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community cancer research united (ACCRU) network.

Francis Guerra-Bauman, Betsy LaPlant, William R. Macon, Thomas E.

Witzig, Umar Farooq, Grzegorz S. Nowakowski, Tatyana Feldman

TR BT e85 R/ MG RE K B 48 itk 2% (DLBCL) (R/R
DLBCL) F8 & X 4 Rtk S B A7 I AT AN 2 NI R SRIBFEZ (Len)
FRZGIRTT AR Kk /AEiEE DLBCL 1 B B & e E. ££ 1b BT T,
F1E T RETHRBERK (Len) BEA RICE TR (FIZEHH+R7HT
BTG iR AH-IRFE V) R BE P AT HY (Feldman T 4%, BJH, 2014).,
PATRE— AT 7 1/ WIS, DLV T4 & T4 s o R R
/ R-DLBCL %, 7F RICE FHH] Len (JEKZ 14 KD (R2-ICE) %
SRR R

Tk Wt LT, SRASRHERNS 3 + 3 ¥it, DAXE 5 RICE Bk



H Len B KN Z 78 . &K 15 mg 1 20 mg BN E, = 14
Ko W BRI PELE T BT =] VTR AN A K R 7 TR 14 SRR T - TR 2 A4
JWE, I PET / CT AR P72 £E HDC / SCT |, 3RAFL2 AR
KB 45 T 40 1-2 A IR R2-ICE J7 A2 . flith R/R DLBCL Xf
RCHOP ' 2 /> R-ICE Y FE ISR ZZ i R L0 45% .. DI TEHEBEALR K
B BIRYT 77 FE IR B2 Ji v DM A 2 iR 4R 4 20% o 1
55 2 B BCR I 120 b i — B B oh 7 2 45 0] PR IS G
a=0.09, DhR90%) o 1| HIWHIE, P RALHT B A itk IR 11T
EEAE T 1 BAIEFL, R AT DLBCL S R A Hh s B2 W 2 IR A
HAbARHE QR B — A Put CRiayT, IS b — Pk eE
ISR =2 J, HDC Al SCT Wfgit s, AWK HE (Cockeroft-
WLEFERR R =60ml / min, BAHA R <2 XULN) FlIE & (ANC) =1500/
mm?3 hiE 45 AE; 1M/ IT$0=75,000/ mm3®) . RVFEEMET 1 L
FH S [ WA /SR 2 B pUia T - 9 fl B £ 70 DLT IS L P AR#EZ 1
Wil AR, FAERT TR 2 BIHr B (RP2D) 58 1-14 RALEH] 20 mg
. BB B s T R b, BT SEATIAE AR ST . A
FAEHREL4E Nanostring M€ R ISAIML, Myc / bel2 FIk AR /N B
Wio 45 PET $948, BAEACHIHR AR . kAR5 (5 5 : NCT02628405

JR ST
Abstract

Background: Response rates to salvage immunochemotherapy in



patients with DLBCL relapsing after or refractory (R/R DLBCL) to front line
therapy remain unsatisfactory. Lenalidomide (Len) has significant single
agent activity in relapsed/refractory DLBCL. The addition of lenalidomide
(Len) days 1-7 to rituximab plus ifosfamide-carboplatin-etoposide (RICE)
was shown to be feasible with promising efficacy in phase 1b study
(Feldman T, et al. BJH, 2014). We developed phase I/Il study to evaluate
the safety and efficacy of the addition of Len (extended to 14 day
schedule) to RICE (R2-ICE) for R/R-DLBCL patients who are candidates for
stem cell transplant.

Methods: The phase | portion was designed to determine the maximally
tolerated dose Len in combination with RICE using the standard cohort
3+3 design. The escalation dose levels were 15 mg and 20 mg daily x 14
days. Prophylactic aspirin and growth factor support is mandatory. After
2 cycles of therapy response is evaluated with a PET/CT scan; the
responding patients are eligible for 1-2 additional cycles of R2ICE as a
bridging before HDC/SCT. The estimated overall response rate for two
cycles of R-ICE in R/R DLBCL to RCHOP was estimated to be approximate
45%. We hypothesize that the addition of lenalidomide in the relapse
setting could increase the overall response rate by approximately 20%.
The one-stage design with an interim analysis being utilized in phase 2
requires 45 evaluable patients (one sided alpha = 0.09, power 90%). For

Phase |, all types of B-cell lymphomas were eligible. For phase Il portion



only DLBCL patients are eligible per central pathology review. Other
eligibility criteria include: received one line of previous anti-lymphoma
therapy, = 2 weeks from completion of prior anti-lymphoma therapy,
candidate for HDC and SCT, adequate organ (creatinine clearance =
60ml/min by Cockcroft-, total bilirubin << 2 X ULN) and bone marrow
function (ANC) =1500/mm3; platelet count =75,000/mm3). The use
of steroids and/or rituximab up to 1 week prior to registration for
management of symptoms is allowed. 9 patients cleared phase 1 without
DLT and dose of 20 mg days 1 -14 was recommend for phase 2 part
(RP2D) of the study. The phase 2 study passed interim futility analysis
and accrual continues. Correlatives include cell of origin by Nanostring,
Myc/bcl2 expression and by FISH and minimal residual disease. PET
scans are centrally reviewed including metabolic tumor volume. Clinical
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