Profiling of human CD34+ donors in a myeloid-supportive HIS model provides increased predictability

and facilitates study design for evaluation of immuno-oncology therapeutics
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Fig 2. Body condition score (BCS) was evaluated weekly for all mice on study for a total of 6 weeks, starting around the time of tumor implantation (~17-18 WPE). BCS ranges from 1-5 with a score of 3 considered optimal and lower = 400 - = = = 10000 —
scores indicating poorer health status?. Data are from an expanded set of PK and efficacy studies and include both control and experimental groups. 10000
500
200- 5000
WEEK 0 } é’ . 0- 0- 0 0
Myeloablation & f N9 S5 % 9 NS P S S N> D A L R A
. : \N \\ \N \\ \\ \\ \\ N N \\ \N \N \N \\ \N \ N \N \\ \\
CD34+ HSC injection Human HSCs S & & 9O ©° S O O 9O © S O O O © S & O O ©
NOG-EXL P PP AP P P P PP
Human immune Ce" reconstitution and kll‘letICS in perlphery are reprOdUC|b|e across COhOI"tS Flg 6. Markers of macrophage polarlzatlc?n were assessed.on tu.mor-assouated macrophages by flow cytometry. (;D163 is a m.arker associated with anti-inflammatory M2-like macrophages, while CD86 is associated with pro-
inflammatory M1-like macrophages. Median fluorescence intensity (MFI) values are shown. One-way ANOVA, multiple comparisons, Brown-Forsythe and Welch, p<0.01.
e Human immune cells (% hCDA45) e Human immune cells (absolute cell count) e Human myeloid cells Q Human monocytes
WEEK 10 )
Blood sampling
+ flow cytometry 100 2500 15 8- . . . . . .
= Conor fgggi | . Anti-tumor efficacy with a TAM-targeting mADb is consistent across cohorts for donors
B Cohort 1000 1 ™) i
. 500 = — 2 . with better health outcomes (Donors 1 &4 )
250 T — <
P - < 10+ S
(CEG - - o < |1 Il * *
CEE < 3 2004 Q = .
’0‘0‘ S s0- 3 5 g 4- 60— Ea Cohort A |
WEEK 17-18 < 2 150+ < 9 = CohortB
Human tumor implantation = | x(?é"iﬁ;zgé ) 3 é
' - 100~ 2 £ Fig 7. Mice were dosed with a TAM-targeting mAb (0.3 mg/kg IP) or
E vehicle control every 5 days for a total of 5-6 doses (n=3-5 mice per _
50- treatment group per donor). Efficacy was assessed as % tumor growth O Response
inhibition (TGI) of individual tumors from mAb-treated group relative l_o Threshold
" Donor1 Donor2 Donor3 Donor4 Donor5 ” Donor1 Donor2 Donor3 Donor4 Donor5 Donor1  Donor2  Donor3  Donor4  Donor5 Donor 1 Donor2  Donor3  Donor4  Donor5 to mean tumor volume of vehicle control group at end of study (28-32 o
days post initial treatment). Groups showing TGIls =30% were considered
treatment responders. Statistics were calculated by multiple unpaired t
Fig 3. Mean human immune cell reconstitution in peripheral blood was analyzed by flow cytometry prior to tumor implantation (10 weeks post HSC engraftment). Mean total human CD45+ cells and myeloid subsets (hCD33+ cells tests with multiple comparisons correction. * p<0.01.
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