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1. Introduction 4. Results Multivariate analysis of OS from first — line therapy
* Therapy of chronic lymphocytic leukemia (CLL) has - . I M T i Fig. 3 OS from first — line therapy : ) ) .
udergone a revolutionary progress over the last 20 years: Table 1. Basic characteristics Unlv_a_rlate _anaIyS|s (Contlnued_) . The use of chemoimmunotherapy in 1L (hazard ratio [HR], 0.48; 95% confidence
* Chemotherapy & chemoimmunotherapy (CIT) =& oral Years of CLL diaanosis In addition, patients who were treated during - CLL diagnosed interval [CI], 0,30 to 0.77; p=0.0025) and targeted oral inhibitors anytime
targeted inhibitors (especially Bruton tyrosine kinase Variable g their course of CLL by targeted inhibitors had - e o3 (Group 2) he course of the disease ( almost exclusively in the relapsed / refractory
inhibi -2 inhibi 1999-2005 2006-2012 2013-2019 ‘nitiati g 2013 - 2019 (Group 3) - - T —
inhibitors and bcl-2 inhibitor venetoclax). | nl11arked||¥ better OS fl‘Ol:I*l- |n|:|2a9t|0n 0:) 1L th:n % o Srouns HR  95% ZI - R’ 0_40; 950/0 CI, 0.21 to 0_79; p=0_0079) retained their Slgnlflcance as

ever, anahases of the long — termI changes of the Number of patients 97 101 113 t <0§e0 ;vo ]f). v|¥iere5I;Otp I(::;elzge haz‘;sr.d 5ra::1i1:sn; nsz E 1vs.2 044 0.2610073 ‘independent factors of longer OS in multivariate analysis. Further independent

din patlents prog_nOSIS at al‘ge Centres- are Median age (years) 21 68 68 p . n ,- g- -- - : Tgu 40—_ 2vs.3 0.84 0.48to 1.46 factor for Ionger OS was female gender (HR 0.61’ 950/0 CI’ 0.38 to 0.99’
ften ed by the referral bias from regional hospitals 959%b confidence intervals in the Figures. = - - :
which usually refer only patients with progressive CLL  Males, % o 62 cg . p=0.046). In contrast, higher age was independent predictor of shorter OS (HR
requiring therapy. 1 vrecior a1 ve o9 o o (')00'01-. 1.05, 95% CI, 1.02 to 1.08; p=0.0006). We could not include IGHV and FISH
3 edian VS. months vs. not reached, p=0. -] - - - - - = a -
* Qur project eliminated referral by analyzing an unselected Binet stage A/B/C, % 84/5/10  86/7/7 86/9/5 L | | | | | — | | | results in the multivariate analysis model due to high proportion of missing data.
) atients from a well — defined region (the Unmutated IGHV, ¥ 49 56 32 _ _ _ _ ST T e R
district, Czech Republic). Here, allgnew(CLL T i Fig. 1 Time to first — line therapy Fia. 4 0S f £ Mth line th : 5. Conclusions
ca ould be recorded at our department. Serious comorbidity, %o 23 38 41 based on the year of diagnosis e the roI;(:)Tcll'lresmc_)i:;unili‘;zﬁl .
. 2. Aims of the project Treated for CLL, % 50 47 38 o \»\W L dsonoed s Py 1. Analysis of a large, unselected CLL cohort with > 10 year follow - up
= - - —_ — 1999-2005 (Group 1) ) Chemoimmunotherapy in 1L
1. Retrospective evaluation of the natural history of CLL Died, % 89 54 25 < %0 e 5o Saroup 2) 80— — No s i - P -
B o F Kime to first — line therapy (TTFT) and — h £ R 2013 - 2019 (Group 3) : o revealed significantly lower age at diagnosis in Group 3, possibly
overall survival (OS) over time. Median follow - up, months 228 149 97 5 ; 5 0~ s g ' ' :
2. Assessment of the impact of introduction of first — line Diff ] b bet b e H“‘*mn_, 5 . pointing to eariier CLL dlagn05|s.
chemoimmiunotherapy and novel targeted inhibitors during IiTrerences In variabies petween sungroups T - | | the p=032  L—mr— - - : -
P o i _ _ St | _ 3 | Median82vs. 127 vs. 104 months, p=0.32 ~ f—ro & 2. While TTFT did not change over time, OS was markedly longer both
With the exception of significantly borderline younger age in 1vs.2 0.73 0.49 to 1.11 20 - Median 143 vs. 80 months
- the Group 3 vs. Group 1 (68 vs 71 years, p=0,043) and higher ‘ 1vs.3 0.85 0.56to1.31 1HR 0.32 (95% CI, 0.20 to 0.52) . from diagnosis and start of first - line therapy.
3- Patients and Me'thOdS proportion of unmutated IGHV in Group 1 vs Group 2 (49 vs. 0 2‘,'5'3 ,1'16,0'78,t° 1',74 0 — 'I’=°<°'|°°°1 | | | | | | ' | | ' | g PY
Between 1999 - 2019, we diagnosed 311 CLL patients 32:/"' P=t‘|’1r°:|)1r t"eri b sper St'g“t'ft'ca“tt "'If:ere"ces 7o 0D S0 a00 a0 M0 160 180 200 220 240 260 280 0 20 4 60 8 100 120 140 160 180 200 3. Univariate and multivariate analyses indicate that improvement of OS
(median age, 69; Binet A/B/C, 85/7/7 %, median follow-up, "Iy was available in 34% and 53% in Groups 1 and 2; - iagnosi . N
127 months) in the Hradec Krélové district. similarly, low © istorical ren ’ Fig. 2 OS from diagnosis Fig. 5 OS from first — line therapy: was achieved mainly due to use of CIT vs. chemotherapy in the 1L and
) S gyl y, low % of FISH was known for historical reasons. - 5 . uge - g omg =
To compare baseline characteristics and clinical course, we _ : _ based on the year of diagnosis significance of targeted inhibitors .

divided our cohort into three subgroups according to the Univariate analysis 100 L dimanoced - Tergeted inior therapy targeted agents for relapsed / refractory disease.
years of diagnosis: Group 1 (1999-2005) where  rhare were no differences between the 3 groups o T 003003 (Growp2) g ves
chemotherap\_/ dominated (I1—97),- Group 2 (2006-2012) regarding TTFT (p=0.32, Fig. 1). However, there was a 2013 - 2019 (Group 3) )
when chemoimmunotherapy was introduced (n=101) and  ish)y significant improvement in overall survival from o Groups MR 95%CI . 6. Acknowledgements

Group 3 (2013-2019) when the chemoimmunotherapy ihe time of diagnosis (Group 1 vs. 2 vs. 3, median 80 vs. L e oA
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Mariakerke, Belgium). Fisher’'s exact test was employed to vs. not reached —0.0001. Fi - L
- - - ' r P=V- , Fig. 3). Patients who _| Median 80 vs. 143 months vs. not reached, p=<0.0001 HR 0.37 (95% CI, 0.29 to 0.59), p=0<0.0001 |
compare d"_:ferences In proportions. TTFT and _ OS were received first — line CIT had significantly longer OS from : — T T T T T T T T T T T T T T . | | | | | | | | | | | - .
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wer ru . Multivari X regressi ySis w : : el ) ) ) )
performed as We"_ P values were double - sided and (mEdlan 112 vs. 43 months’ p<0.0001’ Flg. 4). The aLIthOI‘S dEClal‘e |10 relevant CO“fllCt Of InterESt related tO thIS pl‘O]ECt.

considered significant if < 0.05.



