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CONCLUSIONS

BACKGROUND Figure 2: Study flow chart RESULTS

TABLE 2: Baseline demographic and clinical characteristics in patients with CLL/ TABLE 3: Adherence in patients with CLL/SLL who started 1L
o N , , . . . . . SLL who started 1L single-agent IBR at 420 mg/day with or without a DA within 6 single-agent IBR at 420 mg/day with or without a DA within 6 months : : : :
. It3rutton ty;cl)smde k|nase;n2|b|t9r|s (BTI::s) htgvcle trinsf_ormed thlele 1,006,826 Patients received IBR, or an NCCN-recommended CLL/SLL treatment and were enrolled in * Dosing patterns in patients with CLL/SLL treated with 1L single-agent IBR (Table 1) months post-index post-index INn patlents with CLL/SLL, includi ng
reatment lanascape or cnronic lympnocytic ieukemia or sma healthcare plan during intake period (March 2016 — October 2022) . . . . .. . . X
lymphocytic lymphoma (CLL/SLL) - Among 3514 patients ywth CLL/SLL treated with 1L smgle-qgent IBR, majority those in the h|gher CV risk su bgroup
. . | | (90%; n = 3174) of patients started at 420 mg/day; 191 patients (5.4%) started at All patients (n = 3174) All patients (n = 3174) High CV risk (n = 2334) ho initiated 1L singl t IBR at
* Ibrutinib (IBR), the first BTKi approved by U.S. Food and Drug 56,927 Patients with = 2 diagnoses for CLL/SLL with at least 30 days apart and at least 1 of these 280 mg/day; 149 patients (4.6%) started at another dosage e o o wno Initiate SiNngle-agen d
Administration CLL/SLL treatment, has demonstrated sustained efficacy diagnoses occurred prior to or on the date of initiation of CLL/SLL treatment (index date) _ At a median follow-up of 20 months, 18% (n = 562/3174) of patients who initiated (n = 280) (n = 2894) With a DA Without a DA With a DA Without a DA 470 mg/d ay, only 18% had a dose
in both first-line (1L) and relapsed/refractory patient populations' : : . (n = 280) (n = 2894) (n =216) (n=2118) . . .
! 1L IBR at 420 mg/day had a dose adjustment below 420 mg/day at any time post-index Age, years, mean (SD) 67.6 (11.5) 67.3 (10.5) adJustment durmg a median follow-
* The USPI recommended starting dosage of ibrutinib for CLL/SLL is 420 25,079 Patients with at least 1 f conti liment prior to and at least 28 d o 0 i % (n = : : ' ' ' ' PDC, mean + SD :
mg once daily. Patients treated with IBR have the option of modifying 079 Patients with atleast 1 year of coniauous enroliment priorto and at least 28 days aAéTS:t%n t:ﬁtﬁt/% Yxh60£git?]r;yp%2§naddé;stment, 50% (n = 280/562) had a dose Men, n (%) 154 (55.0) 1867 (64.5) (median] 0.67+0.30[0.76] 0.68+0.33[0.82] 0.66+0.31[0.76] 0.67 +0.33[0.80] up of 20 months, suggesting that
their dose to manage events occurring during treatment (e.g., adverse . S ; . ] Geographic region, n (%) the recommended sta rting dOSE was
events), thus allowing the patient to benefit from continued treatment! v = Majority (85%; n = 478/562) of patient’s first dose adjustments were from 420 mg/day MPR, mean + SD .
. ) ) 19,447 Patients did not receive any NCCN-recommended treatment for CLL/SLL anytime prior to index date to 280 mg/day Northeast 68 (24'3) 683 (23'6) [median] 0.68 +0.31 [0'78] 0.70+0.33 [0'85] 0.67+0.31 [0'78] 0.68 +£0.34 [0'82] genera | |y Wel |'t0|erated 18 the Fea |'
* Arecent analysis of patients with > 5 years from the RESONATE-2 study Midwest 69 (24.6) 707 (24.4)
showed dose reduction of IBR may have facilitated continued long-term ! = 70% (n = 396/562) of patients stayed on the lower dose for the remainder of 1L therapy E—_— 92 (32.9) 954 (33.0) > 3 months of world
use of IBR treatment and without compromising efficacy® 19,345 Patients were = 18 years old on index date = 12% (n = 68/562) of patients returned to the starting dose of 420 mg/day = 46 (1 6.4) 469 (1 6.2) line of therapy LA 1S Z2E, USSR, T =EES
. Thgre are limited real-vyorld stu.dles on dosing patterns anq o!ose | = 13% (n = 74/562) of patients further modified dose after the initial dose adjustment S e 0(0.0) 7(0.2) ED G e e Measures of adherence and
adJUStment of IBR and its associated outcomes. Therefore, it is 6121 Patients initiated 1L single-agent IBR . . C,i ; LR /ERLI [Shers) RO Rz (052 A RO ESRTIA (B ) Ol desttera LERR) o ba bI|ItIeS Of nOt |n|t|at|n the nEXt
important to further understand IBR dosing patterns and investigate Unknown 5(1.8) 74 (2.6) [TECTEL] P &
E?eeaitr:dpz\j\;:iiﬂgsiss trp]gcrlgiaclavtvigndoge?g;comes for patients with CLL/SLL ! TAB!.E 1: Dosing patterns in patients with CLL/SLL treated with Year of 1L IBR initiation, n (%) MPR, mean+SD o, . o ¢ v | eemeam mae | aeneaiara | oo som LOT were numerlcally compa rable
- i i is f i i i i - . . T U. . . T U. . . T V. . . T V. . . . . .
g 4127 Patients had no diagnosis for another hematological malignancy prior to index date 1L smgle agent IBR 2016 31 (11.1) 426 (14.7) [median] in patlentS Wlth or WIthOUt a dose
v . . . 2017 66 (23.6) 561 (19.4) > 6 months of I . Taal . .
3655 Patients had no diagnosis for solid tumor prior to index date A" patlents ngh CV r|Sk 2018 66 (23.6 508 (17.6 line of therapy n =244 n=2294 n=189 n=1664 adJ UStment SI mlla r fl nd | ngs Were
OBJECTIVES (n =3174) (n = 2334) (23.6) (17.6) observed in the subgroup of patients
' 2019 51(18.2) 503 (17.4) PDC. mean + SD : : : : :
1. To describe real-world dosin atterns amon atients with CLL/SLL 3570 Patients with no evidence of clinical trial participation prior to index date FO"OW-Up duration, months, o 0.85+0.19 [093] 0.82 +£0.27 [096] 0.86+0.18 [094] 0.81+0.28 [096] Wlth hlgher CV rISk Wlth or WIthOUt d
. &P &P . 19.9[7.8, 38.2] 19.2[7.5, 37.9] 2020 29 (10.4) 414 (14.3) [median] ,
treated with 1L sing| t IBR median [Q1, Q3] dose adjustment
reated wi single-agen ’
' 2021 30 (10.7) 338 (11.7)
2. To describe treatment outcomes, including measures of adherence and 3514 Patients with known IBR starting dose (objective 1) Had a DA anytime post-index, 2022 7 (2.5) 144 (5.0) I[\ilnPeF;,“ranne]an 350 0.89+0.18[1.00] 0.84+0.27[1.00] 0.90+0.17[1.00] 0.83+0.28[1.00]
time to next treatment (TTNT), in patients with CLL/SLL treated with 1L n (%) 562 (18) 421 (18) : : These real-world findings along With
i i i i i i Follow-up duration, months
single-agent IBR with or without a dose adjustment in the first 6 months v Dose at first DA, n (%)* p p Tom ' 1 4108 419 197176 370 > 9 months of 513 5071 163 1498 : linical trial data? t
i i i ily (objecti ' median [Q1, 4[9.8, 41. 71[7.6, 37. . n= n= n= n=
3. To describe real-world dosing patterns and treatment outcomes in a 3174 Patients wih a starting IBR dose o 420 mg once dally (ebjective 2 'an [Q1, Q3] [ : [ : line of therapy preVIOUS: clin Ica. !’I.a a a” SUEEES
subgroup of patients with high cardiovascular (CV) risk 280 mg 478 (85) 356 (85) QCl score, mean (SD) 2.87 (1.68) 2.82 (1.52) o e e that dosing flexibility with IBR may
: _ — . . . — 140 mg 80 (14) 61 (14) Pancytopenia, n (%) 13 (4.6) 69 (2.4) [metljian] . 0.82+£0.21[0.89] 0.78+0.29[0.94] 0.82+0.21[0.91] 0.77£0.30[0.93] facilitate patientsl includi ng those
280 Patients experienced DA within 6 months 2894 Patients did not experience DA within 6 months c 0
from IBR initiation (with IBR DA cohort) from IBR initiation (without IBR DA cohort) 70 mg 4(<1) 4(<1) Lymphocytosis, n (%) 41 (14.6) 541 (18.7) with hlgher CV risk. to continue to
METHODS Fever, n (%) 30 (10.7) 215 (7.4) MPR, mean £5D 84+ 021[0.93] 0.80£0.30[1.00] 0.85+0.21[0.94] 0.79 +0.31 [1.00] : :
o | | - | o | Time to first DA from index date, : e [median] benefit from treatment Iong-term
Dat K do Health lete clai dat ¢ 1L, first-line; CLL, chronic lymphocytic leukemia; DA, dose adjustment; IBR, ibrutinib; NCCN, National n (%) Baseline CV-related comorbidities .
- Data source: Komodo Hea ayer-complete claims datase C hensive C Network; SLL, small lymphocytic lymph '
@ source: emodo eal payer-cor pth dams darser (;m:re ensive Cancer Network; SLL, small lymphocytic lymphoma o o) o High CV risk, n (%) 216 (77.1) 2118 (73.2) 2 12 months of n=195 n = 1904 n=152 n=1373 a?fd IBR dose adjustments may behan
- Derived from private insurers in the U.S., recording hea utcomes: < ) In€ ot therapy effective management strategy when
insurance claims data from > 140 million individuals with commercial, Measures of adherence PPN %0 (16) 66 (16) CHA,DS,-VASc Score, mean (SD) 2.33(1.74) 2.16(1.66) : : & . : 5Y
. .. . ° : < c . g 2 0
|nd|\{|dgal, state exchangg-purchased, Medicare Advantage, and Atrial fibrillation, n (%) 36 (12.9) 206 (7.1) PDCamean +SD 0.78+0.24[0.87] 0.76+0.31[0.93] 0.79+0.24[0.88] 0.74 + 0.32 [0.92] approprlate in clinical practlce
Medicaid managed-care insurance coverage between January 2015 - Proportion of days covered (PDC): defined as the sum of non- < 3 months 147 (26) 111 (26) Cardiac arrhythmias, n (%) 51 (18.2) 318 (11.0) InselEil
and October 2022 overlapping days of supply, where claims with overlapping days of - :
' Cardiovascular disease, n (% 70 (25.0 745 (25.7
o | R supply were shifted forward, divided by the line of therapy duration = 6 (MO 2B 2leist _ () (25.0) (25.7) MPR, mean 5D 4 8040.25[0.92] 078+0.31[0.99] 0.81+0.25[0.92] 0.76 + 0.32 [0.93]
- Closed claims in this dataset have undergone insurance adjudication : : _ o Hvpertension. % 122 (43.6) 1243 (43.0) [median]
(i.e., number of days between index date and the earliest of initiation < 12 months 402 (72) 302 (72) yp , /0 : -
- PrOVidefc' ag_e and _geogra.phic representation of t.he insur.ed U°S'_ of a new CLL/SLL treatment or end of data) . . = 1L, first-line: CLL, chronic lymphocytic leukemia; CV, cardiovascular: DA, dose adjustment; IBR, ibrutinib; Q1, 25! percentile; 1L, first—'line; CLL, chronic lymphocytic Ieukem'ia;'CV, cardiovascular; DA, dpse adjustment; IBR, ibrutinib; MPR, medication possession ratio; PDC, Ac_ KNOWLEDGMENTS _ o .
population including patients from the community practice setting - Medication possession ratio (MPR): defined as the number of days ,[1) %;I’;I*g patterns following first DA, Q3, 75" percentile; QCl, Quan-Charlson comorbidity index; SD, standard deviation; SLL, small lymphocytic lymphoma proportion of days covered; 5D, standard deviation; SLL, small lymphocytic lymphoma Eg:tsosrtilaJIdg/uvggiitp\(/)vgzogrefv%yejsB;S,ignsigsezrllgfll_cogﬁz;rsﬁhLDC.of
: f medication supplied during the regimen, divided by the line of : i
FIGURE 1: Study design 0 Supp 8 8 ' y ApotheCom, and funded by Janssen Biotech, Inc., administered
therapy duration and capped at 100% Stayed on lower dose 396 (70) 301 (71) by Janssen Scientific Affairs, LLC.
. o  Time to next treatment (TTNT): used as a proxy for disease Returning to starting dose 68 (12) 42 (10) FIGURE 3: Kaplan-Meier survival curves of time to next treatment among patients FIGURE 4: Kaplan-Meier survival curves of time to next treatment in the high
ssessment or patient baseline . . . . o« eys . ° ° . ° . ° . ° °
soiodemagraptic and onical progression and defined as the time from index date to the initiation of Further dose modified 74.(13) 57 (14) treatc.ed with 1L single-agent IBR with or without dose adjustment within 6 months cardiovascular risk subgroup
region. CLLISLL Symetarss, Quan-cCl next line of therapy (LOT), i.e., a new class add-on and/or switch that is from index date
individual comorbidities, and HRU - not part of the 1L regimen,? with the following exceptions* Other dosing patterns 24 (4) 21 (5) REFERENCES:
——— e ‘ - Initiation of an alternative BTKi, i.e., acalabrutinib or zanubrutinib, * Percentages may not add up to 100% due to rounding. 1.00- 1.00 1. IMBRUVICA® [Erescribing information], Pharmacyclics, LLC and
P > < PP > anyum?_pOSt"ndeX may have mdmated a switch be_cause of 1L, first-line; CLL, chronic lymphocytic leukemia; CV, cardiovascular; DA, dose adjustment; IBR, ibrutinib; Q1, 25" percentile; Janssen Biotech, Inc., 2022'_ . o
| tolerability rather than progression. Therefore, patients were Q3, 75 percentile; SLL, small lymphocytic lymphoma 2. Woyach JA, et al. Characteristics and Clinical Outcomes of
iUy onod:  intake pediod: 368 daye I L e O inuous insurance enrollment censored at the time of BTKi in-class switch . § o —— j: 'c:, - Patients with Chronic Lymphocytic Leukemia/Small Lymphocytic
January 2015 March 2016 single-agent IBR +End of data availabili . . . m Vi Tall i -
v gle-agent .§|_igicg|dtri;| sericpation - Add-on of an anti-CD20 antibody or venetoclax to IBR within 180 - Baseline demographic and clinical characteristics in patients with CLL/SLL who started i ¥ KI_L i ; i éyrfcljphgma Recgvm/g Iggggqgg 20.2375 Years in the RESONATE-2
Iitating any CLUISLL treatment other days post-index may not have indicated overt disease progression, 1L single-agent IBR at 420 mg/day with or without a dose adjustment within 6 months E 2 ‘q:',' @ tuay. Cancers ( 056)-_ ,_ (2):507. .
but rather late initiation of a second anti-cancer agent as a 1L post-index (Table 2) = 8 = 8 ' gsar;Fnbeiln?rg fi?aerﬁjbpré?r(] {;U%o??izg'oeft;rlir;g?;(;tﬁtgre]éggseatment
1L, ﬂrSt-line,' CLL, chronic |ymph0cyt|c |eUkemia,' HRU, healthcare resource Ut”ization; IBR, |ert|n|b, Comblnatlon treatment Strategy. Therefore patlents were Censored X . . . . o o o Q a
} i idity index: | ' - Median duration of follow-up is 20 months and not materially different across the 2 w 2 0.50 w 2 0.50 19-
Quan-CCl, Quan-Charlson comorbidity index; SLL, small lymphocytic lymphoma 3t timg of anti-CDZO, or venetoclax add-on within 180 days. Ad.d-on of p— P y g § g § ) |ym|i)hORm|c:i. ;arlizcers. ijBZO,: 2.|2§'| 1 .I_ ’ . -
_ study period: January 2015 to October 2022 an anti-CD20 antibody or venetoclax after 180 days were considered C T 5 -Jacobs R, Lu X, Emond B, et al. Real-world comparison of time
yp . y as the new LOT - Mean age is 67 years old; mean Quan-Charlson comorbidity index (QCl) is 2.83 € g Median duration of £ g Median duration of to next treatment fO_r patients with CLL |n_|t|_ated on first-line
- Intake period: March 2016 to October 2022 . . - At baseline, the distributions of demographic and clinical characteristics are numerically &S 025- Patients who initiated follow-up (Q1, Q3), &S 025 Patients who initiated follow-up (Q1, Q3), U sisi | Uitinllo MEELS cIgeLElotlinlle) [ SSUEET, A
L : Statistical analvsis: : : ) : a2 next LOT, n (%) months a2 next LOT, n (%) months American Society of Hematology Annual Meeting and Exposition,
- Index date: date of initiating 1L single-agent IBR ysis. comparable among patients with and without an IBR dose adjustment except for: S i T New Orleans, LA, December 10-13, 2022. Available at: https://ash
Lo : et - With IBR DA (n = 280 42 (15% 21 (10, 41 With IBR DA (n =216 32 (15% 22 (9, 41 o ' ' ' ' '
- Baseline period: index date -365 days to index date -1 day, inclusive  Descriptive study; no formal statistical comparison was conducted = Men: 55% and 65% W:thout vt Sl\ i ;894) 389((130/3) 20((8’ 38)) W:thom e gl\ 2 :)2118) 281((13%)) 2 27’ 37§ cI:Donfex.;om8/a258222022/webprogram/Paper1 63387 html. Accessed
- Follow-up period: index date to the earliest date of disenrollment * Demographic and clinical characteristics: = [nitiated IBR prior to 2019: 58% and 52% 0.00 : : . | 0.00 : : : | ecember &, '
from health plan, initiation of any CLL/SLL treatment other than |BR, - Continuous variables: mean (Standard deviation) or median c .. 0 20 40 60 80 0 20 40 60 80
. ) L T : = High CVrisk: 77% and 73% _ e e L el e eie s
end of data availability, or medical claim indicating participation in a (interquartile range), where appropriate Months after 1L ibrutinib initiation Months after 1L ibrutinib initiation
clinical trial = Atrial fibrillation: 13% and 7%
- Categorical variables: count (percentage) 6 months 12 months 24 months 48 months 72 months 6 months 12 months 24 months 48 months 72 months
* Inclusion and exclusion criteria (Figure 2): 3514 adults with CLL/SLL Adh = Cardiac arrhythmia: 18% and 11% With IBR DA (n = 280) With IBR DA (n = 216)
N . . o erence: |
who initiated 1L single-agent IBR in or after March 2016 | | | - Adherence in patients with CLL/SLL who started 1L single-agent IBR at 420 mg/day with Atrisk, n 244 195 129 43 6 Atrisk, n 189 152 9 33 4
- Definitions of patient cohorts for objective 2: - Mean PDC and MPR during the line of therapy duration or without a dose adjustment within 6 months post-index (Table 3) Proportion who have not 97% 90% 85% 7% 7% Proportion who have not 98% 90% 85% 77% 7%
. initiated next LOT (95% ClI 95%, 99% 87%, 94% 80%, 90% 71%, 84% 71%, 84% initiated next LOT (95% CI)  (96%, 100%) (86%, 95%) (80%, 91%) (70%, 85%) (70%, 85%)
=  W.ith IBR dose adjustment cohort: 280 patients who initiated - Me.an PDcand MPR at 3_1 6" _9'1 and 12-months post-lndex among - Adherence is dGSCFiptiVEly similar in the two cohorts: mean PDC is 0.67 and 068, and Without IBR DA (n (= 2894)) ( ) ( ) ( ) ( : ( ) Without IBR DA (n = 2118)
IBR at 420 mg/daily and experienced dose adjustment within 6 patients with sufficient duration of follow-up mean MPR s 0.68 and 0.70 in patients with and without an IBR dose adjustment, At risk. n 9204 1904 1936 433 62 At risk. n 1664 1373 373 301 42
months from IBR initiation © TINT respeCtlver Proportion who have not 95% 92% 87% 80% 69% Proportion who have not 95% 92% 86% 79% 70%
=  Without IBR dose adjustment cohort: 2894 patients who - Kaplan-Meier estimates * Time to next treatment among patients treated with 1L single-agent IBR with or initiated next LOT (95% Cl)  (94%, 96%) (91%, 93%) (85%, 88%) (77%, 82%) (65%, 74%) initiated next LOT (95% CI)  (94%, 96%) (91%, 93%) (85%, 88%) (77%, 82%) (66%, 76%)
initiated IBR at 420 mg/day and without an IBR dose adjustment , £ oot H hed th oy th dof without a dose adjustment within 6 months from index date (Figure 3)
within 6 months from IBR initiation a ]fgﬁ)cﬁ)v?/rlglgns Ot patients who reached the next LOT ytheendo _ Over a median fO||OW-Up duration of approximately 20 months. 87% and 85% did not 1L, first-line; DA, dose adjustment; IBR, ibrutinib; LOT, line of therapy; Q1, 25" percentile; Q3, 75" percentile 1L, first-line; DA, dose adjustment; IBR, ibrutinib; LOT, line of therapy; Q1, 251 percentile; Q3, 75t percentile
- Definition of high CV risk subgroup for objective 3: ) , . , initiate the next LOT in patients with and without an IBR dose adjustment within 6 months
- Proportions of patients who have not initiated next LOT at fixed K -
. _ - . s . _ : post-index, respectively
= Having > 1 pre-existing CV comorbidity or in the “high risk time points
category for CHA_DS,-VASc risk score [> 3 for women; > 2 - Unadjusted Kaplan-Meier estimates of TTNT and proportions of patients who did not
for men] initiate next LOT are descriptively similar in the 2 cohorts
e High CV risk subgroup LIMITATIONS
- Inthe high CV risk subgroup (n = 2619), 2334 (89%) initiated IBR at 420 mg/day. IBR dosing  The outcome variable is subject to potential misclassification as claims data can be prone to coding errors

atterns following the starting dose are similar to those of the overall study cohort (Table 1
P 5 5 Y ( ) * Given the small window of data availability for this study, misclassification of the line of therapy number during which IBR was received may have occurred. Therefore, patients are referred to as having received

: : : : L : oY _ Presented at the biennial International Workshop on Chronic
- In patients with (n = 216) and without (n = 2118) an IBR dose adjustment within 6 months post- single-agent IBR as their first observed regimen (1L) Lymphocytic Leukemia (XX iwCLL 2023); October 7-9, 2023:

index, mean PDC is 0.66 and 0.67, and mean MPR is 0.67 and 0.68, respectively (Table 3).

- TTNT and proportions of patients who did not initiate next LOT are numerically similar in
the two cohorts (Figure 4)

Boston, Massachusetts, USA.

B-CELL MALIGNANCIES

* As with all claims databases, prescription fills do not account for whether the medication dispensed was taken as prescribed

Komodo database only captures healthcare data from the insured population who may be systematically different from the uninsured and underserved populations. Therefore, our results may not be directly This abstract was accepted and previously presented
generalizable to the entire U.S. population at the 20th International Ultmann Chicago Lymphoma Symposium




