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Introducti _ Efficacy Table 4. Efficacy Results by Subgroup Table 6. Treatment-emergent Non-hematologic AEs Occurring in
0 i 0
ntroauction + ORR (= PR) was 69.0% overall and 76.9% for the MPD cohort (Table 3). Lenalidomide Naive  Lenalidomide Refractory  Bortezomib Refractory 225% of Patients for Any Grade or 25% for Grade 3/4
. L . N . . « Median DOR was 18.8 months overall and 22.1 months for the MPD cohort. MPD Overall MPD Overall MPD Overall MPD Cohort (N=52) Overall (N=84)
« Carfilzomib is a selective proteasome inhibitor approved in the United States e The study was initiated in June 2008 and enroliment was completed in L . n=14 N=25 n=22 N=29 n=14 N=17 Any Grade, n (%) Grade3/4n (%) Any Grade, n (%) Grade 3/4 n (%)
. ) . . . . * The median time to 2 PR was 1.0 month for the overall and MPD cohorts. ORR, n (%) 12 (85.7) 20 (80.0) 15 (68.2) 17 (58.6) 10 (71.4) 10 (58.8) _
as a single-agent treatment for patients with relapsed and refractory multiple February 2010. The date of data cut-off was April 18, 2013. _ _ . Fatigue 36 (69.2) 6 (11.5) 55 (65.5) 6 (7.1)
12 . . . . * With a median follow-up of 32.7 months, the median PFS was 11.8 months Median DOR NE (5.3-NE) 21.4 (21.1-415) 23.5(6.1-NE) 13.8(6.5-NE)  18.5(5.8-25.1) 18.5 (5.8-25.1) |
myeloma (RRMM)." » A total of 84 patients with relapsed or progressive MM were enrolled—40 in overall and 15.4 months for the MPD cohort (Figure 2) (95% CI), months Diarthea 30 (57.7) 3(5.8) 47 (56.0) 5 (6.0)
PX-171-006 is a phase 1b/2 study to evaluate the safety and efficacy of the phase 1b portion (8 treated at the MPD) and 44 in the phase 2 dose- . | . , g ' o Median PFS NE (7.3-NE) 28.7 (23.7-43.4) 9.9 (5.6-34.1) 9.9(5.6-24.4) 129(1.2-24.4) 9.9 (1.2-23.1) Cough 21 (40.4) 1(1.9) 35 (41.7) 1(1.2)
Carfllzomlb |n Comblnatlon Wlth Ienalldomlde and IOW'dOSG dexamethasone eXpanSIOn pOrtIOn (a” 44 treated at the MPD) ° In patlents refraCtory to Iena“domlde Overa” (Table 4)5 the ORR was 586 /07 (950/0 C|), months Upper respiratory tract infection 23 (44.2) 1 (19) 34 (40.5) 2 (24)
. . o - . |
(CRd) N patients with relapsed or progreSSive MM. e Patient demographics and disease characteristics are shown in Table 1: the median DOR was 13.8 months (95 0 C16.5 NE)’ and the median PFS DOR, duration of response; MPD, maximum planned dose; NE, not estimable; ORR, overall response rate; PFS, progression-free survival Pyrexia 23 (44.2) 0(0.0) 33 (39.9) 0(0.0)
. . . . ! was 9.9 months (95% CI| 5.6—-24.4). Muscle spasm 20 (38.5) 2 (3.8) 30 (35.7) 2 (2.4)
— Results from the phase 1b dose-escalation portion of the study have 20.2% of patients were refractory to bortezomib and 34.5% were refractory to In patients who were lenalidomide-naive overall, the ORR was 80%, median Dyspnea 18 (34.6) 0(0.0) 29 (34.5) 1 (12)
recently been reported,? and the phase 2 dose-expansion portion was lenalidomide. For the MPD cohort, 26.9% were refractory to bortezomib and ) ) ’ . 0 - | | | |
Y "eb P P P o . . ° y DOR was 21.4 months (95% Cl 21.1-41.5), and median PFS was 28.7 Safety Peripheral edema 19 (36.5) 0 (0.0) 28 (33.3) 1(1.2)

subsequently initiated at the maximum planned dose (MPD) of CRd. 42.3% were refractory to lenalidomide. . . . Back bain 16 (30.8) 1 (1.9) 27 (32.1) 2 (2.4)

* Herein, we present final efficacy and safety results of the overall stud In th Il stud lation, 70.2% of patients had Iived bort b months (957 Gl 23.7=43.4). + The most common hematologic adverse events (AZs) are summarized in . | | | |

3 P V' Yy V' n ine oyera Stuay popuiation, = oO pa ien S. a . recelye orteZomil Table 5; non-hematologic AEs are summarized in Table 6. Insomnia 18 (34.6) 0 (0.0) 26 (31.0) 0 (0.0)
population and the MPD cohort. and an immunomodulatory agent, either in combination or in separate . o . Nausea 17 (32.7) 0 (0.0) 25 (29.8) 0(0.0)
regimens (Table 2) Table 3. Response Results * |n the overall study population, 33.3% of patients completed more than Hypophosphatemia 20 (38.5) 13.(25.0) 24 (28.6) 17 (20.2)
» All 84 patients were. evaluable for response. Three patients (3.6%) remained . 12 cycles of CRd and 2147 completed more than 18 cycles; corresponding ryperglycemia 14(25.9) D 23(204) s
- P _ P . P =70 MPD Cohort (N=52) Overall (N=84) values in the MPD cohort were 36.5% and 25.0%, respectively. Constipation 13 (25.0 0(0.0 21 (25.0 0(0.0
Patlents and Meth Ods on treatment at the time of data cut-off P y P (25.0) (0.0) (25.0) (0.0)
' Best response, n (%) * In the overall study population: Hypokalemia 12 (23.1) 4 (7.7) 21 (25.0) 7 (8.3)

. PX.171-006 was a multicenter. single-arm. open-label phase 1b/2 stud Stringent complete response 2 (3.8) 3 (3.6) — The median number of carfilzomib cycles started was 8.5 (range 1-53). Pain in extremity 13 (25.0) 0 (0.0) 21 (25.0) 0 (0.0)

(NCTOO603447) j 9 , OP P y Table 1. Baseline Characteristics Complete resp?nse 1(1.9) 1(1.2) 20.2% discontinued CRd due to an AE: 48.8% due to PD (Table 7), Hyponatre.mla 8 (15.4) 5(9.6) 14 (16.7) 9(10.7)

. | : | | VDD Conort (Nesd 5 | (Nesd Very good partial response 19 (36.5) 30 (35.7) 4 8% required carfilzomib dose reductions due to AEs. Pneumonia 9 (17.3) 6 (11.5) 14 (16.7) 8 (9.5)

» Patients with symptomatic and measurable MM and evidence of relapsed or ohort (N=52) verall (N=34) Partial response 18 (34.6) 24 (28.6) . o/ \
. . . . _ - — The most common AEs of any Grade were fatigue (65.5%), diarrhea
progressive disease (PD) after 1-3 prior lines of therapy were eligible, Age, years, median (range) 63.0 (44-86) 61.5 (43-86) Minimal response 0 (0) 5(6.0) (56.0%). and neutropenia (45.2%)
: : . : : .U70), .£7/0). . - .

provided they had achieved at least a minimal response (MR) to a prior Male, n (%) 31 (59.6) 48 (57.1) Stable disease 3 (5:8) 7(8.3) - . Table 7. Reasons for Discontinuation
therapy. ECOG performance status, n (%) Progressive disease 5 (9.6) 6 (7.1) — Grade 3/4 .AEs were generally hgmatologlc In nature and mcludeq MIPD Cohort (N=52) Overall (N84

. Patients were treated with CRd in 28-day cycles (Figure 1). At the MPD 0 25 (48.1) 33 (39.3) Not evaluable 4(7.7) 8 (9.5) neutropenia (36.9%), lymphopenia (31.0%), and thrombocytopenia (25.0%).
carfilzomib was qiven intravenously as a 2- to 10-min infusi.on on Davs 1 5 g 1 23 (44.2) 46 (54.8) Overall response rate, n (%)* 40 (76.9) 58 (69.0) — Peripheral neuropathy occurred in 18 patients (21.4%), with only 1 patient Reason CRd discontinued, n (%)

J Y ys 1 & O, 2 4(7.7) 5 (6.0) Median time to response, months (range) 1.0 (0-5) 1.0 (0-30) (1.2%) experiencing a Grade 3 event and no Grade 4 events. Progressive Disease 24 (46.2) 1466
9,15, and 16 ata d f20 mg/m?on D 1 and 2 and 27 mg/m? - - Adverse Event 12 (23.1) 17 (20.2)

0 Al ot 9 TOSE O 25 MY O ays | ant 2 an mom Time sincediagnasis; years, median(fange); S:11(0=16) 3.1(0-22) Median duration, months (35% CIY 221 0.5-350) 168 ®.7—25.1) — Three deaths occurred during or within 30 days of treatment discontinuation - ' '
thereafter. Lenalidomide was dosed orally at 25 mg/day on Days 1-21. Oral International Staging System. 1 (%) — — | . S . . ’ Withdrew Consent 119 5.9
dexamethasone (40 mg) was given once weekly | ’ 20 (38 5 o (417 Partial response or better; 'Estimated by the Kaplan-Meier method. with progressive disease the primary cause of death in all 3. In 1 of these Completed treatment per protocol - 2(24)

. . . . (98.5) 41.7) patients, a secondary cause of death (colonic stenosis) was deemed Other” 13(25.0) 17(20.2)

* The primary endpoint of the phase 1b portion of the trial was safety and the il 30 (57.7) 46 (54.8) _ _ _ b related to studv treat £ by the i it * _ ~ . _ _ _ _ .
determination Of the maximum tOlerated dose (MTD) or MPD Secondary Cytogenetics/FISH F|gure 2_ Prog ressu)n-free Suw|va| pOSS| y relatle OS U y rea. m-en y e INVes |ga Or. | | Includes patient/physician preference, patients proceeding to stem cell collection/transplantation or maintenance therapy, and non-compliance
endpoints for the phase 1b/2 included overall response rate (ORR), duration Standard-risk 40 (76.9) 57 (67.9) * The safety and tolerability profile in the MPD cohort was consistent with the
of response (DOR), and progression-free survival (PFS) DGk 11(e12) 22 (26.2) A- Overall Study Population (N=84) overall results.

. ’ . . . Refractory di %)t - .

» Disease response was defined according to the International Myeloma i;ifrzr;m::ase’ ") )1 40 24 405 1.0 Vedian 1.8 months (95% C1 7.6-20.7) | o Conclusions
Working Group (IMWG) guidelines with the addition of MR defined per . | | | > 08 - Table 5. Treatment-emergent Hematologic AEs Occurring in . . . . .

. ortezomib 14 (26.9) 17 (20.2) i >25%, of Patients for Anv Grad >5% for Grade 3/4 » CRd treatment provided robust, rapid, and durable responses in patients with
4.5 = o O dalients 1or Any orade or o7 10r grade
European Blood and Marrow Transplantation Group (EBMT).*> Response Lenalidomide 22 (42.3) 29 (34.5) 2 . . . o . .
- - 8 0.6 1 relapsed or progressive MM, including the 35% of the patients in the overall
was assessed on Day 15 of Cycle 1 and on Day 1 of all subsequent cycles. Bortezomib and lenalidomide 7 (13.5) 8 (9.5) o MPD Cohort (N=52) Overall (N=84) . _ _
% 04 - - Any Grade, n (%) Grade 3/4n (%) Any Grade, n (%) Grade 3/4 n (%) population who were refractory to lenalidomide.
Ega?f, Eaase;?;rglg?gp;erati\{e anology Group; FISH, fluores.cence i.n situ hybridization; MPD, maximum planned dose > —LLI_I_I | [ —— 19 (36.5) 16 (30.8) 38 (45.2) 31 (36.9) — NOtab|y, median PFS in the 30% of lenalidomide-naive overall patients was
i} . unavai r 1 patient; '<25% response or progression during therapy. c L
Figure 1. Dosing schedule (28-day cycle) 3 02- Anemia 17 (32.7) 9 (17.3) 32 (38.1) 15 (17.9) 28.7 months.
0.0 - | Thrombocytopenia 16 (30.8) 10 (19.2) 29 (34.5) 21 (25.0) — Response and safety data in the 20/27 mg/m# MPD cohort compared
Cycles 1-12 — — Table 2. Prior Therapies n= 84 34 17 1 3 | Lymphopenia 21 (40.4) 19 (36.5) 28 (33.3) 26 (31.0) favorably with the overall study population.
D1/b2 b8/bs — D15/D16 O gt mg 0 10 20 30 40 >0 Leukopenia 10(19.2) 4 (7.7) 16 (19.0) 2 (10.7) » CRd had an acceptable safety and tolerability profile in this patient population
YY YY YY 1 15 10 MPD Cohort (N=52) Overall (N=84) Progression-free Survival (months) ith inf t I:|)'f'| ib d . ducti d g Grade 3 p h |p i
— _ with infrequent carfilzomib dose reductions and Grade 3 periphera
| Week1 | Week2 | Week3 [ Weeks 2 15 15 E:Z; 't'::; of t:e(";‘;z” median (range) 3 (1-9) 2 (1-5) B. MPD Cohort (N=52)* Disclosures neuropathy and moderate rates of discontinuation due to AEs.
A A A A ° ° 0 Corticoster):/c;id . 50 (96.2) 82 (97.6) 1.0 - Michael Wang: Honoraria from Celgene. Research funding from Onyx, Celgene, Millennium, Novartis. e Additional studies are ongoing eva|uating the CRd regimen including the
o . D15 D99 4 20 20 - ) - 80.8 - 77.4 _ _ Median 15.4 months (95% CI 7.9-27.0) Tom Martin: Res_earch fun(_jing a_nd consultancy from Onyx,_honoraria from Celg_jene. W_iIIiam Bensinger: phase 3 ASPIRE study (NCT01080391) in relapsed MM® and several phase
5 20 25 ortezoml (80.8) (77.4) 2 0.8 Consultant or advisory relationship for Onyx. Research funding from Onyx. Melissa Alsina: Consultant/ . 28
* Carfilzomib 15-27 mg/m? IV, twice weekly 6/7 20/271 25 Lenalidomide 38 (73.1) 59 (70.2) = advisory board for Millennium, Novartis. Research funding from Millennium and Allergan. 2 studies in NDMM."
A D i 40 ma PO y (MPD) Thalidomide 24 (46.2) 39 (46.4) r 0.6 - David S. Siegel: Consultant and/or advisory relationship for Millennium, Celgene, Onyx. Honoraria from
examethasone 40 mg PO, weekly Borteromib and lenalidomide 31 (59.6) 49 (58.3) a 04 Millennium, Celgene. Edward Kavalerchik: Employment with Onyx. Ruben Niesvizky: Speaker for Onyx.
== | enalidomide 10-25 mg, daily ' ' = 4 -
Bortezomib and lenalidomide or thalidomide 38 (73.1) 59 (70.2) 2 I_'_l :

D, day; IV, intravenous, MPD, maximum planned dose, PO, orally Alkylating agent 37 (71.2) 61 (72.6) E 0.2 - — ACkﬂOWledgmentS .. . . . . . .

“Cycles 13-18 (maintenance) carfilzomib dosing modified to Days 1, 2, 15, 16, _ ' ' 7] We thank the patients and families who contributed to this study, as well as the co-investigators, research nurses, study coordinators, and support staff. This study was supported by

20 mg/m? Days 1 and 2 during Cycle 1; 27 mg/m? thereafter. Anthracycline 20 (38.5) 29 (34.5) 00 - Onyx Pharmaceuticals, Inc., South San Francisco, CA. Editorial assistance was provided by Fishawack Communications, North Wales, PA, and funded by Onyx. Statistical support was

Transplant 29 (55.8) 54 (64.3) n= 52 23 12 9 1 provided by Mei Huang at Onyx.
*Exposure to multiple drugs was not necessarily concurrent. O 1IO _ 2IO _ 3IO 4b 50 References
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*Seven patients overall and 6 in the MPD cohort opted to discontinue treatment after achieving at least a PR and prior PD in order to
pursue alternate therapies (eg, autologous stem cell transplantation [ASCT]).
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