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Fig. 1.Process of Granulation
A) Mixing method; B) Coating method; C) Mixing/Coating method

Table 1. Formulation of Granules

Mixing ratio

Sample Binder sol. Preparation method
FU CS MA
MH 1%HPC Mixing method 1 |
CH 1%HPC Coating method 1 1
MM(C) 10%MA Mixing method 1 1
MM(M) 10%MA Mixing method 1 1
MM 10%MA Mixing method 1 2
MM2 10%MA Mixing method 2 1
CM 10%MA Coating method 1 1
CM2 10%MA Coating method 2 1
MCM 10%MA  Mixing/Coating method 1 2
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Fig. 2. Taste Grade of Granules

Each black bar represents the median score (n=6). Each error bar represents
the maximum and minimum score and each column represents 25% or 75% of the
minimum score. *p < 0.05 vs. MM(C) in the Kruskal-Wallis test.
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Fig. 3. Grading of Time Required for Sense of Unpleasant Taste

Each black bar represents the median score (n=6). Each error bars represents the
maximum and minimum score and columns represents 25% or 75% of the minimum score.
*p<0.05 vs. MM(C) in the Kruskal-Wallis test.
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Table 2. Formulation of Tablets

Granules Physical mixture
Materials (%)
MM(M)-T MMI-T CM-T MCM-T PM-T
FU 10 10 10 10 10
MA 10 20 10 20 10
Mannitol 40 35 40 35 40
Crystalline 40 35 40 35 40

cellulose (PH302)

Table 3. Pronerties of Granules

Sample App.density (g/mL) Compressibility rate (%)

MM(M) 0.606 9.6
MM]1 0.601 6.4
cM 0.486 22.5
MCM 0.572 22.9

Each value represents the mean (n=3).
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Fig. 4 L& ERDOBEE % R7,
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o EEE R L, L2L, CM-T TIXZDOEN/JEL ., 1kN TH 3kg
W WEEEZ R L, £/ MCM-T X, ISR TEWEEE Z 73 #H M
NH BT, Table 3 £ D CM B LT MCM D E# & iX, MM(M)E L T8 MMI
WHARTRENWZENL, EMICLVBEEREZZTELS, £, BRO
BOCHEETAIMARLLYVEEE P A ELAEZ E CTHBROSEWVWEE 2R L
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Fig. 4. Hardness of Tables Prepared with Granules and Physical Mixture
4. PM-T, B: MM(M)-T, A: MMI-T, @, CM-T, X; MCM-T.
Each point represents the mean £ S.D. (n=6).

2) BEFR O HA BRI

BEEROHRRBERER % Fig. 51277,
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Disintegration time
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Fig. 5. Disintegration Time of Tables Prepared with Granules and
Physical Mixture
¢. PM-T, B: MM(M)-T, A: MMI-T @; CM-T, X; MCM-T.
Each point represents the mean=®S.D. (n=6).
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EELTWRWI ERTFENTE,

UEDHEPLBEERIVN~RAF U PR EZ2EET D L, MM(M)-T,
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Table 4. Water Absorption Time of Tablets Prepared with Granules and Physical Mixture

Compression Water absorption time (s)*

force(kN) PM-T MM(M)-T  MMI-T CM-T MCM-T

1 22.5+£3.5  13.3£2.9 33.7£7.8 14.0+£3.6 60.3£1.5
2 87.0+4.2 21.3+4.2 63.7£6.0 33.3%6.1 146.8+7.6
3 71.2+£9.8  38.3£3.5 93.7£4.0 56.0£7.2 259.7+£35.2

a) Each value represents the mean=S.D. (n=6)
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WIFNDOERICEBNTHERDOEMIZES> TRKOBFHEETEBEL -,
MM(M)-T TR O EEANZ X TEM A OEMIZE S Bl b/ 0w Th
DEMAICBNTOROEVREBEEEL R L, —FH., ACHARFET
MA BINEDRZ W MMI-T TIRBHEERENBE L2, £ L T.CM-T T 1kN
WEBWTIT 4B EIZEMMM)-TLRERZEORBEHM TH 2N, EMHO
MLy MMM)-T KV KESBIEELE, £, MCM-TiX, WThoOE
FEAZBVWTHMOERN LV BEEESEBLS, EHBHOOEM LD
RK&E»oi,

ERE S OBEMICHESIBEEREDORE X, EMHIOEMIZ L5 EREOR
PR—D2DERTHLEEDLND, . Fh e bz, EMHETH 5 FU
ERBHETHEREOB WV MADOZHREOHENEEL TVWDAELELE
X bilz,

Sy ZAETHBLEELZ AV MM(M)-T TiX, FU & MAIXIREL
THANZTHALTWVWDILEEZDLN, MA OB EMRERKEZEANIZERDY
ATz, KOBBREPELS, THLICHESTHEVAEEZFRLE LD &
Bbobhd, LT, MMI-TO X 512, MADIRMEREMT 2 & MA OE
R KOBRELZMHE L., BEHEP B 25 0EAORERBPEBIEL
rbotEZOND, —FH. CM-TTiE, FUDREAVYICMARSFHALTWVD
KEBTHD LRSI, MA BRKOBRZELFHFET DO KOREEREITLHL
WE WA, BELTWHHENO FU BKORBEE B L R O K8

HMICEELZRIEFLTWVWALDOEEZONS, &6 MCM-T TiX FU &
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MA FRBELTEARNCO/MLTVEI OO, TORAYIZ MA XM L7
RETHL LHBIND, MMI-T L REHEIZMABELS FEELTWVE D,
MA DEMPKOBREZIH LEZRENEBL 252, FU & MA BRTEL
TWAEEZHDICMADERIZIVEEOXR Yy N — 7 2REBISE CTEVERE
HERLEZBDEEZ LD, PM-T TIX.MM(M)-T & & - T.FU & MA,
vV b ABIVCERELS - ARLEEICHHLTVWARETHY . HE
RIERAEF LB ST FU & MA DREREVPKOBEL L OHEHICEE

ZRELTWDZ EBRBRINT,
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1-4  /hiE

R CTRIER®REET S FURHWVWT, RO~ A% V7R A e ORE
NRAAESEORBICB T 2BHRADEMFEC OV THRE L7,

MA OFRMFEEORLRL2BRAZAM LKERRE TR, Iv IR
EBIRIV IR - a—F 4V IETENETHIETYRAXT U IBREF
Chhol, AULLERIZOVWTwr= b= ABLUOERELE — 2 2R
AL LCHEAZRAML, BESIORHERIC OV TR LEFR., Iy
JAEBIRIv IR - a—F 4 v 7ETHEL-BREZHWER CTHE
ERBRELLVBEVHREERBDONE, T v 7 RBEIZHOVWTIE MA DR
MENET LRHERHNABELLILPORO~AXF U I L HEEEZEE
LERMEETOMLERHD I ERREINT,

UEDZ &b, BBEHETARRAKEZATI2E BT, MA Z#EH
LIvZREHLAIVEFIV IR a—TFT 4V I7ETHARBLEBRZHAWVWS
T, ROYAF U TRERALEOBENREEORUNATETHDIZ &

BREBINT=,

20



F2E HANERIEIZKDHEEH

FBIETIE, TRLKZATOFUICHERA L L TMAZ I v 7 R EH DL
FIv IR a2 =T 4 7ETHEMUCHAR LB AL Z LT, &
DvAXF U RREBELEOBENRBREZORABENTRETHI L 2R L,
OB, TAXUITHRIZOVTIR, Iv IR - a—F 4 VITEIMAOR
MEBRZNTUP2DOT I v 7 RABEIFERLEI RO, 2O
RRIL, FULMAZREISEDZFRKROAF LV TICEDNTHDHZ L 2R
WL TW3,

BWA L L TIEIMADOMIZ, v afE, U b=, L+ —RX, YL E
=, 2= b=V EOBERETLVa—ABHEWLR, -, 2 a7k,
HRHRE, N"=JK, 7y 7AVERRLX baRY - LI RELDT L —N
—bVAX VT ENTHD EENTNEHP3Y,

AKETIIMARLELZ A U VHREBLIEMT, HeRBHRAL LT
BRRZ AT 5 YOZBERL.FULBRADEEGHEAHRNER T L2 L TH

RERBEL, RO~AF U 7REZA LZOENREEORMUEZRFT L,
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2-2 EBROK
2-2-1  #AB

ETFNVEME LT, FU (V7 <), BROBABIZEWT, @MAIE L
T. MA (EffbiR %), YO (RA/JIEH) E7/-ik €S UNSRELE) &4
AL,

7 EHORMICBOWTRBEA L LT AR E/La— 2 (Avicel *PH302,
MAERL), v v =F—n (RffbRTE), BRH L LT Mg-St (HIREEK)
RV,

oERAERIL, FTXTHROBRLEZHER L 7,

2-2-2 BROFHHE

FUICBEKRA 2~ OLETREES L ERERMEICLY BR2ZHARL -,
T2 b, KBr SEH RS (BEEMER) 2 AW T 1 £ 200mg, EE 10mm
DEHEZ IKNOERODEMATHAB LR, A ZHHLEBERLZRH T,

FHBMLEZERNOERBLIOER L OB ZENCHAMNLZDEREASY O
MK % Table SIZRT, WhLICOW Tz br—AELTCSZRAWVWTH
BMUEAEZ CSG, MAZHAWTHRB L72EK% M1, M2, M3, YO = H
WTHAB LR E YL, Y2, Y3, $/&, WEHREAHIZDVWTIXZEAEN
CS. CMI1. CM2, CM3, CY1l, CY2, CY3 & &7, #AML-ERIZ. 55
WHITHEIZTSD2WRTEITY, 20 Ay vaz@m@ml 22 Ay a BICE

S>T-HEREFER L,
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Table 5 Formulation of Samples

Sample Mixing ratio (in parts)

(Granules/Physical mixtures) FU CS MA YO

CSG/CS 1 1

M1 / CM1 1 1

M2/ CM2 1 2

M3/ CM3 1 3
Y1/CYl 1 1
Y2/CY2 1 2
Y3/CY3 1 3

2-2-3 BREHRBR

BERARZ T4 7 6 N (B3 A, B3 A, FH2575) kv, H
HULZ-ERNLDEREMORERREZITo, RBREINNV TV UXFESICHE
CTITW, RBROBEA* A7 T 47 +aRiiBlETv, AEEZELE
TiTol, RBEZTOMCHHCTIBVELEE, A Z2ZnEFhokEn
(230 BRAIE A, REDOIFAEZ 1 £V, 2 RRMGFERW, 3: i\,
4 RRGFte. Sty OFMIC I VEELLE, BEABEVEIEFEN
5L &Y, MEHAEIT Kruskal-Wallis BEZRHWTITo 77, HEOG
WHEDEFETAF U IIHRBPBDODONTVH LHEL, BKRE p<0.05 %
BEEDLV L LI,

T A—MHECRLEALROYHEREAY EER OB L& %
Wilcoxon D JEMLFIfE E TIT o7z, R p<0.05ZFHEEHV & LT,
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2-2-4  SEAlOFHRW

LBV IEHEEAHIC = bV BIUHEREELYE —X
ZEREA & U CHM L KBr#gH e &8 (B RIERT) 2 H v T 18 200mg,
EZ 10mm OFEEES 2kN OEM O 2 M2 THBY L, Z O, BRAl L
LT Mg-St &b BEML I,

oz, EROMEFM TR L&ERPE LN MEIT LT, 1kN,

2kN 3 L TR 3kN O JEHE /1 THRB L /-,

2-2-5  EE Al o E R E

EFUV L MEEFEAVCT ERAFMTOHEMEL FHEzEN L,

2-2-6  BEA| O BRI O B E
AARIERSE 1S BRRAERBRBEICE L TTWV ., U — I AR BEAI 23 58
BIZMEL, YT —ADPLHERLERHEZBERERE Lz, 6 0¥

W xHEHELE,

2-2-7 $EA~D K DR FEEE O E
0.04% A F L v 7 L — KIBEKZELEZHREREZBE N2V Y — L O F %R
WEREZE X, BEFAERRICTRGTAETCOBEREZAE LR, 6 EOEY

iz & L7,
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2-3 HERBIOEBERE
2-3-1 BEEHAER
L - E MBIRADICOWV T B O A2 1T - -/ = % Fig.

6 12T,

T
E T
. T
T

Taste score

O | 1 1 L 1 L 1 I L 1
YO Y2 Y3 M1 M2 M3 CSG CYl CY2 CY3 CMI CM2 CM3 (S

Fig. 6. Taste Scores of Granules and Physical Mixtures.

Each black bar represents the median score (n=6). Each error bars represents the maximum and
minimum score and columns represents 25% or 75% of the minimum score. * p<0.05 vs. CS and CSG
in the Kruskal-Wallis test.

MA L OYBREYMOFMP REZ, BEAHICEERL 3.0, YO L0
BESWTII2TS b4 ThoTo, £, MA &8 BH O FF i & -l 1% 2
PH 3, YOERBENTIE3I NG 35 Thole, —FH. CSE2EHTHHA
BLXOYHESYWE HICHREIX 1.0 EHLPITEWVWEEMmME D, MA
BWE YO ODFEMIZEVBEERAZIVIIHRBRBDOLNTE (p<0.05),
L2 L FUIZxT 5 MA 721 YO DHRMEEOENZ LD KDL EL R
CRERZEFIRBDONroTz, £, MERAMOHEES. MA £ YO [

TEZOHRMPBICREBRBWVITIRDON o720, B TIX YO 2 N
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LEBRICLIIVBVWKROKEDRIZEDOD N, LEDOZ MG, YO D
WME®RD~ A JICHED T, BERXRERTHZLICEY MAXVERT
T AFVITHBREZRLU FU LRIEBOERMERTCH+oRERELOND Z &

BRI N7,

2-3-2 HARENERESEOFHH
FRHEL L 72 62K O MLk % Table 6 IR~ 7,

Table 6  Formulation of Tablets Prepared from Granules or Physical Mixtures

Materials M1-T M2-T M3-T Y1-T Y2-T Y3-T

Granules 20/20/0  20/40/0  20/60/0  20/20/0  20/40/0  20/60/0
FU/MA/YO (mg)

Physical mixture 20/20/0  20/40/0  20/60/0  20/20/0  20/40/0  20/60/0
FU/MA/YO (mg)

Crystalline cellulose (PH302) (mg) 80 70 60 80 70 60
Total weight (mg) 200

All tablets had a total weight of 200mg

1) $2&| O E

JE#EZT 2kN TR L =& 82X O EE % Fig. 71277,

MA ZHWEHE, HEBREAEMICL KT, MA OFMEIZ LD
TIEIEME D 6X10°kN L LOBWEE Lo o7z, £ LT, ERIC X D8
AT MI-T 23 6X 10 kN A EDO K& REEEZ R L7 MA O ERME O H
ML V@BEIETLE, LML, WTFhosEA S 4X107kN BLED+4

REEERLI,
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—FH . YOZRHWEEAE WEEAYWICLDE8EFIT.YI-T T 3.5X102kN
D+SREETHoTZN, YO ORMEAEINT A L @EETIET L. Y3-T
X 2X10%kN LT & Rotz, # LT, BWHICE28F1T. YI-T T 3.5X%

10°kN, YO IRME DL\ Y3-T T 4X102kN BL E & 72 5 7=,

M3-T

M2-T |
MI-T
Y3-T
pEgs Granules
YI-T | : | Pl?ysical mixtures
0.0 20 4.0 6.0 80 x10°

Hardness of tablets (kN)

Fig. 7. Hardness of Tablets Prepared from Granules and Physical Mixtures

Compression force: 2 kN. The length of each bar represents the mean hardness (n=6).

UL XS ICHEAOHEEIIMAZHA WG, B T2 L TETL
B YOZTHWERGIZITENETHZETEA L, MA L YO TIT%E
DREFHEICKRERENADH Y, MABEFEEREL D, 202D MAEH
FEANZ, YO §AEAl L VEVWEELRLEEbDEEZLNRD, £ LT,
MA O%6 . HEREREH CEEZORBHER+DICHBEES NN, BhH & L
A, TOPRPBHINDEELICRFEAOTRMEOK T HEEL T

MEMMEFTLELEBEAOND, —FH. YO EREEREVWEZD, MEES
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VOBEZHEMBEOEMIEI > THEMET L, 2, MEAOBD b E
EORTIZoRole, TL T, WA TRBEBROBHEERIC LY @EN L
AL-boLrEZDONRD,

EHIE MI-TBEXRYI-TIZOWTEMAZELsEoRO@EE DL
et L7 (Fig. 8), MI-TB X YIL-T & HICEMAI O EF IV E X

WAL, WTFNOEHEHITBOTH MI-T TEWEEZ R LT,

X102
10,0 -

80 r *
60 +

40 -

Hardness of tablets (kN)

20 ¢

0.0
1 2 3

Compression force (kN)

Fig. 8. Effect of Compression Force on Hardness of Tablets Prepared

from Granules.
@®: M1-T, O: Y1-T. Each point represents the mean+S.D. (n=6). * p<0.05 in the r-test

2) BER O HA R R

JERE 7 2kN THREL L - & 884 O B8R & Fig. 9 IR T,

R CHBULE YI-T 2 185 Be/RbES, KW TERIVARLE
MI-TTho7e, WEREHEBIVCER TRELZVWThOEA L, MA X
721X YO OREBUEENERDLIEMEBRMIERE L, MAZHRMLLEE
A, BRCTHRE LZEFALXHEREAEDIC L DEACHETHL NIZE VA
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EEEZRLE, —FH,. YOZEHREMLEESIZ, YI-TIZBWTHWHEHESYIZ
HEEANICHNTHER CTHBELZEAPNEOCREELZRL, Y2-T BL O

Y3-T CIXIFIERIZEDRERHB TH - 7=,

M3-T
M2-T
MI-T

Y3-T |

Y2-T Granules

B Physical mixtures

300 400 500 600

Disintegration time of tablets (s)

Fig. 9. Disintegration Time of Tablets Prepared from Granules and
Physical Mixtures.

Compression force: 2 kN. The length of each bar represents the mean disintegration
time (n=6).

UEDRERE»SL, EREZH WL LT, BVREREZ S TEANE LN
HZEPRBINE, BIZYI-TEB IO MI-TiE, 3X107kN 2L Eo+45 7
R (Fig.7) E#EWHAEMEEZ R L,

WK Z AW MI-TBXORYI-TIZOWT REBEBMICRETERIOE
BAMFL7e (Fig.10), 1kN TiX MI-T & YI-T TIRIERZ DO E VA E %
RLUEEN, WTRGEMD S LRI THERMIZER L, YI-T £V

MI-T TKE<IEE L /=,
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80.00 r

60.00 -

40.00 -

20.00 -

Disintegration time of tablets (s)

0.00 : '
1 2 3

Compression force (kIN)

Fig. 10. Effect of Compression Force on Disintegration Time of Tablets

Prepared from Granules.
@®: M1-T, O: YI1-T. Each point represents the mean+S.D. (n=6). * p<0.05 in the r-test

3) EFR~DOKDOBEFZHE
YR A W CIEME ) 2kN THE L - & EH~DKDFEFEHEE % Table 7

WZRT,

Table 7. Water Absorption Time of Tablets Prepared from Granules

Sample Water absorption time (s)
MI-T 300x1.7

M2-T 122.0£3.5

M3-T 445.0%x52.2

Y1-T 39.0%1.0

Y2-T 136.0+10.4

Y3-T 2,606.0+341.3

Each value represents the mean +S.D. (n=6). Compression force: 2kN

WTNOERH MA E7IX YO DIRMBEENREL 25 L BEEEIIRIE
L7,
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Fig. 9 ICBWVWTHMEROEMIZMFE > THERBOERSARLA TS
IEno, KOBRBEEDEVWHHERMICEEL WS LEZEZLNS,
WMEROEMIIHE > TREADIBAOLTEY ., MEA O/ ) EEEE
ZBESYE, RERBBPER L EIDZLELTES, LrL, MA ¢
YO TEWAALNDZ LMD MABLO YO DEMMELREERSEEL
TWOHHEHENREZ O,

MABLIO YO &L bICHEBEIEEL P BRIV ADOBBIIRE S
N3 LHEPBMEND, LArL, BMEOHENI., FOBEMRBECIZIAKOES
il zslesREIL, REEENBET I LEEZXDODND, YO Tik, 208
BNBEEIZR LN,

R AZRAWE MI-T, YI-TIZOWTAKOBEERECRIETERHOEE
CELTE, EHAOOEMIIMH  TREEREIIRBEL., WThOERHAIK
BWTH YI-TTREREITELS, TOEbKEN-7 (Fig 11), EME
NOMZ KL EREOBIBKOBREZEREZEIIEB L2203 EXOLN5S,
YI-TIZOWTIE BREFHEPBEWIC L2 POOLTHERVRAEEEZTL TS,
ZHiE. YO OREMENERSBRLELEDIIHEARY NV — 7 2 REIE?

ZlkizkrEEZLND,
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160.00 -

2 x
§ 12000
=
£
F 80.00 -
g *
2 4000 | .
3
=
0.00 ' J )
1 2 3

Compression force (kN)

Fig. 11. Water Absorption Time of Tablets Prepared from Granules
@ MI-T, O : YI-T. Each point represents the mean + S.D. (n=6). * p<0.05 in the r-test
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2-4 NEE

MA LB~ AXV 7HREZBLIEPT, FEREBERAE L CB%ESR
T5HYOXERL . FULBERAMOREVWEZHAER THZ & CHEL AR
L. RO~ AX U JHEEAELEZOENRESEORARZBI L 7=,

MABEIT YO BRMICE2BERNEREILI VKO Z UV 72RELE
B, YOERWHZET, MAKXVRHEREROTAF VY IREETH - 12,
IDELEX . FULYODOHENRI: INH 1:30MTRAF U IHRITER
RO 2T,

FAM LBV~ ry= b=, ERELre—2ZREAL LTOH
MENRRESEORMNEIToZER. FUL YOHDZWIEIMA %R 1: 1 OHET
BMLUERERAWEERIT, +oREE L BOREELZRLEZ, FIZ YO
ERAWVWEGSEATIVECHEE SR LEZ, £, 2OBEE L REHITIER
AZEYVa b —VAETH >,

Dbz o, BEETARARRKEZAT D FURRBWT YO Z2HEmML
THAREHNBECLIVFARLABREZAVWLI I L TKOYAF VTR E AT

HZOMNREEORBENTRTCHDI I EBTRBINT,
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F3E BAERIKECK DB

3-1 Al

B2ETIE, FRAKEZAETAEFUIKMABIW®YO 2% ML Tk
PECLVRBE LB EHAWDSZ LT, WO AF U LA T D0HE
NEAERORULFRETHAZLETRLE, BIZ YO IBWA L LT MA
IVERTHY, LVERHREKOAZI UV I7HRPHBFTEEHILENAL
Pzl ot, LirL, BRERBIEICL 2B CREDO~ 2% 7 OFEE®
REFT3IND35THY, £, HEAFEEIIMAEAREANCEDI DT
o,

FIT, AETEH~AF U IR BLUOEAEOREFLZ BN E L T,
YO WAL L TRBANEREBECLIVERZAML, Mo~ XAXF U THiEE

FETA20ENBEEORELBIT L,
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3-2 EBROE
3-2-1 &#
ETNLEP L LT, FU (V7 <), BROFR BT, BMAE L

T, YO (RARJIEE), #E8HE L TMA (EAfbRITE) 2R L=,

Fr EFORMIIBWTRERE LT . EEEL e — % (AvicelPH302

fEAbR) . == b—v (EffbR T%¥), BRA L LT Mg-St (VMHRREK)
ZHWE,

foFERERIE, F_XTHKROKEZRSZERL -,

3-2-2 BRI PR

FUIC YOZRBADHUKETEEL, 2 Ay vaDsb0EHVTELE
WWEArBAGEREIC LV BEREZFAMLL =,

B L-EROMBRE L 4% Table 8 1I2R"T, FU & YODEEREA

HiX, /1, 172, 13 & L, #E8&FIXZ 10—30% (w/v) MA AkEIEK 2 EH L.

BRLD 5% (viw) OFIE THRMLZ,

AR AL 60CT 24 EFHERBRLAEE., S50 HITHBICTSDI VS

TEITW, 20 A vy v aZ@BlL 22 Ay o FIZE-T-HEH26EHL -,
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Table 8. Formulation and Apparent Density of YO-containing Granules
Prepared by Means of the Wet Granulation using MA as a Binding Agent

MA aqueous
Granules  Mixing ratio App. density (g/mL)
solution conc. (%)
Y1-10M 10 0.385
Y1-20M  FU/YO(1/1) 20 0.333
Y1-30M 30 0.281
Y2-10M 10 0.417
Y2-20M  FU/YO(1/2) 20 0.455
Y2-30M 30 0.453
Y3-10M 10 0.524
Y3-20M  FU/YO(1/3) 20 0.389
Y3-30M 30 0.468
3-2-3 BRE AR

BEBRARNTI T 4T 6 N (B5A KT A FH333%) TXVAR
LEERE FURRKOKRRERBREZIT o2, RBRII~AAV UV FEESICE LT
T, RBROBEEAR T VT A7+ HRBERAETY, MELG L ETT
S, RBRETHIMICTFHIEINBVE Lk, REEZZNEh 30 B Dk
NIZEH, RREOGFAZ 1 FER0, 2:00FFn, 3: @, 4: %
RfFEe. S MFte OFMIC LV EME L, BRAIC FURK CRRICHAR
ZATW, FURRKROBKAE 1 & L7z ECHMmL 7,

ot BT AL B IL Kruskal-Wallis REEZH W T, SEOBWVWLDIEE~RA X v

THRDVPRBOOENTVWAHLEHEL, BREp<IOSEZEHEEEZDHV L LT,
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3-2-4 A ORH

AR LBy = b=V BRUORRE Ve — X 2REAE L TR
L. KBr SEXI B2 (BERMER) AT, 18 200mg. B 10mm D
FRIgEZ IKNOEMHZMA TR L, ZO, BRAEL LT Mg-St %
BFioLhBEBRMA L=,

EHIZ, EROYMHEFMTREHFLERLN BT LN ZMRICH LT, 1kN,

KN B L3N OJERE S THBL 7=,

3-2-5 A o 5EE # E

TV MEEREZAVWVCTERBIATOHMEL FHELEH L =,

3-2-6  EER| O EABEREE © B E
BAERRBFE IS BRERBREICELL TITW. VU I — T ANEER N E
BUZHEL., YU I—HN2LHEE LB HERELE LE, 6 SE0OFEY

ErEHL,

3-2-7 A ~DOKDREFEE D P E
0.04% A F LV TNV —KEBEKREZEBOLEZHMIEREZHBH W -y — L DOH LR
WWEAZ2EBEX., A NZRIRATIETOEBZAE LR, 6 E0EY

BErEHLEZ,
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3-3 ERBILIUOERE
3-3-1 BRE R

LB SO THROF O %2 1T > 72 R % Table 9 127”77,

Table 9. Sensory (Taste) Test of Granules

Yl1- YI- Yl1- Y2- Y2- Y2- Y3- Y3- Y3-
1I0M 20M 30M IOM 20M 30M I10M 20M 30M

Median 4 4.5 4.5 5 5 4.5 5 4.75 5

Granules

Minimum- 3.5 35 35 35 35 45 2.5 45 35
Maximum

No significant among granules (p>0.05).

LU EROFF M RMEIL 4200 58 FUE YO DREGEBIUCHKS
FOBREZEBRSGVWFHMTHY . YOZ FUREEZIZENU EIZMA
L2ETHEVEKOKEBDRRIZBOON, REXAERETHBELZ YOEFA
R OFMP LML, 30635 THY (F2FE), YOZARML 2B E
BRI, AN ERELVEN., ML ERIT FU LRETHS 2R
Enmgonsnrankt, BREMEICLIIAKOLEDRIZ, £ 1E
BIO2ETOBRFABERNLL, KEA L L THWEZ MADHMPRIZES

ZEREZLNT,

3-3-2 ORENRIEESE O FH

AL - 6EA O MEL & Table 10 2777,
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Table 10. Formulation of Tablets Prepared from YO-containing Granules

Formulation Yl Y2 Y3 Y4 Y5 Y6 Y7 Y8 Y9

Y- Yl- Y- Y2- Y2- Y2- Y3- Y3- Y3-

Granules:FU/YO (mg) 10M 20M  30M 10OM 20M 30M 10M 20M 30M

20/20  20/20 20/20 20/40 20/40 20/40 20/60 20/60 20/60

Mannitol (mg) 80 80 80 70 70 70 60 60 60

Microcrystalline 20 80 80 70 70 70 60 60 60
cellulose (mg)

Total (mg) 200

1) $EAI O

JEAE 71 1kN TR L 72 &84 O E % Fig. 11 I[Z7-7,

0o 10 20 0 410 0 f0 X107

Hardness of tablets (kN)

Fig. 11. Hardness of Tablets Prepared from YO-containing Granules

Compression force: 1 kN. The length of each bar indicates the mean +S.D. (n=6).
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M LUZERIL. FU & YODREBHBLIUOZEGAOREICEKZR .35
X10°kNU Lo+ 7@EEZR Lz, ZLT, +0R~AX VIR BE
S Y BRI L D EFOMEEIL40XI10° kKN ETH 0 ERER 1T
Bmon-EAELREUEOBEEZR LI,

YLizoWT ERREHOER T2 BRSO @EOELE RatL
72 (Fig. 12), EM IO ERITHEVEEFIERL, WThOEMAIZBNT

H 40X102kN EBEWEEETH - 7=,

X102

Hardness of tablets (kN)
N w & L N ~
o o [} (e} < ()
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Fig. 12. Effect of Compression Force on Hardness of Tablets Prepared from

Y 1-10M Granules
Each point represents the mean +£S.D. (p=6).
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Fig.13. Disintegration Time of Tablets Prepared from YO-containing Granules
Compression force: 1 kN. The length of each bar indicates the mean + S.D. (n=6).
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Fig. 14. Effect of Compression Force on Disintegration Time of
Tablets Prepared from Y1-10M Granules

Each point represents the mean + S.D. (n=6).
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Fig. 15. Water Absorption Time of Tablets Prepared from YO-containing Granules.
Compression force: 1 kN. The length of each bar indicates the mean + S.D.
(n=6). *Over 1800 sec.
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Fig. 16. Effect of Compression Force on Water Absorptiom Time of Tablets
Prepared from Y 1-10M Granules

Each point represents the mean = S.D. (n=6).
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