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Deregulation of TCL-1 or MTCP-1in T-PLL
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Inv(14)(q11932) t(X;14)(q28.911)

t(14:14)(q11:932)

=75% recurrent abn.14: [(inv.14,t(14;14)]

=>Trisomy 8, is08q

=>The C-MYC localized at 8924 is not rearranged in
these cases, but the encoded protein may be
overexpressed

= loss at 22q, 13q,6q, 9p, 12p, and 17p and gains at
220 and 6p.

TCL-1 (chromosome 14) and MTCP-1(X
chromosome) through translocations involving
the TCRa locus on chromosome 14




Treatment of T-PLL comparing patients treated first line, either with IV or SC
alemtuzumab, with those treated with relapsed or refractory disease

First-line IV First-line SC

Relapsed/refractory IV

No. of patients 32 9
ORR, % @ _@
o (B +— 3D

PFS at 12 mo, % 67 67
HSCT, % 50 55
OS at 48 mo, % 37 33

KaAn avramokpion kai og OEpUATIKN VOO

[loooBoAn KNZ2 = Arrairei kareuBuvouevn KN2 Beparreia
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Dearden CE: Blood. 2011;118(22):5799-5802.



Summary of treatment trials in T-PLL

Study Regimen No. CR, % ORR, % Medial PFS,mo  Median OS, mo
Mercieca® Pentostatin® 55 prefreated 9 45 6 9
Dearden?! Alemtuzumab (IV) 39 pretreated 60 76 7 10
Keating® Alemtuzumab (IV)*t 76 pretreated 38 50 45 15
Dearden? Alemtuzumab (IV) 32 previously untreated 81 91 67%at1y 37%atdy
Hopfinger® FMC, then 9 pretreated 24 (FMC) Total 92 115 17.1

Alemtuzumab (IV) 16 previously untreated 48 (alemtuzumab) 17/25 = 68% after FMC

20121 = 95% after alemtuzumab

Ravandi**  Pentostatin + alemtuzumab (IV) 13 (treated + untreated) 62 69 78 102




Outcomes for patients with T-PLL treated with alemtuzumab alone or followed by

autologous or allogeneic HSCT

Autograft Allograft All HSCT Controls*

No. of cases 15 13 28 23
Median age, y (range) 58 (43-68) 51 (39-61) 55 (39-68) 64 (35-81)
Males:females 8:7 10:3 18:10 16:7
TRM rate, % 7 31 18 NA
Relapse rate, % 60 33 48 96
Median DFS, mo 28 24 24 10
Median OS, mo 52 33 48 20

2-y OS rate, % 78 62 71 31

5-y OS rate, % 40 el 34 0

Krishnan B, Else M, Tjonnfjord GE: BJH; 2010 : 149 (6) ; 907
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Alemtuzumab alone (n = 23)
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Diagnosis of T-PLL

Requires treatment 7

Monitor
Yes closely

Alemtuzumab 3, 10, 30 mg IV during Week 1 [l

Alemtuzumab 30 mg 3x/week IV, to maximum
response (up to 16 weeks)

NR/PR CR

Donor+fit No Donorfunfit

Add pentostatin 4 mg/m?
per week x 4, then q2w

“ Allograft Autograft
<50 years =250 years
RIC

Clinical Trial, Nelarabine consider

FIC
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