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(57) Abstract: Provided is a composition for heat melt extrusion, which contains at least a medicament and a hypromellose acetate
succinate (HPMCAS) that has a degree of molar substitution of hydroxypropoxy groups of 0.40 or more and a ratio (molar ratio) of
acetyl groups to succinyl groups of less than 1.6. Also provided is a method for producing a heat melt extruded product, which com -
prises at least a step wherein a composition for heat melt extrusion containing at least a medicament and a hypromellose acetate suc-
cinate that has a degree of molar substitution of hydroxypropoxy groups of 0.40 or more and a ratio (molar ratio) of acetyl groups to
succinyl groups of less than 1.6 is heated, melted and extruded at a heat melt temperature that is not less than the melting temperat -
ure of the hypromellose acetate succinate or not less than the temperature at which both the hypromellose acetate succinate and the
medicament are melted.
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HHLT, REGFEBZENTES,

MBARFEMIE, HPMCAS EEMERATMREZ LAAS, EX b
YRXIERY Y 2 -TEWMAEZNMATEML THEEER, Y10 LETHEE
OFREHETHNISEICFIRIE AW, YBH—RBEREYEBSOICIE
 CEHBOREROAAIEFE LWV, BAMICE., REBBHEOFvEQY
57 (—EER M UBBEEE) PS4 AN)yY (Leistritz)
#HEDONano—16 (ZERYVY)1—BHHEE) . T—FE71vPv—
Y4 ITVF1474vY (ThermofisherScientific)
#HEDOMiniLab (ZE#XV Y 1—8RHEE) KUPPharmala
b (ZEX7 ) 1 —BRHEE) HEIFLN D,

MBAREE IXFICREI WAWVS, FF U < IEINBARFH BERYH
BEL L THEAEIBARSTE, BICLYERMCEDLTOREE TSR I1TE
(T35 ENTEZRELETITOONIFELYL, BI6. BRIBAEEZEEL
RWEBICIEHPMCAS OBRRBELU EOBEN. BEOBEEEET 5
BEICIHPMCAS RUEYMOBENBRMT 2 &ICASEREULDERE
PIFFELWV, B8, BEYORMCLYHPMCASDRENMETT BIEEIC
H. ERICHISEMT 2 EICRREUEORENFE LW, EAEMQN

BARMBEIX, FFELLIEF50~250T, £YIFFLLIE60~200C
BIIFFELLIF90~190CTHD, 50CLY HEVEFTMATTES
ERYMHI RS L2 HZENHY. 250CEBEXDEHPMCASHE
PMORRICE Y D FEOBRTROBREDOINKSBEICE B RFOAREMEDH
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[0031]

[0032]

[0033]

[0034]

%,

INEBARIFH M. MBARMBPERICES T 2HEI M FELLIE1~10
OOOOPa - sTHDMARRMBEAENYER LET ZENTETNES
ICHEIR I NawD, —EEX NV ERHEBEDZEIE, MEERENFF L <
1 ~1000mm/ 9. LYFHELLIF10~500mm/ 9THY. =
RV 1 —BRHEEDHEEIE. AV 1 —EEENMFELIE1~10
OO0rpm, dYUFFLLIE, 1~500rpmTHD, HHZEEHN 1T mm
SARBERIEY ) 2 —EEHA 1 r pmKBEOHE, TR TOFEREIE
KRY, BB 25E0HZ—H. HHRENA10000mm  DEEBL
BIGAENUE VY 2 —EEHEHN, 1000 r pmEIBADIEE. BEYELTO
MBARBRES A+ & QY. MBABRMBEREMFROEYERY v — D&
ROREED R — & R B BEN D B,

HHEBROMBARFEREYIE. FAHEOMUENSER (1~3070)
ICEDERRMUTAERICLYANINDIN, ENOBRNBEERDICTS
O RUVERCENOZSITERBREIET DD, FHELLIZ50T
IR, FYUFFLCIRERUT (B0CTUTF) ICRAZEICAET B ENEF
L\,

DEEOINBARMFHR I, BEISIECTUMNEICE>TO, 1~5
MmmETORL Y MET 2. BICHE L TRORR MRS % F THIE R
BeiT2THLW, MRICIEEEOBEL, MmEIS<AYIC<WI Ty b
I, FAT I, EVIIINEOEHERREIAFE LWL, B8, IMERT
MRERAEBELTLEDBEIE. HPMCASHEBICL YL LRETL
PEELTLEI LD, BERTTHMRTSIEANAFELL,
== i )

MUTFIC, ERfIRCLEESZR0L. ARFAZEFRNICHRAT 25, NFEH
EINSDERHICIREINDH D TIEAR,
<HPMCAS—-10&H>

5O0L=—4—ICKEFER1 2 k gFiAA, EROFITORFIEDENE
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!EO0.97, XMFUEOEIEHREL. 67070 A0—X (HPMC
) Bk gZEMATEM LU, BIC, HKEFEE 3. 7 k g RGHEKINIEE2

Okg. B+ M) D L4, 8kgZMAT, 85 CTEREARIGEITS
Too THUCIEEIKG. 7Tk gZMATRBLALE. COBRKRICHEEKZ RN
LTHPMCASZRIRITERIE, IBBICLYMHEHPMCASZ&HRIL L
o COMHPMCASZEBREAKICTHEEL, %, 10xXvia (HRE
:1700um) DERICTENEL. KK 1. 2BEENDODHPMCAS —
1 %2187,

"BONIHPMCAS -1 DREMESZEEZHF | CRNEHAERAFHE—
BREEZBOFEICLIYAELLZETS, EFOF>FORFIE24, 18
E% (BEMBHE: 1. 00) . Xh£YE16. THE% (ELBRE :
1. 67), PEFIES., 6EE% (ELNEBHE: 0. 40) ., R/¥=
WE16. 4EE% (EILEBHRE: 0. 50) THo’,

Fleo A9V ZILNEICHRTE2T7EFILEDLLER (TILEL) & EWOBR
FTRBEZLYRCHFTT2ERNL, FFELLET. 6~4. 0, JYFFE
LLiX1. 8~3. 8TH5,

[0035] <HPMCAS—2~7D&KR>

RAFATETEREDSEENEARZRBHPMC2BWT, HEKEEEE
EKIANVBORNMEZBEEERE LT, R2ICNIEZEHPMCAS -2~
7 =187,

[0036]
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[0037]

[0038]

[0039]

[%k2]

ENEERE )L
jtuih?;;/g ArEE[7EFLE|(RI LR Z;z;;tigiéé
HPMCAS-1 1.00 1.67 0. 40 0.50 0.80
HPMCAS-2 0.86 1.59 0.49 0.58 0.84
HPMCAS-3 0.65 1.85 0.47 0.41 1.15
HPMCAS-4 0.58 1.55 0. 60 0.43 1.40
HPMCAS-5 0.40 1.59 0.58 0.40 1.45
HPMCAS—6 0.84 1.57 0. 66 0.37 1.77
HPMCAS-7 0.25 1.89 0.67 0.19 3.53

<HPMCAS®DHSRE%REDRE>
HPMCAS—-1~7T0DHZREMEE (T 9) 2 REEBRESNEE
(Bruke r#t#iDSC3200SA) THELSE, BB, EKHPMCA
S10mgsBEFEAST. EENMS10C/ HOREBEFETIES0TCE
TLF, BIC10C/ HOEEERET25CET—HASAL. BE10C/
POREET230CETHREBLEEZICRONDIE - RBEHIRICH T2
ROEE., I 2EHORERICIEINIEHADRES IS REGZEE
& L7,
<EMEFI 1 ~5 RULLERI 1 ~2>
FOREABRDKD%E 1 EEDRBICAEDLDIC. BZEBELIEHPMCA
S—1~7%254DEZTmm, 5§X10mm, HHREESOmm 9ODF
%, ERHHE (—HER b ARMIPHES  FOEEEMESFvEO S
Z7) FYHEODSTA IO LB LAERKOHPMCAS —1~7 OREH
HEEZANE L, TO/RERIICTT,
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[0040]

[0041]

[53]
{EFAHPMCAS | 775 RExT6:E 1 | RIBHLERE

(C) (°c)
SKHEHI1 | HPMCAS-1 70 110
EEFI2 | HPMCAS-2 81 140
SEHEHI3 | HPMCAS-3 94 140
EHEH4 | HPMCAS-4 101 140
EMe5 | HPMCAS-5 112 150
b1 | HPMCAS-6 85 140
EE#54512 | HPMCAS-7 126 180

ErOF>7ORFIEDENEBREN,O. 40U LEOHPMCAS%H

WS 1 ~ 5 RTLEFI 1 1E, 0. 4 RBOLLERFI 2 ICEERTHS REg
BREMEL, REFRLBEESE, >,
LLEDHERNS, mMEBERMRERERDE LYBWVEETHLET I EHNT
X278, BEMHFBEDBICL > TREETICHHEREAKEBDZENTES
<EMEHI6~10RUVLLESFI 3 ~4>

KBAMRYOT ZINEVEE AV, MEARFH AR % AR L 7.
PRALEVEBOBRDEEEIZT1 76 CTHY. MBARFHAPORDERIC
LBEREMRBIINDIETINEYTH S,
BHPMCASEFROANEVEEMRERASFICEIYES (HPMCAS :
PAOINEVEE=1:0. 5EE) LT, MESHFLRHEXDEZRRL
720

RIS, LEOREREZRAWVWT, BAAZ#HERY)a1— (BER: 5714
mm, RX¥:109. 5mm, 7Y a1—[EEH100 r pm, FERHEL
o) OMBAFMBEE (P—FET74 v v —HBEHAAKE Minil
ab) IC&Y., 130CLUETOMBARMIFL L 2TV, Bon/inRam
HEHRBEMOREHREBEEZEREH1 EARKICLTRAE L, £, BH5hN
T INBVARMR BB & i (RIRT7 I AV HET V5 —TL v 5—WB
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[0042]

[0043]

[0044]

—18) Z2BVWT20000 rpmTHiEL., 30Xvya (HHAE500
uwm) DEFTENR L THELSNIEMARRORILFIOMBYARRHAEARDIC D L
THEBEEHR (Y1) EaSMAZ—aVvE1—4— (RAOARKME SM-
THCTRE L, ZORRERALICRT,

[$=4]
& FAHPMCAS BHEERE WD RIEWLEEE

BEE | R cc)
M6 | HPMCAS-1 16. 8 17.2 130
EHEH7 | HPMCAS-2 16.8 18.5 145
EHEHI8 | HPMCAS-3 16.8 18.8 150
EHEHI9 | HPMCAS-4 16. 8 19.0 150
EMEM10] HPMCAS-5 16.8 19.1 150
L& m3 | HPMCAS-6 16.8 18.7 145
Heagf4 | HPMCAS-7 16.8 27.9 160

ErOF>7ORFIEDENEBREN,O. 40U LETHBHPMCAS

ERWEERRFI6 ~1 0 RULLERA 3 DREMEEEIL. Z7AIIEVEOD
BNfRE (176TC) JUH26CULESTBHIENTE, BoNN
RAMPEREMONRITIHEBOZTEELET. BEEEH (Y 1) £20
LUTFTHY. REFDEREER (Y1 =16, 8) LIFEAEZEDLST. M
BRFFHICEL Y PRIV EVEBIBRMBEETRELAD >, —FH. LB
ADHPMCASIE, RIEFHEEHT1 6 OCTERES 6~ 1 0 RULLEH
3dYUBEL. BoONLMBBRMBEREMOARIEEROBEREN S8
BIZEZLLTHY., EEBEEBH (Y1) $20%2 KL< LO>THY., Nz
BRFHICLY PAONEVEAIBRMELUREL TWD I EAIERIN,
<EREGIT 1 ~15RULLEHIS5 ~6>

HPMCAS1~7%BWT., 71IALEBRREEEKRL. ) VBEEHRA
DBREREERNELE, HPMCAS16g&aElbAFLY T4 /—ILA
B GRIEAFLY TS/ —)b=1: 1EE) 64 gIlBBLILAKREAH
SARICF Y AL, BRICTERELL, BONAET 4L ALIK80TICT?2
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[0045]

[0046]

RIEEE LR ES100umDELEH T cm, 1T cmilHYHLE
B &R L7,

ABRFIZHE 1 CNERARBHICECHOBRARZE (FEIFE) ICELT,
B ORMIEEZRAE L, Thabs. BAERRFRIEARKE (BILESE
HENT-4008) ZRWVWT. HEBRAD 1 DZ NG LRI SHEBDBILR
DpHICHYT 2XEZERS (U.S. Pharmacopeial3b) i
ED VEEER (pH6. 0) 1LICANT, RERAMNARL TKRAER
MPBERINBKRDIETORFEEZRME L, TO/RERLICTT,
[£=5]

{EFAHPMCAS | T 1 JL L T fRBERS
(51
SEhmf11| HPMCAS-1 63. 2
FEHEHI12] HPMCAS-2 44.4
EiEH13| HPMCAS-3 38.9
Ehe14) HPMCAS-4 36.7
EHEHI15| HPMCAS-5 25.3
HE#2455 [ HPMCAS-6 12000 £
EEBLGI6 | HPMCAS-7 12010 £

&Y EYENRAICIRINI & 2 7HIC1F. NNELEERTOEYOZ P M RE
HEAMFELLS, HIC1 200KRETBRMRT B EMFELWV, RV ZILE
ICRT 27 EFIEDOLLE (BILLL) 1. 77T, Ao ROF>7OR
FOEDEINEBHRENO. 84 DLLEHISIE. BRICRVWIEIVETHY
1 200%BKRBBOBRAIDEFEEIL TV, Thid. RV ZVEICH
THT7EFILEDLE (L) ABEVWLEIC, BICk ROF>FORFIE
DENBREDERICLY., HPMCASOBERp HA LN o= &5,
tEEmAEW P HTH B /MG LA SHERDEERICEHE TS pHE6. 0D
VEBIRERANDBEEMET L EEZAOND, Fo. RV ZIEII
W BT7EFIEDLEE (EILEL) A3, 5 EBZ BLLEHI6 Tk, FHKME
DRI ZJEDENBBEN DG, BKEDOTEFILEDEINEBRED
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LW, ) VEBRERAOBEENMETL. 1 2008 ERKAEOHARBRA
NEELL,

—hH. RVVZLVEIIRT BT EFILEDLE (EtE) 1. 6KBET
HBHEREFIT1~15e RrOFS FORFVENO. 4ULETHBICHE
H5Y, BHICEERTpHG., 00 VEREERICESLMIBMEL. AR
FOBBETICHDBEFEIEE 39KRBTH > fe.

UEDERNS., RV DB T 2T EFILEDLE (B 2%
EDEHHEICT D EICLY, MNGLEEBTORPHNIBAENTREERS, LH
b, EFOFSTORFIEOENEBERENO. 4 EOHPMASODBZE
IZId. HPMAS OB oHA LA ZICHEH ST, NNBLETOERPHAA
HEANRREE 2B,

[0047] <Z=HFEGI1 6 ~2 O RUELEAE 7 ~8>

ZEHPMCAS &, KEERMERYTHD S b+ —IL (BR148C)
EISRICLYEE (HPMCAS : 4 ha+V—L=1: 1EEWL) LT,
MEARRE BERY Z AR L,

RIS, LEEOREREZAVWCRAAAEZ#HRA VY 1— (BER:5//14m
m, &RE:109., 5mm, X9 ) a1—E&EH100 r pm, HERELD
E) OmBFAmMFELEE (P—FE71v v —#HBHAAKE MinilLa
b) IC&Y., 15 0CTOMBBRIAE L 21TV, JF5NIMBBARPHENK
B % s (RERT I ANHET Y F—TL VY HF—WB—-18) 2HWVT
20000 rpmTH#fEL. 30Xy a (BREE500um) DETEBR
LTELNEMKRICOVWTE 1 6REBARRHICEHOAHFREZIT o2

AMAR180mg (FhAFYV—=ILI90mgiEYE) NoAEINDH b
APV —IDOBEEE (BEE%) =, XKEXRA (U.S. Pharmaco
peial6) ICEEHDY VEEER (PH6. 0) 900 mLRUVHAX
BAALARKE (BILUELHENTR-—6100A®) 2EAVWT/ARILEE
100 rpmiCTRAIEL, #hOFYV—IOEEIK. UV (ER225
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[0048]

[0049]

nm, %BR10mm) ORNEERD, TOEERODBE TIER L IZRNE

BEEMRNORD, TOR/REROGICTY,

[R6]

{3 FAHPMCAS ThAFIV-NEHEEE®) *

05 105 305 605 905>
SEHEHI16] HPMCAS-1 0 15.3 32.4 4.6 51.6
EHEHI17] HPMCAS-2 0 29.0 54.9 68. 1 15.17
ErEH18( HPMCAS-3 0 12.2 30.0 4.7 51.3
RiEHI19] HPMCAS-4 0 18.3 39.6 b4.3 62. 4
EHEH20| HPMCAS-5 0 30.0 51.3 66.0 121
LRERBIT | HPMCAS-6 0 6.6 13.7 21.3 26.4
LE%%4I8 | HPMCAS-7 0 6.1 12.2 17.8 21.8

| EHBHARERE () ITBITE7 baF V- LBEHEERT,

A ZWEILHT BT EFIVEDLE (B 1. 6RBEDOHPM
ASZEHAWLEERAF16~201F, 9090FBICBVWTHE50EERL EDS
WEHERAT LN,

—A. EROF>ORFIEQENEBRENO. 4UENADRIVZIL
BIIWT27FIVEDLE (EIVEL) A1, 6LULETHZERHIT RTR
VLV NEIINTE2T7EFIVEDLE (£ILEL) 3. 5 %ZEBA5HEH8
. HBREBROONDBRICBEVWTE 2 TEERUTOEWAEEXRICEE >

UEDERNS, RV ZIBICRT 27 FIVEDLE (EILEL) %1

BRBICT B ET, NMNBLERD & D RELEHE p HDKBARHPTOHP
MCASDBEEMLtZHNEL. BEMERLELEEZI LN,

T, BEonnBamREkIY % 5 ENEIME (RIRIEZEHET >~
F—TLVF—WB—18) 2BVWT20000 r pmTHEL., 30Xy
a2 (BEFEE500um) DOETENRL THESNMERD XIEEHE % RIE
Liz& s, XIBEHMETS NIFYV—-ILOBERE—IHFRDOSNT. 7 b
OFV—IBHRAZE LS BN of, TDT &AL, MEARPHICKL 25
B NaFYV - D FEREIRETHPMC A SHIZHE L TWBEESD
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BAZEHHRL TWS I ENbh 2,
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[55KIA1]

[553K1R2]

[553KIR3]

55 KIR4]

[E53KIR5]

fa R D&

EROFOTORFIEDQEINEBBRENO. 40ULEADRI V=
WEILHT2T7EFILEDLER (EtL) A1, 6KETHZETO
AO—ZAFBBI AT IANIBIZATILEERE VL EHELMB
ARRHR AR,

RIS 7OXO—RAFBIZATIIANIBIZATILOHS REBE
B (Tg) A 115CLUTTHZEKIE ICEEHOMBARIAL A
HERAD.

RIESERMD, KEEAMRYTH 25EKIE 1 XIZFEKIE 2 ICEBHOM
BUARN H R,

EROFOTORFIEDQEINEBBRENO. 40ULEADRI V=
WEILHT2T7EFILEDLER (EtL) A1, 6KETHZETO
AO—ZAFBBI AT IANIBIZATILEERE VL EHELMB
ARRHBERYE. IRt 7OAO0—REFEIXFIILANIVEBIR
T OBRUEEL £, XIFIRE 7OXAO0—REB TR 7I/ILOANV R
TRATIVRURIEENOHITAMY 5 2 &ICR SRR EOMBVER
BETMEARML,. HEHTI3ITRZDQL< & EUMBARR LK EY
MOBEF %,

RIS INEARLEEN. 50~250CTHBEKIES ICEEHDME
AR R ORIEFHE,
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