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INTRODUCTION

- Attaining partial response (PR) or better at 6 months was
associated with superior progression-free survival (PFS) in
patients with Waldenstrom macroglobulinemia (WM) treated
with ibrutinib (IBR) monotherapy’

- This post hoc analysis of the ASPEN study aimed to evaluate
the PFS prognostic value of attaining PR or better at 6 months
in patients with WM treated with zanubrutinib (ZANU), a
second-generation Bruton tyrosine kinase inhibitor (BTKi) with
more selectivity and sustained occupancy than IBR

- The PFS prognostic value of very good partial response (VGPR)
or better at 12 months was also evaluated

METHODS

- The methodology for the ASPEN study has been described
previously?

- This post hoc analysis evaluated the attainment of PR or
better at 6 months and VGPR at 12 months from therapy
initiation (Figure 1)

- Responses were assessed based on the 11th International
Workshop on WM (IWWM-11) criteria which rely on categorical
decreases in IgM alone for PR and VGPR attainment?

- Since 2 analyses were done using the same dataset,
P values <.025 were considered statistically significant

Figure 1. Post Hoc Analysis Assessment Timeline
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PFS, progression-free survival; PR, partial response; VGPR, very good partial response.

RESULTS

- As previously reported, there were generally no differences in
baseline characteristics observed between the 2 arms; there was
a higher proportion of patients with age >75 years and CXCR4MV"
disease in the ZANU arm*

- Response rates that were available at 6 and 12 months are shown
in Table 1; data from the long-term follow-up analysis* are also
included for comparison
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Table 1. Response Rates

LTFU response rates, n/N (%)*®

CONCLUSIONS

VGPR or better 26/99 (26.3) 37/102 (36.3)

PR or better 83/99 (83.8) 87/102 (85.3)

Response rates at 6 months, n/N (%)

VGPR or better 8/86 (9.3) 16/93 (17.2)

PR or better 57/86 (66.3) 67/93 (72.0)

Response rates at 12 months, n/N (%)

VGPR or better 11/81 (13.6) 22/85 (25.9)

PR or better 59/81(72.8) 63/85 (74.)

IBR, ibrutinib; IWWM-11, 11th International Workshop on Waldenstrom macroglobulinemia LTFU, long-term follow-up; PR, partial response;

VGPR, very good partial response; ZANU, zanubrutinib.
aThe LTFU analysis of the ASPEN trial at the median follow-up of 44.4 months.* The response rates have been adjusted based on the
IWWM-11 response criteria.?

Figure 2. PFS in Patients Who Attained PR or
Better at 6 Months After Treatment Initiation
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HR, hazard ratio; PFS, progression-free survival; PR, partial response; PR+, attained PR or better.

- PR or better at 6 months was associated with favorable PFS in
patients with WM treated with IBR (Figure 2A)

- The PFS in patients with WM treated with ZANU was similar
between those who did and did not attain PR or better at 6
months (Figure 2B)

PFS event-free rates

- The 3-year landmark PFS event-free rates from the 6-month
mark with ZANU (81% among those who attained PR at 6 months;
87% among those who did not attain PR at 6 months) were
consistently similar to the rate in IBR-treated patients with PR
or better at 6 months (80%)

- In contrast, the event-free rate was lower (65%) in patients treated
with IBR who did not attain PR or better at 6 months

- Results of the ASPEN trial provide additional support
for PR or better at 6 months as a positive prognostic
factor for PFS in patients with WM treated with IBR

- PFS in ZANU-treated patients, whether or not they
attained PR or better at 6 months, was similar to PFS
in IBR-treated patients with PR or better at 6 months

Figure 3. PFS in Patients Who Attained VGPR or
Better at 12 Months From Treatment Initiation
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- Patients treated with IBR (Figure 3A) or ZANU (Figure 3B) had
similar PFS rates regardless of whether they attained VGPR or
better at 12 months

REFERENCES

1. Castillo JJ, et al. Br J Haematol. 2021;192(3):542-550.

2. Tam CS, et al. Blood. 2020;136(18):2038-2050.

3. Treon SP, et al. Semin Hematol. 2023;60(2):97-106.

4. Dimopoulos MA, et al. J Clin Oncol. 2023. doi: 101200/JC0.22.02830.

DISCLOSURES

JJC: Research funding: AbbVie, AstraZeneca, BeiGene, Cellectar, Pharmacyclics; consultancy: AbbVie, AstraZeneca, Avilar, BeiGene,
Cellectar, Janssen, Kite, Loxo, Mustang Bio, Pharmacyclics. AT: Consultancy: BeiGene, AstraZeneca, AbbVie, Janssen; honoraria:
BeiGene, AstraZeneca, AbbVie, Janssen; speakers bureau: BeiGene, AstraZeneca, AbbVie, Janssen; travel, accommodations, expenses:
BeiGene, AstraZeneca, AbbVie, Janssen. CT: Research funding: Janssen, AbbVie, BeiGene; honoraria: Janssen, AbbVie, BeiGene, Loxo,
Novartis, Roche. CB: Consulting fees, honoraria, expert testimony, meetings/travel, and advisory boards: Gilead Sciences, Janssen,
Roche, Pfizer, BeiGene, Celltrion, AbbVie, Incyte, Regeneron, MorphoSys, Novartis, Sobi, Lilly. RO: Consultancy: BeiGene, Janssen;
honoraria: BeiGene, Janssen, Astra Zeneca; meetings/travel: BeiGene VL: Consultancy: BeiGene, Abbvie, Janssen, MSD; honoraria:
Pfizer, BeiGene, Astra Zeneca, Amgen. SO: Consulting fees: AbbVie, Antengene, AstraZeneca, BeiGene, BMS, CSL Behring, Gilead,
Merck, Novartis, Janssen, Roche, Takeda; research funding: AbbVie, AstraZeneca, BeiGene, BMS, Gilead, Janssen, Merck, Novartis,
Pharmacyclics, Roche, Takeda; honoraria: AbbVie, AstraZeneca, BeiGene, BMS, Gilead, Janssen, Merck, Novartis, Roche, Takeda;
membership on an entity’s board of directors or advisory committees: AbbVie, AstraZeneca, BeiGene, BMS, Gilead, Janssen, Merck,
Novartis, Roche, Takeda. SS: Research funding: ADC Therapeutics; consultancy: BeiGene, Cellectar. SPT: Research funding and/or
honoraria: Abbvie/Pharmacyclics, BeiGene, Bristol Myers Squibb, Eli Lilly, Janssen, Ono, Parexel, X4. HA: Employment: BeiGene, Nkarta
Therapeutics; equity holder: BeiGene, Nkarta Therapeutics; patents/royalties: St. Jude Children's Research Hospital. WC: Employment:
BeiGene (USA); stock or other ownership: BeiGene, BMS. JS: Employment: BeiGene. MD: Advisory boards: Amgen, Abbvie, BMS,
BeiGene, Janssen, GSK, Menarini, Takeda, Regeneron, Sanofi; honoraria: Amgen, Abbvie, BMS, BeiGene, Janssen, GSK, Menarini,
Takeda, Regeneron, Sanofi. ARB and GvK have no conflicts of interest to disclose.

ACKNOWLEDGMENTS

The authors thank the patients and their families and the investigators, coinvestigators, and study teams at each of the participating
centers. This study was sponsored by BeiGene, Ltd. Editorial assistance was provided by Nancy Tang, PharmD, of Medical Expressions,
and supported by BeiGene.

Copies of this poster obtained through Quick Response (QR)
code are for personal use only and may not be reproduced
without permission from IMS and the authors of this poster.

Presented at the 20th International Myeloma Society Annual Meeting (IMS); September 27-30, 2023; Athens, Greece.




