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B, EHGEOEX VT (MR FNOH - BT ~ENTGHA LT N LTS, BRINTHHGTO
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EEEIT, ERINESS (V) (2T 2R a8 5.1% ORI 22 i~ DI 52305 (%DTE) 72 b NI ~D 4
HRI L EE R X% Nose-to-Brain #R2E5 D53 (%DTP) O K 9 7B BRI Z WD Z & T, BB
~OBATHEMRNZFHMECE 5, LL, RO 7 F REeREEG LR TIE, 2D OFEEE A
W52l EICHGFEERBRICE SN Y TONTWe, BEKEGIIE, 3R X2 B2PENEEEDE
W, SO A LA D KD Te I T A e O HIEN ZHERR 9~ 2 AR ARBHEEERE CREERTE 2 U 7 7 v X)),
S DI BEEHIN BN SN TR WO EREW CORMOMER EOER NI H D, I 5T, Hio1
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B DOERK ZTER L. Nose-to-Brain #& % E BN T 2 72D D HIEE LT D2 MB N H D,
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B HIEORRE & = D ikE W E &7 BN AR
OFHliz ATz, 8 1 BT, PR a5 5% 5
WY HToDOIT, FRlREERGIEIC LD BH#EER LW
B EREOHIED, B~ DKIENMER I+ DRI MIE

N OWTCHHMI L7z, 252 B ClE, 5 1 = CB%
LBl Sk VL AR S F-oofkpysy  Onside iy administrating
Aii % TE BN FM L7z, Microsyringe  in the nasal cavity
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Microsyringe Respiration
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[5¥] Esophagus | 7 SLpine Nas_?l
RIS % SR RRTE D, REERE 2 U T 7 &Pharynx | Chion )
VAL Tp BONCEBRE N L DR R EHIFOMED Advantage
BN % 7R L. Nose-to-Brain #%I& % & &AICEHN$ % - Accurate control of administering
T2 BBLICE R L7 R S Bk speed and volume .
§ p . R * Improvement of drug retention in
(Reverse 1£) Z MW TRk &4 5 L7z (Fig. 1), Reverse 4 the nasal cavity
B oﬁfiliﬁﬂ }/f:jj : - ‘_(I/ &~ A f m) /i/—‘k Fig. 1 Intranasal administration by reverse cannulation
YATRBE LIV Y O VICHEESE D 2 LT mlEN from the airway side through the esophagus
WK G Lz, THF~T7F Nk, —RaIKE (Reverse).
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T, BUKMED O FEOREZWMEEHOMAE ZIEME  Fig. 2 Effect of the administration speed on inulin
NENT ENPEIN TS, O Lhn, MR distribution in the brain and the olfactory bulb
BRI BRI S A7 A X U VAN, i /\Xﬁ_gﬁé - after 60 min by the Reyerse.

LIt E T, AR v O~ OSTIHE T2 = b '» <0.05 compared with 500 pL/min.
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3 LB A5 7 TG A [
V1D Reverse {iﬁi DORGIEAR r - SEiE %;; B2 T Fig. 3 Effect of the administration volume on the
DIHETH Y FEOBRNAA D53 ﬁ%tkéﬁé distribution of [*C]-inulin in the brain and the
L72735 T, Reverse 5% AN TIIANIFIZ Lic~ 7 A olfactory bulb after 60 min of the Reverse.
DWLRENESES Sy it 7= 9 H o & 59 %6 e AR "p <0.05 compared with 3 pL.
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AR T, A XY %LU F Ot (BG4 5 pL/min, $#%5:5: 25 uL) O Reverse 5 CHG- Lz D
ARk, CSF B X OMIEFOBEHEEN D AR E T Uiz, 72, R EEThL~ (71
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%DTE = (AUCri/ AUChsma)n( AUChmin/ AUCimmalty X 100 + + = 2 (1)
Z 2 C. AUChmin (IR IS1T 2 SEA IR FE-RERET AR N TEIFE. AUCasma (XM 351F 2 SEM IR FE- R Bhfe T
A, IN 1 Reverse {EIZ L Dk h. B LIV I ITFIRNIE G- 22T,
%DTP 1%, M ~DERE 7231 5E B2 % L C. Nose-to-Brain #&# CIMIZRIE L= EHEE SN D3 E
DEETHY, X Q) X Q) ZHOTHEE L,
%DTP = (B~ Bx)/Bix 100 + + + 7 (2)
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$ 5% DFRERFII 72 AUCprasma 22279,
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LIRS 2R LTz (Fig. 4A & 4B), ZOFERMN G, A X U > ORRORERE /3457 5%DTE & %DTP % H
LiZE 2 A, ZNTH 1478%E 93% TH 7=, %DTE 1L 100% %25 & IV L0 LRI~ %
BETEDLILERLTWD, L7235 T, Reverse iEIZ L DIM~DBITN, 2535 LV 1 Nose-to-Brain
TR AR U CAIRMEFR 2512 59 15 (DRI ~EETE 5 Z L 2 EEMIOR LT,
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Fig. 4 Concentration-time profiles ['*C]-inulin in the brain and the olfactory bulb after the Reverse.
“p<0.01, p<0.05.
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Fig. 5 The biodistribution of [**C]-inulin at 60 min after the Reverse.
" <0.001, "p <0.01, p <0.05,"p > 0.05 followed by Dunnett’s test.
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