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Dosaae and Cohorts _ _ . Table 5. Trial reaimen details Table 7. Number of patients experiencing selected adverse events (highest grade; any cause).
Bac kg You nd g Table 1. Dosing Regimens By Phase & Cohort Efflcacy d Listed are all adverse events occurring in = 15% of evaluable patients, as well as all = G3 or serious
® Phase 1: patients enrolled in . adverse events.
up to three cohorts Dosing Regimens o et S e Tt e €| ] Best Response /0
: : o : : : : : ® ICacCy datla stems irom both phase 1 an Patients per grade [n (%)]: 27 total m
[
Thahglomlde and its |mmun_omodulator.y derivatives (IMiDs) sgch as lenalidomide have shown great e Pomalidomide dosed at 2, Phase 1 Pomalidomide Dexamethasone PLD patents CR 0 0.0% Adverse Event
promise as a treatment option for multiple myeloma (MM) patients? 3 or 4 d di
L . o | , OF &g depending on Cohort 1 2 mg 40 mg 5 mg/m? e Response was seen in 10 patients so far VGPR 0 0.0% Hematologi
e Pomalidomide is an IMiD immunomodulatory agent with high in vitro potency that has shown promise cohort Cohort 2 3 mg 40 mg 5 mg/m2 S ’ PR 9 33.3% e SO AT AR T TR A R TR B
as an effective treatment option for relapsed/refractory (RR) MM patients e Phase 2: all patients dosed at Cohort 3 4 mg 40 mg 5 mg/m? . R ol d  POM MR 1 3 79, Bilirubin (low) 6 222% O 0% 0 0% 0 0% | 0 0% 6 222% 0
e Pomalidomide shows similar anti-angiogenic effects as thalidomide but exhibits greater m aximume-tolerated dose Phase2 eSponse seen at all © doses SD 7 25.9% Eosinophils (high) 9 83.9% 1 0 0% 0 0% 10 0% 1 0 0% 9 33.9%1 0
anti-proliferative and immunomodulatory activity (MTD) determined in Phase 1 Phase 2 (initial) MTD (4 mg) 40 mg 5 mg/m? e A majority of responding patients had PD 8 29 6% ACTHEHEEH (1) 8 296% ) 1 37% | 0 0% | 0 0% | 0 0% 9 33.3% 0
(later amended to 3 mg dosin Phase 2 (amended) 3 mg 40 mg 5 mg/m? prior exposure to a PLD-containin 0 Hypotension 0 00% | O 0% 1.5.7% 1.0 0% | 0 0% 1 8.7% 0
e Recent data has shown pomalidomide to be effective in combination with dexamethasone, even for | J J , J Not evaluable 2 7.4% Leukopenia 8 296% | 5 185% 11 40.7% 0 0% | O 0% | 24 88.9% | O
patients refractory to bortezomib and lenalidomide 2 il Gl ey pis: §03 RESUE) regimen Overall Response Rate 9 33.3% Lymphopenia 2 74% | 9 333% 8 296% 0 0% | 0 0% 19 704% [ 0
: Monocytes (high) 9 333% 0 0% 0 0% 0 0% | 0 0% 9 333% 0
e Other data has shown that pegylated liposomal doxorubicin (PLD) is effective in combination with MTD & MAD ° Twel\{e PEUIELS progresse_d on Sl e . .(PR+VGP.R+CR) Neutropenia 3 111% 7 259% | 8 296% 2 7% | 0 0% | 20 74.1% 0
. . . .36 of which progressed after initial response Clinical Benefit Rate (MR 37.0% : 0 0 X 0 o o
thalidomide or lenalidomide . . . . L 10 Total protein (low) 12 444% | 0 0% 0 0% 0 0% 0 0% | 12 44.4% 0
e MTD was determined as the maximum-administered dose (MAD) with no more than 1 dose-limiting e Phase 2 ORR (lenalidomide failures) was +PR+VGPR+CR) Thrombocytopenia 10 37.0% | 2 74% | 1 37% | 0 0% | O 0% 13 481% 0
e Finally, our recent trial has shown that the efficacy and tolerability of regimens combining bortezomib toxicity (DLT) amongst 6 patients per cohort (only 3 patients required if no DLT). 25.0% (CBR: 31.3%) out of 16 phase 2 pts PD: progressive disease; SD: stable disease; MR: minimal Thrombocytosis 5 185% | 0 0% 0 0% 0 0% | 0 0%| 5 18.5% 0
with the combination of PLD, dexamethasone, and IMiDs such as lenalidomide can be improved by L BIT Glered] ea ar 6 e el e @es e e Cuiale 9 @A FEnrEErTE G e s G e e oo P P response; PR: partial response; VGPR: very good partial Non-Hematologic
adjusting the traditional dosing and schedule of these drugs6 : y _ : J .g gy - : P . _y P response; CR: complete response Abdominal pain 1 3.7% 0 0% 1 3.7% | 0 0% 0 0% | 2 7.4% 1
o | T s | | lasting more than 7 days; febrile neutropenia (any grade); G3 or G4 diarrhea or constipation Alkaline phosphate (high) 2 7.4% | 0 0% 1 37% | 0 0% | 0 0% 3 111% 0
® These data holistically point to the combination of pomalidomide with dexamethasone and PLD using refractory to anti-diarrheal or constipation therapy; any study treatment-related grade 3 or 4 Table 6. Time-to-event data ALT (low) 9 333% | 0 0% 0 0% 0 0% 0 0% 9 33.3% 0
a modified dosing schedule as a potentially effective treatment option for R/R MM patients non-hematological toxicity (except alopecia); any drug-related death Figure 1: Progression-Free Survival/Time ngT((I:(i)g‘;;;g 673 22.83 (1) g;% 8 g;ﬁ 8 ng 8 8? g gggfﬁ 8
s to Progression (Kaplan-Meier) Blood urea nitrogen (high) 11 407% | 2 7.4% | 0 0% | 0 0% | O 0% 13 481% | O
. . Creatinine (low) 5 185% | 0 0% 0 0% 0 0% | 0 0% 5 185% 0
e We investigated the safety and efficacy of the combination of pomalidomide with dexamethasone and Time to progression (TTP) 1.0- Constipation 6 222% | 2 74% | 0 0% | 0 0% | O 0%| 8 296% | O
PLD using a modified dosing schedule for patients with progressive myeloma Median (Kaplan-Meier) 4.0 Diarrhea 7.259% )| 2 74% | 0 0% | 0 0% | 0 0%) 9 333% | O
95% confidence interval 3.2-4.8 :fdema 2 ?igf (1) gf/ 8 gf’ 8 gf 8 8? g fggf 8
. . ever .8% A% % % % 9%
P'I'\‘/I’gé?ss'(oK"'flree I\s/lu'_"";’a' (PFS) 1o Qi Fatigue 7 259% | 2 74% | 1 37% 0 0% | 0 0% 10 37.0% | O
edian (Kaplan-ivieier : — Gastrointestinal bleeding 1 3.7% 1 3.7% 1 3.7% 0% 0 0% | 3 11.1% 0
959% confidence interval 3.1-5.0 g Hyperglycemia 5 185% | 2 7.4% 1 3.7% | 0 0% 0 0% | 8 29.6% 0
“Data cutoff: 04/01/13 Duration of response (DOR) Hypoalbuminemia 7 25%% 4 148% | 0 0% | 0 0% | 0 0% 11407% | C
i Median (Kaplan-Meier) not reached ¢ Hypoglycemia 0 00% | 0 0% | 0 0% | 1 87%| 0 0% 1 3.7% 0
Demographics 95% confidence interval notreached & Hypokalemia 11 407% | 1 37% | 1 37% | 0 0% | 0 0% | 13 481% | O
Overall survival (OS) E Mental status ch 0 0% |0 0% |0 0% |1 4% |0 0% 1 am | o
: : ental status change % % % % % A%
e Phase 1/2 multi-center, open-label, single-arm study Table 2. Patient demoarabhics Median (Kaplan-Meier) not reached  © Mouth sores 1 37% | 1 87% | 1 37% | 0 0% | 0 0% 3 11.1% | 0
~ Slarnes) enelliEni 60 Taies e 27 patients have been enrolled ' grap 95% confidence interval not reached o + Nausea 7 259% | 1 37% | 0 0% 0 0% | 0 0% | 8 29.6% 0
: as of data cutoff with 24 . - _ _ Pneumonia 1 3.7% 0 0% 1 3.7% | 0 0% 0 0% | 2 7.4% 0
completing at least one full Patient Demographics e Time-to-event data is early, but suggests at least Pruritus 4 148% | 1 37% | 0 0% | 0 0% | O 0% 5 185% | O
Eligible Patients svEle @ e R No. enrolled 27 a median of 4 months before progression on this Pulmonary infiltrate 0 0% 0 0% 1 837% | 0 0% | 0 0% | 1 3.7% 1
_ _ _ _ _ y . Comb|nat|on regimen o= Rash 6 22.2% 0 0% 0 0% 0 0% 0 0% 6 22.2% 0
* Diagnosed with MM based on Durie criteria ® Patients received a median of 5 No. that received study drug 27 | N o [ I [ I Sepsis 0 0% |0 0% |0 0% | 0 0% |1 4%| 1 37% 1
. . : : : . No. that received > 1 MM assessment 26 e Estimates will improve with increased follow-up as Ulcer 0 0% 0 0% 1 37% | 0 0% | 0 0% | 1 3.7% 0
° Currently have MM with measurable disease p;l;)l’ re.glrgle_?)s_’ Wltp .a.medlan the trial progresss ARSI, Upper respiratory infection 4 148% | 5 185% | 1 3.7% 0 0% 0O 0% | 10 37.0% 0
e Currently have progressive MM that has relapsed or is refractory as follows: (r)egirgggr containing No. that completed at least 1 1ull cycle 23 Vasovagal response 0 0% | 0 0% |1 387% |0 0% |0 0%| 1 37% 1
® Phase 1: relapsed following stabilization or response to at least one anti-myeloma regimen or The trial is still activel " Median age in years (range) 69 (49-87)
refractory defined as progressed while receiving an anti-myeloma treatment - TS uiEll [ Sl Eecuely cneliing Sex: M,F 17,10 Safety
_ _ _ _ _ with less than half the planned : :
® Phase 2: refractory to lenalidomide as demonstrated by progressive disease while on enrollment currently completed Prior Regimens _ -
lenalidomide or that relapsed within 8 weeks of the last dose of lenalidomide either as a single Median no. of prior regimens (range) 5(1-18) Hematological COI‘IC' USIONS
agent or in combination. Median no. of prior PLD-containing 1(0-2) e The most common hematological adverse events (all grades; any cause) were leukopenia (88.9%),
. _ regimens (range ' 19 ' 4° ' 9° ' .29 _ o , _ _ _
* Age = 18 years, life-expectancy = 3 months, ECOG performance status 0-2 . range) Poeal:tr?g%?:]a(g74r441o//;), lymphopenia (70.4%), anemia (51.9%), thrombocytopenia (48.2%), and low e Using a 28-day cycle, the combination of pomalidomide at 4 mg daily for 21 days with IV
P e dexamethasone (40 mg) and PLD (5 mg/m?) both administered on D1, D4, D8, & D11 produced no
Assessments e > G3 hematological adverse events included leukopenia (40.7% = G3), neutropenia (37.0% = G3), DLTs during Phase 1 evaluation
® All subjects were evaluated for disease response according to a modified version of the IMWG MTD & DLTs lymphopenia (29.6% = G3), anemia (11.1% = G3), and thrombocytopenia (3.7% = G3), Wi A e ceEis s £ d g cling dhees 1. (hers ves & saniesn ekEnss of m GE
Uniform Response Criteria for Multiple Myeloma’-® ® There were 2 instances of G4 adverse events, both G4 neutropenia neutropenia at this dose during phase 2: thus, the protocol has been amended so that future
e Di - i i : N atients will be treated at 3 m
Disease assessment occurred between D22-D25 during the rest period of each cycle Table 3. Trial enrollment & dose details Table 4. Trial MTD determination e P | g | | | - | |
e Safety assessments graded by Common Terminology Criteria for Adverse Events (CTCAE) v4.0 : : _ _ _ e Otherwise, treatment has been relatively well tolerated with this combination regimen, with a low
Enrollment & Dose Data Pomalidomide MAD/MTD e The most common non-hematological adverse events were hypocalcemia (55.6%), high blood urea incidence of other = G3 adverse events
_ : nitrogen (48.2%), hyponatremia (48.2%), hypokalemia (48.2%), hypoalbuminemia (40.7%), upper _ _
Med!an no. cycles. completed (range) 3 (0-8) Established MAD 4 mg respiratory infection (37.0%), fatigue (37.0%), diarrhea (33.3%), nausea (29.6%), constipation o Earl;: efflcaCY dataofrom all enrolled patients (phase 1 & 2) has shown an overall response rate of
Drug Administration Schedule Median follow-up in months (range) 3.2 Amended MAD 3 mg (29.6%), rash (22.2%), and edema (22.2%) 33.3% (CBR: 37.0%) across all doses
. ) 0.2-8.2 . . . | . . . ,
A Dexamethasone Number of DLTs ( 0 ) e To date, patients have completed a e > G3 non-hematological adverse events included hyponatremia (11.1% = G3), hypokalemia (3.7% = e Further enroliment will determined the safety and efficacy of the 3 mg dosing
e Modified 28-day cycle NUmber of dose reductions 3 median of 3 cycles (range: 0-8) with a G3), upper respiratory infection (3.7% = G3), hyperglycemia (3.7% = G3), high ALP (3.7% = G3), Early data from this Phase 1/2 trial suggests that the combination of pomalidomide, IV
e D h ’ PLD Phase 1 Cohort Enrollment* median follow-up of 3.2 months (range: and hypoglycemia (3.7% = G3), fatigue (3.7% = G3), mouth sores (3.7% = G3), sepsis (3.7% = G3), dexamethasone, and PLD on a modified 28-day cycle is an effective and tolerable treatment
. der)r(l?rT set ericsjolr\]/eon D1 . Pomalidomide 23:1: = OI?/I ort =nrofimen 2 0.2-8.2) abdominal pain (3.7% = G3), pneumonia (3.7%), and vasovagal response (3.7% = G3) strategy at appropriate dosing for MM patients who progressed on their most recent MM regimen
D4, D8, & D11 | A A A A L ) 3 mg POM 4 e MAD was declared at the highest dose e There were 6 patients (18.5%) who experienced non-hematologic SAEs after receiving study drug: 1
e PLD administered IV 4 mg POM 4 of 4 mg: no DLTs through 11 evaluable G3 abdominal pain, 1 G3 pulmonary infiltrate, 1 G3 hyponatremia, 1 G3 vasovagal response, 1 G4 References
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