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Primary CNS Lymphoma: Response to Induction

At Diagnosis After MT-R Induction
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High Dose-MTX Monotherapy in PCNSL

Progression Free Survival

NABTT 96-07: 25 pts
Median PFS: 12.8 months
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Consolidation Strategies in PCNSL

* Whole Brain Radiotherapy
e Standard Dose
e Reduced Dose

* High-Dose Chemotherapy
 Myeloablative (ASCT)
* Non-Myeloablative
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Combined Modality Therapy: RTOG 9310

- HD-MTX + IT-MTX
- Procarbazine
- Vincristine
- WBRT Consolidation

Median OS age > 60: 21.8 months vs. age <60: 50.4 months p<0.001
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Median PFS = 24 months
102 patients DeAngelis et al., J Clin Oncol 2002
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Encephalopathy: Memory Deficits, Apathy, Decreased
Concentration, Urinary Incontinence and Gait Disturbance
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High Dose Chemotherapy
Strategies in PCNSL

e Cytoxan/BCNU/VP16 (CBV)

e BCNU/VP16/Ara-C/Melphalan (BEAM)
* Thiotepa/Busulfan/Cytoxan (TBC)

* BCNU/Thiotepa

e VP16/Ara-C (EA) Non-Myeloablative
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Study PRECIS IELSG 32

Centers France Italy, Germany, UK, Switzerland
Eligibility Age <60 Age <65
WBRT 40 Gy 36 Gy if >SD; 40 Gy if PD

Preparative Regimen Thiotepa, Busulfan, Cy BCNU/Thiotepa
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PRECIS: Randomized Phase II: WBRT vs. ASCT

140 pts, median age 55

Induction: R-MBVP Induction (rituximab/MTX/BCNU/Prednisone)

Consolidation independent of response: TBC Preparative regimen vs. 40 Gy WBXRT
Primary Endpoint: 2-yr PFS

" Intention To Treat EFS Post Consolidation
: 1.0
e 2yr PFS 70% e
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0.2 e WBRT arm 0.2 ~—— WBRT arm
e ASCT arm —— ASCT arm
0 6 12 18 26 30 36 42 48 54 60 0 6 12 18 24 30 3 42 48 54
Time Since Inclusion (months) Time Since the Date of Consolidation (months)
No. at risk No. at risk
WBRTarm 66 52 43 37 34 17 13 7 s 5 3 WBRTarm 50 43 3% 33 22 5 10 & 4 3
ASCTarm 66 45 40 38 36 23 18 13 8 6 4 ASCTarm 39 38 3¢ 34 26 17 W 9 6 4
Median Follow-up 33.5 months 11% TRM with TBC

Houillier et al. J. Clinical Oncology 2019
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PRECIS: Exploratory Neurocognitive Analysis

MDRS Total MMSE FCSRT Total Free FCSRT Total Free
score Recall and Cued Recall
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& 1205 P<0.02 Fap—— S8 _— S 31
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Induction (months) Induction (months) Induction (months) Induction (months)
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After WBXRT > 50% pts-> decline in test scores ASCT=red
After ASCT >50% pts->improvement in test scores WBRT=blue
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Conclusions of IELSG32 Second Randomization

122 pts median age 58: eligible for second randomization:

227 pts enrolled Induction: MATRIix vs. MTX + Ara-C vs. R-MTX + Ara-C

Consolidation — CR, PR or SD: BCNU/TT Preparative regimen vs. 36 Gy (+ 9 GY boost) WBXRT
Primary Endpoint: 2-yr PFS

Intention-to Treat Population

100+ . .
No difference in
& 80 WBXRT 2 yrs PFS
z
6o
£ ASCT
2 405
£ 20 —— Group D
HR 150 (95% Cl1 0-83-2-71); p=0-17 — Group E
0 L 1 1 1 1
0 12 24 36 48 60
Number at risk
GroupD 59 50 45 26 14 3
GroupE 59 43 40 20 7 3
Median Follow-up 40 months 5 .
Ferreri at al., Lancet Haematology 2017 3.4% TRM with ASCT but 5 late deaths
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IELSG-32 Neurocognitive Analysis

Digit Forward (p=0-58)

ASCT
BXRT

Test A (p=0.001)"

Trail Making Test 8 (p=0-004)*

Trail Making Test B-A (p=0.004)*
est of Attention (p=0-57}

WEST number of categories comploted |

WCST number of total error (p=010)*

WCST perseveration error (p=0-73)"

At 2 yrs, pts treated

w/ WBXRT: declines in
executive function &
learning

| Rey Auditory Verbal Learning Test—delayed recall (p<054) |
| Rey Auditory Vesbal Leaming Test—total laming (5-0:27) |
Rey Complex Figure Copy (p~003) ]

Rx Complex Figure—deéayed ecal (5-0-49) |

Token Test (p=0-55)
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