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. surgical proce@lj!rles such as HTpRthsl on are nh1-0$eqU| red but the

~ preparations cgysbe adm nister ‘gga,gut aneously 9. on§ reygiscul arly as
easily as ordinary injectable si*&enm ons, not e%ak r}g he need for
redoval from t ¥ ody. The prep i on accordl ng~t 0"t hi nventi on can be
~directly adm nicstered to the tumpredussel f, the2328e of 25 inflanmmation or
the receptor r on, so that sy side effec agp control |l ed and

- the drug -be-—a-l—-ﬁ‘gjv%cu t+-o—aet—on Lﬁ%‘ggfucn organ |§|§ S IU?I;%CI tme period

" wigh efficiency36 hus nmaki ng f ohdyeR4Seased druglé‘?f?cacly mor eover, it can
be used in intrggarteri-1 adnm nagidads on in the vaseukar.gmbolic therapy
produced by Kat0 et al for cancgr ¢ of the kidney ggd of {hg lung (Lancet 11,
479- 480, i nuous, and
in the case of G@%ihornones, rekgpeans 30 ant agonp¥t8, *ebc2, greater
.pI"@r/macoI ogi caly gff ects are obtgﬁmg han by dai hy, guksgt4le

- admiini stration, (4) Sipnce a drug retai n| ng substance is enpl ayed, the

wat er - sol ubl e drug can be mcorgor ted in the nicrocapsul e nore ea5|ly and
efficiently than by the convent b3l shandardeLEMt {¥cmif@se: Moreover,
tha m crocapsules are fine and nore truly spherical in conflguratlon (5)
"By varying the rate of deso tﬁmrlofeﬂtﬂhéxasm‘vént fromthe oI

 const i t Jhe repesthdadmipistset Lﬁr"'r‘ mal‘HE’s °&ﬂ at p P
t he séjaqfawgg bﬂheﬁweéagﬁ‘ ? ﬁ%ﬁ %Egiﬁgt e
a2k ofthél

_ OfJOdrmo% an

{oﬂéﬁ" m

Ki NG 6K el é i'f‘fﬂ) in {il&ké o900 1gQ 1-344 rﬁt&nt i2Qind 4@@3 thewritiea

EX anpPldaitdt o4£lms are rbﬁoﬁﬁ%&ﬁ@fbh&d%ﬂh&éd’n&bl Qﬂtréh‘tedTnAB-oiM samerzgé areaisécarsd the

T rats peicentages ofdrghdwaightsraathes td maosireliorganiwaights are qucqi!tﬂ!uTbar? lﬁqa@wsm em

t 0_t HEweby inthe groub of ratsgiven Noy Q&Z@'qume|°ﬂ|neswfbﬂs’§"§1'9[§ 'sf ko % *Vtaﬁ%u
171Ca Ll

. thi's A‘gﬁ-‘;‘f J"OP"‘!%“’Q%WWE%\ WE’Q t ’gq g§ &Iﬁ §’ 18

of T nﬂﬁg ﬁ‘oﬁﬁ%‘{ GM&' A
of f emrgal ?‘P ks sicle 818 f3uhc ffé Q&roc e fesGHalindiEh{E tHaP Tha YNPV—Q% 'pt t'sease

i

dur at j,QABSore'a i vediu&il%eliusmcfdrpa s&fF agtigapar ed usi ng |fferent
: 45cqoolyrrers whi ch are anong the 8 kinds of m crocapsul es according to

Exappl e 1, and of two other mcrocapsules (No. 039 and No. 0310) which are

- produced by usi ng TAP-144 for the inner aqueous |ayer in anounts of [err]

and 2.5 tines, respectively, but in otherwi se the sane manner as Exanple 1.
. Thys, using SD fenale rats (aged 14 to 16 weeks) which are confirned to

. show a normal 4-day cycle by the exam nation of vagi nal snears during the

" preceding period of at least 1 week in groups of 5 individuals, each of the
- 50 above-nentioned mcrocapsules is injected subcutaneously at the back of
the neck in a dose of 3 ng/kg as TAP-144. Thereafter, the exam nation of
vadfnal smears is carried out every day to nonitor changes in sexual cycle.
The m crocapsul es are admnistered either in the formof oily suspensions
in purified sesane oil or in the form of aqueous suspensions prepared using
" a dispersed vehicle constituted with 0.2% Tween[err] 80, 0.5% sodi um

- carsboxynet hyl cel | ul ose, 0.14% net hyl - paraben, 0.014% propyl - paraben and 8%
~ 55 D-sorbitol in distilled water for injection. The results are presented
~in Table 1. It will be apparent fromTable 1 that all of the m crocapsul es
..according to this invention have very satisfactory durations of action. 60
- 65 44 EP 0145 240 Bl Table 1 Duration of action[err] M crocapsul e No.

" Fornul ati on _ (days) 031 Agueous
[err] 105 033 Aqueous 19.0 [err] 0.6 10
. 033 ' Qly 19.2 [err] 0.5 034
. Agueous [err]123 035 Aqueous
. 59.% 7.6 036 Aqueous 117.2 1.8
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. 3 Weeks Testis err] 5.7%*

037 ' Aqueous + + 39.8 1.8 038
Aqueous 35.0 1.3 039 _ Aqueous

600 6.2 0310 ' Aqueous 19.6 .4 a) Mean
[err¥ standard error for 5 ratsEPRD E)qsezllmau'lal Exanpl e 2 The r'epeat ed
adm nistration of TAP-144 to male rats I n massi ve doses causes an atrophy
(decrease of organ weight) of the Ffahde genital organs due to densitization

~of the putuitary gonad system USI ng this actlon the duration of action of

" the TAP- 144-mTToTapsutes prog am e imslegm—'rhus 30
No. 032 and No. 035 picrocapsulé °§8€BP T‘nﬁ odgarr}l | @cl a6 i nj ected

" subcut aneouslflmﬁt t Ne* PRk of T eck of Sg rats (aged.g weeks) in

. the dose of 900 Jerr] as TAP-14 fter 9 4 weeks e I nner genital

~organs are negpypd fpge ¥ei gheg., 1Asat he.cogt,rgl. 7u«ptar egleq £ 8t 3+0h)the sane
-age are used and the percenta Qrgan_wel hts rel gtive to the control
SorgaM weights are c?iFg ¥aksd.? g'1"%e‘ fedul tsgﬁr%'s%tﬁlvn %6[ 172 n the group
~of rats given No. 08&mima&) oc#IS6l £5) .60 rmzkedlm.fif'er_esme tg.fldund bet ween
~oily and 35__aqueouse$ibeleil ati ons and a marked wei ght decrease persisting
~for 4 weeks ol gaBRECFe s Ne ey ght sog.tesﬁssl Agrgeked wei ght decrease is
al so,sobserved In the sem nal vesi c e a significant difference bei ng
“noted even at, 2 vveeR§°s‘H1"-‘=t hé NG * 633" & cPéc&psgi%' group, too, marked
- wei ght decr eases of sémifal he 39a5t: §.3md sepipal 7vesicle are found after 1
week. The above resuésscierdi cate that the TAP-144 prol onged rel ease.

injections &C nrs en n,ha ale sfactory durations of
' act\|/5n. 40 ?oggg 9%%9%; Eilgng’mg 2 Tgb'I% ‘?2 M crocapsul e

"M cFocapsul e No. 032!‘05“1'-e 97.M4o* 4@95 5 87 2:=5.9ne Ogan Gly
Aqueous Aqusessndl Veedg . aTestips 8o.s5 H8. 4+ 8.3**  57.9 [err]

7. 4%* 62.4 5.3**L@gi¢)e 10 Prostate 94.6 4.7

92. 25 9.9 8b.7 [err] 7.9 Sem nal 6/7.0 10.06 62. /7 10. 7%,

66.4 7.7* vesdcl tecotbigesTartliative to tha. drfan weiglgis ol @o®trPlost at e

§T2.0.30 B Tralad(itialea, 0. 3ank 58 g?-r(]z 7.87 vesicle 20

4.6 3 87.2 [&frd *51@IS'erﬁlﬁ&I’-flcegtSdléf?rence P<0g®ld fgom yesicle 25
- a) Per cent ages rel ebhvrol by Ie-tesgan wei ghts of control rats (untreated,

the sane age) A highly f#x?ﬂ]fc!aq&md glf%gggggc?ws P5$y Od) nf Ry cont rol by
- t-test. A significan ] erence (1 rom contr by t-test. 35
Exa le 11n 2.5 BY &-%®®b-aqueous gel atin sol ution prepared by
- ng(at 60 to [err]) is dissolved 200 ng of 40 TAP- 144 and t he whol e
- oI ution is added to 10 m of a 20% di chl or onet hane sol uti on of one of the
-7 different lactic acid or lactic aci gdxdphpi6é®! iCc acid polynmers (2 runs for
- pol yl act i cinaxs rdl afia 20% aqueiue gelbtir soiutipg biepared by warming-{at 60 to 70°C) is dissolved 200 mg of
. 40 TAP-—144 and the whoie solution is added to 10 ml of a 20% dichloromethane solution of one of the 7
U diffarent lactic acid or lactic acid-glycolic acid polymers (2 runs for polylactic acid with a molecular weight
of 50000). The mixture is ultrasonicated (20 KHz, 100 W, for a few minutes, the ultrasonicator manufactured
by Ohtake Seisakusho inc., Japan) to give a microfine W/O emulsion. This emulsion is immediately cooled
wih ice to cause gelation of the gelatin layer. This is then added to 100 mi of 0.5% polyvinyl alcohol
45 (Gosenol EG—40, the Nippon Synthetic Chemical Industry Co., Ltd., Japan)-1/30 M phosphate buffer {pH
6.0) and dispersed using a homogenizer (T. K. Homomixer, Tokushu Kika Kogyo inc., Japan, 30 V) (3,000
r.p.m.) for 15 seconds to give a W/O/W emulsion. This emulsion is quickly transferred to a rotary evaporator
in which the dichloromethane is desorbed under ice-cooling. After foaming has subsided, the emulsion is
warmed to 30 to 40°C in a constant-temperature water bath for complete desorption of the organic solvent. -
s0 The hardened microcepsules are then filtered through a glass filter and washed 5 times with 10 ml portions
of distilled water. They are then spread on a glass dish and allowed to dry under reduced pressure for 1to 3
days. The product is sieved through a 100-mesh screen (S:eve opening: 147 pym) to give TAP—144
microcapsules.
In 10 mi of dichloromethane is dissolved 10 mg of the above microcapsules and TAP—144 in the
s5 solution is extracted with 10 mi of distilied water under shaking for 10 minutes. The TAP—144 content of
the aqueous layer is assayed by high performance liquid chromatography (HPLC) and the percentage of
TAP—144 taken up into the microcapsules relative to the initial amount of TAP—144 added is calculated.
The results are shown in Table 3.
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of« 50000). The m xture is ultrasonicated (20 KHz, 100 W for a few m nutes,
the ul trasoni cator nanufactured by Cnhtake Seisakusho Inc., Japan) to give a
mchlne WO emul sion. This emulsion is inmediately cool ed wh ice to
cause gel ation of the gel atin | EPCO 14 SB ghen added to 100 m_of 0.5%
pol yvi nyl al cohol 45 (‘Gosenol EG 40B %E | ppon Synt hetic Chenical I ndustry
Co., Ltd., Japan)-1/30 M phosphate (pH 6.0) and dispersed using a
honogeni zer__(T. K.__Honmom xer., :Tokushu Ki ka Kogyo inc., Japan, 30 V) (3,000
r.p.m) for 15 seconds to gi ve a WO Wenul si on. This enul sion is quickly

transf err eqilGorapeiaeyngyaporatar | Bigh POIYRErdi chl or omet hmwgs desor bed
under ice-cooling. After foanLieritadid)si dedmolheweigHesi on i med to 30
to [err] in a constant-tenperglycsl iwptayidbat h for conplete desorptlon of

.the organi | e ha d m crocapsu re tnen r11x1eyed
throygh a gﬁ";"g‘s [ Itereé-ri\—fd] vvasw@}g times with Egé portions éfelcrjl stilled
'vvater They are then sPfead onl@P/f ass di sh and58P9bwed to dry Sudder
reduced pressure for 1ope 3 daygo,solhe product ispgeeved through g 100- mesh
‘screen (Si evwe—openihg—iditorr)togive JAR- 144 nicrocapsules 1n 10 m
of dichloromethane is dissolved 10 ng of the above mcrocapsul es and

TAP'444 in er under
~shaking for 10 mnutes. The TAP-144 cgpte @e aqueous | ayer is assayed
“by hi gh per¥ifirfarsuieqfiai ch pertakenge of
TAP- 144 taken up into the mi chE&gZu'Pﬁéd(el at iMod .t wed@Btiniti &%) anount of
“TAP-144 ad 618639 e shown in Tahle 2 A0 65 9
EP\Q145 240{&5 Taibl e 31 180 goocapsul e No.73000 70.4 gh
pol yrmer nvention Take ctic acid/ Mol . wei ght
(% glycolic acid Controf 160y d 100°899° 97 <0000
6.7,10 033  (2%00/0 100/0 50000 50D0®
5.5%023 100/0 034 100/0 50000 15000 1.9 154.8
M crocapsul e No. - i gh pol yrrer T keup
Lactic acid/ I\/t())l‘q‘.5 wei 9%90/51 (% glsf(98l ic acid ThP3- 8‘
- 031 100/ 0 035 8330001.3 19000 70.4 invensdoh 032
- 1000 78. .9 70.7 100/ 0
50000 1083 sz ? J’%%%0034 ?)?)76
15000 _ 54 8035 34.5/%91% 20000 6800 53.1
55.8 036 887,113 19000 4.4 0 36,
03715 78.1/21.9 10000 58. 3 038

- 54.5/ 45. 4 it will be apparen€fi&iTable 3 that when the dryimysiniwater téchnijlé Lind¥? tidaAeRBAdifidr3R
Tabl e Zatrieatouviibut Hetatibin\of th@-firdl -atj@dons talyerdEohitrgl) thel talléup raties &8 8810w didtb 617%
~ i s car rwheteas the takeuh catibs tpe tratriicracapbulbdigcchrdingito thigievantion arpes higb@s 84.010)71.50hdn
- takeup theyrepeatechexperirgents hy the sameproduction prospdureusing privieatic acid withiajnopleduisr weight
mi, cFoc A5 SHWQstha k8 uBirHigs £EP AMPY PRPEAPIPOn are as high as 44.0 to 71.5% In

~thesr epeat ed experinents by the sa Bmczt Il on procedure using polylactic

- acid wi tha, sl sGisbds gé(ﬁingbhtnéppmﬁira&% ihg 80 YHRC) Wdikdived 200¥E of TARLS {44,

. conpar al.Lsotdtisa lddadded wihbn Botd % 2084 i GiEhISrogRtiahe BolGMdrlidf polyIqRtie Bad GileRdige WL FANG
(604% 0 Hoe0a) pad the nelikthiee0is uialsdHicatedn tiie shAis-rishher dbanmpid Utd give a fin@'dWi® dmulsion.
hot to Swpg@md ﬁmﬂloowﬁ%talqams solutien ofrglesara hmeac pxteacted mdth(iambpfag@'mmethme

. 45 5od fQ’Pfé° '§°¥%"‘-‘e¥°t‘ r5c9$”¥-n? mb d the oFgan

R o it L T i

aforenmt,.b.sgg,g m,qgnaloy;ator m n. he organic Iayer I s added

to the enmhen, @a iNEpict] WV, erkision) |sapr§ﬂu6d hrlcaabe orgdnit’ soVEhKi8Idesdrbed to give

m Xt ur ETAPS-18¢ aitrechpaitles (Microdapsie Nat 031 B. lnnliditiongn 3% queokip solGtidroefheiman serum

+ Ther eafaihumin ip 'rw otﬁaubz%aﬁ!tm nem%wymwwmwm thecspme msnnesay a!wvm@rnrepare

~ confuct™@i14f mm i Lion mxture is sly
oo g e T b e

(PH 6. Giam e,Qo aSsvss the lBbARIBA seof epraidnged fiidabdiprle

.. organi ¢ SqhefBillsiave sHesenteaasiTible 41t Wall be seen that their actions last for about 4 months mdncatmg

60  that these microcapsules are satisfactory prolonged release preparations.
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TAP- 144 m crocapsul es (M crocapsule Ne. 0311). In addition, a 30% équeous
sol ution of human serumalbumn in lieu of said 20%gelatin is treated with
gl %r al dehyde in the same-nmanner as above to prepare 55 TAP-144

- mi cMécapsul es (M crocapsul e No. b 5 Lerocapsul es are di spersed in
purified sesanme oil and the di spgggiz nlz 2Q5rggut aneously injected into

‘mature fermale rats at a dose of 12 ngTRblesd TAP-144 in the same manner as

- Experinental ExXanple 1 to assess the durations of .action of the respective

prol onged reheaseg ratlons The results are pr %@ggggg Le labl e It

will be seen,tRaPeth |r adiush setaiging cnbstiaoce 4 MRSy i N |ca |ng 60

t hat these mcrocagsul es are satisfactorv prolonged [ejeasg preparations.
65 10 EP 0145340 Bl Tabj(g 4eYagiacapsul e Drug refiaizni ng subst ance

Dur ation of act Lerr No. " .

(days) 0311 69? 0% g:}eq thiuﬁ\an serum albumin 114‘8>I4§’8312

30% hufan serum al bum n 17148 5.9 10 a) Mean standard error for
5 rats 15 a) MeanbXagpand3drd nes®mi of

. di chl oronet hane is dissolved 3 g of lactic acid-gl ycofPE acFtgopol yner

. (nonomer ratio: 88.7/11.3, average nol. wt. 19000) followed by addition of
-3 nl ob a 30% aqueous sol ution of gel atéxamp@izssol ved at [err]). Then a
“.soltion of MW ngot)tﬂlcrb_mmmma plged 3 ig-ohdact l@a@d-ﬁlchﬁh@ lémpyolvmfﬂﬂp[nempﬂ ratio:

~“D-Arg[err 7"1}3 AYQ& EP'BA 1ad9'?' of 3 day 9?@3 %’f""
ul'trasoni - aﬁ%@—%@? is lﬁ 9% gaa“ %rﬁ ureé !ﬁtr SLS%E glaafnhe mannge}ﬁ‘gs xamp!e1

u
Thi's em“ @j.@af ﬂ‘ﬁfl ater-cooled 0.5%
vt e -€og, SixiaH L GGt HlEdngl! THon. KRG MEHimathd-eN aesoT&e-man RH antagonist
- di chl or Ol’mkhﬁﬁtﬁules rétoeédRdhdstind i ra@E;aﬁwlu st m crocapsul es recovered in
‘the sanme manner as Exanple 1. Exanple 4 25 In 2.5 m of a 20% aqueous
sol ution of gel atr repar ed at [err )EXﬁ@pﬂr“ssol ved 500 of an
enkeph?al

Pat ent Bﬂ %:Z'E'é - yr- ded q‘@si& utlon gtm% ﬁ c,IO]A‘}E ;ept:m

~solution d? hid? ‘f&‘r’ir%%vo% upVWx -th

~ The m Xt Wnfuldién. lBHJe %e&er,rgedmmrﬂdw & AFRBr mﬂt@@rupaﬁ\ way:taﬁ»cogbwmoam
- W O erggl sphasphatdtilafer ipB®:03 a0give W/O/MM @inudsion. SrhﬁarghﬁlcEdWédﬂ&rthmdseﬂbeupnddﬁ réubdd
pol yvi nyl predsemlin ratdrg @vapoBiorphd dieimikterdis whemed frirh Be-Ggoling ta@Si@ard WieD/ fygming has
enul si on.sulpgidedsy)it amee%mrwhta 109-mesbrscrden @nd ditergd drpugho g éase) fi bﬁretegiveeTA'rﬂa%

rotary eﬁﬁ% mxt ';J‘rom ce: d
when foanin °f v oge n?jb:ﬁﬁ %% uao:; ::d
filtered {obJ SP;?E %‘/ H@&r%s%%ﬁﬁ@%? vlggg?.ecdr whv::h is of :

- M Cr ocapSieé:stitLied SusPeREldt §fe 3hEtheR f%mdhmsww‘h; o a*re :nsrrrzwaar& of
~distilled water and di spersed i n a mxed aqueous sol ution of 0.2%

- Tween[err] 80 O 5% SOdI um car box rreth embletﬁ ose and 10% manni tol,
f ol | owed b t'PB° ’Pé!sé‘B!SQQ Faf“Fsdﬁ VUW‘G'T%P'J 3nd

- 39Q_wmhi C onals g)trwta |ve a ’n un r lce—c:cihg
lasts i n 530 %r%ﬁi}y rocaps Qs@y { -mterferon
sol ution g prepare er | S d| sso 2 2 billion un|

y-int esfer orrhaasbvb Iﬁﬁcrsdpuireme wsmid dmﬁhat withQo i porﬁuoﬁs o’&(a%ndw)hiteram&ﬁipma in 50
- sol uti on rof ofpoiniled Gqueous solutiém vEP.2%cTwaeh® 80,0.5% 30410, caiiipavmethileelkinse and 8% O-
pr ocedur esoghitol-nathh MPQ"'PES qfé'l'q ‘!ﬂ&!d"qf‘oﬂ F'&@'bamwf@ W‘é?fﬂi"s peshfrepRereried. The contents

ice-cooli g“’re'ﬁ‘g‘!fé" Epet (%t“‘q ter forginjectian eantaining 4%
micr ocap mtgl §L¥e’°§} 'Pn‘!“é? 1ae SIPNAPT FY2asp SiNiegion geaining apgut
above r‘ﬁcrocas esaewase mes with 10 nl portlons of distilled
~water and drspered in 50 M of a m xed 4§ solution of 0.2% Tween[err]

- 80, 0. 5% sodhum st BrRtEdRIIN afedissdived S00gl oY iReticRbM tHymic B8Er dT81 H-Glu-Ala-Lys- -
portions 8ér-Glhaldglig-Ser-AincDH)and 760 my bf Kuth&tseruth BIbgnaS Snd/tha WhioR3GIution is added to 10
- freezessdr mbdf a fichloponethane solyfion earttaininglB gaefdaatiz taei alrnemxtqpowmr $peram rativ:
1 m of d?% '?H uerm'ep' 510009). Jbemdwrdbhfmmwrn %%&remngen--génﬂaweﬁtmaparea

By Q"rﬁr?"’%g‘é‘gdgr@ 5 % b m%% e

distil éoeda%ﬁ‘sfsdﬁftfon f ol a@th@ so rlfed% ;Nme 21510§
- H G u- Al agivy e wWiow Firlajly, St B’Bﬁto‘i%ﬂdmte product
al bum n, mintlodabmlammé ece\almt ion i s added t o 10 55 rr1 of a di chl or oret hane
sol uti on conthimiciegarsulgs tfus obtained agecdisherded iR of atthe smPleywemg (redivones the one
ratio - used in Eamplé 5 and 2 mi portions of the dispersion are distributed into glass vials and freeze-dried to give
' a prolonged release injection containing about 15 mg of FTS per dose.
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78 1'/2}. 9, average nol. wt. 10000). Thereafter, the sane procedure as
'Exarrpl e 1is followed to prepare a WO enulsion. To this enmulsion is added
3 r’d\pf a di chl oronet hane extract of 25% aqueous glut aral dehyde (3 m) and
the reaction is -carried.out under gpi or1 § hours. Then, 3 nl of
et hanol am ne i s added ‘and the m xture |s er stlrred for 1 hour. This

W O enul sion,i ue into 100 ni o ? eous tion of .
‘pol yvi nyl tﬁ‘)rg‘ f‘\%ﬁ’ %g‘ﬁn‘fﬂ Aﬁ) ya'ﬁv%m @ "E"H'@ %%vﬁﬁﬁ?@ﬂ“‘ég citrate of a
--Exarrpleltogv IpYying esolvent is renoved in a
rotarygevapor at or and the product crocapsul es are covered. . The
mcrocapsul es thus obtained ap saf; Llclo @f [the same dispersing
medi um as the one used in Eanple 5 and 2 nml Jortion t he di spersion are
distributed into glass vials and freeze-driam.to giC 65 a prolonged

rel ease injection containing about 15 ng of |FTS per doge. EP 0 145 240

Bl Exalfple 7 In 2.5 M of a 2% aqueous sol p#l of agar (liquefied by
warmng at [err]) is dissolved a citrate o _gljt hyroi d hornmone derivative
"(DN-1417) of the followng formula: [ERR] 15 This solution is added to 10
.m of a 20% sol ution of polylactic acid (average nol. wt. 50000) in

di chl orsonEhizasitutiohhie adided W6 @0idl s kadth s@luiidh bhpolyaci: Sad Neerage maiamal 800D0) in
to give adshBremethanieofihevmbaure iiswérked bgin the seee sednerasExample(Y t/giveus W/Qemuision
“under i ce vghl 'lsrf rthqrumeﬂels d 't'Wea 8\" iegnulsisinyunder jice qogling, dinally @P\Pégm Vet is
m crocapsu?[j Wﬁ‘g e ”recovered by f Lol th
l};ﬁ% e g {@m pre g jﬁ&:g it
areyille Burts noesftm@nm h.t;nh tﬁh

i nj ection contalnlng about |ch i's used

reconstituted suspension. Exarrpl e 8 In Iﬁambleef di chl ororret hane S

‘di ssol ved 2 & ¥¥ml ofcdi¢htoromptt) dissplved g @f bsmc}dwdvc ln@qdmpolvram (mongl;%er ratio:
'54. 5/ 4%. 554 E#a mmO' 22% °"“P05°Mi°§' (gfgae glptiny salpiign
~agueous géP%fP"m gn i) é;g;g gk i DAL DS r?ﬁé:l’ A" ﬂ"&ﬁ"’ﬁ‘eﬁf"%‘v‘p In the
war ni ng at™ Byl Tt % Ei% ﬂUﬁ mﬁ%@&ﬁ yfbo'rnemm.a%ona PBle pAuct
Exanpl e 14 @ké)\l %% ;m::b bida :Hib&kﬂ‘ééfﬂﬁi‘rl Sbo &f (RitcHIEiH € Whith6s Fe'c@ffiuid?ed.
vacuo snd sGépemsion toi agmiistatdd)0- mesh screen 200 ng of the product is taken
as a prolonged rel ease injection containing about 20 ng of mtorryC| n C
which is a reconstitut ed 30 Susp ensi on fEewme!elﬁl ni stration.

20% di chl or oﬁ%?ﬁa é" ‘1" B sfq'q;c%ﬁgfvme(; atlo 8319,
‘(monormer °’“9 '38 out %l'a ycm
aqueous ge,[, qu ° on mm tal n n 'séu nyC| nosulrare a? ve

by warmi ng) . tHéi8 n‘ﬂ%r&&aﬁ&ﬁeé a'ie &wdt.nescu%ﬁ&asbeupadarasbh@&mrmneiakﬁas@@mah@ea :
1 to gi Ve retease peshasatibe Sontdihiag absut 000G gerasmadie ful lus€ss 4 Fecumtitidedsidpérisined, o
and 350 ng of the product is taken as a proI onged rel ease preparation
cont ai 1 ng about 100 of gentanycin fBrampieths a reconstltut ed

su‘s-pren si on 10 ml of dlch oromet ane is dlssolved 3 g of polylactic acnd (ave dby ° :
B S b i s S e

15000) foI | Tion of 3 ueous ge atin sol Gt ¢
4

cont ai wé ng Qroum:tssmqfersb&mdnqea&kl&.ea&m@neé.a‘ataaa vi¥islate ffled with 21y pehnoagdlfme
- citrate. TBhetogivd alpelorgedvosibasd injgctipm fdrlacreeansaturainuepenaion icuataining abol03090 weits of

ni cr ocaps Wlaed coaghlation faptar Yiinedercyiali s di spersed in 20 ml of dispersing
medi um and vials are filled W|th 2 m portlons to freeze dry to give a

pr ol onged reln %?of rgﬁcg gous rm solu o Jh'gu 1ed r?nlilé nsonag?nto%%

about 3‘8003 bt 13 pbedtb 46 thi P4 355, ifch nmﬁt@ﬁinqro« lid of thexfe AGH-oWe ¢ acls 78'9_ 5
N 48.5]dverbige enul. 430 Z0QOE3. ikl Rhé inixturd & Work&lug inlthidiéa) n"| il 1 t0give

d| ssol ved niicrgcaphulsdl | pyr| ne ‘and the solution is added to 10 n1 of a 25%

di chl or onet hane solutlon of lactic acid-glycolic acid copolyner (54 5/

45.5, aQ/erage ol vvt 0000) F| naII >!al'n\ip'*rﬁ%dure i s worked upin th

. same mann r %fqupu rmmg) is dlssolved mg of morphme
Exanpl e 1 ot gnd e 'E%t ?ﬁ | 4
is dTP ssol \;@3‘,‘%}% goo%ﬂq%ba ydr gglﬁ Je (Etr% r‘;ol utf{’lk)on FE)%% %ﬂ
10 .

M aob a 20% di chI ororret hane sol ution of polyl act Ic acid (average nol.
wt. 15000). Thereafter, the same procedexsenpdesiExanple 1 is followed to give -
prol onged relf\eéée\‘mﬁ(?ﬂ%cmwsese'#tmrsqm cadliquified BOwENmingl| i disgolved 150 mg of sodium
dichlofenac and the solution is added to 10 ml of a 20% dichloromethane solution of polylactic acid -
(average mol. wt. 15000). The mixture is worked up in the same manner as Example 1 to give *
65 microcapsules for injection.
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1p 2.5 il of 20% aqueous gel atin sol ution- (Iiquified by warning)
di ssol ved 150 ng of sodium di chl of enac and the solution is added to 10 ni
of .a 20% di chl or omet hane sol ution of polylactic acid (average nmol . w.

- 15086) . The nixfure’is .worked uEPI 0 148 240Btanner as Exanple 1 to give 65

‘microcapsul es for injection. EP 0145240 Bl Exarrpl e 14 In 2 5 m of
20% aqueous elatin soluti on I [ CIlt,IP '(fff ;f "m (Ilvte 9phe i
b e
ek %ﬁﬂw Ly 355 q.:fees@,gg

m xtsur titrdchpsuldS fSranBctidRNNer to give

nmet hyl ep e r|ne m crocapsul es- for |nJ ectlon Exarrple 15 In 3. 0 m of 20%
.aqueous gelatin solution (liquified Byamgle 8 ng) is di ssol ved 1
‘chl or opr oire30 mé ohi30%% eausious gelatin sah'@lon Higuified by W@ﬂ"'f‘%’ iy digaived

id- I
di ch or'Uﬁ@PHaﬂ@ QM\D@F‘HH"%‘I':QP rd%%%g cighier o B‘hﬁgﬁa gsgﬁg magr:,ecroa::
l e 1

_:_.(88 1%"?09 |9gg§hﬁd comaine fe s

manner Ive c orproma2| ne och oride m crocapsul es for
~injection. Exarrple 16 In 3.0 m of 3@%@@&@& n (dissolved by warmng) is
di ssol ved ib8lo iy ofd0% gélstinidissotadd g vasmingpis alissolaertis0lrbg of grislinsd methaoesuifgnaelsret
‘10 19 nhe ediution39 Adadkdah 10 mu o &30 %cdichidratmiethane $olutipntdf dactie peid-glvgelis| acid cqeplymer
copol yrig8- 12178 aygrage ol wg.HORQN The mixtyfe is Mpnrprked pcn ﬁ'i'%ameem?@ef aeframplecbtp
up in taie rrigdinol W&Iﬂﬁé?s”!i%"@@Wff?s@p"l"ﬂsémdf“?@"‘ﬁr| di nol net hanesul f onat e
-m crosapcul es for injection. Exanplegls, &91 Usi ng 600 ng of
chl es di az ‘%B%'ééf iy 8¢ Mbl@fépgﬁde F\WO&?\‘&Q@%E Prétbdlzl AFPkdingid 11 $s foRbWauRgived
g|\@/m,ﬁ,e,q,@§@,§u Exanpl e 18 Using 800 nmg of netroclcpranide, the
procCedure of Exarrpl e 12 is foI | owed to give rret ocl opr am de 25
“mi crocapsul es for injection. Exanpl eEs®mpleitdg 1 g of i nm pram ne,
_proggdur e Usina 33 msl of metropispiideothe PressdyP PEEXARRKt kﬁw’? frlloped F‘b%‘é‘fogm"é?pfa&’de
i Nj éct i 'Birocapsules S MNeSt9B Usi ng 750 ng of di phenhydr ani ne hydrochl ori de, the
- procedure of Exanple 14 is foll owed I'F_Qa,gb,gegdl phenhydr am de hydrochl ori de
mcr OcapSWsﬁmﬁ 1fd)6f u'n réthink QRe prdeedure of Example 15 is followed go give imipramine microcapsules
. Exanpl eoPihjeklidrilg 7 ny of eti | efrin hydrochl oride, the procedure of
. Exarfpl e 15 | S foI I ovved to give etilefrin hydrochl oride m crocapsul es for
“injection. le 22 40 Usi ng 3@83 669 propr anqgl ol “hydrqchl ori t he
procedure LI§ r'r'Eﬂ gf dipheng V‘I’GTI"S\MEFW Bﬁpb\'ﬁ 5P‘a'ﬁ9'&r166‘h gy 16 give
i croca‘fj%'lﬂ"@éd'?'ﬂ‘rd inKfraehiprisle. MiESPSTRSYIES 'IE‘I"H 250 gy of oxyfedrine
“hydrschl oride, the procedure of Examglg, gzlls followed to give oxyfedrine
45 hydr 0@j3ingrisdengrof 6MeMR IWiRShIMYe, tHY .ﬁsedaore offes@mplec152i4 fbisdwag 13 Yivenailediin
~ pent ol i tydtginlotiBe mpreapslitldsdoohjetticanpl e 11 is fol lowed to give pentol onium
~mcrocapsules. 50 Exanple 25 Using 1 g of phenformn hydrochl oride, the

: procedure of Exa le 13 is fol | owed Ex2MPe@2phenf ornin chl.ori de
m cr 8C a gmg of propranolol hydrochlonde the procedure 0 xam g fgl ugl %l e 5
X Ur]‘;a"ﬁ‘?ff’ggddw woshR(ioR MisRcPPIYes (9 dNi8FiSCedur e of Exanple 15 is fol | oved to

‘gi ve sodi um heparin m crocap_sul es. Beasmpie 287 60 Usi ng 400 ng of
adr enochr Qg P80 ARI5f BRGstRING B diechIBRidB ARE frokédaredf Exarhple 1Pisdaliikiet €o give dxytedphe
;12 1 ¥ fieidreneddé migocapsuadrfenioebtiomne nonoami noguani di ne net hanesul f onat e

~m crocapsules for injection. Exanple 28
Example 24

Using 300 mg of pentolinium, the procedure of Example 11 is followed to give pentolonium

microcapsules.
50

_ Example 25 .
Using 1 g of phenformin hydrochloride, the procedure of Example 13 is follcwed to give phenformin
hydrochloride microcapsules.

55 ' Example 26
Using 2 x 10% units of sodium hepann the procedure of Example 15 is followed to give sodium heparin

microcapsules.

Example 27
60 Using 400 mg of adrenochrome monoaminoguanidine methanesulfonate, the procedure of Example
12 is followed to give aarenochrome monoaminoguanidine methanesulfonate microcapsules for injaction.

Example 28

Using 800 mg of isoniazid, the procedure of Exampie 16 is followed to give isonia.id microcapsules for
65 injection.

13




wird

7. leapse;t nach Anspruch 6, worin das Verhaltnis

Usi hg 800 ng of isoniazid, the procedure of Exanple 16 is followed to give
Jisoniazid mcrocapsules for 65 injection. 13 EP 0145240 Bl Exanple 29
Umgg, 750 mg of prednisol one sodi um phosphate, the procedure of Exanple 15
s |l owed to give pr edni sol o aw?@%o?fat e mcrocapsul es for
‘injection. Exanple.30°5 eval | orphan tartrate, the
- procedure of Exanple 16 is foll ovved tanipte® | eval | orphan tartrate

mcroc apsld#mgsﬁoang iof predbisalone, ﬁdh:mhddbhate, thé proedure bbBgatble € Bdsibwed to give

m cr oc BfF9F@oneadium plospnatel micticapgulen fepmisction. a wat er -i n-oi | enul si on
conprising an inner aqueous |ayer contalnlng a water-soluble drug and a

| fremplesd
| Séf%famﬁfﬂ”s“@ o QOABRE L0 RLProsi ot REe, BORFefted % Gl llermye,

-to a viscosity o surllot Iovver than 5.0 Pas (5000 centipoises) and finally
.Subj ecChings t he resulting enmulsion to in water drying. 15 2. A

~microcapsule as clainmed in claim1, wherein the water-soluble drug is a

~ bi 01%gi cal I Pealenged nelepsmy ?Q!ESU“B witichriig pradugasdu by peepatingianwetei-in-aill ermnutsian
wher ei PR 36' f i"é‘E’g ?&j{’ sﬂﬂéﬁf ?‘?r&gb'?‘é’ Pg; g ot ":I‘Q' :‘an"ce;hefefsf
._Ser TY?aé %‘l@ 5"3@: aQrt : # sj( mes s)ngt%l?vr al‘;é%)fael%hn ‘tﬁf resuitin ?erﬁﬁ%%m

compound 2 5\ nﬁkréaaﬁfwapwlneedaﬁa &éuw ﬂﬁwhdran anawmeﬂsoIM@rdﬂjw.stéﬂs.o%tddrﬁbamgh
. ol ecupaypepideght conpound is gelatin. 6. A mcrocapsule as claimed in claim

1, wher eidAmiierogap Bgm claimbd inzheire 2i whqrdrlettmlbioldgmpw adtige polyreptideisthyr)Gfu-Hisdtg- c

“acid arRfTyr-p t!%ﬂr%‘ PEp-NHGHs. 7 m crocapsul e as clained in claim®,
wherein 4nf$a ! we °qp’ﬂ’f° PS¢ ﬁ"lf’dafelcff"glkfc‘!’ﬁlef%" itsj ¢rug getgigingsubgtancy 'mac'FQS't':"abB'll‘e

~as clail I [ [. S Ui dified A
- microc m%g e as §+£{Trr%sd I n gl"gc'%n a mﬁe@am%ﬂé’ﬁ%ﬁ%&b@@m@& arr‘fv@t'getc?mp?""td s
200 [ err ]e. AMicrodapstib Bo¢laifriel lrpélﬂﬁku(;wn&eﬁl thé ﬁﬂlﬂﬁé}%dbitﬁ{ceﬁﬁtﬁe B RYEGAPSIHofy ik

. wat er - ¢fdéaibled andiglyedticabidconpri ses preparing a water-in-oil emulsion

confdri si r?gAawcnomweaqabm ih glpisn 6cwimerain thegtic af ldctivacidrg!yolicddidisd5ieg. 30
and a dr Ar’@?’&F?ﬂsH agﬁhg'ﬂ%eéatmémh'wmamnm aGPQOUFéBYeT'SGQM'%ﬁdm ng a

pol ymer gg ool r‘i‘é i"i‘ﬁdc'gﬁ l \q r|’°"§'6I“P"cﬂ“|" ag%ff"d eous | ayer
e e e
S ubjoe Cindng; d\%ta“rﬂ ktGSceQW PG}%ag\%ul'lﬂe ln %

=M kr oksjgielingdaid M66r| dqueistiser for £ViscRbiBUGTGot Mﬂr fhﬁﬁ 9@%9@0@0 Wn'ilgolsésﬂ ‘E
- Vs s ersubjectitig- thamdsgltiog emuis@nad iretvatet dgingdi € ei nen i nnere, W sserige Schicht,

.‘die ein wasserl 6sliches Arzneimttel und ei ne dassel be zur Cckhal t ende
“ Subgt arsteewnsiiricheund ei ne Ol schicht unfaBt, die ei ne hochpol ynere Substanz

~enthalt, |e enann.te or.e WIS hi sk shiuision
von ni ¢l e?%f ?’ '*295%3 g WE& g (%3;&& o ﬁ@;@f

'eﬁthgﬁ' Bpele ah bEHPRlMERE SdB%ta &Rl dann
unter W@re ddRand srigeisapicm aufmsbvéfb%nstush nitht wédigeRals 8,9 PaR$5000 Cémipioizhae
T AzpRi Rbddickd o&drnvéﬁe@ilglgwﬁd: fundi sckheliiets dRo levisepters EwmtlsioB. ddyvl Trodinaps éb Wasser

o Anspr uehtefworfeorwird. das bi ol ogi sch aktive Pol P/ rcgt i d
- (Pyr) G u- i Mtkrnkgnssbﬂacrwnseruch 1. wog_dag, yaspesiop newe'.ege biojegisgh ¥ ERAYPE:|

nates g ?@5% Ao b ATE A Tl ARRTEBob & B PR B

~ Anspr U a%h 'Aﬂ&dﬂiéH ﬂ%rl}ﬂ(@ﬁﬂd&m"ﬂhﬁl zhﬁﬂﬂﬂﬁltWe%kﬁﬁﬂam Adtlirliche
Cel at i vgrbirdung it hohenm%knahwemhsmach Anspruch 1, worin die polynere
. Subst anz b.nMikeskafdet @hchc Abspeiah Oopoﬂrynernawhcﬂm quhsmmgemuri@h@y&'olesvlangewicbt

|
75 5 ok Tﬁgfﬁ% ooty ‘ﬂ?fé’bﬁ"a@ﬁ'vm"e'%%smar'b"?'r#iéﬁ"&"ure yer von

§€P¥lég\er von
 Schi chi® M hndilis ONSREMNS BikolsdHai78: 2854
dur ChSCh“b SR rééh nﬁ%&e 35&|bﬂ§ehs§5%c:rfsestnéﬂst Verfahren zur
Her st el | uggvuﬂidwﬁse ﬁmlﬁitps@h Riclrin\deF BiretgsRhnifiichb Dafch legsen @ bLE0O (et bddast. S

el N8 was servestahied hsn Hérsmilengrieinbe Mikrolaipse! anit vetldpgertar tFosisptauing aauf der Basis eines

VAsser wassedidsiiehen drzoeimitteis, das digiZoberpitungi aines Wasser-in- -Ol-Emulsion umfaBt, die eine innere
wasserige Schicht, die das genannte wasserldsliche Arzneimittel und eine das Arzneimittel zurickhaltende

Substanz enthdlt und eine uvine polymere Substanz enthaltende Olschicht umfaRt, dann die genannte
innere wiassenge Schicht auf eine Viskositat von nicht weniger als 5,0 Pa.s (5000 Centipoise) verdickt oder
60 yerfestigt wird und schiieBlich die entstandene Emuision der Trocknung in Wasser unterworfen wvird.
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wasserige Schicht, die das genannte wasserl 6sliche Arzneimttel und erne
das #Arzneimttel zurC| ckhal tende Substanz enthalt un

Subst.anz ent hal tende O schicht unfalt, dann die genaﬂrll“lﬂ"'“'ﬁl lmfuiﬂﬁ
Schi cht auf eine Viskositit vonER dhild5:24 eB1a s 5,0 Pa.ts (5080
Centi poi se) verdickt oder 60 verfestig und schlieglich die

ent st andenBingMs0sheBf sHadniddisHakeauieh Mbs;%/ﬁé\ig o HRLRLIO feROmie18-is AR

Exanpl epragnidiinecpodiion prpspifatemeebtapsaleaiér isfaetioim Pnosphat e, - t he prog\éa%m %
Exanple 15 is followed to g| ve pr edn| sol one sodi um phosphat e mi crocapsul es

for jinj ectd | ]?» i fyamp@ 38y of | eval l orphan tartrate, the
pr oced UhSra E&QX ng 3f ”ﬁ'gh?'bﬁaftmﬁeéf“’t‘ﬁ%ﬁdﬁ;'@ E¥arple 1B frfAliqwad:te give levallorphan
m crocapsu es or '] ect |’8ﬂ“ Cains 10 1. A prolonged rel ease

m cr ocapsmse, Which is produced by preparing a water-in-oil emul sion
conprising an inner aqueous |ayer containing a water-soluble drug and a

dr ugor et ailniAngroiuniged aelesset mieraehmsuien MhichNis Oprbducay &y Frepgridigna Rehtét-iflb@ emulsion
pol ymerconpsingarionenagugpus !ﬁveﬂ@nﬁamg'ogmwam}spd:bfeykmnSadeg rataihingasq baants therefor
to a V|a§‘8(i‘§|°d aysf copspining Adtish pplymes sybstance e thickening posalidityingsaid inraaadugous

subj ect ?yr?rg [ oy Pﬂg’lﬁ’l Pty thanSi 0SS f58°9 Gentipaises) agd {ipsily subiscting thezesuAmg emulsion

m cr,ocapsyl’ erein the wat dru

bi ol ggl a} X e dactqfav@u Eg% %@B‘t%h 3’@%%“ ! 'E? oﬁ‘gpsﬂ?"”é@'%‘?’é{? r‘r?aa Bigjo gfﬂ'yrﬁcﬁve
wher ei n tbeuaicadce uleds|clairdéd ih Y8 is-
Ser - Ty rSeDWrEﬂJieh&ugAngsdgkéW-Bﬂ;lg[ieTf‘? wg@mthgﬁok&z\é@ég’a\?g g%’gub ngl_gsgPyr G TrF

-claiml, fhareicmcagseledasudpimed an Heing 1Swbarbianee dhgy Graviid sabstdncg s mb&@aﬂh&ﬁh
wej_ght %?Pﬁ@uﬂﬂ'ghsquw tocapsule as clained in claim4, wherein the
nat™ur aI oft TEIPERPSYS 25 REBER ‘ncRBct ehersin gemtqrﬂ high mA'eﬁvlerrweaptsmmoaed is

cl ai e ubst ance | ayer is

-copol yrgera%'l‘fr g,{j’ UImecqgﬂ%g%%ngﬁ&vymrem ﬁ'a polyger s"bs'r%"ceA" the, ‘1"6%"3 ?Glcgp%[gme'
claizeed i m & r&aﬁsulmaahiadw&auﬁﬁé whePfn thd Gdtioor fekidladd: Y501 GeidGl 55.55
75: 25. 8. 8./ mics@pas b8 Qaified @l AhiRET] whereir b Minbs a(WESt'iﬁlh%rtlJﬂ'ﬁ)hH?ﬁQ@r aqueous
| ayer is 80t mitirdapshle 8s claimeil o7 d@iens whereirsthe lacéragechiarnsted iai2me 200 pher ei n t he
aver a e di@Aerethod for EfOPBC"ZQ)ODP[O&ﬂBQd rele@se ricrasbdsotd of B epsaalble g vehigh cirprigesd
r el gas@SFPERDE 1"é°'b$m\7\/a'f>eﬁoemm 3 idrergautrus feveuraptainies syid wetarsoigbla drug

e 5 i:g AP ol fhecaforgn ﬁ"?'Hmﬁv aqge'aag plyies sustiaes, Henickents o
wat er - §g£ 1B ool MGt ° aé.qg Hde ?ﬂigﬂ" Ers AP epftpoisarl 2a figplly
| ayer cont al ni ng a po ymer su stance t%en t hi ckening or solidifying said
i nner  aglSRbmptiekg’ to a viscosity of not |lower than 5.0 Pas (5000
centspoi ses) and finally subjecting the resulting enulsion to in water

drying. . 1aMikrokapse pritodi@ngited Freisbizuray ajpsergesistit wied, lindegesite Wabseeins@tEravigion
di e her yosreétiwirdagie dmem wdelm \eésag-mwmdmewamwpm Aﬂmewe?'weﬁ eipp F’EFSG'BP e

ei nen |Wﬁtﬁ|kéa"°m’°s§‘m eine ‘ﬁfh stgn?? hqcppd rgm alt '
ei e’ da‘%‘%@ (:?d’r"b? |g SE"EH l«i}% ";%}80 %:né’ﬁgp (ﬁ% °S°’

dine ein st anz en °m5t " enannt asser
wi sseri ge rsmpsatﬁacﬂwepr\[ersk%w aaéfaessenm&hevwaha.armabm BioidgiBeh &.reéaee
Cent i pOPﬁwﬂ)epnd werdi ckt oder verfestigt wird und schlieBlich die entstandene
Emul si on dizMikrokapkal inach Anspiichsk wolis das biologlselr aiaivé Enlypentid (PRIGIdHis TR SpBBIr-D-
nach"Anlsp-lLenehrglPrOMCWsMS wasser| osliche Arzneimttel ein _biologisch
wi r ksames PHikrp 'aas;* @aghcAnspruch V(P'dy’kéfpé:’é? Aﬁﬁﬂﬁ"‘l&hé‘ﬁ\‘%ﬂ"’?de M%‘W’G&&e natdrliche
bi o Ogl g?{ﬂ‘; 4 '}?ﬁ Pt” ns{arucgpﬁaokl e natu IC e %ﬁIb BY:F\ Q:"hh hem Molekul r%ewacht
ro nac \ | as

| eu- Leug @%‘9‘} apse nsp uc wor i n
Arzngi m M.&uu&g&h@kﬁ AR AU WoRR ZiEhpaEmEra igdbithGh leMOIsbhitid WO CHidlyrhg Rem
Mol ekul m;gem;@hﬁ\dlmicols&uehétkrokapsel nach Anspruch 4, worin die natOliche
* Ver bi ndungr. Mikrokeple mach\VBhspkuth & gesin ddst VedsiiaisiMilchsaure: GiyColsaure 25:29skr okapsel
nach Anspraidtikrokapeeimach Ansprysh|ly wemled'smtawésswseo%h'cm‘?ﬁfﬁ 13‘ e| n Oo ol y
“von M | chshitsokapgel ce Arspishd, ngvn dqr dugg h W

S

95
das Ver hal “0’? mrF Hnetﬂ?rém@gcgj ie ubereltun W ar-i i r %ﬁ%é c?gr 3?::;:::

Anspr uc Sfe thf V@JJ o4 arinsimited) zurackhaltend
B e T I L P R

. 200 pm Rablelvelsserige Schlcht auf eine Viskositat von nicht weniger als 5,0 Pa.s {5000 Gentipoise) verdickt oder
60 yerfestigt wird und schiieBlich die entstandene Emulsion der Trocknung in Wasser unterworfen wvird.
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.' S + 10. Verfahren zur Herstellung einer M krokapsel mt verli ngerter
rei setzung auf der Basis eines wasserl 6slichen Arznei
i ub‘irdeltung ei ner Wasser-in-15-Enul sion unfaBt, die ei n
ch=¢ht, di e das gehannte wasserl 6 £ ttel MH m im”li
#Arzneimttel zuruckhattende SubstaE!:l qﬁgéﬂﬁng Line ui

Subst anz e thal tende A schicht unfa: St, dann die genannte innere w ssenge
{Schicht au A8 ositit von nicht weni ger als 5,0 Pa.s (5000

{Cent i poi se) V‘? érﬁgatpstga[ ilbégno\ﬁqirél&%é’e uj mt'bﬂ:d‘tm&jer§5fm:ﬁ1§rﬁluh$ ngfsﬁm d'eau dansl huile,

nt st anden@orﬁﬁﬂd anit Qhe Edtichd baUetisd iRt rie conihatiuntédidaiahi Qlubld ddhs 1'85u dtdine substance
{EP O 14% 24fbrbpriée retenant ce médichmbatlet Lidd cduchd H'hlild ¢dnténiahi urRBale pdiyaidre) Pais bn faisant
M cr ocaps ubprisir| dubseiidifierdaditer colchegiveu ?umeeonuquu@dlmtvscmé abh dnfénienne & §:9cPas (5000
16nul si on dcenigoigesh et finalementen soumsitantdamulsien ainsl toaée;d ue sécbagedans figau.
{cont enant un| Hidice H'P s§lﬂ"d5l’%"°&ﬁ'ﬁ%"°!’ b dans {2ayelle 'e prdicament ?'"%i%ﬁ?'ﬂf‘p'r‘?aé!ees' un

m
Jretenant 19 c8 @m%ﬁﬂ qgfe gﬂg fg 9 1Gtidh Eua-%,f‘s Bg@&@r\@% demel%.oxeghé’émén? actif est
fpuis en ak%@iu 583 p2SeriTy - 1etAlels‘Alr PRINI- ouche "aqueuse i
§ usqu’ a une V4, Miedkdgiule@8iohNA &Wﬂiéﬁoﬁ 15d§}13|:ia§ue(l5¢m§hb§ﬁﬁéd ﬂ@aﬁ@&huﬂte la substance
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