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Sensitivity of the chemotherapy simulations to the parameter λ

The conclusions made in the main text regarding the hypothetical concomitant therapy sched-
ules depend heavily on several assumptions. The parameters for these simulations were taken
directly from the study in [28]. The parameter λ represents the emergence of resistance to
chemotherapy and therefore plays a key role in the conclusions drawn from our study. Here
we perform simulations of chemotherapy regimens similar to those in Section 3.4 in the main
text for the cases that λ is 20% smaller or 20% larger than the default value, λdefault. In
the main text we conclude from Figure 6 that the tumour size at day 71 is smaller when
chemotherapy is administered only within the normalization window (days 54-61) compared
to when it is administered from days 38-59. Figures 1 and 2 show that when λ = 0.8λdefault
or λ = 1.2λdefault, the same conclusion holds.
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Figure 1: Model simulations for anti-angiogenic monotherapy, and three alternative theo-
retical treatment regimens to combine anti-angiogenic therapy and chemotherapy, equations
(7)-(9). Key: Black lines - tumour volume (T ), magenta lines - vessel dependent carrying
capacity (V ), dashed blue lines - intratumoural concentration of the cytotoxic drug, C. Blue
shaded regions represent the normalization window and yellow shaded regions represent the
delivery period of chemotherapy. (a) No chemotherapy, (b) chemotherapy administered be-
fore the transient window of enhanced tumour growth, (c) chemotherapy administered during
the transient window of enhanced tumour growth, (d) chemotherapy administered for a three
week period from day 38 to day 59. Anti-angiogenic therapy is administered from day 38 as
in the preclinical study. For this simulation, λ = 0.8λdefault.

1



time (days)
30 40 50 60 70 80

T
 a

nd
 V

 (
m

m
3 )

0

40

80

120

160 (a)

time (days)
40 50 60 70

T
 a

nd
 V

 (
m

m
3 )

0

40

80

120

160 (b)

C

0
1
2
3
4
5

time (days)
40 50 60 70

T
 a

nd
 V

 (
m

m
3 )

0

40

80

120

160 (c)

C

0
1
2
3
4
5

time (days)
40 50 60 70

T
 a

nd
 V

 (
m

m
3 )

0

40

80

120

160 (d)

C

0
1
2
3
4
5

Figure 2: Model simulations for anti-angiogenic monotherapy, and three alternative theo-
retical treatment regimens to combine anti-angiogenic therapy and chemotherapy, equations
(7)-(9). Key: Black lines - tumour volume (T ), magenta lines - vessel dependent carrying
capacity (V ), dashed blue lines - intratumoural concentration of the cytotoxic drug, C. Blue
shaded regions represent the normalization window and yellow shaded regions represent the
delivery period of chemotherapy. (a) No chemotherapy, (b) chemotherapy administered be-
fore the transient window of enhanced tumour growth, (c) chemotherapy administered during
the transient window of enhanced tumour growth, (d) chemotherapy administered for a three
week period from day 38 to day 59. Anti-angiogenic therapy is administered from day 38 as
in the preclinical study. For this simulation, λ = 1.2λdefault.
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