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« Unfortunately, adverse renal side effects

mawiraiast sl calcineurin In the kidney.

* Tacrolimus binds to its immunophilin FKBP12 to
Inhibit calcineurin and halt the iImmune response

Calcineurin inhibition via tacrolimus alters
the expression of key transport genes in
the distal convoluted tubule (DCT) but not
the thick ascending limb (TAL)
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* Nijenhuis et al. showed that tacrolimus reduces
Mg?*/Ca?* transport proteins in the kidney:
TRPV5, calbindin-D28K, and TRPM6

« Our work sought to determine whether this is a
direct result of calcineurin inhibition

 Kidney-specific FKBP12 knockout (KS-
FKBP127) mice were utilized to study tacrolimus-
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_ Thus, hypomagnesemia and hypercaiciuria result
renal wasting directly from tacrolimus-induced calcineurin
inhibition in the kidney. These results suggest that
calcineurin (a phosphatase) has a direct effect on

METHODS

Animals Doxycycline-induced KS-FKBP127 knockout mice &
age-matched/non-induced littermates as controls

Treatment Daily subcutaneous injections (3 mg/kg body

weight) of tacrolimus or vehicle for 18 days control Mg?* and Ca?* transporters in the distal
Electrolytes Whole blood and 24 hr urine analyzed via o- wildtype littermate convoluted tubule. This demonstrates that
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