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Objective: Patients with AML who are refractory to induction therapy | |
or relapse within 1 year have poor outcomes. Elevated serum | |
hepatocyte growth factor (HGF) level is an adverse prognostic factor.
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Conclusion: Cytarabine and ficlatuzumab is a safe combination with CD4 and CD8 T cells
promising efficacy in high risk relapsed and refractory AML. This l _
combination is warranted in further Phase Il studies. scRNAseqmay ~ Patient Characteristics and Response Multiplex Single Cell RNA Sequencing Using | T S e - Rl
be used to identify biomarkers of response. - s o CNIDe T T
 Usett 1o [Gentily bi P Dose Escalation Naturally Occurring SNPs o s vt v v s v .
Clinical trial information: NCT02109627 soossess” " “oozsaas” " o T e .
Age Disease Cytogenetlcs/NGS Response lee/ Remlssmn a 11111 597D13.9 0.0033001  OKCNMA1L _0.003306  omvoscC ~0.0025065 o
Rationale ..ﬂ-_-m ALLLLL °% E - .
Inclucidtery 79,84 translocation beed L T a8 g & e 082735 00028354  opoEeH 00017436 o
. . . . . E1l 72 yr Failure O O OOO CTA 384D8.34 0.0060338 0SPTAL -0.0021672 oNoV -0.0024223 o P D
» High serum level of HGF is a poor prognostic factor in AML with ndscton 5,21 translocation, trisomy  PD — I o0 ©9 Doult B vomrems e e voomns o
respect to disease Course and outcome1, 2 = 60y » Failure 6,8,10, 13'22 —’ @é‘)@ @OQ—’- demuxlet 27 0.0019133 OFCER2  _0.003634  OHTR7 ~0.0014357 o
icion  Normal ctogenetcs D2 PO ead 9@0@ Demultpex e e oo Jetw
« Autocrine secretion of HGF by AML blasts fueling tumor growth? Bsow M iR 000566 ©® % © O © ooorrse owens o oy 00013563
. . . . . . ::r:ii,tcr:on Ml Gl A ol Neg Dead Al Eerins Encapsulate genetically cDNA labelled with © % (@] iﬁﬁigg fuiii‘éi EZPAW ZZZT.Z??? z?ﬁ:iul o Z;fzf;
* Ficlatuzumab is a fist in class monoclonal antibody against HGF N B B E— S —— = T T . RSSO (O o O Og &% e cozezer
e UG no, v mon sYT17 0.0014148 ORP11 598F7 3 0.0024558  OMMP17 0.0020382
R . P . . . P Y amplificaiton, RNX1T1 sutica 00022977  osicsale 0 0017732 oresae 12416629
HypOtheSIS. bI_OCKIng thls p?thway will d_ecrease SUI’VIV&I Slgnal y Induction Trisomy 11; IDH2 CR Neg Alive 38 months b © ——a X £ S C Undetected doublet_Rate =1/N arens oooirors ostteners e osLczani soorores
for the leukemia blasts and improve patient outcomes . go S0 —% o X @BEOEGEE
Induction X; 1 ,6p, 70, i
s Congls doton Sy 6575, 0 0 pr e, 38850080 Conclusions and Future Directions
Stromal/mesenchymal cell - 13, 16, rearrangement 19 o = QO ]
— . | , | CEe, Ceee | 1. Ficlatuzumab may be safely combined with high-dose cytarabine
’@j i rea;:ralr?éeris:toTlelq’ e ﬁ%x _.q,q—:gé?_x “QO zang Hg/l Etf;l,- 0 20 === . . gn .
) S B R e e e— . — Oobn — EOOO@RO) e Foree No dose limiting toxicities were identified at 20 mg/kg of ficlatuzumab
“@ m' < E9 58 yr F Failure i ’ =€ ve months @ OOO AT e : T = “.@@..@
AKIY “'~._, GG v i . . = = . .
. il Ny Dose Expansion - g o G000 ORR is 50% in this high risk population

EREE

EEEE— B e e N Randomized phase llis planned
Inhibitors of 3 S GRB2)(GAB1 . . . . .
[a&iiaﬁ‘é'éc?eé"aﬁ?f;ﬁ?;]_. s ;’fc;";fg;s'" X P rductn Inversion 3, manosomy 7 Dead  Fungal PNA 20 T Single cell RNA sequencing can be used to identify biomarkers of
'Fn{‘IUC“O“ Normal cytogenetics; FLT3-TKD, CR + Alive 23 months Macrophages response
E1l 46yr M afure WNT
AN &+ wm tomons ) References |
GRB2 - Inducion Normal, RUNX1, TET2 CR + Alive 20 months ) o 1. Verstovsek S, et al. Leukemia 2001
E13  30yr M ENlIE E . .
STAT3,5|-—[Inhibitorsofdownstream] ' T . e I P [ — Z 2. Kim, JG, et al. Leukemia Lymphoma 2005
Failure + . . .
/ \ ’ ; i K 21, 192, BCOR 22222 Myeloid 3. Kentsis, A, et al. Nature Medicine 2012
El4 2yr M , ,
/ \ b | nducton Trisomy 8, FLT3, WNT1, TET2 PD Alive 60 days j = e -“ ACknOWIedgments
r 2 ytotoxic T cells . . .

P r | nducton Complex PD Dead  21months -204 and NK We thank AVEO Pharmaceuticals for providing ficlatuzumab, Gateway for Cancer for
E1 1yr F GlIIE . . 5 c 0

> g \l nducton Iny 3, MECOM rearrangement,  CR Neg  Alve  6months funding the trial study, Emma McMahon for assistance with sample collection, and

K ivasion Suniva e o the patients and their families for their participation. This work was sponsored in part

ili nauction . b r r r T r r T .
Proliftration EMT o L e WNT1 -30 -20 -10 0 10 20 30 by NCI RO3 (5R03CA188236-02) to CA and a Damon Runyon Fellowship to VW.






