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(57) Abstract

A powdery composition for nasal administration wherein: (1) the composition comprises (i) a medicament, (ii) a water-absorbent,
gel-forming base such as hydroxypropylcellulose or hydroxypropylmethylcellulose, and (iii) a water-absorbent, sparingly water-soluble base
such as crystalline cellulose or a-cellulose; (2) the amount of the water-absorbent, gel-forming base is about 5 to 40 % by weight of the sum
of the amounts of the water-absorbent, gel-forming base and the water-absorbent, sparingly water-soluble base; and (3) the medicament is
unevenly dispersed in the water-absorbent, sparingly water-soluble base rather than in the water-absorbent, gel-forming base. The
composition is advantageous in that an excellent absorption via the nasal cavity can be offered even in the case of a highly water-soluble
medicament, a highly liposoluble medicament, and a high-molecular weight peptide or protein medicament and the maximum blood level is
much larger than that for the conventional compositions for nasal administration.
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(hg/mi)
CcC HPC 154 | 30% | 45% 6 0% 904 | 1204 | 18049
EHEFH 15 95 5 15 35 25 20 15 10 5

KHE#F16[ 90 10 25 70 55 35 25 10 S

EHHM17| 80 20 25 60 75 55 35 25 15

te®HI22| 100 0 10 20 15 10 5 0 0
23| 70 30 5 15 15 10 5 0
HgH24| 60 40 5 10 15 15 10 5 S
EgM25| 50 50 0 5 10 10 5 S 0
He#H26| 25 75 0 5 5 10 5 0 0
HEE 2 7 0 100 0 5 5 0 0 0 0
*HRH 3 = - 0 5 0 0 0 0 0
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& 6 BRI SROERE) 2— 7071 FOREMPRE &7 DOk

TKIRIRKEE RIS | BUIRIES) VRS | BB oeml)| & @ B %
(min)
EEH 18 a—t)LO—X HPC 120 4 5
ERM1 9 2RECMCNa BL 125 45
EiEH 20 BRT T Bt 100 30
EHEH 2 1 HS5F = 120 45
EHEH2 2 ht1 Bt 110 4 0
E£H2 3 FSHY ML BLE 105 30
KEH2 4| #e-nayeayry Lt 80 30
EEH 2 5 F BLE 115 4 5
KiEH 2 6 *hy fELE 125 4 5
LB 2 8 | £ FoxL ToEnFo T AL 65 30
HEHI2 9| mdirFira T fBLE 50 30
(e85 3 0 FIO0—R fRLE 60 30
g 31 FEARYFL Bk 55 30
HEH 3 2 ROF fELL 75 30
BRI 3| HES A MDA Bk 70 30
LB 3 4 PSEPHL BEL 60 30
HBM35| Hnavss Bt 55 30
#4513 6 | ZBRUTHUNENa Lt 60 30
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% 8 BRNEEH Y 2 BMRYR G5 O B i F I EE DALHE

E 0k £ RS
HPCLE®E (0

5 10 20 0 4 %
£ WM 31 [4-'“C-Testosteron 23 25 27 B5 B1 1.8
SE 5 4 32 N-methy|-"H-Tamoxifen 20 22 6 [32 B0 |16
% #E $133 N-methyl-*H-Scopoiamin 22 R6 B0 B2 B1 .4
€ HE %134 U—"H-Propranolol HC! 20 24 P6 B6 [B0 1.5
3 M M35 1,2, 6, 7-*H-Progesteron 20 24 28 B8 B2 1.8
S 16 936 (6. 7-°H-Estradiol 24 28 B1 W40 PB5 |13
S HE #5137 [0-methy!-H-Melatonin 20 22 R2 P8 BO |i.2
& HEH138 PH-Imipramine 26 26 29 [32 28 09
2 HE 5139 (7, 8-*H-Dopamine 21 25 [27 B0 PBo .8
% #EH 40 [2-'*C-Diazepam 22 24 28 PB5 B0 [1.5
B M41 |1, 2, 4-°H-Dexamethasone 25 B0 P2 50 W2 je6
S HE 42 N-methyl-"H-Cimetidine 22 24 P8 B0 B0 1.8
SE ME M43 3.5 -*H-Enkephalin (NW=556) 20 21 R2 P5 |14 P4
EHEH 44 [3-'1-ACTH3 — 9 (MW=1068) 20 2 24 P66 |18 i1

M M45 2, 8-'1-Vasopressin (NW=1208) 22 26 B0 25 ‘j1.e [.8
EHEM46 [P1-Hirudin55—65 (MH=1412) 21 |22 5 P5 W2 b4

K HEH47 ['©1-Sandostatin  (MW=000) . 24 24 28 6 [1.3 P4
& HE 5148 [2-'°1-Oxytocin  (MW=1131) 22 22 R6 PBo [1.8 .o
52 M5 H149 [8-'1-Bradykinin (M=1200) 20 21 28 P8 P2 [.2
& HEH 50 ['ZI-Insulin  (M¥=6000) 1.8 0 [1L4 |12 1.1 Jo6
& HEB151 [1-Glucagon (NW=3606) 26 28 21 1.4 1.2 2

S HE M52 “I-h Growth Hormone (MN=21500) 28 122 [1.8 f.2 fo lo1
S€ fE H 53 [“I-h Growth Hormone Releasing [22 126 [20 [1.2 1.0 k4
Factor (MW=5040)
KM HI54 [®I-h Atrial Natriuretic Peptide 3.6 WO [24 1.8 1.2 [08
4—28 (MK=2724) :
3 M M55 [1-'I-h Parathyroid Hormone 1— 40 28 [0 [.4 2 k6
34 (WW=4194)
EMH 56 “I-rh Interieukin-2 (M¥=15000) B0 [22 |20 [.4 [1.2 l1
E M HI57 [Pl-rh Interferon gamma 28 20 1.8 1.2 o f.2
(M¥=17200)
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% 9 BHBRYBREROSTOEF BT X b5 U — )L P EE ORI
(ng/ml)

cC HPC |15%305145%60%{90%{120{180

' )

EHEHS 8 50~350 10~100 | 15| 55| 65| 50| 35| 20| 15
=®EH S 9 50~ 350 20~50 1565 75{ 60| 45} 20| 15
KHEH 6 0 100~250 20~50 251 60) 75| 55] 40| 25 15
LEH4 3 20~150 20~150 512530/ 30| 25| 10| 5
&G4 4 100~350 | 20~150 10| 20| 30| 30| 25| 15| 5
L4 5 20~50 100~ 250 0] 10| 10| 5 5 0 0
BB 4 6 10~50 100~250 5 |15 25} 15| 10| 5 0
L&H 4 7 150~250 | 100~250 51 15)1 10| 5 5 0 0
te&514 8 20~150 | 100~250 S {25 35| 20| 15| 5 0
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CC HPC |15%{30%459160519047120/180
5| &

FEHEH 6 1 50~350 10~100 | 30} 70} 75| 65| 55| 35| 20

SMEH6 2 | 100~250 | 10~100 | 30| 75| 85| 75| 65| 35| 20

EmHI6 3 | 100~250 20~50 251 75|/ 90| 85| 65| 40| 25
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# 1 1 AT EHOY) 22— 0514 Rt BE OBREIZ{L

HPCiE (cps) | 15% | 304 | 45% | 60% | 904 | 1204 1804
(ng./m

1)

EHME64 | 150~400 70 | 100 130 | 95 | 70 | 50 | 20
®iEH65 | 1000~4000| 60 | 120 | 130 | 100 | 65 | 45 | 15
HEHSS | 2. 0~2. 9 35 | 60 | 50 | 40 | 40 | 20 | 10
HEBIS6 | 3. 0~5. 9 40 | 65 | 50 | 45 | 30 | 25 | 20
HEHS7 | 6.0~10.0| 35 | 35 | 50 | 40 | 40 | 35 | 25
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CcCC HPC
S 66 38~ 150 38~ 50
He 845 58 38~ 150 38~ 150
g 59 38~ 150 150~ 350
LE &) 60 38~ 150 -

[KHEH 6 7. 6 8 RUL&EHGEG61~6 3]
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bmns,

®£ 1 3 BB GERO 5 —HIVRF T F L1 iR DRz

(ng/ml)
CC HPC 56 | 15| 304 | 45%| 6045 | 90%H
ERHO6 7 38—-150 38—63 8.6(13. 8{12. 1/ 9. 4| 6.6 4. 3
EkEH6 8 38—-150 63—-105 |10. 7{14. 7/15. 7{10. 0] 8. 3| 6. 3
FEEH 6 1 38—150 38-150 [(11. 3] 9. 7(8.1(6.0}| 4, 4|40
LB 6 2 38—150 105-150(6.6| 6. 5| 6.5|5.5|4,.4 2. 7
eI 6 3 38—150 150—-250 3. 1] 5. 7|6.0}| 3.7 2.6

[ ZiE# 6 9~7 1 BLVHEEKH 64, 6 5]
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CNSOHRFECIVDBOSNLMEME (HZEH 6 9~7 1. &
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DEERNIIHREER (FAHLY NTS549—) CTHERDOE
5RB2, 0. 6meg / kg&hsLS5BELE., —FEBEBEZICEH
Bk & oW L. MADOHTr AN M2 %2RIABIZLEDAEL
L. RZER1I4ITRT, Th&0., ARBOMKEY (ZEH 6 9
~71) Z2RELEBACRELVEELTREOLRENZD 5 1
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