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Background:

Despite recent advances in the treatment of acute myeloid leukemia (AML), prognosis for patients with relapsed,
refractory (R/R) disease remains poor. The only potentially curative option for these patients is allogeneic
hematopoietic stem cell transplantation (HSCT). However, only a minority reach complete remission (CR) or
sufficient disease control to allow for HSCT, and moreover induction and conditioning regimens are poorly
tolerated in the older population. Iomab-B (131I-apamistamab) is an anti-CD45 radioimmunoconjugate delivering
targeted myeloablative radioactivity to stem cells and leukemic blasts with reduced intensity tolerability.

Aims:

SIERRA (NCT02665065) is a multi-centre, randomized, controlled phase 3 study comparing the efficacy of Iomab-
B based conditioning versus physician’s choice of conventional care (CC) in older, R/R AML with active disease
routinely ineligible for HSCT. Primary endpoint was durable CR (dCR), defined as CR ≥6 mos with or without
platelet recovery (CRp).

Methods:

Pts ≥55 years of age with active R/R AML were randomized (1:1) to CC or Iomab-B with fludarabine and total
body irradiation (2 Gy) followed by HSCT. CC pts achieving CR received physician’s choice conditioning and
HSCT. Pts not achieving CR could crossover (CO) to Iomab-B-based conditioning followed by HSCT. Assessment
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for CR/CRp occurred between days 28-56 post HSCT or initiation of therapy on the CC arm. Pts in CR/CRp were
evaluated for the primary endpoint of dCR 6 mos after achieving initial CR/CRp.

Results:

Baseline pt characteristics were balanced between both arms. 61% pts failed targeted therapies prior to enrolment,
of whom 66% received venetoclax-based therapy. Median time to HSCT was 29 and 66.5 days on Iomab-B and CC
arms (CC pts who had CR/CRp), respectively. The median infused activity of Iomab-B was 664.4 and 613.3 mCi in
Iomab-B and CO arms respectively with median dose to marrow of 16 Gy in both arms. All pts who received the
therapeutic dose of Iomab-B (n=66) underwent HSCT vs 14 (18.2%) on CC arm. Of evaluable pts (Iomab: 59; CC:
64), 44 (74.6%) pts on the Iomab-B arm achieved initial CR/CRp compared to 4 (6.3%) on CC. Durable CR rates
were 22% vs 0% (95% CI; 12.29, 34.73; p<0.0001). The median overall survival (OS) was 6.4 vs 3.2 mos for pts
receiving Iomab-B-based conditioning followed by HSCT vs non-CO pts on CC arm, respectively. Median OS in
the CO vs non-CO cohorts on the CC arm was 7.1 vs 3.2 mos (HR=0.51; 95% CI [0.31, 0.85]; p=0.0078). OS in pts
receiving Iomab-B and HSCT achieving dCR (n=13) was 92% and 60% at 1 and 2 yrs respectively (Figure 1).
Event-free survival (EFS) at 6 mos on Iomab-B vs CC was 26% vs 0.2% (HR=0.22; 95% CI [0.15, 0.34]; p<0.0001).
Iomab-B-based conditioning followed by HSCT was well tolerated with a favourable safety profile, with lower
rates of sepsis in pts receiving Iomab-B based conditioning vs pts undergoing standard of care HSCT.

Summary/Conclusion:

In pts ≥55 yrs with active R/R AML, Iomab-B was able to safely deliver myeloablative doses of targeted radiation
to bone marrow. Iomab-B based conditioning with HSCT resulted in rapid engraftment and high initial CR/CRp
rates, a favourable toxicity profile and resulted in statistically significant improvement in the pre-specified primary
endpoint of dCR. The majority of pts who achieved dCR are long term survivors, in whom OS and EFS was
significant. Iomab-B based conditioning was well-tolerated and provided access to HSCT with curative potential in
a vulnerable pt population traditionally not considered eligible for HSCT.

HemaSphere | 2023;7(S3) EHA2023 Hybrid Congress

Copyright Information: (Online) ISSN: 2572-9241
© 2023 the Author(s). Published by Wolters Kluwer Health, Inc. on behalf of the European Hematology Association. This is an open access Abstract Book
distributed under the Attribution-NonCommercial-NoDerivs (CC BY-NC-ND) which allows third parties to download the articles and share them with
others as long as they credit the author and the Abstract Book, but they cannot change the content in any way or use them commercially.

Abstract Book Citations: Authors, Title, HemaSphere, 2023;7(S3):pages. The individual abstract DOIs can be found at
https://journals.lww.com/hemasphere/pages/default.aspx.

Disclaimer: Articles published in the journal HemaSphere exclusively reflect the opinions of the authors. The authors are responsible for all content in
their abstracts including accuracy of the facts, statements, citing resources, etc.

https://journals.lww.com/hemasphere/pages/default.aspx

	S248 SIERRA TRIAL RESULTS WITH A TARGETED RADIOTHERAPY, IOMAB-B, A MYELOABLATIVE CONDITIONING WITH REDUCED INTENSITY TOLERABILITY YIELDS HIGH CR, LONG TERM SURVIVAL IN HSCT INELIGIBLE ACTIVE R/R AML

