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Time to first treatment



Prognostication of time-to-first therapy: IPS-E

Condoluci A, Blood. 2020
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What is the most robust biomarker for early stage CLL prognostication?

CLL-IPI
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Overall survival



Prognostication of overall survival: CLL-IPI

i Adverse factor Coeff. HR |Grading 1 ke

TP53(17p)  deleted and/or mutated | 1.442 4.2 4

IGHV status Unmutated 0.941 2.6 2

B2M, mg/L >35 0.665 2.0 2 ___F

Clinical stage Binet B/C or Rai I-IV | 0.499 1.6 1 g
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International CLL-IPl working group. Lancet Oncol 2016



CLL-IPI is strongly validated at a ca. 70% accuracy

Sensitivity analysis Newcombe: Discrimination for the CLL-IPI predicting the outcome overall survival

Study % Weight Events / N c-statistic [95% CI]
Bahlo, 2016 (Development cohort) —— 0.0 462 /1214 0.72[0.69, 0.75]
Bahlo, 2016 (Development cohort (int. validation)) —a— 0.0 243 | 585 0.77[0.73,0.81]
Bahlo, 2016 (Mayo clinic 2001-2014) —a— 219 144 | 838 0.79[0.75, 0.83]
Bahlo, 2016 (SCAN cohort) —— 219 215 | 416 0.73[0.68,0.78]
Delgado, 2017 (Barcelona hospital cohort) —— 224 212 | 524 0.77[0.72,0.81]
Rani, 2018 (Indian cohort) —_— 18.3 86 / 198 0.64[0.56,0.72]
Munoz-Novas, 2018 (Spanish cohort) —_— 15.5 46 |/ 215 0.72[0.64, 0.80]
Overall (Tau2 = 0.05) — e —— 703 | 2191 0.74 [0.66, 0.80]
with estimated prediction interval ' i [0.55, 0.87]
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Kreuzberger N, Cochrane Database Syst Rev. 20200%



Survival of early stage CLL according to the CLL-IPI
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Outcome after therapy



Prognostication of survival after ibrutinib or venetoclax treatment: BALL score

(A) Training Dataset (Ibrutinib/Chemoimmunotherapy)

Va riable POintS (D) External-Validation Dataset (Venetoclax/Chemoimmunotherapy)
1.0 1.0 -
Time from last Tx >24mo 1 05+ 0.9
0.8 0.8
Hb <normal (120 M; 110 F) 1
> 071 o074
B2M >5 mg/I 1 g o q
a 0.5 £ 05
I .II_|—0-—|_'.— E
LDH 2250 U/I 1 g 0.4 T 04+
@ a
0.3 0.3
0.2 029
Risk group Score 014 0.1
. 0.0 T T T T T T T T T 0()- T T T T T T T T T
Low risk 0-1 0 6 12 18 24 30 36 42 48 0 6 12 18 2 30 36 £ 48
Time (months) Time (Months)
. . 0-1 20 0 p . : 0-1 170 (0) 164 (1) 160 (5) 155 (8) 153 (8) 143(15) 74 (18) 6(18) 0(18)
Intermediate risk 2-3 23 2 21 147 e 23 180(0)  165(7)  154(14) 145(20) 138(26) 129(31)  70(33) 12 (35) 1(35)
El > 2 # ! 4 30(0) 24 (4) 23 (5) 23(5) 23(5) 22 (5) 15 (6) 2(8) 0(8)

Complex karyotype not included in the analysis
IGHV status and TP53 status not selected in the final model

Soumerai JD, Lancet Haematol 2019



Prognostication of survival after ibrutinib treatment: 4F score
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Ahn IE, J Clin Oncol. 2021



Prognostication of survival after ibrutinib treatment: SRS score
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Complex karyotype not included in the analysis
IGHV status and TP53 status not selected in the final model

Gentile M, Leukemia. 2021
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What is the most robust biomarker?

Time to Tx failure

IGHV mutation status: not selected as independent variable
Complex karyotype: not analyzed



Summary

IPS-E for TTFT prognostication in early stage CLL

CLL-IPI for OS prognostication in early stage CLL

IGHV and TP53 are no longer strong biomarkers in patients treated with BTKi

* Biomarkers in patients treated with time limited venetoclax-based tx are unknown

Is CKT an independent prognostic factor?



