{-0a w77

v
The present "invention relates to a process for encapsul ati ‘jf ige a@"m“z “’“}@‘V"
sensitive fi l[P(@d3s i nto averap CI'@MEPR TYORGANIZATIAN t hat sarNshf | | “Tass i s

heat ed and subsequent |y cool ed, i ved; are ™ prior-to the en sI ation. The
| nvent iINRERNAHONALARRSIGATIONCP Us SSHITL UNDER JFFRATENS COQRERSIION TREATY FCRc

pr o gpIntana6itPdgt insika®nt esent inveh ﬁ)%erﬁﬂg_.m Biblichfebn NQLG-N CaPIW0e0/28942Y
sho ng ﬂ%zb nd constant dissol utli ppirates he anmpbunt of active agent
e

i nt ke ca therefore reduced sijnce| baneredtionabPubliietvh Date:sel f 253ay 2000 (5.95.00)

H 11 - £. ol
di ssotved—Freoveratt——costs—of—t e

gy canent—are thereby atsoTeduted ]
The | pnohternsticing SipRiation Nombé): t hermefrerm/ otcbel @) Dhignid sars JEAATL, AN 85 AUUAZ, BA, BEABE)
of the capsul es produced with the proceps acBobmj ‘ngcﬁd:b{ R 3y B &K1 EE, ES, FI, GB,

v 8 Ioprogine edut: o 1 BNORNICPBIR bPUEy i | GBI, 55, SHAR PR DL 1 i K

of tthe active agent which is contained |n tMKMNMWMXNONZPLPTRORUSDSE
(30) Priority Data: . SG, 8, 8K, SL, TJ, TM, TR, TT, UA, UG, UZ, VN, YU,

981218316 17 November 1998 (17.11.98)/ EP ZA, ZW, ARIPO patent (GH, GM, KE, LS, MW, SD, SL,
SZ, TZ, UG, ZW), Eurasian patent (AM, AZ, BY, KG, KZ,

MD, RU, TJ, TM), European patent (AT, BE, CH, CY, DE,
{71) Applicant: F. HOFFMANN-LA ROCHE AG [CH/CH]); Gren- DX, ES, Fl, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE),
zacherstrasse 124, CH-4070 Basle (CH). v OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN, GW, ML,
MR, NE, SN, TD, TG).
(72) Inventors; ALEX, Rainer, Buhistrasse 45, D-79576 Weil
am Rhein (DE). GERHARDS, Jiirgen; Miihlebodenweg
1, CH-4144 Arlesheim (CH). KRAEMER-PITTROF, | Published
Ingeborg; Am Reinenbichle 3, D-79618 Rheinfelden (DE). With international search report.
OESCHGER, Richard; Langacherstrasse 22, CH-5084 Before the expiration of the time limit for amending the
Rheinsulz (CH). RADES, Thomas; 14 Elliot Street, claims and to be republished in the event of the receipt of
Dunedin (NZ). amendments,

(74) Agent: WAECHTER, Dieter; Grenzacherstrasse 124, CH—4070
Basle (CH).

(54) Title: PROCESS FOR THE MANUFACTURE OF LIQUID FILLED CAPSULES v

ﬂ\-.

(57) Abstract

The present invention relates to a process for encapsulating a shear sensitive fill mass into a capsule, characterised in that said fill
mass is heated and subsequently cooled, immediately prior to the encapsulation. The invention relates also to the capsules obtainable by
the said process. The process according to the present invention enables to obtain capsules showing high and constant dissolution rates,
The amount of active agent intake can be therefore reduced since the active agent itself is rapidly dissolved. The overall costs of the
medicament are thereby also reduced. The high homogeneity (and therefore the high and constant dissolution rate) of the capsules produced
with the process according to the present invention guarantees a reproducible bioavailability and therapeutic effect of the active agent which
is contained in it.




