, Annals of Rheumatic Disease 2008;67:960ï966

Á21% gout patients reach goal of <6mg/dL

on 300 mg allopurinol3

Á31% to 39% patients reach goal when 

categorized by generalist, rheumatologist, 

nephrologists or other 4

ÁFewer than 50% of patients receiving 

allopurinol, in the most commonly 

prescribed dose of 300 mg daily, achieve 

optimum reductions in plasma urate 

concentrations5

Only 20-50% patients reach goal on the standard of care 

drug, allopurinol

…despite showing that most patients do 

not reach their goal sUA levels 

Allopurinol is clearly the

standard of care…2 

33

1ï3Q2010 TRx in Gout

93.8%

3.2%
3.1%

Allopurinol

Febuxostat
Other



23.8%

8.5%

64.9%

0.2% 0.6% 2.1%

31.7%

14.3%

53.1%

0.0% 0.6% 0.3%
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 %

Modal allopurinol dose (mg/d)

All Patients taking allopurinol (n=2405)

All renal patients taking allopurinol (n=328)

Frequency distribution of all gout patients 

with and without renal impairment taking allopurinol by modal daily

____

Sarawate, et all Mayo Clinic  Proceedings July2006;81(7):925-934

Physicians rarely dose allopurinol above 300 mg/day 

34

SAEs with allopurinol are a concern with physicians and treatment 
above 300 mg is rare



BCX4208 has the opportunity to meet unmet medical 

needs

35

ÅOnly 40% patients reach goal on common doses of XO-inhibitors

ÅBCX4208 combined with allopurinol increases response rate

How BCX4208 may address unmet needs

ÅBCX4208 is the only novel MOA in reducing serum uric acid (sUA)

ÅBCX4208 demonstrated synergy with allopurinol

ÅBCX4208 should not cause drug-drug interactions

ÅPhysicians should not need to adjust concomitant medications

ÅBioCryst has included patients with kidney stones in clinical trials

ÅApproved uricosuric drugs are contraindicated in patients with uric acid 
kidney stones

Patients treated for many 
chronic diseases

20-40% of patients have 
kidney stones

Innovative Mechanism of 
Action (MOA)

Gout Market 
Challenges

2

3

4

Improved Efficacy

1

____

1.Shimizu T. Journal of Rheumatology. 36 (9) (pp 1958-62), 2009- The prevalence of nephrolithiasis in patients with primary gout: A cross-sectional  study using 

helical computed tomography 

2. Zhu Y. Choi H. Individuals in the US general population with gout and hyperuricemia have significantly higher comorbidities; NHANES 2007-08

3. Alvarez-Nemegyei J. Journal of Rheumatology. 32 (11) (pp 2189-91), 2005- Prevalence and risk factors for urolithiasis in primary gout- Is a reappraisal 

needed



The right partner will maximize the value of BCX4208

____
1 Kantar Health analysis of the NHANES III and NHANES 07-08 data and cross referenced with TR  Rx Data data.; 2 BioTrends: ChartTrends Research, 2010 
(Decision Resources); 3 Decision Resources US Epi, 2011; applied  Decision Resources % diag to KANTAR prev to calculate Followed/Not Followed

U.S. Gout 
Prevalence 20151

Followed1, 3

Currently Rx
Chronic Treated1

Percent of
Patients

using ULT4

Allopurinol 
Inadequate

50-80%
(1.9-3.0M)

Responders
20-50%

Allopurinol 
Intolerant
10-20%

Severe 
Tophaceous

9%

Rx Treated 
3.7 M (51%)

Not Rx Treated
3.5 M (49%)

Not Followed
2.4 M (25%)

Followed
7.2 M (75%)

U.S. Prevalence
9.6 M
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Not mutually exclusive



BCX4208: Phase 3 ready asset, attractive for partnering
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ÁNovel mechanism of action

ÁEfficacious, safe & well tolerated 

in a broad range of gout patients, 

including those with kidney stones 

and renal impairment

ÁUnlikely to have drug interactions

ÁDe-risked asset via a high quality 

proof-of-concept Phase 2 program

ÁLong IP runway

ÁCapability and desire to:

ïcomplete a high quality Phase 3 

program

ïdrive commercialization globally 

to maximize value

ÁCapture allopurinol inadequate 

responder market segment

ÁAbility to drive non-treated and not 

followed gout patients to 

BCX4208/XO combination

What makes BCX4208 attractive? What we are looking for in partners?



Gout program: Important progress & next steps
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VAdditional data from Phase 2 BCX4208/allopurinol combination 

study in gout at EULAR (May)

VBegin collecting BCX4208 long-term safety data in gout (2Q:11)

VData from Phase 2b BCX4208/allopurinol add-on study in gout 

(Oct/Nov 11)

ÄReport initial six-month safety and vaccine challenge results for 

BCX4208, ADME study results (January 2012)

ÄEnd of Phase 2 regulatory discussions for BCX4208 (1H:12)

ÄComplete renal impairment study (mid-2012)


