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MR R OBEE (F130) @ 7 » MEMEIZ I T D MBS A — YR OPEM RIS BN E 21T - 72, MGt
DOFER, TRPVL & TRPVA [ ZZ I ENBIDORREE A It U Tt s 2R O ME AR T 8 2 (25
LZEEHLNT L, SHITIE ALFRBEMR ZFHERTL2WE TH Y TRPAL SZ A AHIEEK
IZh &N 5 acrolein (cyclophosphamide @ FEAAHY) DOREEBENIEATIX, Ad fifts C
BRAE O 7 DA RIE B 2MIERE S v, NIRPE NO EAZ BN SH 5 NO 2 Th % L-arginine B
X OV PDES BREZK @ tadalafil D G L > T, TR IHEI LI D Z EEHALMNC L, £2
UTAE . JEIE D%/ NI (micro contraction) 23 B s OPERR R IG B O e 12 B 54 5 Z & VR &
NTW5D, ZOW/NIKEIC K 2 SROMEMRIEEI OMEERAE S, IBIEBIEDE D TIER TH 2 R E
YHEER B O B H AIREA D= R LD —> LT BRI 5 5, Fox T -t
DOFER, FHRIEBEEERTHL T FLT ) v B3 ZRKEFIHRI I a i, Ty b
BT, BB INGHE 22 3] U, [RIIRFIC R RS2 5 SR OIS B 00 © B 3210 AD HHE 2 |
LD ZEEHOMNI LI, 202 LiX, B3 MEEESE S IS MER 2 BT 2 ERMF & L
T, Z OBUNIREIC & 2 SRR RRIE B O R e 2 MBI ER 3B 532 = & 2R
LZHb0LEEZTND, IHIC, BROB/NUE TIZR< . B 20 UGN (A&
PEAEENEREEE) & ZAUCEIT 2 R OHERIEEI ORI ELE ML Lz, TORER, 7 v b
MDA B SR OMARRED 5 B AD & CHMfED M A, “ME"D Z Tldie < U™ & INE
THIEVDRE N,

MR OB EE (3€30) : We have established the measurement of single-unit afferent activities
(SAAs) of the bladder mechanosensitive primary afferent nerve fibers in in vivo rats, and have
investigated the effect of several drugs on these SAAs in this experimental set-up. The study
demonstrated that L-arginine (an NO substrate), tadalafil and sildenafil (PDE5 inhibitors), and
mirabegron (a B3-adrenoceptor (33-AR) agonist), can inhibit both Ad- and C- mechanosensitive
afferent fiberst. Moreover, the activation of TRPV4 in the bladder, probably urothelium,
facilitated the micturition reflex by P2X-purinoceptor-mediated activation of the
mechanosensitive capsaicin-insensitive C-fibers. In addition, L-arginine and tadalafil can inhibit
the activation of both fibers induced by intravesical acrolein, a metabolite of cyclophosphamide.
We further investigated the relationship between the SAAs and bladder microcontractions,
which have been recognized of myogenic origin. The results showed that mirabegron inhibited
both bladder microcontractions and Ad-fiber afferent activity, suggesting that the
microcontractions may be linked to the mechanosensitive afferent activities of Ad-fibers. In
another study, we have established the measurement of SAAs synchronized with rhythmic
bladder contractions. We found that mechanosensitive afferent activities of both Ad- and C-
fibers of the rat bladder are capable of being responsive to both stretch and contractile stimuli,
and. that L-arginine and mirabegron inhibit the activation of mechanosensitive afferent nerves
induced by bladder contractions.
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