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Preliminary nab-Paclitaxel Pharmacokinetic Profile
*  nab-Paclitaxel concentration profiles are similar across age groups (Figure 2)

Table 2. Treatment Exposure

INTRODUCTION

* Although solvent-based paclitaxel has demonstrated activity in children with refractory solid Phase 1 Dose Escalation

. - C" C'0°° imiing and fereby * Arolling-6 dose-escalation design to establish the nab-paclitaxel maximum tolerated
compromise efficacy'2

METHODS

nab-Paclitaxel dose

mg/m? | mg/m? | mg/m? | mg/m? | mg/m?

Figure 2. Individual Concentration Profiles by Age Group?

mg/m?

Adults (24 - 85 y)

dose/recommended phase 2 dose’ n=16 | n=8 n=14 n=11 | n=8 | n=7 < 10,000 - et batene 0 6 1247
*  nab®-Paclitaxel is an albumin-bound, solvent-free formulation of paclitaxel that has - Dose-determining set: all patients who experienced a DLT or received 3 weekly nab- Relative dose intensity, median, % 1000 | 991 995 | 999 | 958 | 948 [, T Pediatric patients (2- 6 y)
demonstrated efficacy and safety in adults with various solid tumors>-/ paclitaxel doses during cycle 1 _ ’ S 1000 -
- In preclinical pediatric solid tumor models, nab-paclitaxel has demonstrated cytotoxicity - DLT: treatment-related AE leading to treatment discontinuation or Cumulative dose, median, mg/kg 7156 | 812.4 | 1074.5 | 1248.4 | 1806.0 | 1536.5 =
In vitro and antitumor activity in vivo Grade 3 or 4 nonhematologic toxicity (excluding transient transaminitis) Patients with 2 1 treatment-related AE 0 1(13) | 2(14) | 1(9) | 3(38) | 3 (43) 2
. nab-Pacllta_er monotherapy is approved at a dose of 260 m_g/m2 every_3 weeks for treatment Grade 3 or 4 nausea or vomiting > 5d despite maximal anti-emetic treatment leading to dose reduction, n (%) cg> 100 -
of metastatic breast cancer, ar;d has demonstrgted efficacy in a3d8ults with early-stage breast Grade 4 thrombocytopenia or anemia persisting > 7d or requiring transfusion > 7d Patients with = 1 treatment-related AE 2 =
cancer at a dose of 125 mg/m= weekly for the first 3 of 4 Wee.ks - , , Grade 3 thrombocytopenia with bleeding leading to discontinuation, n (%) 1(6) 0 0 1) 1{13) 1 104) % 10 - §\\
 This phase 1/2, multicenter, dose-finding study (in collaboration with Innovative Therapies for Grade 4 uncomolicated neutropenia > 7d = —
Children with Cancer) is currently assessing the safety, tolerability, and preliminary efficacy of . P Hirop o

Febrile neutropenia with confirmed bacterial infection Table 3. Selected Safety?

Hematologic toxicity delaying treatment > 21d

* If there is no availability for enroliment within the current dose level, patients could enroll at
the last dose level evaluated as safe

weekly nab-paclitaxel in pediatric patients with recurrent or refractory solid tumors
nab® is a registered trademark of Celgene Corporation.

nab-Paclitaxel dose | | . |
Grade 3/4 AEs. % 150 180 210 240 270
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a Dose normalized concentrations shown. Time, hour

mg/m? mg/m? mg/m? mg/m? mg/m?

| OBJECTIVES

 Dose-escalation or maximum tolerated dose/recommended phase 2 dose decisions were

h=38 nh=14 n =11 n=38 n=7

Table 5. Preliminary Phase 1 Pharmacokinetic Parameters?

«  Phase 1: to describe the nab-paclitaxel maximum tolerated dose/recommended phase 2 determined by the Safety Monitoring Committee, which included the principal investigator and : nab-Paclitaxel dose
- fe Drof .y - et it I investigators wh led patients, the Celgene Clinical R h Physician and Hematologic Parameter
dose, safety, and pharmacokinetic profile as well as preliminary clinical activity in pediatric all Investigatlors wno enrollied patients, the Leigene LliniCal researc ysiClan an _ =1 120 150 180 210
patients with recurrent/refractory solid tumors Research Scientist, and the product Safety Physician Neutropenia 31 38 36 r3 88 86 geometric mg/m? mg/m? mg/m? mg/m?
| RESU LTS Leukopenia 31 0 14 27 50 43 mear —T n=6 n =14 n =11
_ STUDY DESIGN Anemia 23 90 21 18 29 29 AUC,,, heng/mL | 6575 7200 8141 9517 10,306 10,378
- - Lymphopenia 19 25 / J 13 29 C /mL 4347 4988 5510 5350 8251 920"
Figure 1. Study Design Patients _ max» NG/M
Nonhematologic CL. L/h 17 4 23.0 21.0 18.8 18.7 26.1
Phase 12 *  Sixty-five patients were enrolled; 1 was ineligible for treatment and 64 were treated Hand-foot svndrome 0 0 0 0 0 29 ! ' ' ' ' ' '
Age >6 mo and < 18 y | | el e ] . o y . 2 Fewer patients evaluable for pharmacokinetic evaluation.
Recurrent/refractory Rolling-6 Design d 1, 8, and 15 g4w Table 1. Selected Patient Characteristics Hyponatraemia 6 38 0 0 0 0
N sﬁ"d. tutmors l starting with 120 mg/m? Hypotension 0 25 7 0 0 0 CONCLUSION
ac;v;ar:lr;t:;rt]:;:s nab-Paclitaxel dose a AEs presentin 2 20% of patients in = 1 dosing cohort are reported. ,
. 120 150 180 210 240 270 _  Atdoses < 240 mg/m<, nab-paclitaxel demonstrated a manageable safety profile
— CharaCte”Stlc mg/m2 mg/m2 mg/mz mg/mZ mg/m2 mg/mZ TOtaI SeleCthn Of Recommended Phasez DOSG | | ° The mOSt common grade 3/4 toxicities were hematclogic
Ta—— Neum&)ma n=16 | n=8 | n=14 | n=11| n=8 n=7 | N=64  Atthe 270 mg/m2 dose, 3/5 patients continuing beyond cycle 1 had a dose reduction in cycle - Grade 1/2 skin toxicity and neuropathy were also observed
Age 26 mo and S 21y n=14-23 Dose determining set, n 6 6 6 6 6 7 37 2 due to toxm!ty | | : »  The recommended phase 2 nab-paclitaxel dose was 240 mg/m2d 1, 8, and 15 g4w
Recurrent/refractory solid | Age, median, years 12 5 14.0 11.0 9.0 12 0 13 0 12 0 * DLI-based criteria to determine the nontolerable dose were not met; however, 270 mg/m »  This nab-paclitaxel dose is almost twice that used in a recent phase 3 trial in adults with early
tumors by RECIST Group 2 nab-Paclitaxel > 12 years, n (%) 10(63) | 6(75) | 7(50) | 5(45) | 5(63) | 4 (57) | 37 (58) was dgc[qred thg nontolgrable dose based on to_tallty of safety mfor.rr?atlon, mcludlng grade breast cancer (125 mg/m2qw 3/4) and almost equal to the approved dose (260 mg/m2 q3w)
v1.1°/MIBG/Curie10:b Rhabdomyosarcoma d1, 8, and 15 q4w — ’ = 3 toxicities during the first 2 cycles (neutropenia: n = 5/7; skin toxicity: n = 2/7; peripheral in adults with metastatic breast cancer38
Failure of first- or second- n=14-23 at recommended phase 2 Male, n (%) 7(44) | 4(50) | 5(36) | 4(36) | 7(88) | 4(57) | 31 (48) neuropathy: n = 1/7) . ) . o -
line treatment dose from phase 1 0 . . o * nab-Paclitaxel 240 mg/m< d 1, 8, and 15 g4w demonstrated promising preliminary clinical
ine treatmen Lansky/Karnofsky PS, n (%) »  5/7 patients at 270 mg/m?2 and 3/8 patients at 240 mg/m?2 had grade 4 neutropenia in cycle 1 s o - - -
Ve [y () Groun 3 90 - 100 12 (75) | 5(63) | 9(64) | 9(82) | 5(63) | 4(57) | 44 (69) activity in pedlatrllc patients wﬁh solid tumors | o |
active metastases Ewing Sarcoma 70 - 80 4(25) | 3(38) | 5(36) | 2(18) | 3(38) | 3(43) | 20 (31) Efficacy . Phﬁse 2, aslsessmg nﬁbbpdaclltaxel at the recoEmmended phasg 2 dose_ In pediatric patients
n=14-23 Solid tumor type, n (%)  Of 44 efficacy-evaluable patients, 1 (2%) and 6 (14%) had complete and partial responses, with neuroblastoma, rhabdomyosarcoma, or Ewing sarcoma, Is accruing
2 Full Inclusion/Exclusion criteria described on clinicaltrials.gov (NCT01962103). ® Acceptable for patient with neuroblastoma. Neuroblastoma 2 (1 3) 0 2 (1 4) 4 (36) 2 (25) 0 10 (1 6) respectively (Table 4) I ACKNOWLEDGMENTS
Treatment until disease progression death, withdrawal of consent, or unacceptable toxicity RhabdomyOsarCOma 3 (19) 1 (13) 7 (50) 2 (18) 1 (JB) O l4 (22) _ RECIST responses in 5 ptS (COmpIete response in EWIng SarCOma; partlal reSpOnseS in This study is supported by Celgene Corporation, Summit, NJ. The authors received editorial and production support in the preparation of this poster from MediTech Media, Ltd
Phase 1 DLT assessment during cycle 1 (including cycle 2 d 1 predose evaluations) EW|ng Sarcoma 3 (19) P (25) 9 (14) 1 (9) 1 (:3) 4 (57) 13 (20) EW|ng sSarcoma, rhademyOsar.COma, sarcoma not Othe.rWIS.e SpeCIer.d, and renal tUmOr) funded by Celgene Corporation. The authors are fully responsible for all content and editorial decisions for this poster.
Safety population: all patients receiving = 1 nab-paclitaxel dose Osteosarcoma 4(25) | 1(13) 0 1(9) 1(13) | 1(14) | 8 (13) - Partial response per MIBG/Curie, an exploratory endpoint, in 2 pts with neuroblastoma ' DISCLOSURES
Efficacy population: all eligible treated patients who completed = 2 doses of nab-paclitaxel and had baseline and = 1 Other 4(25) | 4(50) | 3(21) | 3(27) | 3(38) | 2(29) | 19 (30) 0 Of the 7 responders, 3 received nab-paclitaxel at 240 mg/m?; 2 received 210 mg/m2, and 1
postbaseline efficacy assessment Prior treatment lines, median | 3 3 3 3 3 3 3 each received 180 mg/m? and 270 mg/m? ot B Moo S o e e oo BB oot S otk o e o, ke st o bt
Phase 1 Endpoints (range), n 1-8) | (1-7) | (1-7) |(1-10)| (1-5) | (2-4) | (1-10) B nothing to tisclose: JGB: research funding. Gelgene, Merck: nothing 1o discloses IA: nothing to disalose; GB: nofhing ta disclose: PH: nothing fo dlssiose: [E, MS. RS, NC:

*  Primary

- Phase 1: incidence of DLTs and treatment-emergent adverse events
* Secondary

- Phase 1: pharmacokinetics, overall response rate
Exploratory

- Phase 1: MIBG response using Curie score and biomarker analysis

AE, adverse event; AUC, area under the curve; CL, clearance; C,, ., peak plasma concentration; DLT, dose-limiting toxicity; MIBG, 23I-
metaiodobenzylguanidine; PS, performance status; g4w, every 4 weeks; RECIST, Response Evaluation Criteria in Solid Tumors.

Treatment Exposure and Safety
* The relative nab-paclitaxel dose intensity was > 90% in all cohorts (Table 2)

 DLTs were grade 3 dizziness (120 mg/m?) and grade 4 neutropenia > 7 days (270 mg/m?)

At all dose levels, grade 3/4 AEs were mainly hematologic (Table 3)
 Grade 1/2 peripheral neuropathy and hand-foot-syndrome occurred in 16% and 6% of

patients, respectively

- Grade = 2 peripheral neuropathy by Standardised MedDRA Queries in 9% of patients

Table 4. Best Response

N = 44 Efficacy evaluable
(n =41 RECIST and n = 3 MIBG/Curie)

Response, n (%)

employment and stock ownership, Celgene; GV: research funding, Celgene.
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