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INTRODUCTION RESULTS

Newly established PDX model reproduces key clinical and pathological features of human T-PLL: A relapsed/refractory T-PLL patient sample was successfully engrafted in NSG mice. The PDX mice
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T-cell prolymphocytic leukemia (T-PLL) is a rare and deadly mature recapitulates T-PLL disease progression as shown by immunohistochemistry, flow cytometry and FISH studies (Fig 1). Human tumor cell growth can be monitored in mice peripheral blood using flow cytometry
leukemia with few treatment options and adverse prognosis. Currently to detect hCD45+ cells.
there is no effective treatment for patients with relapsed disease, with an R
overall survival of less than 6 months. Our group demonstrated a strong T- — | A S RO N P _
9 =) Comp-R7.A. Corp-RI-Ae r—— —_— o i ,-!” J'-_',_t_.. 5-(_:: Q2 ° . . a ° ° ° . - .
PLL dependency on the BCL2family of antiapoptotic proteins using BH3 % Y W T I B R R[OS S L " Fig. 1. T-PLL mice m.od.el characterization. T-PLL 'mlce model
orofiling in patient samples (2023, ASH Annual Meeting, #4192). We o PRSI show key characteristics of human T-PLL. Mice develop
. . . . Li S + | 7 - in Li
generated anijn vivoT-PLL patient derived xenograft (PDX)model by - &fera = SHEPA e 1l TOL 1 abi 3 S— enlarged spleens TPLL Ce”?’ can be detected in Liver, Sple.en
engrafting a relapsed/refractory T-PLL patient sample into NSG (NOD.Cg- ) b | . O ws CL1 RA and PB. Immunohistochemical and Flow cytometry studies
Prkdcse® [2rg™™/SzJ) mice. This model reproduces key human "Mn ) T l'l'.,- o s w42 3 show engrafted T-PLL cells are CD3+ and CD4+. Tumor cells
uman + | cells "-‘f;..--;c_ = _ 102 = O4 Q
clinicopathological features of T-PLL. The model was expanded and used in , R By T MR Bt o 0 show TCL1 gene rearrangement as detected by FISH.
o . _ _ . . 67% T-PLL cells in PB CD3:,J¢r‘rCD4 LIACDS8 R o B B Bets Bton Ko
a pre-clinical trial to evaluate a novel therapeutic combination using ————— Ve e i . "
niargea spieen
SLS009(GFH009), a specific CDK9 inhibitor and Venetoclax, a 9ea =P 1°LL FOX model
BCL2inhibitor. These drugs inhibit separate, but partially overlapping T-PLL PDX model BH3 profiling
signaling pathways covering BCL2, MCL1 and MYC.
s oo o e T — Fig. 2. BH3 Profiling. o eneloclx SO Fig. 3. Weight changes with SLS009 + Venetoclax.
N\ v ’ PN — | ~ 10m : : : :
- Q’. Q’. ‘; ; Q. 2 o 1 — o PDX T-PLL model Splenocytes s Toxicology studies were conducted in mice
” : . | = - Qj}j
i ® © © © © i il shows survival dependency 2% not bearing T-PLL cells. No adverse effects
e S S S S seen in  T-PLL  patient 0 Thereare not significant weight differences
1. Expand T-PLL PDX model and use in a pre-clinical trial to evaluate a ® Low Binding Affinity Peptids Trogiment (uhe) samples. 0 o T between control and treated mice.
novel therapeutic combination.
2. Evaluate the effect of Venetoclax (BCL2 inhibitor) and SLS009(CDK9 Survival Studies
inhibitor) independently and in combination on the overall survival and
tumor progression. i—- 100 I_IFrL_ : z::::dax Fig 4. PrObabiIity Of SurVivaI. Mice treated W|th 1907 : z:::;ax Fig 5 Survival days per treatment The
S - . SLS009 SLS009 monotherapy and combination therapy 100 == LS008 ' |
> 2 == SLS009+Venetooiax arms of SLS009 alone and Venetoclax plus
e - ~- SLS009+Venetoclax (Venetoclax plus SLS009) had significantly & | o
> O " , ; SLS009 had the significantly longer
2 igher survival - (7.4 weeks, 7.9 weeks oL 5 survivals in comparison with Vehicle and
METHODS S %» respectively) than Venetoclax alone and Vehicle
a0 ; . . | Venetoclax alone, p <0.05
0 S 10 15 20 (44 WeekS) p<005 Median survival 1\/2?104'1% Xigestgglax ?Iﬁggg ?Lsit;?iWenetoclax
PDX T-PLL mice model was generated by injecting 3x10¢ patient derived Weeks
cells via tail vein in NSG mice. Mice injected with PDX T-PLL cells via tail Animal Weight
vein were monitored using flow cytometry to detect hCD45+ cells in
ripheral bl PB). : : : .. Fig 7. Percentage of hCD45+ cells in PB.
Periphera b OOd( ) e e B = Vehicle start Flg. 6. Animal Welght at the beglnnlng SLS009 + Venetoclax SLS009 g 9 .
0us © T g o Vetideend d end of the trial. Animal 4 with 1007 | Venetoclax ends 60- SLS009 controlled the number of T-PLL cells in
. N . _|Revele¥s Do and end of the trial. Animals treated wit N .
Mice were treated once total human CD45 positive cells reached 5% in PB. 2 o B : o sioom s Venetoclax and Venetoclax + SLS009 ) ] I 5009 enas PB better than the other treatments. Mice treated
g o S Ss venaiooex S . . . : 40: : with SLS009 10mg/Kg, have a lower nhumber of
o | . ’ have a significant decrease in weight at = e * | | 9/ g. | |
Venetoclax (25mg/kg) was administered via oral gavage once daily for 2 N the end of the treatment compared to the 20- circulating T-PLL cells in peripheral blood during
weeks with 2-day rest. SLS009 (10mg/kg) was administered via tail vein ] e o oo ] s i beginning R Ty 0 » 100 the treatment period compared to Vehicle,
injection two days a week for 6 weeks. We evaluated the effects of this B . B . . = | Venetoclax or Venetoclax + SLS009 alone.

drugs independently and in combination on the percentage T-PLL on PB

and on the overall survival.

CONCLUSION

e We successfully generated a T-PLL PDX mouse model that has pathological features of T-PLL patients.

Group A: Vehicle e BH3 profiling in PDX T-PLL splenocytes shows survival dependency on BCL2 family.
Group B: Venetoclax (Oral Gavage) e 25 mg/Kg Venetoclax (BCL2 inhibitor) and 10 mg/Kg SLS009 (CDK®9 inhibitor) combination therapy was well tolerated and maintained low levels of T-PLL cells (hCD45+) cells compared with Venetoclax.
Group C: SLS009 (IV Injection) e We demonstrated that the SLS009 monotherapy and combination therapy (Venetoclax plus SLS009) had significantly higher survival (7.4 weeks, 7.9 weeks respectively) than Venetoclax alone (4.4 weeks)
Group D: Venetoclax + SLS009
3x10° T-PLL cells Engrafted T-PLL p<0.05.

into tail vein e SLS009 controlled the number of T-PLL cells in PB better than the other treatments.

e T-PLL PDX model will allow us to evaluate the effects of new drugs and new combination therapies for the treatment of this disease.
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