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BACKGROUND METHODS
@ . _ _ | - Tyrosine kinase inhibitors (TKIs) that target the BCR-ABL1 oncoprotein are the standard of care for chronic myeloid leukemia . This study was a retrospective physician panel-based chart review study in the US 2018, with 224 months of follow-up after 3L initiation, except if the patient died Figure 1. Study design
X< Rodrigo Maegawa | rodrigo.maegawa@novartis.com (CML); these include first generation (1G; imatinib), second generation (2G; dasatinib, nilotinib, and bosutinib), and third . Bet March 5. 2021 and June 14. 2021. de-identified patient-level dat within that period post 3L initiation _ _
generation (3G; ponatinib) TKls'? etween Ny arlc il : dafn unet. ’t i ! IeL e? | |.e Pa 'elh ceveldata wtefre « Patients were included if they re_ceived aI_I lines of_therapy f_or CI\/_IL—CP (_TKIs or CML-CP d'39"03|3=_ | | |
Despite the advances in therapy since the introduction of 2G and 3G TKls, a proportion of patients with CML in the chronic phase N roslp ?C d“;)e yUcSohec et lrorptp3 en IC |n.|c1a Charts via an online case reportiorm other CML-CP treatments) outside of an interventional clinical trial setting Meas“r%rgfn”;;:agfifgt characteristics at CML-CP diagnosis such:
(CML-CP) are refractory or intolerant to these medications and cycle through multiple lines of therapy, reaching third line or later (3L+)? compieted by cMatologIsts/OncoIogISts * Data were c_ollected on physician practices, patient _demographic and clinical_ + ECOG performance status
Rea I —Wo rI d I reat m e n t More recently, asciminib, a selective allosteric inhibitor, has been approved for adult patients with CML-CP who were previously * Respondents were from an existing panel of physicians with experience treating characteristics, and CML-CP treatment char_aqtenggcs including reasons for line * Sokalrisk score
treated with two or more TKls or who have the T315| mutation®. This study was conducted prior to asciminib approval patients with CML-CP from various practice settings (e.g., community and ﬁ;gf;gmte”t discontinuation (based on physicians’ interpretation) and response to X 1L T T —
_ There is limited information describing real-world treatment patterns and clinical outcomes for patients with CML-CP who cycle academic practices) and from all US census regions | - . - L v )
el e Miree 6f ey . Physici igible t Hicinate in the study if th e f « Patient characteristics were me_asured at CML-CP dla_\gn03|s, treatment patterns for Evaluation/Description of CML-CP treatment characteristics by line, such:
a e r n S m o n g a I e n S 9 P Py ysiclans were eligibie 1o participate in the study IT th€y were responsibie for CML-CP were evaluated/described from 1L to 3L+ (Figure 1) + Type of therapy (TKIs or other CML-CP treatments)
treatment decisions and follow-up of = 1 adult patient with CML-CP . All analyses were descriptive and reported using frequencies, proportions, means, o ey
- - = O BJ ECTIVES « Eligible medical charts included those of adult patients with CML-CP who standard deviations, and medians . Response to treatment
W I t h C h ro n I c IVI e I O I d + This study assessed the real-world treatment patterns of patients with CML-CP who reached 3L+ in the United States (US) initiated a first-line (1L) therapy, switched to a second-line (2L) therapy, and * Institutional review board exemption from a full review was obtained from the WCG 1 ;2 / 3L: first-line / second-line / third-line: CML-CP, chronic myeloid leukemia: ECOG, Eastern Cooperative
subsequently switched to 3L therapy between January 1, 2013 and November 30, Independent Review Board Oncology Group; TKI, tyrosine kinase inhibitor
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Physician characteristics CML-CP treatment characteristics Figure 3. Reasons for Treatment Discontinuation in Earlier Lines of Therapy for CML-CP (N=164)'?
IVI It i I e T ro s i n e Ki n a S e . Atotal of 64 physicians provided data for 164 patients with CML-CP who initiated 3L+ * In 1L (median duration: 12.9 months), most patients (82%) received a 1G TKI and 12% received a 2G TKI (Table 2) 20% -
u p y « Nearly two-thirds of physicians (64%) were from community-based practices; the remaining 36% were from academic-based * In2L (median duration: 11.9 months), most patients (92%) received a 2G TKI 350, — 349,
oractices * |n 3L (median duration: 32.6 months), 2% of patients received a 1G TKI, 49% received a 2G TKI, 41% received a 3G TKI, and 7%
= = = - _ . - : 0 : 30% — . 27% o
I n h I b Ito rs I n t h e « One-third of physicians (33%) had primary practice located in South, 27% in Northeast, 20% in West, and 20% in Midwest US rec.elved other CML-CP treatments; at d.ata collection, m.ost patients (67%) were undergoing 3L treatment 6% 6%
: « Patients mainly cycled from the 1G TKl in 1L to a 2G TKIl in 2L (81%), and from 2L to 3L, 46% cycled between 2G TKls and 39% 25% -
Census regions
More than half of physicians (66%) were from large prima actices (=10 physicians) located | ban areas (56%) switched from a 2Gi TKito a 3G TKI (Figure 2) 20% ~
- . ore than ha ician were from lar rim racti > ician in urban ar
U n Ite d State S Py ° 9e P Y P Py ° -  The most commonly observed treatment sequences from 1L to 3L were: imatinib = dasatinib = nilotinib (17%), 15%
Patient characteristics imatinib = dasatinib = ponatinib (15%), and imatinib = nilotinib = ponatinib (12%) (0
. . . . . . . - y - . . 0 ] o 7%
: ; : - o . The mean age at CML-CP diagnosis was 57 years, with 32% of patients aged 65 years or older and 55% were male (Table 1) The most common rea§ons for treatment discontinuation !n earlier lines, based on phy3|0|?ns Interpretation, were lack of efficacy 0 2o, 6% 50,
Vamsi Kota, \Y/ID, , Rod r'go I\/Iaegawa, \Y/ID; , Dominick . . _ | | | | _ (1L: 34%; 2L: 26%), resistance (both 1L and 2L: 27%), and intolerance (1L: 21%; 2L: 26%; Figure 3) 5%
- At CML-CP diagnosis, 47% and 13% of patients had an intermediate and high Sokal risk score, respectively , _ _ , , _ -
LatremOU | | |e'ViaU M ch Ke-al Jad haV IVI Sz Ca rm | ne | | | « The proportion of patients with a last molecular response (MR; achieved and sustained) of MR2 or better was 44% in 1L and 53% 0%
’ ) J ’ ] «  Most patients had ECOG performance grade 0 (40%) or grade 1 (48%) at CML-CP diagnosis in 2L, and MR3 or better was 32% in both lines (Figure 4) 2L
ROSSi; Ph D31 Annie Gueri n, MSC31 Serba N IOrga1 PhD? Table 1. Demographic and Clinical Characteristics at CML-CP Diagnosis i : M Lack of efficacy M Resistance
T Table 2. Treatment Characterlstlcs by Line of Therapy for CML—CP M Intolerance M Achieved adequate response but relapsed
1A : : H | h A GA USA N=164 M Patient preference Acquired mutations
- B Other
) UQUSt_a UmverSIty _ea th, UQUSta_’ ’ ’ Age (years), mean = SD [median] 57.6 + 12.3 [58.0]
. 1L/ 2L, first-line / second-line; CML-CP, chronic myeloid leukemia in chronic phase
3Nova rts PharmaceUtlcaIS COrpOratlon, EaSt Hanove £ NJ1 USA1 > 65 years, n (%) 53 (32.3%) Medications used, n (%) 'Physicians could select more than one option (not mutually exclusive).
' ’ 2Other reasons for treatment discontinuation included inconvenient treatment administration/non-adherence, drug-drug interactions, pregnancy or planning to become pregnant,
AnaIySIS G roup1 InC! MOntreaI’ QC! Canada Male, n (°/o) 91 (55-50/0) Imatinib 135 (82_30/0) 6 (3_70/0) 4 (2_40/0) economic reasons, or unknown/not sure.
Race/ethnicity, n (%) Dasatinib 15 (9.1% 77 (47.0% 17 (10.4%
| o i (9:1%) (47.0%) 110.4%) Figure 4. Last Molecular Response Achieved in Earlier Lines of Therapy for CML-CP (N=164)'?
White - Non-Hispanic/Latino 107 (65.2%) Nilotinib 4 (2.4%) 51 (31.1%) 31 (18.9%) 0
Black or African American - Non-Hispanic/Latino 25 (15.2%) Bosutinib 0 (0.0%) 22 (13.4%) 33 (20.1%) 00% 539%
Hispanic/Latino 17 (10.4%) Ponatinib 1(0.6%) 4 (2.4%) 67 (40.9%) 500 —
East Asian 8 (4.9%) Other? 9 (5.5%) 4 (2.4%) 12 (7.3%) 4%
https:/bit.ly/KotaV475 Asian Indian 6 (3.7%) Duration of line (months), mean * SD [median] 19.8 £ 20.7 [12.9] 16.0 + 13.2 [11.9] 35.1 + 22.7 [32.6] 40%  —
Scan to obtain: 83%?{;2&?5; ?éeé)ocbcfig‘ 2?;?0? o North American Native 1(0.6%) Time between termination of 1L and start of 2L (days) 45.7 + 137.1 [10.0] N/A 200 — -t e
- Poster g s o the Insurance type, n (%)’ Time between termination of 2L and start of 3L (days) N/A 66.0 + 166.8 [13.0]
authors. Commercial/private Insurance 103 (62.80/0) 1L/ 2L / 3L, first-line / second-line / third-line; CML-CP, chronic myeloid leukemia in chronic phase; N/A, not available; SD, standard deviation 20% —
'Fifteen patients were observed with a fourth-line (4L) therapy and 3 with a fifth-line (5L) therapy. 0
Medicare 51 (31.1%) 20ther CML-CP treatments included in 1L hydroxyurea monotherapy, in 2L/3L omacetaxine, interferon, and hydroxyurea monotherapy.
- _ 10% —
Medicaid 20 (12.2%) Figure 2. CML-CP Treatment Patterns (N=164)"2
Other/unknown 2 (1.2%)
. . 1L 2L 3L 0%
Year of CML-CP diagnosis, n (%) 3.7% —— 1G TK] 2.4% —= 1G TKI 1L oL
CONCLUSIONS 2000-2004 4 (2.4%) B MR2 or better B MR3 or better
2005-2009 3 (1 .80/0) 1L/ 2L, first-line / second-line; CML-CP, chronic myeloid leukemia in chronic phase; MR, molecular response
49 .49, 2G TKI 'Achieved and sustained MR was assessed based on the last measurement in the line of therapy.
2010-2014 87 (53.0%) ' 2MR2 was defined as BCR-ABL1/ABL1 < 1% OR a 2-log reduction. MR3 was defined as BCR-ABL1/ABL1 < 0.1% OR a 3-log reduction.
82.3% 1G TKI
. . . . - o)
. Patients with CML-CP in 3L+ have rapidly cycled between 1G TK| 2015-2018 70 (42.7%) o1 5o -
. 1 . o)
and 2G TKI in 1L and 2L Sokal risk score, n (%) , LIMITATIONS
- MRS o | ) ol for CMLCP _ow-risk (< 0.8) 46 (28.0%) v
E.ates 0 3 (;“d not |m-prove etv.veen eartier fines Tor Rt ntermediate-risk (0.8 - 1.2) 77 (47.0%) ; 40.9% 3G TKI - CML treatment management and monitoring in real-world settings may be based on heterogeneous criteria and assessment
with lack of efficacy/resistance being the most common reasons o /
. . 7 . . High-risk (> 1.2) 22 (13.4%) 11.6% - 5G TKI /4 schedules
for discontinuation; intolerance became more important in 2L ' : - . . . o
ECOG performance status, n (%) 0.6% 3G-TKI = 2 49 3GTKI  Itis unclear how generalizable these findings are to the overall practice in the US
Findings highlight the need for novel therapeutics with improved Grade 0 - 1 144 (87.8%) 5.5% [ Other 2 4% ——= Other 7.3% [ ] Other . By design, patients with CML-CP who reached 3L+ were included in this study; patients who progressed to advanced CML
safety/efficacy to prolong treatment to improve response in earlier Grade 2+ 20 (12.2%) phases or died prior to 3L with an unmet treatment need in earlier lines were not captured
- : : : : 1L/ 2L / 3L, first-line / d-line / third-line; TKI, tyrosine kinase inhibit . . . . . . . . .
lines and for patients In later lines who exhaust treatment options CML-CP, chronic myeloid leukemia in chronic phase; ECOG, Eastern Cooperative Oncology Group; SD, standard deviation 1G TKls inclulcrzlsedlgﬁly isrigfc)igib.lgcei TKIgincler]ueded on)I/;Oc?eI]rslztirlm?s,sr?iIlcr)]tirlmié),oe;nd bosutinib. 3G TKls included only ponatinib. - The results may be subject to limitations inherent of retrospective chart reviews, including potential missing/not well-recorded
q u |Ck|y "Physicians could select more than one option (not mutually exclusive). 2Other CML-CP treatments included in 1L hydroxyurea monotherapy, in 2L/3L omacetaxine, interferon, and hydroxyurea monotherapy. data in patient medical charts
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