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Table 2. Summary of Adverse Events Table 4. Development of HAHA

Overall Study Design: Phase Il prospective, non-randomized clinical trial to assess the

Background: The high prevalence of GD2 positivity in osteosarcoma (OS), and clinical activity of _ _ : _ _ We observed Grade 3 toxicity in a larger proportion of Related to Th erapy Total Number of HAHA Positivity 10 (37%)
anti-GD2 therapy in pediatric solid tumors, prompted an ongoing phase 2 clinical trial of naxitamab efficacy of naxitamab + GM-CSF in patients with recurrent OS who have been rendered patients (81%) and Grade 4 in 3 patients (11%). However, Total Number of Adverse Events 18 HAHA Positivity after Cycle 1 6
(HU3F8) in relapsed OS. Naxitamab is a fully humanized anti-GD2 monoclonal antibody with radiographically free of disease following surgery. Accrual goal of 39 patients. . . Mean # of Cvcles Prior to HAHA Positivit 16

. > . e A all Grade 3 events were clinically manageable and did not Grade 1 97 - . -

improved pharmacokinetics and increased cytotoxic activity. Early phase pediatric trials of Inclusion Criteria: ) . _ ] Median # of Cycles Prior to HAHA Positivity 1
naxitamab demonstrated tolerability and clinical activity. However, the toxicity and tolerability , . p .. genera”y require h05p|tal|zat|0n- Three patients were Grade 2 71 L _ . . _
profiles of naxitamab therapy in comparably older OS patients remain undescribed. * Patients with OS in 2 2nd complete remission withdrawn from study for toxicity (recurrent blood Grade 3 47 Abbreviations: HAHA: Human anti-human antibody, #: Number
Methods: OS patients with recurrent disease and in > 2" complete remission were eligible for this * Age >1yearand < 40 years iy : - Grade 4 3 -

single institution phase Il trial of naxitamab in combination with GM-CSF. Patients must have * Must be = 3 weeks from last cytotoxic, immune, or radiation therapy. More than 1 pressure Iab|I|ty, SEvere pain and fevers) after receipt of 1 Grade 1-2 168 CO n CI u S I O n S

adequate organ function and performance status, and could have previously received anti-GD2 week from major surgery — 3 cycles of naxitamab. Although Grade 3-4 toxicities did Grade 3.4 50

Naxitamab in combination with GM-CSF
can be safely administered in an outpatient

therapy. Enrolled patients received naxitamab in the outpatient setting for 3 days augmented with

* Adequate performance status, organ and hematopoietic function
GM-CSF constituting 1 cycle administered every 3-4 weeks for a maximum of 5 cycles.

not appear to occur with greater frequency in older

Patients Evaluable for Toxicity 27 (100%)

Results: Twenty-seven patients have been enrolled to date with a median age at enroliment of 15.7 Exclusion Criteria: patients enrolled on study (median age with Grade 3-4 # Patients with Grade 3 Tox 22 (81%) i despite the incid £ ad
years (range 8.8-29.5). Grade 3/4 toxicities were observed in 81.5% (N=22 Grade 3, N=3 Grade 4) of * Patients with OS in 1%t complete remission toxicity 16.5 vyears old), patients who required # Patients with Grade 4 Tox 3 (11%) SEtting eSpI- € the !nCI ence of adverse
patients but were all clinically manageable. Toxicities were as previously reported for naxitamab * Presence of overt metastatic disease at any site hospitalization for treatment-related adverse events (for # Patients with No Grade 3-4 Tox 5 (19%) effects associated with therapy. No long
and included pain, hypo- and hypertension, fever, nausea, urticaria, and transaminase elevation. e Active life-thr nina infection o i - iCi iciti
| | c o eana, and | : ctive life-threatening infectio blood pressure management and monitoring) were older sleell elEITEIER T I U EL, 16.9 term or unanticipated toxicities were
No long term or delayed toxicities have been observed. A majority of patients were able to receive Median age with Grade 3-4 Tox (Years) 165 b d. A hiah | f HAHA
therapy in an outpatient setting (78%, N=21). Human antihuman antibody (HAHA) positivit Treatment Overview: Treatment Schema (1 cycle) (median age of hospitalized patients 20.9 years old). A : : observed. Iigher prevalence o
PY P g Y P Y 9 P P 9Y Mean Age with Grade 4 Tox 19.2 IR ;
developed in 37% (N=10) of patients with 60% (N=6/10) occurring after 1 cycle of naxitamab, One cycle consists of 3 days of naxitamab (2.4 summarv of adverse events related to thera are : 9 _ : pOSItIVIty has been observed in our OS
significantly higher than observed in neuroblastoma (9%) : : shesr Y PY Median Age with Grade 4 Tox 15.2 : : :
g y hig 9). mg/kg/dose) given on Days 1, 3, and 5 with 10 days "I I I I O i-ed in Tabl d ifi icities detailed i : patient cohort and its prognostic
Conclusions: Despite the higher incidence of treatment-related toxicity, naxitamab can be safely of GM-CSF (250 mcg/m?/day for Days -4 to Day o A LI I L summarized in lable 2, and specific toxicities detailled In Mean Age with No Tox (Years) 18.2 anifi _ | h linical
and tolerably administered to osteosarcoma patients in an outpatient setting and with a and increased to 500 mcg/m?/day for Days 1 - 5)' Y -4 -3 -2 - Table 3. No Iong-term or delayed toxicities and no Median Age with No Tox (Years) 148 signiticance remains unclear. The clinica
manageable toxicity profile. Determining the clinical impact of naxitamab on disease control and _ | itali impact of naxitamab + GM-CSF on disease
Progn?)stic significaZCIZ of HAHA positivit?/in OSis ongoinpg. Cycles are repeated at ~3-4 week intervals for a | naxwma ! Y Y deaths related to therapy have been observed to date. A Mearl Age of HOSplta.l“Z.Ed ELeato) = P | | d -
maximum of 5 cycles. Naxitamab is administered | oo —————— majority of patients received all protocol therapy in an  [Median Age of Hospitalized Pts (Years) 209 control  in relapsed osteosarcoma Is
: : —_——— . ) ) A Abbreviations: Pts: Patients, Tox: Toxicity, # or No: Number I I
intravenously  (IV) through a peripheral or PR S R S R B et outpatient setting (78%, N=21) supporting the feasibility ongoing with fgture plans | to expand
B acC kg roun d centrally-inserted venous catheter and given over o cyete Table 3. Treatment-Related ToxXicities* enrollment of patients at additional centers

of therapy administration in an outpatient setting.

~30 minutes. Adverse Event Grade 1 Grade 2 Grade 3 Grade 4 |n the US
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The prognosis for r.ela?psed or metastatlc osteosarcoma (OS) r.emalnls Pretreatment medications are administered to mitigate pain and allergic reactions as H_AHA positivity results |n.t.he.rapy dela_y' We Observeil) d Acute Respiratory Distress Syndrome 1
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* Number of occurrences for each toxicity is listed by toxicity grade.



