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Purpose

Since the sampling of cerebrospinal ﬂ“ld (CSF) from mice was difficult due to Effect of blood contamination on drug concentration in CSF (Cesf): Metformin,
mouse body size, we developed a hod and a novel sampling device ranitidine, ibuprofen, imipramine, glimepiride, glibenclamide and nefazod
for the CSF from mice. We investigated the ination ratio of blood to the were administered to mice (8W) intraperitoneally. Plasma, brain and CSF
CSF due to the sampling method. Furthermore, The effect of the i 1 were obtained after dosing. CSF was collected deliberately

on drug concentration in the CSF was also evaluated by using tool p d inated with blood.

e All animal protocols were approved by the Institutional Animal Care and Use
Materlals and Methods Committee of Shonan Research Center, Takeda Pharmaceutical Company Ltd.
Development of sampling method for cerebrospinal fluid in mice : Mice and rats Bi I C G f f dine, ib f
were anesthetized by inhalation of isoflurane, and the blood and the CSF were m l(l):ncer'l ra.tions 0d mettongm, raniti "le,'l uprofen, |ml:);al(;ml|)e,
collected from the caudal vena cava and the cisterna magna, respectively. The e /l;;l‘;,ar%;lysls. £ in plesiwerelquantiied by,

weight of the collected CSF was measured. The CSF volume was estimated from
the weight on the assumption of specific gravity as 1. Red blood cells in the blood Unbound fraction: Unbound fraction of compounds in plasma and brain was

and the CSF were d. The ination ratio of the CSF by the blood was measured by equilibrium dialysis method (fu,p and fu,b, respectively)
calculated as the number ratio of red blood cells in the CSF (RBC () to those in
the blood (RBC ,,,,0)-
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Fig. 3. Relationship of the values Cesf /Cbr,u with contamination ratio (%).
Cbr,u = Brain conc. x fu;b. Red lines indicate maximum Cesf/Cbr,u at which contamination is 0%. Summ ary
Red dotted lines indicate minimum contamination ratio at which Cesf/Cbr,u exceeds red line.
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