The Effect of ANG-3777 on The Growth of c-MET-Expressing Human Tumor Cells in Immunocompromised Mice
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Background

Hepatocyte growth factor (HGF) is a renotrophic factor that exerts significant
cytoprotective and anti-apoptotic effects in renal epithelial cells.1,2 In the injured
organs, HGF stimulates c-MET, leading to the activation of intracellular pathways
involved in tissue repair.3 ANG-3777 is an HGF mimetic. In a Phase 2 study renal
transplantation patients with signs of delayed graft function, a result of
transplantation associated acute kidney injury, treatment with ANG-3777
(2mg/ml) showed renal function improvement relative to placebo up to 1 year
post-transplantation.4 Uncontrolled activation of c-MET can play a role in
oncogenesis and stimulate tumor growth. The objective of these studies were to
assess the potential of ANG-3777 to stimulate tumor growth in human cell lines
when implanted in immunocompromised mice.

Results
Results

Results (2)

Pancreatic Ductal Carcinoma Model: ANG-3777 did not have a statistically
significant effect on the weight (Fig. 1B) of the pancreatic xenograft tumor. There
was a statically significant reduction in the size of the tumor in the animals
administered ANG-3777 (N=10) as compared to animals treated with the vehicle
(N=10;Fig 1A).
Figure 1. Effect of ANG-3777 on SUIT-2 Pancreatic Tumor

Orthograft Glioma Model: In two independent studies of the glioma orthograft
model, ANG-3777 did not have a statistically significant effect on the survival
rate, as compared to the animals treated with the vehicle in each of study (Figure
3A and Figure 3B).
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Figure 3. Effect of ANG-3777 on U87-MG Glioma
B.

Methods

Three c-MET-expressing human tumor cell lines were utilized in xenograft models;
Glioma cells (U87-MG), Colon cancer cells (HT29), Pancreatic ductal carcinoma cells
(SUIT-2).5,6,7 ANG-3777 was dissolved in DMSO at 2 mg/mL. DMSO was used as the
vehicle control. A 50 μl volume was administered to BALB/c nude mice. Overall
survival (gioma transplant model) and tumor growth and weight (colon and pancreatic
tumor xenograft models) were assessed.
Pancreatic ductal carcinoma cells: Human pancreatic ductal carcinoma cells SUIT-2
(obtained from the Japanese Collection of Research Bioresources [JCRB] Cell Bank were
used in the pancreatic tumor xenograft model. Cells (5 x 106 cells in 100 μl) were
injected subcutaneously (SC) in the right hind flank of male BALB/c nude mice (n=20).
Tumors were allowed to grow for 12 days, then animals were treated daily, 5 days a
week, for 3 weeks with 2 mg/kg ANG-3777 or vehicle administered via IP injection.
Tumor volume was measured twice weekly using dial calipers, and tumor weight was
measured at sacrifice. Animals were sacrificed after the last dose administration.
Glioma Cells: 2 independent studies were completed with human glioma cells U87MG (obtained from American Type Culture Collection (ATCC) and were used in the
glioma orthotopic model. Cells (2 x 105 cells in 10 μl) were injected intracranially into
BALB/c nude mice (n=20;n=17). Tumors were allowed to grow for 7 days, then animals
were treated daily until day 28 with 2 mg/kg ANG-3777 or vehicle administered via IP
injection. Survival of the mice was monitored daily until all mice died.
Colon cancer cells: Human colon cancer cells HT29 (obtained from ATCC), were used
in the colon tumor xenograft model. Cells (1 x 106 cells in 100 μl) were injected SC in
the right hind flank of BALB/c nude mice (n=19). Tumors were allowed to grow for 7
days, then animals were treated daily until Day 27 with 2 mg/kg ANG-3777 or vehicle
administered via IP injection. Tumor size was measured with dial calipers on Days 7, 12,
15, 19, 22, 27 and survival was recorded. Animals were sacrificed on Day 27 and tumor
size and weight was recorded.

Vehicle: N=10
ANG-3777: N=10

Conclusion

Colon Cancer Model: ANG-3777 (N=9) did not have a statistically significant
effect on the size (Fig. 2A) or weight (Fig. 2B) of the colon tumor xenograft
tumor as compared to the animals treated with the vehicle (N=10).
Figure 2. Effect of ANG-3777 on HT29 Colon Tumor
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Vehicle: N=9
ANG-3777: N=8

Exposure of ANG-3777 in BALB/c mice implanted with human tumor cells
expressing c-MET was not associated with increased tumor volume or weight in
pancreatic and colon tumor models and did not increase mortality in the glioma
model.
These data from immunocompromised mouse models suggest that ANG-3777
does not increase or decrease tumorgenicity.
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