Supplementary Table S1: Group A carprofen administration protocol. Detailed documentation of carprofen
administration routes for each animal in Group A, in Cohorts 1 and 2 during the first three post-operative days.
Symptoms of peritonitis were observed (for rats 69 and 70, indicated with red text) within this timeframe, making it the
most relevant period for evaluating the impact of analgesic treatment. Group A consisted of 12 animals, primarily
receiving oral doses of carprofen via chewable tablets hidden in food to minimize stress from injections. In instances
where an animal refused to eat the tablet, a subcutaneous (s.c.) injection was administered.

Cohort Rat¢ P&¥1 Dayl Day2 Day2 Day3 Day3

morn eve morn eve morn eve

69 s.C. s.C. s.C. s.C. s.C. p-o.

70 S.C. s.C. p-o. p.o. p-o. p.o.

66 s.C. s.C. s.C. p.o. s.C. p.o.

65 s.C. p.o. p-o. p-o. p.o. p-o.

1 64 s.C. s.C. s.C. s.C. p.o. p.o.
67 p.o. p.o. p.o. p.o. p.o. p.o.

68 s.C. s.C. p.o. p.o. p.o. p.o.

62 S.C. s.C. S.C. p.o. p.o. p-o.

63 s.C. s.C. s.C. p.o. p.o. p-o.

80 s.C. s.C. s.C. s.C. s.C. p.o.

2 71 s.C. 5.C. s.C. s.C. s.C. p-o.
74 s.C. s.C. S.C. S.C. s.C. p-o.

Supplementary Table S2: Health outcome vs. carprofen administration route. Amount of high carprofen frequency-
treated animals receiving a mix of per oral and subcutaneous carprofen (Group A; see also Supplementary Table 1) vs.
subcutaneous-only administration (Group B; see also Table 1). As both groups received carprofen twice daily for at
least three post-operative days (during which the animals presenting peritonitis-consistent symptoms were
identified), we compared the amount of symptomatic animals in each group for indications if administration route
was related to negative post-OP state. No conclusive pattern or trend (Fisher’s exact test [two-tailed]: p = 0.2451,
Confidence Interval: [0.0105 1.6956]) for post-operative outcome in relation to carprofen administration route in the
post-operative window was identified. However, it should be noted that the sample groups are small and uneven,
and this should not rule out that administration route may be related to post-operative animal state. Here, no animals
in the low-frequency carprofen group presented peritonitis-consistent symptoms, regardless of administration route

(see also Table 2), suggesting that administration route is not a deciding factor for post-operative outcome.
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