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assessed the safety and tolerability NCT03836261. Data cutoff: April 30, 2024.

prof”es Of fixed—duration A\/, AVO, @Assayed by central lab. PIRC-assessed. ‘Investigator-assessed. “Each arrow represents 1000 mg. Patients received 3000 mg in C2.

|
| EAERs (events/100 person-months) were calculated for ECIs, including cardiac events, neutropenia, hypertension, infections, and TLS. Cumulative incidences of cardiac events and infections were analyzed by Kaplan-Meier analysis. Descriptive statistics and P-values are given for key safety data. Time to early treatment discontinuation or death was analyzed by Kaplan-Meier analysis. Patients who completed treatment were censored. TLS risk at baseline and C3
- and FCR/BR (post-debulking/pre-venetoclax) was evaluated (high risk = LN >10 cm, or ALC 25x10%L and LN 35 cm; medium risk = LN 25-<10 cm or ALC >25x10%L; low risk = LN <5 cm and ALC <25x10°/L).
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e |ncidence of any-grade infections (Table 2; cumulative incidence, Figure 3) Second primary malignancies 0.453 0.126 0.317 0.132 0.143 0
- - . . . . . . . . Grade =3
Objectlve was h'gher Wlth A\/ (509%) aﬂd AVO (539%) Versus FCR/BR (31 7%, EXClUdlng non-melanoma AV 201 277 269 259 247 5 1 0
<0.0001, both comparisons) skin cancer 0201 0126 0185  0.106  0.071 0 Ao e o e e ° ° ’
g . . . . . . . . ) - ) - ) (0] - = -
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non-melanoma skin malignancies were included or excluded (basal cell COVID-19 55(18.9) 8(2.7) 58(204) 19(6.7) 6(3) 4(1.9) GOVID-18 prieumonia? 6 2.1) 103.5) 4015 w3 407
_ carcinoma was the most frequently reported SPM across all 3 arms) COVID-19 pneumonia 21(7.2) 16(5.5) 35(12.3) 33(11.6) 7(2.7) 7(2.7) COVID-10r , 0'7 . :8 . 1'2 g2 20
Plain language summary — Cumulative incidence of grade >3 SPMs is shown in Supplemental Post-acute COVID-19 syndrome ~ 1(0.3) 0 4(1.4) 0O 0 0 ‘ ©.7) 1.8 (1.2) 5 <
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Figure 1B SARS-CoV-2 test positive 2(0.7) 0 1(0.4) 0 0 0 Cardiac arrest 1(0.9) 0 1(0.4) 20
Why did we perform this research? Discontinuation Suspected COVID-19 3 (1.0) 0 3 (1.1) 0 1(0.4) 1(0.4) Infection 1(0.3) 0 0 . Y E\21272t;<N M?\ld(i:an II:\F’{‘(’;SI:/?FCVI)B|(:)‘07 005,045
Chronic lymphocytic leukemia/small lymphocytic lymphoma (CLL/SLL) is a blood cancer for which there , , , . Herpes zoster 5(1.7) 0 4(1.4) 1(0.4) 4(1.5 1(0.4) Acute kidney injury 0 0 1 (0.4) — AVO 14/284 NC AVO vs FCR/BR
is no definitive cure. A combination of two targeted therapies (acalabrutinib, a Bruton tyrosine kinase * Premature discontinuation of all study treatment or death (Figure 4 and ' ' ' ' ' 5 _ 0 |04 0 . FCR/BR  48/259 NC HR (95% Cl): 0.16 (0.07, 0.30)
inhibitor, and venetoclax, a B-cell ymphoma-2 inhibitor [AV]) with or without an anti-CD20 antibody called Table 3) occurred in 8.4% (AV), 5.1% (AVO), and 18.6% (FCR/BR) of patients Oral herpes 3(1.0 0 4 (1.4) 0 3(1.2) 0 nedmonia 0-4) 0 5 19 18 o4
obinutuzumab (O) has improved outcomes for many patients with CLL/SLL compared with standard — Time to premature discontinuation of any study treatment is shown in Herpes simplex 3(1.0) 0 1(0.4) 0 3(1.2) 0 Sudden death 0 1(0.4)° 0 No. at rick Months From Randomization
chemoimmunotherapy regimens (fludarabine plus cyclophosphamide plus rituximab or bendamustine plus Supplemental Figure 2 Influenza 3(1.0) 0 3(1.1) 0 0 0 *Death due to COVID-19 at any time during the trial occurred in 10 (3.4%), 25 (8.7%), and 21 (7.2%) patients in the AV, AVO, and AV 286 279 267 1 0
rituximab [FCR/BR]) in the |arge_sca|e AMPLIFY trial. AV and AVO have been well tolerated, but a closer . . . . . Viral infection 0 0 3 (1 1) 0 ’ (O 4) 0 FtCI;E/BtR atrms. toililhise,l 0t/1d0t(0%, |Avt)> Est{2§b(t24‘%;, AV?), and 2/21 (10%, FCR/BR) received =1 COVID-19 vaccination. °Not related to AVO 276 266 243 0
look at the side effects is needed. e Time-to-event (premature discontinuation or death) analysis favored AV and ' ' study treatment. "ot related fo acaiabriiinb frediment.
AVO versus FCR/BR (AV vs FCR/BR: HR 0.07, 95% CI 0.03, 0.15, P<0.0001; Viral upper respiratory tract infection 0 o 104 0 208 0
How did we perform this research? AVO vs FCR/BR: HR 0.16, 95% Cl 0.07, 0.30, P<0.0001) Gastroenteritis viral 108 0 104 0 0 0
Fit adult patients with CLL/SLL and without del(17p) or TP53 mutations received either AV or AVO for ’ ’ ’ , , , Herpes virus infection 103 0 104 0 0 0
14 cycles of treatment or FCR/BR for 6 cycles of treatment. Patients were monitored for side effects for * AEs were the most common reason for all study treatment discontinuation G P lovirus infect o 0.9) 0.4) _ _ o
over 2 years after treatment. (AV, 5.9%; AVO, 4.3%; FCR/BR, 10.5%) ytomegalovirus infection reactivation 0 0 0 0 2(0.8) 1(0.4) All grade All grade Grade +3 MHigh " Medium Mlow MMissing
— Other reasons include disease progression, investigator or patient decision Conjunctivitis viral 0 o 20n 0 0 0 O (28 HR 105% O 1 PR 1556 o6 86% Reduction in | 95% Reduction in |
o . . .- ; , —— AVO (N=284) HR (95% CI): 1.36 (0.62, 2.98) HR (95% CI): 0.48 (0.09, 2.40) : - - -
What were the findings of this research and its implications? or lost to follow-up Respiratory syncytial virus infection 0 0 2 (0.7) 0 0 0 NN FCR/BR (N=259) AVO vs FCR/BR AVO vs FCR/BR High TLS Risk o | High TLS Risk 5 I ;
This study found that the side effect profile was similar to previous reports. Although total rates of Heroes simplex reactivation 2(0.7) 0 0 0 0 0 < Grade >3 HR (95% Cl): 1.82 (0.85, 3.92) HR (95% ClI): 0.72 (0.15, 3.34) — |
infections and heart-related side effects were similar in patients receiving AV and AVO and higher in those — AEs were the most common reason for any study treatment p. P ' &‘5 50 - AV (N=291) | |
patients compared with patients receiving FCR/BR, the rates accounting for time on treatment were similar discontinuation, reported in 7.0%, 19.6%, and 10.5% of patients in the AV, Bacterial 25(@.6) 3(1.0) 23@1) 4014 8@ 302 e T CR/BR (Ne2s9) H | |
across all 3 regimens (AV, AVO, and FCR/BR). Most patients receiving AV and AVO at high risk for a blood AVO, and FCR/BR arms, respectively Cellulitis 2 (0.7) 0 5(1.8) 0 1 (0.4) 0 o | E | n
. . : ) : o
disorder called tumor lysis syndrome became medium or low risk by the third cycle of treatment. — TEAEs led to discontinuation of study treatment (AV, 7.9%:; AVO, 20.1%: Folliculitis 2(0.7) 0 3(1.1) 104 1(0.4 0 o | |
Where can | access more information? FCR/BR, 10.8%), mainly related to COVID-19 for AV and AVO, and Paronychia 4 (1.4) 0 0 0 0 0 B 10- \ | ) |
Results on the effectiveness of AV and AVO from the AMPLIFY trial can be found in Brown JR, et al. cytopenias for FCR/BR (Supplemental Tables 2 and 3) Haemophilus infection 0 0 3(1.1) 0 0 0 g | |
N EnglJ Med. 2025;392:748-62. TLS Clostridium difficile infection 207 0  1(04) 104 O 0 3! ( : : \
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This study was funded by AstraZeneca e Most patleﬂtS with hlgh TLS risk at baseline (AV, n—93, AVO, Nn=7/5; FCR/BR, Lyme disease 3(1.0) 0 0 0 0 0 ",.-f i st e e e ath * | \ | n
Presented at the International Workshop on Chronic Lymphocytic Leukemia (iwCLL) Biennial Meeting; September 12-15, 2025; Krakow, Poland by John F. Seymour n:86) had medium (602% [n:56], 21 3% [n:-] 6], 81 % [n:7]) or |OW (1 94% Bacterial infection 1 (0_3) 0 2 (0_7) 0 0 0 0_0+ ' o _g ._-é — é 1|2 1|5 1I8 2|1 \ | |
[N=18], 61.3% [n=46], 77.9% [n=67]) TLS risk at C3 (Figure 5) Campylobacter infection 0 0 2(0.7) 0 0 0 Months 25 | 4 M
* TLS observedin AV (n:1 ) dUI’iﬂg venetoclax ramp—up) and AVO (ﬂ:1 ) Pneumonia staphylococceal 0 0 0 0 2008 1(0.4) No. at risk Baseline End of | Baseline End of | Baseline End of
during acalabrutinib lead-in) was limited to laboratory TLS only; no clinical Tuberculosis 0.7) 1(0.3) 0 0 0 0 Allgrade - - - - . 1 i C2 and : C2 and : C2 and
oaqinmi beqinmi oaqinm
Please scan this quick response (QR) code with your smartphone TLS was observed Fungal 7(4) 103 13@46) 4(1.4 114.2 0 AVO 284 263 249 230 219 16 0 egf'@éng I eff'”é'é”g | eg]cl@éng
camera or &pp fo ebiain & copy of fhese materals G-CSF Oral candidiasis 0 0 2(0.7) 0 3(1.2) 0 Grade =3 AV . AVO | FCR/BR
Copies of this poster obtained through this QR code are for : : : AV 291 286 279 276 265 8 1 0 TLS prophylaxis based burden: | burd | hydration [1.5-2 L] and allopurinol); medi burd | hydrati
. persona| use On|y and may not be reproduced without permisgion ¢ G_CSF use (Table 4) was |Ower N the A\/ (309%) and A\/O (426%) arms Tinea versicolor 0 0 Z (07) 0 2 (08) 0 AVO 284 275 265 249 242 17 0 [1.5_2rﬁfa%§>é'§ns?§§r aodr(]j;[tl;lg:‘lgq I\;,Jral'leonpu?i\rflv'oﬁ;'l;rlr‘]l%rh tlfjrmeonr f)ourt%eg(or‘?;llohny[dration []1ag—2aL]?F|)\l/JI:1r;/?jZatlmoen [';Jg(‘)ilé?g:m_% :2 ’fg{earatgd;?tlon
Supplementary material from the authors of this poster. Compared Wlth the FCR/BR arm (571 %) Tinea pedis 1 (0.3) 0 1 (0.4) 0 1 (0_4) 0 and allopurinol [consider rasburicase if baseline uric acid is elevated]).
Grade 5 TEAEs Vulvovaginal candidiasis 1 (0.3) 0 0 0 2 (0.8) 0 Acknowledgments References Abbreviations . . N N - .
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e Grade 5 TEAEs occurred in 3.4% of patlentS receiving A\/, 6.0% receiving A\/O, Meningitis cryptococcal 1(0.9) 1(0.9) 1(0.4) 104) 0 0 nMuerZ?saYV;;iﬁggﬁgjﬁg&%giS;%C:i/'vj:;spigj\/?gevéasysf;);;%rzg %/hgsgiieggrcnaaa Zloé\élénggz/k;%ed EAER, exposui/e—adjusted event rate; ECI, event of clinigal interest; ECOG PS, Eastern Cooperative Oncology Grou% performance status;yEFS, event-free survival; FCR, fludarabine plus
. idq i i , N2, o9 lophosphamide plus rituximalo; G-CSF, granul lony-stimulating factor; HR, hazard ratio; IgG, | lobulin G; IGHV, lobulin heavy chain variable reg - IRC, independent
Presented at the International Workshop on Chronic Lymphocytic Leukemia (iwCLL) Biennial Meeting; September 12-15, 2025; Krakdw, Poland and 3.5% receiving FCR/BR (Table 5) Candida infection 0 0 1(0.4) 0 1(0.4) 0 Barendt, PhD, of Peloton Advantage, LLC (Parsippany, NJ, USA), an OPEN Health - 62. 2. Hallek reviews C%Srgm?trge;el\? Lljnstrl\%rlwrgﬁs iwCLL, |r?tr§r?1%§§nytael \?\?o??sythg%aéﬂ?orig E;r/mphociftziirLerﬁligm%; L:T\lr,nlgr\l?egr(ljimtijtlgf normal; Il_rlnnryrz%%ono%g l\igvg, measurable residual S’E'Qeaie; Nc,mno?pcearl]cjgb|e;
. . . Fungal skin infection 0 0 0 0 2 (0.8) 0 company, and funded by AstraZeheca. The authors dlrecteq Qevelopnjent of the M, et al. Blood. ORR, overall response rate; OS, overall survival; PFS, progression-free survival; PO, oral; QD, once daily; SLL, small lymphocytic lymphoma; SPM, second primary malignancy; TEAE, treatment-
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