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Background

: : Demographics and Clinical Characteristics The Most Common Adverse Events Were Diarrhea** and Headache 0 DAIDS grading data were available for absolute lymphocyte counts and CD4+ counts:
3 Boxa208: Were Generally Similar Among Dose Groups
BCX4208 BCX4208
O An enzyme inhibitor being BoXa208: | ) ./ /!  sows | BCxa208
PNP Inhibit: Placebo 20mg 40 mg 80 mg 120 mg 160 mg 240 mg " " " Placebo 20mg 40 mg 80 mg 120 mg 160 mg 240 mg
developed for the treatment mibor Guanine (n=45) (n=21) (n=38) (n=36) (n=16) (n=15) (n=15) Placebo [ 20mg 40 mg 80 mg 120 mg 160 mg 240 mg Total (n*=42) (n*=20) (n*=36) (n*=35) (n*=16) (n*=15) (*=13)
Hypoxanthine (n=45) (n=21) (n=38) (n=36) (n=16) (n=15) (n=15) (n=141) -
Of gout Allopurinol );fanthine Mean (SD) age, y 52(10.4) 47 (8.9) 51(11.8) 47 (11.6) 51(13.6) 48 (10.5) 49 (10.9) No shift 42 20 36 33 16 15 13
. . ’ n (%) .
[ Has a mechanism of action Xa:ti?.::[gﬁase B )\L Male, n (%) 43 (96) 21 (100) 36 (95) 35(97) 15 (94) 15 (100) 15 (100) — — — — e — — — — Grade 1 (0.600x10°-0.650x107/L) 0 ] 0 1 0 0 0
)9 9,
that complements the Inhibitors R@Sﬁi}g 9 31 (69) 11 (52) 27 (71) 26 (72) 10 (63) 11(73) 8(53) Hz;ai:e 5 ((11)) 1((5)) 5 ((12) 3((8)) P ((133) 0 EO; 2 El?j 1 ElO; z:z:zgzzz:i; Zizzzieg Z z Z : Z z Z
xanthine oxidase inhibitors Uric Acid Black 7(16) 2(10) 3(8) 3(8) 1(6) 1(7) 2(13) - 0
allopurinol and febuxostat b Asian 2(4) 334 2(5) 2(6) 2(13) 2(13) 2(13) Peripheral edema 0(0) 1(5) 1(3) 1(3) 2(13) 1(7) 2(13) 8 (6) Grade 4 (<0.350x10°/L) 0 0 0 0 0 0 0
Othi 5(11] 5(24; 6 (16 5 (14 3(19 1(7 3(20;
actigg upstream of Xanthiney l v ! ebr " o 3(4 2) 3(6 6) 3(5 9) 3(3 O) 3(5 4) 32( 9) 3(2 8) Lymphocyte count 1(2) 0(0) 1(3) 4(11) 0(0) 2(13) 1(7) 8 (6) CD4+ Counts: Number of Patients with DAIDS Grade Shifts from Normal Baseline at Day 22 Visit
lean body mass Index, . N . B . . . decreased
s s kg/m? (5.8) (8.5) (7.9) (6.3) (8.5) (6.1) (6.8) BCX4208
and hypoxanthine in the >\l, 1, Y ———— — o5 - v v o1 Py Upper respiratory 1(2) 0(0) 1(3) 3(8) 2(13) 0(0) 1(7) 7(5) Placebo | 20mg 20mg 80 mg 120mg 160 mg 20 mg
urine metabolic pathwa ' : . : ) : . : tract infection n=13) | (n*=20) (n*=30) (n*=35) (=16) (ne=15) s
p p y _ Gastrointestinal mg/dL (1.1) (1.5) (1.2) (1.2) (1.4) (1.8) (1.5)
Renal Excretion Excretion Comorbidities, n (6 Blood creatine 4(9) 2(10) 0(0) 1(3) 0(0) 1(7) 1(7) 5(4) No shift 43 19 34 27 15 13 10
Obesity 31(e9) | 17(81) | 28(74) | 24(67) 11(69) 9(60) 8(53) phosphokinase Grade 1 (300-400/L) 0 1 2 6 1 1 3
Hypertension 33(73) 10 (48) 19 (50) 20 (56) 10 (63) 6 (40) 6 (40) increased p—— . . . " . " .
H _hli _ ~ : Diabetes 7(16) 1(5) 2(5) 5(14) 3(19) 0(0) 0(0) rade -299/u
U In 2 randomized, double-blind, placebo-controlled, 3-week trials, BCX4208 20 mg to Hypercholesterolemia sy | 16y | 220y | 10 s o) 6 00 o 50 Rash 2(4) 1(5) 2(5) 0(0) 0(0) 0(0) 2(13) 5 (4) P— - - - - - - -
240 mg/day: ghronic kigne?t d(ifease 81(128) 50 (204) 91(2;) 90(21;5) 21(163) 30(200) 31(270) Cough 0(0) 0(0) 0(0) 0(0) 0(0) 2(13) 0(0) 2(1) rade 4 (<1000 5 5 5 5 5 5 5
O Significantly lowered serum uric acid (sUA) versus placebo | oronars; lea d-sease = = = = = = = Tachycardia °@ 200 °O °O °@ °0 °0 2m -
Flare prophylaxis during
. . L. study, n (%) *BCX4208 20 mg, 40 mg, and 80 mg were administered both with and without allopurinol. i i +
O Increased the proportion of patients achieving the sUA target of <6.0 mg/dL versus Coléhicine 3303 | 146n | 27y | 2168 10(63) 12(80) 7 47) =Diarthea likely due to high rate of colchicine use. Q VerY few patients met stopping rules for absolute lymphocyte counts or CD4+ counts
placebo Naproxen 5(11) 4(19) 3(8) 8(22) 3(19) 2(13) 4(27) d uri ng treatment:
Colchicine and naproxen 3(7) 3(14) 6(16) 4(11) 1(6) 0(0) 2(13)

[ Demonstrated additive and synergistic sUA-lowering efficacy with allopurinol

The Incidence of Adverse Events BCX4208

Objective Was Generally Similar Among Dose Groups The Incidence and Severity Profile of Infections Were Similar Between BCX4208 and Placebo** oo | mne | weme | wong | wmpe | wme | ozem |l
n

To describe the tolerability and safety profiles of BCX4208 during daily use for up to 3 Placebo | 20mgt | 40mg: | 8omg: | 120mg | 160mg | 240mg nfections p— 20mg" pry Py 120 mg 160 mg 240mg Toa Aslute ymphocytecout , , , , , , , ,
weeks (n=45) (n=21) (n=38) (n=36) (n=16) (n=15) (n=15) (n=45) (n=21) (n=38) (n=36) (n=16) (n=15) (n=15) (n=141) Met stopping rules? 0 0 0 0 0 0 0 0
n (%) n (%) CD;;{)?OE " 0 0 1 8 3 1 1 14
> < H i 3 * *
Meth Od S /e\:g/netldverse 28(62) | 14(67) | 20(53) | 18(50) | 10(63) | 10(67) | 11(73) pRT— 700 200 ) e 2o 0 Py Ty Bch:(e::;:pz:g ruliz | 0 | odb L do L 1 (z.jz) 0 (67) 0 2(14)
. . 1 mg, 40 mg, an mg were minister with and without rinol.
U Data from two 3-week studies were pooled and summarized by BCX4208 dose. Severity Upper respiratory tract 4(9) 0 2(5 5(14) 3(19) 0 1(7) 11 (8) 2Stopping rule: I?absolu?elaymphocy?e:el?:ount vZIi:sfaﬁ<500/ui retest(zg c?)n(;ipr;. Ifovalues remain <500/uL then stop study drug immediately,
§ . withdraw from study, and follow up until resolution.
D Designs were randomized’ dou b|e_b|ind' placebo-controlled. mlcl)?ierate ig 83 283; ?(&367)) J?O((ZZZS)) ggi; 2833 ‘5183; m::licciierate ig; 8 2(()5) gég; 389) g 1(()7) ggg 3;:;)?(5:za’r‘:lllje;;i(lléglﬂzgfytorﬁetercellcount values fall to <350/L, retest to confirm. If values remain <350/pL, stop study drug, withdraw from study,
O Eligibility included adults with gout and sUA >8 mg/dL. Severe 4(9) 0(0) 0(0) 0(0) 0(0) 0(0) 23 (13) Severe ) 0 0 0 0 0 0 0 0 *Patient met stopping rules at day 17.
Q F hvlaxi ) d of colchici 06 q 250 ice dail Serious adverse 000) 000) 12(5) 0(0) 000) 0() 0) Potentially life-threatening 0 0 0 0 0 0 0 0 Lo .
are prophylaxis consisted of colchicine 0.6 mg/day or naproxen mg twice daily. ovent Viral o o 10 10 16) o o 30) O No opportunistic infections were reported.
. Mild 0 0 1(3) 0 1(6) 0 0 2(1) ) o
U Studies: Qi;?;;‘igve“‘ 2@ 0O 1 26 | 200 0 1o 209 Moderate 0 0 0 13 0 0 0 1) O The frequency of grade changes in other laboratory analytes was generally similar
0 BCX4208-201 3333"“‘1'23?;;? ,iﬁf:,{{fa,,y lfe-threatening 0 ; 5 ; : : : : between BCX4208 and placebo with no evidence of drug effect or dose relationship.
[ Parallel-group study followed by sequential dose escalation 1BCX4208 20 mg, 40 mg, and 80 mg were administered both with and without allopurinol. Abdominal/gastrointestinal 3(7) 0 0 0 0 0 1(7) 1(1)
group y y seq
. 2The serious adverse event was a hemorrhoidal bleed that resolved and was not considered related to Mild 1(2) 0 0 0 0 0 0 0 o
U Safety Population: BCX4208 n=75; placebo n=24 study medication. 3The severe adverse events were diarrhea and diverticulitis. Moderate 2(4) 0 0 0 0 0 0 0 CO n CI usions
O BCX420840 mg, 80 mg, 120 mg, 160 mg, or 240 mg, or placebo e i - ’ : ; ; : : 10 oY
4 4 4 4 4 : ly life-threatening 0 0 0 0 0 0 0 0 ) . .
] BCX4208-202 The Adverse Eve.nt Profile Of BCX4208 Was NOt.AffeCted *BCX4208 20 mg, 40 mg, and 80 mg were administered both with and without allopurinol. In2 randomlzed' dOUbIe_bImd' pIaCEbo_contrOHEd studies:
by Concomitant Administration of Allo purin ol =Additional infections reported as adverse events in 1 patient in a dosing group were mild tooth abscess, oral herpes, tinea pedis, and a moderate otitis externa in ..
O 4x4 factorial design BCX4208-treated patients and 1 mild urinary tract infection in a placebo-treated patient. U BCX4208 was generally safe and well tolerated when administered at doses up
O Safety Population: BCX4208 n=66; placebo n=21 BCX4208 to 240 mg/day for 21 days.
U Combination of BCX4208 placebo, 20 mg, 40 mg, or 80 mg and allopurinol Tﬁ:jg)o (2no=r;1g) z‘nozr;&% 310;2(?) The Incidences of Adverse Events of Special Interest O The combination of BCX4208 and allopurinol was generally safe and well
placebo, 100 mg, 200 mg, or 300 mg Proportion (%) and Lab Abnormalities Were Low tolerated at daily doses of 20 mg, 40 mg, and 80 mg for BCX4208 and 100 mg,
0 Measures llopurinol (n=30 8/30 (60 /5 (80 /21 (6 220 (60, . . . 200 mg, and 300 mg for allopurinol.
Aol 100 me th=s) gl P il ) O Mild-to-moderate reductions in absolute lymphocyte counts as well as counts for CD4+, CD8+, CD20+, and & g P
U Safety was assessed by the type and frequency of adverse events reported by patients or Allopurinol 200 mg (n=5) 3/5 (60) 1/6 (17) 2/6 (33) 1/5 (20) CD56+ subsets were observed. O No clinical impact of the reduction in lymphocyte subsets was observed.
observed by investigators and changes from baseline in clinical laboratory assessments . Allopurinol 300 mg (n=5) 4/5 (80) 5/5(100) 15 (20) 416 (67) ) ) ) ) _ o
O Adverse events were assessed from the time of informed consent and blood samples for O Adverse events of moderate severity were infrequent with BCX4208 O A decrease of >1 grade in total lymphocyte counts was observed in 3/141 BCX4208-treated patients (2.1%). U The rate of infections was similar between BCX4208 and placebo.
laboratory tests were taken at weekly clinic visits and at a follow-up visit approximately administered in combination with allopurinol. O A decrease of 21 grade in CD4+ lymphocytes was observed in 21/141 BCX4208-treated patients (15%). O No opportunistic infections were reported.
1 week after the end of the treatment period. anN d t ted with th binati f BCX4208 ) o ) . . . . .
O Adverse events were graded by the investigator as mild, moderate, severe, or potentially odsel\llere : v|erse et W:"e peree & combination © O Baseline absolute lymphocyte count and BCX4208 dose were each significantly (p<0.001) associated with | U In the 141 patients treated, no safety signals were identified.
’ ¢ ¢ and allopurinol at any active dose. ; A ; ; bt
life threatening. Lab abnormalities were graded according to the DAIDS Table for P y absolute Iymph(?cyte counts at Day ?2 in multivariate regression analyses that examlneq the contributions of | ) pased on the results of these studies, a longer-term safety study is warranted
Grading the Severity of Adult and Pediatric Adverse Events (December, 2004). Lab O The types of adverse events were similar in recipients of placebo, allopurinol, age, gender, weight, race, and baseline sUA, CrCl, and lymphocyte count to the change in lymphocyte count. and is in progress.
toxicity shifts from baseline to last visit were summarized by treatment group. BCX4208, or both drugs combined.

Additional data on BCX4208 are summarized in Poster #THUOO011 (this meeting).




