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Supplementary Fig 1. Development of acute and subacute TNBS-induced mice.
BALB/c mice were administered with TNBS (2.5 mg/0.1 ml/0.02 kg in 50% ethanol)
or equal volume of 50% ethanol into the colons via a thin catheter. The body weight
was monitored every day and weight changes were plotted against time (A). On the
31 day or 7t day post vehicle or TNBS challenge, mice were sacrificed and
specimens of proximal colon were collected, imaged and measured afterwards (B).
After being fixed and embedded, sections of proximal colon were cut at a thickness of
5 um, stained with H&E, and imaged with Leica microscope (C). The histological
damage was evaluated and graded in a double-blinded fashion by a skilled pathologist

(D). Data are expressed as the mean+S.E.M.. n=8/group.

Supplementary Fig 2. Plasma and cellular pharmacokinetics profiles of
Tacrolimus in control and TNBS-induced rats. The control group was given blank
vehicle intrarectally and the model group was administered intrarectally a dose of 100
mg/kg TNBS. On the 70 day, both groups were intravenously administered with
Tacrolimus at the dosage of 0.5 mg/kg. Blood was collected at designated time-point
post Tacrolimus administration, and plasma and PBMC were separated.
Concentrations of Tacrolimus in plasma and PBMC were determined by LC-MS/MS,
and concentration-time curves of Tacrolimus in plasma (A) and PBMC (B) were
plotted. The AUC of Tacrolimus in plasma and PBMC were calculated using the
trapezoidal method (C). The ratio of Tacrolimus concentration in PBMC to that in

plasma at 30 min, 60 min and 90 min post Tacrolimus administration was also



calculated (D). Data are expressed as the mean+S.E.M.; n=5/group. * p<0.05, **

p<0.01 between model group versus corresponding control group.

Supplementary Fig 3. Development of DSS-induced colitis mice. C57BL/6 mice (8
week, 20-22¢g) were classified into two groups: mice in model group were
administered of 3% (w/v) DSS in drinking water continuously from day 0 to day 5,
and mice in control group received the same drinking water without DSS. From day 6
to day 9, mice in both groups received drinking water without DSS. The body weight
was monitored on 0, 2, 4, 6, 8 and 9 day and weight changes were plotted against time
(A). On the 9th day, mice were sacrificed and specimens of proximal colon were
collected, imaged and measured afterwards (B). After being fixed and embedded,
sections of proximal colon were cut at a thickness of 5 um, stained with H&E, and
imaged with Leica microscope (C). Furthermore, PBMC of mice in both groups were

collected, and the mdrla expressions in PBMC were determined by qPCR (D). Data

are expressed as the mean+S.E.M.. n=8/group. *p<0.05 between the model group versus

the corresponding control group.
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