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Introduction 1L Treatment Patterns

e Chronic lymphocytic leukemia (CLL) is the most common type of adult leukemia in Canada,  The mean time from diagnosis to 1L treatment was 651 days with 35% of patients receiving
accounting for about 44% of all leukemias.(1) FCR-based treatment.

 In 2016/17, approximately 1,745 Canadians were diagnosed with CLL, and 611 Canadians died  Figure 1 shows the shift in 1L treatment approach over time. Starting in 2015, C+0O and ibrutinib
from the disease.(2) CLL affects mainly older patients, with a median age at diagnosis of 71 years utilization increased while FCR and chlorambucil monotherapy decreased. By 2018, 27% of
(1) and the five-year net survival rate is 83%.(3) patients received C+0, 27% received ibrutinib and 24% received FCR.

 The majority of CLL patients (>80%) are diagnosed in early stages, and therefore, have long-term

indolent disease not requiring treatment until onset of symptoms.(4, 5) o . - I e — I .
e Current recommendations for first line (1L) treatment for fit, younger CLL patients without high-risk s0%
and have improved efficacy compared to C or C+0O.(6,7) .
e

cytogenetics, Is a combination of fludarabine, cyclophosphamide and rituximab (FCR). (6) For 70%
RN N
Objective — . . H - .

« There is limited data outside of clinical trials on real-world outcomes for Canadian CLL patients o
treated with new agents. Consequently, the objective of this study was to report on the
treatment patterns and outcomes associated with CLL using population-level administrative
datasets in Ontario, Canada.

older, unfit patients, 1L chlorambucil (Chlo) in combination with obinutuzumab (C+0O) is often used.

50%5

 Newer targeted therapies (e.g., ibrutinib) have proven effective in those considered FCR-ineligible, a0%

20%
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Figure 1: First line treatment regimen received from 2010-2019 (**incomplete annual data).

2L and 3L Treatment Patterns
« The mean time from end of 1L to start of second line (2L) treatment was 1.74 years. Less then a
third of 1L-treated CLL patients (N=827) received a 2L treatment, with ibrutinib as the most

« DESIGN: Longitudinal, population-level study of CLL patients diagnosed between January 1, 2010 frequently (65%) 2L-administered treatment. Both 1L FCR-treated (78%) and C+O-treated (89%)

and December 31, 2017 from the Ontario Cancer Registry (OCR), with follow-up until December 2018.  patients went on to receive 2L-ibrutinib.
« ETHICS: This study was approved by the Research Ethics Board at Sunnybrook Health Sciences  Ofthe 17 patients who received 2L-venetoclax, upon progression or treatment switch, patients

Methods

Centre. either received ibrutinib (33%), chlo (33%) or cyclo (33%). In patients who received prior ibrutinib,
« DATA SOURCES: Administrative data from the OCR and 11 other health databases. 41% received venetoclax in third line (3L).
« PATIENT POPULATION: Patients had to be at least 18 years of age with valid provincial coverage, o 124 patients received 3L treatment and mean between treatment time was 0.98 years.
diagnosed with CLL based on the ICD-0O-3 histology code 9823/3- CLL or small cell leukemia, and

survived more than 2 weeks after diagnosis. Patients were included if any of the following treatment Survival

were administered regardless of line of therapy: bendamustine (bend), bendamustine+rituximab (BR), , Median overall survival (mOS) was stratified by before/after 2015 to capture changes in public
chlo, C+0O, cyclophosphamide (cyclo), FCR, ibrutinib, idelalisib+rituximab, rituximab, and venetoclax. reimbursement of agents such as obinutuzumab and ibrutinib in Ontario.

Baseline characteristics for treated patients were included. . In Figure 2, mOS was 6.2 years in patients diagnosed and treated before 2015 (left), and mOS
was not reached in patients who were diagnosed/initiated treatment after 2015 (right).

Results

o 2,887 CLL-treated patients were identified, and Table 1 baseline characteristics shows a median age TR e ——— e
of 68 years and 67% male distribution. Patients were stratified by treatment, irrespective of line of y \‘*\\H —~—— y “”"“*"'“‘*""'“*"M«Hm
therapy (Table 1). | NN, T —— S

 FCR was the therapy most often used in the overall cohort (35%). Use of FCR steadily decreased g oe NG ., _::"‘“x g os [ —
over the time period studied, with C+O or ibrutinib being more frequently used in 2017 or 2018, and ¢ K\mx T 8 P
more frequently used in older patients. et e ™ il

 FCR-treated patients also had less comorbidities at diagnosis compared to patients who received 02 T 02
C+0O or ibrutinib; 13% had chronic obstructive pulmonary disease (COPD) vs. 20.2% for C+0O or T
18.5% for ibrutinib; 18.6% of FCR-treated had diabetes compared to 30.4% for C+O or 25.6% for B z .: 5 3 Ty 1 2 - ;
ibrutinib. 9.5% of FCR-treated patients had prior cancer compared to 19.5% for C+O or 18.8% for e e
ibrutinib. Figure 2: Overall survival from 1L treatment stratified by before and after 2{8“105 and Eh;*tﬂ;ge of trggthr?:nlf. o o

 1-and 5-year survival from 1L treatment initiation was 86% and 61%, respectively.
Table 1. Demographic table of CLL diagnosed patients in Ontario between January 2010 to December 2017 stratified by the treatment. 1-, 3- and 5-year survival of 1L FCR-treated patients was 93%, 83% and 74%, respectively' for

* Other treatments/regimens include bendamustine (monotherapy or in combination with rituximab), cyclophosphamide, rituximab monotherapy, chlorambucil

monotherapy, idelalisib and venetoclax.

**Exact counts suppressed due to small cell size and for privacy reasons.

C+0O FCR-based Ibrutinib Other* Total : : :
S N=1.009 NI N=1.105 N=2 887 1L C+O-treated patients, 1- and 3-year survival was 90% and 81%, respectively.
CLL diagnosis year e In 2L, majority of patients received ibrutinib and survival was longer compared to the “other”
2010 28 (6.7%) 119 (11.8%) 10 (2.8%) 185 (16.7%) 342 (11.8%) . 0 O/ 0 O/ -
o1 57 (6.4%) 137 (13.6%) 52 (6.3%) 172 (15.6%) 358 (12.4%) group; 87% vs.73% in year 1, and 61% VS. 42% In year 4, re§pec_t|yely. |
2012 32 (7.6%) 145 (14.4%) 17 (4.8%) 145 (13.1%) 339 (11.7%) e For 3L, the same trend was observed with longer survival of ibrutinib-treated patients compared
2013 45 (10.7%) 151 (15.0%) 22 (6.3%) 170 (15.4%) 388 (13.4%) to the “other” group: 75% vs 57% in year 1 and 70% vs. 45% in year 2. mOS was 3.8 versus 1.3
2014 54 (12.8%) 148 (14.7%) 39 (11.1%) 125 (11.3%) 366 (12.7%) :
2015 91 (21.6%) 125 (12.4%) 68 (19.3%) 120 (10.9%) 404 (14.0%) years, respectively.
2016 72 (17.1%) 89 (8.8%) 76 (21.6%) 101 (9.1%) 338 (11.7%)
2017 72 (17.1%) 95 (9.4%) 98 (27.8%) 87 (7.9%) 352 (12.2%) -
Age alindex Conclusions
Mean £ SD 73.55 + 0.84 61.09 + 9.39 67.92 + 10.67 73.09 + 10.82 08.33 + 11.28 « A shift in treatment patterns for CLL can be seen with the introduction of newer therapies, such
Median (IQR) 74 (69-78) 61 (55-67) 69 (62-76) 74 (66-82) 69 (61-77) . C o
Age at treatment aS |ert|n|b In 2015.
Mean = SD 76.09 + 6.38 62.63 +9.17 70.60 + 10.33 74.47 + 10.77 70.10 + 11.17 o - _ = _ - -
Modian (10R) 76 (7280 53 (56-69) 16577 5 (6759 1 63.75) Populatl_on level res_ults can support healthcare decision-makers by characterl_zmg the_ size of
Sex CLL patient populations, identifying real-world treatment patterns and calculating survival
Female 131 (31.1%) 299 (29.6%) 105 (29.8%) 430 (38.9%) 965 (33.4%) outcomes.
Male 290 (68.9%) 710 (70.4%) 247 (70.2%) 675 (61.1%) 1,922 (66.6%) iy
. . . eferences
Charlson Comorbldlty index 1. Leukemia & Lymphoma Society of Canada. Blood Cancer in Canada. Facts and Stats 2016. Available from:
Mean = SD 1.06 = 1.65 1.30 = 1.59 0.95+1.47 1.92 + 2.03 1.46 +1.81 https://www.llscanada.org/sites/default/files/National/ CANADA/Pdf/InfoBooklets/Blood_Cancer_in_Canada_Facts_%26_Stats_2016.pdf.
Median (IQR) 0 (0-2) 0 (0-2) 0 (0-2) 2 (0-3) 1 (0-2) 2. Canadian Cancer Society. Chronic lymphocytic leukemia. Available from: http://www.cancer.ca/en/cancer-information/cancer-type/leukemia-chronic-lymphocytic-cll/chronic-lymphocytic-
leukemia/?region=on.

3. Canadian Cancer Statistics Advisory Committee. Canadian Cancer Statistics 2019. Toronto, ON: Canadian Cancer Society; 2019. Available at: www.cancer.ca/Canadian-Cancer-Statistics-2019-EN
4. Sagatys EM, Zhang L. Clinical and laboratory prognostic indicators in chronic lymphocytic leukemia. Cancer Control. 2012; 19: 18-25.

5. Van Bockstaele F, Verhasselt B, Philippe J. Prognostic markers in chronic lymphocytic leukemia: a comprehensive review. Blood Rev. 2009; 23: 25-47.

6. Owen C, Gerrie AS, Banerji V, et al. Canadian evidence-based guideline for the first line treatment of chronic lymphocytic leukemia. Current Oncology. 2018; 25: e461-e74.

7. Moreno C, Greil R, Demirkan F, et al. Ibrutinib plus obinutuzumab versus chlorambucil plus obinutuzumab in first line treatment of chronic lymphocytic leukaemia (iLLUMINATE): a multicentre,
randomised, open-label, phase 3 trial. The Lancet Oncology. 2019; 20: 43-56

DISCLAIMER: This study made use of de-identified data from the ICES Data Repository, which is managed by the Institute for Clinical Evaluative Sciences with support from its funders and partners: Canada’s Strategy for Patient-Oriented Research (SPOR), the Ontario SPOR Support Unit, the Canadian Institutes of Health Research and the Government of Ontario. The opinions, results and conclusions reported are those of the authors. No endorsement by ICES or any of its funders or partners is intended or should be inferred. Parts of this
material are based on data and information compiled and provided by CIHI. However, the analyses, conclusions, opinions and statements expressed herein are those of the author, and not necessarily those of CIHI. Parts of this material are based on data and information provided by Cancer Care Ontario (CCO). The opinions, results, view, and conclusions reported in this paper are those of the authors and do not necessarily reflect those of CCO. No endorsement by CCO is intended or should be inferred. This study received unrestricted
research funding from AstraZeneca Canada Inc. Copies of this poster are for personal use and may not be reproduced without written permission from the authors.


http://www.cancer.ca/en/cancer-information/cancer-type/leukemia-chronic-lymphocytic-cll/chronic-lymphocytic-leukemia/?region=on

	Slide Number 1

