Thomas E. Witzig?, Craig B. Reeder?, Jing Jing Han', Betsy R. LaPlant?, Mary J. Stenson', Han W. Tun*, William R. Macon>,
Stephen M. Ansell’, Thomas M. Habermann?, David J. Inwards’, Ivana N. Micallef!, Patrick B. Johnston?, Luis F. Porrata’, Joseph P.
Colgan’, Svetomir N. Markovic?!, Grzegorz S. Nowakowski! and Mamta Gupta’

Division of Hematology, Mayo Clinic, Rochester, MN; 2Division of Hematology/Oncology, Mayo Clinic, Scottsdale, AZ; 3Department
of Health Sciences Research, Mayo Clinic, Rochester, MN; 4Division of Hematology/Oncology, Mayo Clinic, Jacksonville, FL
°Department of Laboratory Medicine and Pathology, Mayo Clinic, Rochester, MN

OBJECTIVES METHODS

* To investigate mMTOR pathway activation in T In Vitro Studies: Six human PTCL cell lines were utilized: ALCL

cell lymphoma (TCL) cell lines. PTCL cell ines SUDHL1 (DSMZ Germany), SR786 (DSMZ) and
Karpas 299 (ATCC, US). The CTCL cell lines were SeAx (Sezary

» Assess clinical anti-tumor activity in patients syndrome) and MyLa (mycosis fungoides) were generous gifts from

with relapsed/refractory TCL in a Phase |l trial Dr. Robert Gniadecki (University of Copenhagen); and, HuT 78

(MC048G) of the mTORC1 inhibitor (Sezary Syndrome, ATCC). Cell lines were grown in RPMI 1640

everolimus as a single-agent supplemented with 10% fetal bovine serum (FBS). CD3 cells were

sorted from peripheral blood from normal controls.

Clinical Trial: Patients were eligible if relapsed T-

cell lymphoma (TCL). No limit on # of prior Rx. Plasma cytokine analysis in paired patient samples: Plasma was
Patients were required to be 218 years old, have collected and cryopreserved from patients before starting everolimus
measurable disease by CT or MRl with at least treatment and after 2 cycles of therapy for analysis of changes in

. . . > . -
one |esion that has a single diameter of >2 cm or plasma cytokine levels. These were analyzed as previously

: - 9
tumor cells in the peripheral blood >5 x10%L. reported. We focused on changes in 7 cytokines — EGF, IL-6, IL-12,

* Treatment was everolimus 10 mg dally
 Patients were restaged after 2 and 6 cycles and IP-10, slL-2Ra, MIG, and IL-1RA.

every 3 cycles thereafter.

RESULTS
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* The mTOR pathway Is constitutively activated in the T cell lymphoma (TCL) cells and is
responsible for TCL proliferation. pr 2o eru

* This is first trial to demonstrate that mTORC1 inhibitors (everolimus) have substantial anti-
tumor activity (44% ORR) in patients with relapsed TCL.

* Future trials of mMTORC inhibitors in TCL are warranted as single agents or in combination.
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