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Poly(ADP-ribose)polymerase inhibitors (PARPIi) have demonstrated clinical effectiveness in a wide range of
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evaluate the dose response efficacy on tumour growth and dissemination. % 9. 2 4] described in figure 1.
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In the BRCA wild-type PDX84, PARP1I did not affected tumour growth.
In the BRCA1 mutated PDX106, PARP1i induced tumour stabilization at doses higher than 0.1 mg/Kg. OrthoFoplcaIIy implanted tumours B.In PDX22,_ PARP1i decelerated the development of abdominal disease at 1 and
recapitulate the process of 10mg/Kg. This translated in an increment of lifespan of 66% and 107% for 1 and
PDX84 PDX106 metastatic spread after patients 10 mg/Kg, respectively.
Figure 1 debulking surgery, reproducing 100 ns -
mmm Vehicle Subcutaneously implanted tumour the formation of ascites and the » 257 o =
bearing mice were randomized at a i . . n Q
mm= PARPLi0.1mg/Kg tumour volume of approximately colonization of the peritoneal <157 N T =
@ 170mm?3  (PDX84) or 200mm? — 0 T v 35
= mmm PARP1i1mg/Kg  (PDX106) and treated with PARP1i organs that could be observed S S % T D
=2 PARPLI 10mgiKg  once doiy (3 daye Ofland sogp. . | | in clinic 3. ILS=66% g ° =
| m . - . i
c>3 IS Antitumor response was evaluated FORMATION OF ASCITES 290 T 6- ’L . 2%
. measuring the growing tumour. S ~ c T v 2
- The minor (d) and the major (D) > < - c a4 | e 3 vy @
o dimensions were recorded and the ) 3w o 1|8 AR L1 @
& tumour volume calculated as PSS 2 T ] : vy 3
> [(D x d?)]/2. . VYRY 3 3 2 R 3
= Relative tumour volume (RTV) was | | & . o 1
) calculated for each mouse as [ Days 0 0
= [TV dayn/TV at day0] (dayO=start 2 | ‘i 0 I I I I I 1 15 16 24 30 MST
= treatment) and tumour growth ) \ (13-21) (13-22) (14-36) (23-65) (range)
© 0 7 14 21 28 35 70
X curves were generated .plotlf/ng \ N S Days
o each group mean RTV against time =5 }«” S
elapsed from treatment start. J
1 — T T T T T T T T T | Figure 3. Figure 4.
X2 o . o
14 7 0 7 14 21 28 35 42 -14 -7 0 7 14 21 28 35 42 49 56 63 70 77 84 '(Jvit)f(, PARPIT ?’orf‘iaé’)ﬁg 10 g ke dosed oy once oy e Moot sfsion wes coflocted and the
5 days ON and 2 Off). volume of cancer cells floating in the
According to animal welfare guidelines, disease-related abdomen recorded.
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Log Rank test ** p <0.01, **** p <0.001
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