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Primary CNS Lymphoma — Treatment goals

= Minimize neurotoxicity and toxicity

= 2 phases
* |nduction
* Consolidation

= Achieve adequate disease control
* Neurologic recovery
* HD MTX based therapy — high response rate
* Combination — higher response, higher toxicity
* Frequent recurrence

= Decrease/delay recurrence
* Consolidation therapy

* Maintenance therapy
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Primary CNS Lymphoma — Radiation therapy

= WBRT

* No clear role for focal XRT/radiosurgery
= Responses but early relapse

= Neurotoxicity
* Cognitive deficit, memory loss, ataxia, incontinence

= Avoided as single modality
* Consolidation
 Palliation in relapsed disease
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Primary CNS Lymphoma — MATRix

PCNSL [< 65 ys. + PS 0-3] or [65-70 ys. + PS <2]

é N=227 40 centres in Europe
- e T 1 B R

48 lthuxbnab 375 m‘lm’ d-5&0 I an | Rituximab 375 mg/m’ d-5 & OI
MTX3.5g/m*d.1l MTX35g/m‘d.1l

4% MTX3.5g/m*da
araC 2 g/m?x 2/d, d. 2-3

every 3 weeks araC2g/m?’x2/d,d.2-3 'nr_zmud_mﬁ
every 3 weeks Thiotepa 30 mg/m? d.4
1 every 3 weeks
Response assessment
. — e 3 T
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® HIZNS-Lymphome . S
e WBRT 40 Gy
— T~ | #boost Gy
WBRT 36 Gy BONU 400 mg/m?d.1
* boost § Gy Thiotepa 5 mg/Kg x 2/d; d.2-3
+ APBSCT
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Primary CNS Lymphoma — MATRix

40%:
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Remissions - IELSG32 Trial

Arm A Arm B
AraC/MTX R-AraC/MTX

Lancet Haematol 3:e217, 2016
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Primary CNS Lymphoma — MATRix

100

Median
f/u 30 mos

Progression-free survival (%)

Number at risk
Group A
Group B
Group C

— Methotrexate-cytarabine (group A)

—— Methotrexate-cytarabine plus rituxii

—— Methotrexate-cytarabine plus rituxii
and thiotepa (group C)

Group A vs B HR 0-52 (95% Cl 0-32-0-86); p=0-051
Group A vs CHR 0:38 (95% Cl 0-24-0-61); p=0-00089
Group B vs C HR 072 (95% C1 0-46-1-13); p=0-12

Overall survival (%)

75
69
75

29 20 9
37 24 8
47 31 13

w

Number at risk
Group A
Group B
Group C

Lancet Haematol 3:e217, 2016

20+

69%

Group A vs B HR 0-63 (95% Cl 0-42-1-02); p=0-095
Group A vs CHR 0-41 (95% Cl 0-25-0-68); p=0-0015
Group B vs CHR 0-78 (95% CI 0-48-1-26); p=0-12

75
69
75

12 24 36
Time {(months)

41 22 9
44 32 12
51 34 14

48

~

60

1
2
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Primary CNS Lymphoma — MATRix

A 10 - ' B
— ArmA -
— Arm B
— AmC |
08
Median D 62% o
o o
f/u 40 mos > N >
:
S 04 45% e
o ) , o
36%
02k 02t
Arm A vs.B: HR= 0-68, 95%CI=0-45-1-02; p= 0-06 Arm A vs. B: HR= 0:73, 95%CI=0-48-1-11; p= 0- 14
Arm A vs. C: HR= 0-66, 95%C|=U'53-ﬂ'51',p= 0-0001 Arm A vs. C: HR= 0-65, 95%C|=0-52-0-83: p= 0-0004
Arm B vs.C: HR= 0-63, 95%CI|=0-40-0-99; p= 0-049 Arm B vs. C: HR= 0-57, 95%CI|=0-35-0-93; p= 0-023
0.0 L - L “ ﬂrﬂ i i i 1
0 12 24 36 48 60 0 12 24 36 48 60
Months Months
ArmA: 75 29 27 13 8 1 Arm A: 75 41 30 13 9 2
Arm B: 69 36 30 15 5 3 Arm B: 69 44 37 24 9 6
ArmC: 75 a7 Ly 23 10 4 ArmC: 75 51 47 26 10 4
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Primary CNS Lymphoma — MATRix

Methot rexate-cytarabine (group A; n=75);

Methotrexate-cytarabine plus rituximab

Methotrexate-cytarabine plus rituximab and thiotepa

223 (74%) courses delivered* {group B; n=69); 236 (B6%) courses delivered” (group C; n=75); 274 (91%) courses delivered*

Grade 1-2  Grade 3 Grade 4 Grade § Grade 1-2  Grade 3 Grade 4 Grade § Grade 1-2  Grade 3 Grade 4 Grade §
Neutropenia 12(5%) 18 (8%) 99 (44%) 0 24(10%) 15 (6%) 119(50%) 0 14 (5%) 31(11%)  153(56%) O
Thrombocytopenia 18 (8%) 43(19%) 116(52%) O 27(11%)  36(15%) 140(59%) O 21(8%) 27(10%) 200 (73%) 0
Anaemia 115(52%) 63 (28%) 9(4%) O 124 (53%) 77(33%) 6(3%) O 131(48%) 116(42%)  14(5%) 0
Febrile neutropenia/ 11 (5%) 32 (14%) 10(4%)  6(3%) 21(9%)  23(10%) 7(3%)  2(<1%) 18 (7%) 42 (15%) 3(1%) 0
infections
Hepatotoxicity 71(32%) 20(9%) 6B(3%) O 76(32%) 25(11%) 3I(1%) O 77 (28%) 19 (7%) 1(<1%) 0
Mephrotoxicity 28 (13%) 3 (1%) 0 0 31(13%) 4 (2%) 0 17 (6%) 2 (<1%) 1(<1%) 0
Cardiotoxicity 0 0 0 0 0 2 (<1%) 0 0 2 (<1%) 1(<1%)
Coagulopathy/deep 2 (1%) 3 (1%) 0 0 3(1%) 3 (1%) 1(<1%) 1(<1%) 0 2 («1%) 2(<1%)  2(<1%)
vein thrombosis
(including pulmonary
embolism)
Gastrointestinal 35 (16%) 1(=1%) 0 0 106 (45%) 5(2%) 1(<1%) O B1(30%) 9 (3%) 1(=1%) 1]
Mucositis 20 (9%) 3 (1%) 0 0 37 (16%) 2 (<1%) 2(<1%) O 45 (16%) 1 (<1%) 0 0
Acute neurotoxicity 28 (13%) 3 (1%) 3 (1%) ¥ 34 (14%) 4 (2%) ¥ ¥ 19 (7%) 6 (2%) 2 (<1%) ¥
Hyperglycaemia 0 4 (2%) o0 0 0 0 0 0 0 0 1{<1%) 0
Sudden deatht 1(<1%) 0 1(=1%)
Mon-lethal ] 0 2(<1%) O 0 0 2(<1%) O 0 0 1(<1%) 0O
interruptions
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Primary CNS Lymphoma — HD MTX w XRT

= RTOG/SWOG 93-10
* ph2
* WBRT 45 Gy
* CR - hyperfractionated WBRT 36 Gy

Weeks

1 23456780910 111213 14 15 16 17 18 19
Methotrexate IV 2.5 g/m*= X X X X X
Vineristine IV 1.4 mg/m*= X X X X X
Procarbazine PO 100 mg/m*/d for 7 days X X X
Methotrexate Intra-Ommaya 12 mg X X X X X
Leucovorin 20 mg PO every 6  hours for 12 doses X X X X X
Leucovorin 10 mg PO bid for 8 doses X X X X X
Decadron, mg/d for 7 days 1612864 2
Whole-brain RT XX XXX
Cytarabine 3 mg/m*/d for 2 days X X
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Primary CNS Lymphoma — HD MTX w XRT

= RTOG/SWOG 93-10
* severe delayed neurologic toxicity (12 of 82 [15%])

* Leukoencephalopathy

* onset median 504 days (80-1540 days) after the start of XRT
 Similar younger/older than 60

* Eight fatal (10%)
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Primary CNS Lymphoma — HD-MTX + Ifos +/- XRT

= G-PCNSL-SG-1
* Non-inferiority ph 3
* Omission of XRT would not impact OS

- MTX 4 g/m2 D1 + ifos 1.5 g/m2 D3-5 g2w x 6 > WBRT 45 Gy
VS
* MTX4g/m2D1 +ifos 1.5 g/m2 D3-5 q2w x 6 = cytarabine (if no CR)

* n=551, median age 63 (55-69)
* 318 treated per protocol
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Primary CNS Lymphoma — HD-MTX + Ifos +/- XRT

median PFS 18.3 mos WBRT vs 11.9 mos no XRT (p=0.14)

A All patients, PP population B Al patients, ITT population
1.0 — — First-line chemotherapy with whole brain radiotherapy
} —— First-line chemotherapy without whole brain radiotherapy
I
0-8 i p=0-14 p=0-041
= .
£ HR 0-82 (95% Cl 0-64-1-07) HR 079 (95% Cl 0-63-0-99)
A 06 |
o %
o W .
1= I
S o
g 04- s R T : M
g' 4 HT 1'5!_ 2 1-L|_
£ : _,_1:‘h+__u_ ; '|._:I -5
02+ - . o N o
g WP +L—o—| i | e k!
0 I | I | I 1 I I | | I I | ]

MNumber at risk
Withwholebrain 154 83 59 40 23 11 6 p. 0 ] 203 93 72 47 26 12 7 3
radiotherapy

Without whole brain 164 72 42 27 12 7 3 1 1 0 208 87 50 30 13 8 3 1
radiotherapy

Lancet Oncol 11:1036-1047, 2010
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Primary CNS Lymphoma — HD-MTX + Ifos +/- XRT

median OS 32.4 mos WBRT vs 37.1 mos no XRT

A Al patients, PP population B All patients, ITT population
1.0 1\ —— First-line chemotherapy with whole brain radiotherapy T
i — First-line chemotherapy without whole brain radiotherapy )
0-8- p=0-71 _ p=0-94
HR 106 (95% CI 0-80-1-40) HR 1-01 (95% C1 0-79-1:30)
_ 06 " - :
g ‘ >
’ | %
0.4 - K{L —
u——-,\m e g ’:‘41_5“‘
s N
7 "

Number at risk

With whole brain 154 108 79 53 36 15 8 4 0 0 203 137 101 66 43 19 10 6 0 0
radiotherapy

Without whole brain 164 111 77 57 32 20 11 5 2 0 208 137 93 65 35 22 12 6 2 0
radiotherapy
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Primary CNS Lymphoma — HD-MTX + Ifos +/- XRT

= Longer follow-up - neurotoxicity

* WBRT (49% clinical assessment; 71% neuroradiology)
* no XRT (26% clinical assessment; 46% neuroradiology)

= QoL/MMSE exploratory data in 318 PP patients 2 years after randomization

* Worse cognitive functioning (p = 0.004)

* Global health status reduced (p = 0.022)

* Worse fatigue (p = 0.037)

* Appetite loss (p = 0.006)

* Hair loss (p = 0.002)

* Lower MMSE (p = 0.002)

* mixed model analysis favored no WBRT in 15 of 26 QoL dimensions
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Primary CNS Lymphoma — MATRix

ArmD (59) [ oo [ namecoenscn ] Arm E (59)
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Primary CNS Lymphoma — MATRix

Median f/u 40 mos

ITT

A
100+
2 80 80%
2
5 6o
69%
S 40
i
§ 20+
— Group D
HR 1:50 (95% Cl 0-83-2-71); p=0-17 — GroupE
0 T T T T
12 24 36 48 60
Number at risk
GroupD 59 50 45 26 14 3
GroupE 59 4 40 20 7 3
C
100+
85%
804
g
T 604
: .
71%
IS
20+
HR 1-67 (95% Cl 0-86-3-23); p=0-12
0
0 12 24 36 48 6o
Nomberat ik Time since trial registration {months)
GroupD 59 54 48 30 16 3
GroupE 59 49 41 22 9 5
Lancet Haematol 4:e510, 2017

WERT
ASCT

WERT
ASCT

— WERT
HR 1-16 (95% CI 0-62-2-17); p=0-62 — ASCT
0 12 24 36 48 60
55 46 40 25 14 3
58 45 43 21 7 3
D
_ 82%
T 77%
HR 1-03 {95% C10-52-2-05); p=0-91
0 12 2 36 48 60
Time since trial registration (months)
55 49 42 27 15 3
58 51 44 24 10 5

PP
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Primary CNS Lymphoma — MATRix

Digit Forward (p=0-21)
Digit Backward (p=0-55)

Trail Making Test A (p=0-75)*

Trail Making Test B (p=1-00)*

Trail Making Test B-A (p=0-55)*

Brief Test of Attention (p=0-11)

Cognitive function — 2 yrs f/u

WCST number of categories completed (p=0-0001)

WCST number of total error (p=0-001)*

WCST perseveration error (p=0-0001)*

Rey Auditory Verbal Learning Test—delayed recall (p=0.0001)

Blue bar — WBRT

Rey Auditory Verhal Learning Test—total learning (p=0-34)

Rey Complex Figure Copy (p=0-39)

Rex Complex Figure—delayed recall (p=0-15)

Token Test (p=0-65)

Green bar — ASCT

Phonemic Verbal Fuency (p=0-69)

Semantic Verbal Fluency (p=0-69)

Grooved Pegboard Test—left hand (p=0-42)*

Grooved Peghoard Test—right hand (p=0-30)*

EORTCQLQ (p=0-003)

MIMSE (p=0-57)
0
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Primary CNS Lymphoma — ASCT vs WBRT - PRECIS

Exclusion criteria
Medical decision

Consent withdrawal

Deaths

PD

Medical decision
Unknown

Arm A (induction CT + WBRT)

(n=2)
(n=1)

(n=1)

(n=3)
(n=5)
(n=4)
(n=1)

Patients enrolled
(N = 140)

Random Assignment

I

(n = 70)

Induction CT
(n=67)

(n = 66)

WBRT
(n =53)

Analyzed
(n =38)

Arm B (induction CT + IC-ASCT)
(n=70)

Exclusion criteria
Early deaths

Induction CT
(n=67)

— Consent withdrawal

ITT population (n = 66)
Deaths
| PD
Medical decision
Patient refusal
Per-protocol IC - ASCT
population (n=44)
Primary end point Analyzed
population (n=38)

(n=1)
(n=2)

(n=1)

(n=3)
(n=13)
(n=3)
(n=3)

J Clin Oncol. 2019 Apr 1;37(10):823-833

Arm A: Induction + WBRT 40 Gy WBRT

w4 w8 wi1
! ! |

ame ) s ] 1)

Arm B: Induction + (IC + HCR) Thiotepa 250 mg/m?/D

Busilvex® 8 mg/kg
Rituximab 375 mg/m? D1 60 m g !kg /D
MTX 3 g/m? D1 ; D15 CY
VP16 100mg/m* D2 HCR
Carmustine 100 mg/m? D3
Prednisone 60 mg/m?/D D1-DS

g

Randomisation
(T +—

Rituximab 375 mg/m? D1 |
Aracytine 3a/m?/D D1;D2

i)

D-9-8-7
D-6-5-4
D-3 -2
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Primary CNS Lymphoma — ASCT vs WBRT - PRECIS

1.0 1.0
0
™ 87% ITT
___0.81 i __ 0.8
=) = 1
= 0.6 = 0.6 1
w o 0, w o
[N
= 63% © =
© 0.4 © 04
& o=
0.2 + —— WBRT arm 0.2 + — WBRT arm
— ASCT arm — ASCT arm
T T T T T T T T T T T T T T T i T T T T
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time Since Inclusion (months) Time Since Inclusion (months)
No. at risk No. at risk
WBRT arm 38 35 29 25 24 13 10 6 4 4 3 WBRT arm 66 52 43 37 34 17 13 4 5 5 3
ASCT arm 38 34 31 31 30 20 14 11 8 5 3 ASCT arm 66 45 40 38 36 23 16 13 9 6 4
1.0 H 1.0 -—c‘,_h‘_' PP
_ 0.8 - 0.8 - |
= . =
= 0.6 = 0.6
w 2 w o
o 8 lL[ a 3
S 0.4 S 0.4 -
= =
0.2 + —— WBRT arm 0.2 + —— WBRT arm
— ASCT arm — ASCT arm
T T T T T T (3 T T T T T ) T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time Since Inclusion (months) Time Since Inclusion (months)
No. at risk No. at risk
WBRT arm 66 62 54 49 42 19 17 10 6 6 4 WBRT arm 53 50 42 36 33 16 12 6 4 4 3
ASCT arm 66 57 46 41 38 24 17 14 9 6 ASCT arm 44 39 35 34 33 20 14 11 8 5 3
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Primary CNS Lymphoma — ASCT vs WBRT - PRECIS

A

Duration of Test

Score

(seconds)

140

120

100

75

55

35

MMDRS Total
score

iy

¥ N T O ol I )

2 G B [ S S 54

0 12 24 36

Time Since End of
Induction (months)

TMT-A*

0 12 24 36

Time Since End of
Induction (months)

Duration of Test

Estimation of the Monthly

- Variation in Means
Cognitive Tests (SE)

WBRT arm  ASCT arm

MDRS: total score

MMSE

FCSRT: total free recall

FCSRT: total free and cued recall
TMT-A: time in seconds

TMT-B: time in seconds

Apathy evaluation scale of Marin

-0.09 (0.05)  0.16 (0.07)
-0.02 (0.02) 0.04 (0.03)
0.02 (0.06)  0.07 (0.08)
0.03(0.03)  0.05 (0.04)
0.53(0.18) 0.22(0.23)
1.97 (0.58)  0.47 (0.72)
-0.04 (0.07) 0.001 (0.09)

MMSE FCSRT Total Free
Recall
32 32
o ] L
S 26 p———— S 26 _/
%) il 195}
20 :ﬁﬂ—lﬂﬂﬂ' 20 Y
0 12 24 36 0 12 24 36
Time Since End of Time Since End of
Induction (months) Induction (months)
TMT-B* Apathy Scale
of Marin
- 165 7
g L —
o o -
g 75 & 20
15

0 12 24 36

Time Since End of
Induction (months)

— T T T T
0 12 24 36

Time Since End of
Induction (months)

J Clin Oncol. 2019 Apr 1;37(10):823-833

Score

42

36

30

FCSRT Total Free
and Cued Recall
| e

——

T
0 12 24 36

Time Since End of
Induction (months)
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Primary CNS Lymphoma — MA vs non-myeloablative

= Alliance 51101
* Ph 2 study

* N=113, median age 61 (33-75)
* MT-R-x 4 > ASCT (TC) vs EA

Response to Treatment

End of Induction

R
- E CR, CRu ===l Consolidation
Remission S
Induction Therapy ===l T
(4 cycles)

A
- M PR, SD, PD == Off-Protocol

E

Remission Induction Therapy: MT-R (14-day cycle)

Day 1 Methotrexate 8 grams/m? |V over 4 hrs

Day 2 Leucovorin 100 mg/m? every 6 hrs, until methotrexate < 0.05 mM
Day 3 Rituximab 375 mg/m? IV cycles 1 through 6

Day 7-11 Temozolomide 150 mg/m? PO (odd cycles only)
Consolidation Therapy: EA

Day 1-4 Etoposide 40 mg/kg continuous IV over 96 hrs

Day 1-4 Cytarabine 2 gm/m? IV over 2 hrs every 12 hrs x 8 doses

End of Consolidation

Group N CR/CRu, % 95% CI Group N | CR/ICRu, % | 95% CI
All Subjects 108 50 40 - 60 All Subjects 108 60 50 - 69
Myeloablative 54 56 41 -69 Myeloablative 54 70 56 - 82
Non-Myeloablative 54 44 31-59 Non-Myeloablative 54 50 36 - 64

Blood Adv epub ahead of print Apr 10 2024

1 JSYIVESTER
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Primary CNS Lymphoma — MA vs non-myeloablative

= Alliance 51101
3
* Median f/u 4.1 yrs $
:
* PFS at 2 yrs (p=0.02) 5
® ASCT 73% (59'83%) 20 v IArE'II ; Tutasldifzuqe]ntsl
S— yeloablative
* EA51% (36-63%) 17 St o P 003 +-Consr
0 1 2 a 4 é 6 7
O AT
54 43 36 i 18 12 3 a
54 28 25 16 13 F . 1

1 JSYIVESTER
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Primary CNS Lymphoma — MA vs non-myeloablative

= Alliance 51101
5
. b ]
* Median f/u 4.1 yrs 5
g
£ 50
* PFS at 2 yrs (p=0.21) 5 40 ——
s 20-
* ASCT 86% - Arm Total (Events)
M. W
- ; l (13)
iy EA 71% . Etrat'rﬁ?er:jg;roa?'lk PTﬂue:ﬂ.m + Censor
0 : 2 3 4 5 6 7
Years from Start of Consolidation
Patients at risk
36 34 30 20 14 G 1 0
34 25 23 15 10 6 2 0
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Primary CNS Lymphoma — IELSG43 - MA vs non-myeloablative

S ﬁ‘xﬁﬂ HDT-ASCT
o . E : ey === I I ST IR T
= Randomized phase lll trial -1 . s

'§ | R-DeVIC

* Age 18-65 L.

* MATRix x4 &

- R-DeVIC x 2 vs ASCT (TC)

» primary endpoint - PFS B s R N DU DO sthinel
s R-Devic’
3

Months from Randomisation

1 _JSYLVESTER
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Primary CNS Lymphoma — Current approach - Young

= MTX-based combinations

* R-MPV (rituximab, methotrexate, procarbazine, vincristine)
* MT-R (methotrexate, temozolomide, rituximab)

= Consolidation ASCT

* TC (thiotepa, carmustine)
* TBC (thiotepa, busulfan, cyclophosphamide)

= WBRT

* Less utilized
* At most rdWBRT

1 JSYIVESTER
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Primary CNS Lymphoma — Elderly

= Dose-intensive chemotherapy not an option
* 1l-year PFS ~40%
* Median OS 14-30 months
* MTX is most active agent

= n=450
* median age 71 (60-88)
* CrCl <60 ml/min 20% (median 81 ml/min)
* median CIRS-G score 6 (range 0-27)
* impaired ADLs in 36%
* geriatric syndrome in 45%

= CTin 91%, median MTX 3.5 g/m2 (range 1-8 g/m?2)
* 60% CR, 18% PR
* 6% SD, 16% primary refractory

1 JSYIVESTER
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UNIVERSITY OF MIAMI HEALTH SYSTEM
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Primary CNS Lymphoma — Elderly

= median f/u 42 mos

= 3-yr PFS 38%

= 3-yr OS 52%

* increasing MTX dosing
* rituximab
* CR

A 1.0 B 1.0
7] w -
L 0.8+ E 08
k] i o 4
> 0.6 2 0.6
T 04- 2 04-
L1}
§ $
& 0.2 1 s 02
0.0 0.0 -
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Primary CNS Lymphoma — Elderly - maintenance

= Ph2 Nordic Lymphoma Group
* induction based on HD-MTX and cytarabine
* N=66, age 18-75 (median 66 years)
* Age>65 (n=27, median 70 yrs) - age-adjusted induction
* Elderly with maintenance temozolomide 150 mg/m2x5d qg28dx 1 yr
* Median maint 11 mos

= despite less intense induction, survival similar
* 2-yr OS 58.7% (60.7% <66 yrs, 55.6% >65 yrs , p=0.4)

= relapse p CR
* 63% in younger patients (17/27)
* 28% in older patients (5/18)
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Primary CNS Lymphoma — Elderly - maintenance
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Primary CNS Lymphoma — Elderly - maintenance
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Primary CNS Lymphoma — Lenalidomide

" immunomodulatory agent

* Low dose LEN leads to immune reconstitution in elderly (Huang, 2011)

= LEN maintenance

* REMARC - len 25 mg maint — 60% d/c, 70% dose adjustment (median dose 19 mg)
* Low dose maintenance LEN SOC in MM with low discontinuation rate
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Primary CNS Lymphoma — Lenalidomide

= LEN activity in PCNSL even at lower dose

* Low dose LEN maintenance after MTX-based salvage with PFS after CR2>CR1 (Blood Adv 2018)
* Low dose LEN maintenance in elderly PCNSL (Br J Haematol, 2019; ASH 2020)

A

PFS

100 4 =k Standard Induction/Consolidation
=l Salvage HD-MTX or Focal Irradiation
80 - Followed by Lenalidomide Maintenance
a8 CR 25
40 -~
P=0.008

20 1 CR 1

O 1 1 1 L] ]

0 10 20 30 40 50

Time [months]

B

Overall survival

100

80 -

60 +

40 4

20

e

20

40
Time [months]

1
60

1
80

1 JSYIVESTER

COMPREHENSIVE CANCER CENTER
UNIVERSITY OF MIAMI HEALTH SYSTEM

IN PURSUIT OF YOUR CURE.



Primary CNS Lymphoma — CPI

= CPI activity in PCNSL reported

* Anecdotal report of response (Nayak, Blood 2017)

* CPI mediated immune response enhanced by LEN (Gorglin, 2015)

* Increase inflammatory cytokines interferon-gamma, IL-2
* Enhance cytotoxic T-cell and NK-cell activity
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A51901 — Nivo-MR2 in 1L elderly PCNSL

INDUCTION
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Conclusion

= Rare lymphoma
= Large proportion - elderly patients

= HD-MTX-based therapy

* combination likely better

= Consolidation ASCT

= Adjustment for elderly patients
* Potential role of maintenance therapy
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Thank you

L PSYLVESTER i

IMPREHENSIVE CANCER CENTER el
UNIVERSITY OF MIAMI HEALTH SYSTEM




	Slide 1: Treatment of Primary CNS Lymphoma
	Slide 2: Disclosures
	Slide 3: Primary CNS Lymphoma – Treatment goals
	Slide 4: Primary CNS Lymphoma – Radiation therapy
	Slide 5: Primary CNS Lymphoma – MATRix
	Slide 6: Primary CNS Lymphoma – MATRix
	Slide 7: Primary CNS Lymphoma – MATRix
	Slide 8: Primary CNS Lymphoma – MATRix
	Slide 9: Primary CNS Lymphoma – MATRix
	Slide 10: Primary CNS Lymphoma – HD MTX w XRT
	Slide 11: Primary CNS Lymphoma – HD MTX w XRT
	Slide 12: Primary CNS Lymphoma – HD-MTX + Ifos +/- XRT
	Slide 13: Primary CNS Lymphoma – HD-MTX + Ifos +/- XRT
	Slide 14: Primary CNS Lymphoma – HD-MTX + Ifos +/- XRT
	Slide 15: Primary CNS Lymphoma – HD-MTX + Ifos +/- XRT
	Slide 16: Primary CNS Lymphoma – MATRix
	Slide 17: Primary CNS Lymphoma – MATRix
	Slide 18: Primary CNS Lymphoma – MATRix
	Slide 19: Primary CNS Lymphoma – ASCT vs WBRT - PRECIS
	Slide 20: Primary CNS Lymphoma – ASCT vs WBRT - PRECIS
	Slide 21: Primary CNS Lymphoma – ASCT vs WBRT - PRECIS
	Slide 22: Primary CNS Lymphoma – MA vs non-myeloablative
	Slide 23: Primary CNS Lymphoma – MA vs non-myeloablative
	Slide 24: Primary CNS Lymphoma – MA vs non-myeloablative
	Slide 25: Primary CNS Lymphoma – IELSG43 - MA vs non-myeloablative
	Slide 26: Primary CNS Lymphoma – Current approach - Young
	Slide 27: Elderly
	Slide 28: Primary CNS Lymphoma – Elderly
	Slide 29: Primary CNS Lymphoma – Elderly
	Slide 30: Primary CNS Lymphoma – Elderly - maintenance
	Slide 31: Primary CNS Lymphoma – Elderly - maintenance
	Slide 32: Primary CNS Lymphoma – Elderly - maintenance
	Slide 33: Primary CNS Lymphoma – Lenalidomide
	Slide 34: Primary CNS Lymphoma – Lenalidomide
	Slide 35: Primary CNS Lymphoma – CPI
	Slide 36: A51901 – Nivo-MR2 in 1L elderly PCNSL
	Slide 37: Conclusion
	Slide 38: Thank you

