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permts &J?‘aﬁsw‘*&rf&ﬂ‘* tF leg‘;t e@"ﬁec? '°" aP or mul at e | n o

ref err&d '?E'@"B‘ﬁg?"%cc%ﬁ? (t,%ﬂ )sage and acFm ni stered to healthy hurran

subj ects, the new crystalline pol ym)rp,g pi@f terazosin nonohydrochl oride of
this invention exh| bi ts an observabl y I 'm ni shed food effect” when
conpared FE—E-OHP 2 re—p : By
the tegm T oBtechatFecton Hogvalabiiftof deradosip ANTIEEEE (nfRecTebBHS: St (EGT %ﬁﬁ’ﬁ"f"? ed|to
reach peak bl ood serum concentrati on&od#Me peak serum concentrationd of
the drug [ol lpavaineter adri ni st ratsmrFoim't:laaori‘ asting ;I)at | enPrichant 6rplatiodl t O
adm ni strpti on post pr gmdi q THEe TTOEL,_CT ta||| 0| wor L Er ajosin
nonohydr ophl ori gp mP flhe :jl?- 9t i guel PYREd dYF %s '"8 er QIF [ gaTndJ hedl t hy
human’ sub| ectCraittMia s¢ft 48l7asidc gel at43t336§[§sul 1@&59@1!’@@9 or 910N 11.27
significaht!| ymektiedr 10 "foodi2effec]" waslBbservéd wi-8h t he adnidf stratijon
of this crystalline nodification when conpared with simlar admnistration

of the pri O‘fheacra{a ih FRIEH stfoRthet Bre is only a small difference in the maximum serum concentration of
1- (4- am NOgamifio-8, 7 aRiekHexY2-quirEblinM4b-tofiHydirofhroy iR pipdr@ine ahiordhyafddhiende ) adminRereaiz | ne
nonohy¥r qakdr @ 4 f&ing ip R pBstprandiaBAs méans 6, the’ SEXE foffuldtiG. MoRBveR thudsis only a 0.7
admi ni st ao@Cdifferonsd! ) tRCfirfe tofiiled Yo rBadhlrhaxinudd $eim euntdnirglion btltetacosinhedimnisteyedidlys i n
t he f ast inwgnséfatecSECTormulativn whthé presansin@htioner azosi n wer e neasur ed, toget her
wi th the nmaMowswer) wen terazosim menvhydadchionie| dilydrpte dnatimiristerad hyemeaps)ofi thecptiot a5t tableic h
IS maxi rermuigtionuitiiereOs @e ebssaible wiffprence] in Theempéraum iseyur morcentrafion Wagly| administeregh| e
1 20 postpibridiatly vesfus RdroidisteatiorBp @dastiid retient. iin Wis geseundertbastest congitipas hereissiso; n
t he Tabl en approximae doublingyefi the ma@mp@d#@rMPa%tnr@ﬂ#'aPeﬂsaﬁbfeéﬁzosm to reach maximum gpEC
For mul at isefym concentration. Prior Art Forrmul ati on Fasti
Post pr andi afhis "food piiact"; difiprence be“”’%fh PSRt F"élta% f°’"‘"'at'°" °s'" and the i
9\4/ © formglatg)g ig sm.gmsmg and jappests 5 4 Ilmf;:)l b uIt tfr:) (?ff %s'ﬁe form
shown b thed 2 Figures 13 and 14, 1 t et form is observe is
o 9 70 :n%béﬁﬁ a@n*:apth% 1

ShOW t hat H ?08 I.%?. Qﬁty p?glsue%w\:rernzgﬂvﬁ v?réoa§ g( %'esgmh%affé:éétﬂgdgn IV "ngHJEHs there are

concent ratl

|call he rates of solublh f vano do, f the prior art rate crystalline form of
1-(4-am BioYia angLM rejare sr?oé Fl% ﬁ]c,%l Sﬁﬁtééro@)é&limw H&infAg! N€
nmonohy#r Ia‘il C?fo iort f8rafosinhdnbi}roBdrib€ BihydPdie. As can be
post pr an%i t@ l%s dsed Biling tpibNart MBleERWE Tare bd3atiBllyl SompRltely 2
0.7 hour Fﬁgpﬁ; h\rhufegeuﬁdbrnﬁmﬁa?‘%\'ldftl% bl SlbIRyX bieNSES ITdtMulation of the
concent ra&éserlil ifbntibrEis agHRvbd oS VaRbisldaset @i ¥iteBIRAE30THindtdee  SEC f or mul ati on of
t he present TN biaffard de@sRN Rilativath @i ricah RF 8 istTt getiobapslicibiruiationcemgarbd ithat e
i s adnnitd e @@ phyr HE@bIE forfn fohadnpristetionts tpatieat|beth fostprandially iaachin théiasting istatean
obser vabl sapgiits thesecdnstusions. t he nmaxi mum serum concentrati on when admi ni st ered
post pr andi afeypressnis ingentimhnalsti Beludes ituen useoof hd aevel erystadline i polymorph rof temzasin moer,
under t heohydrechioddenialitiei toatmenttoh bypertdngiom cangestive basp failuienand derignuptatg hyferplasia-
time r %q Uh theek fises, thé compoundpis adniinistered e aubiepts tis peps (£ isyeht tepatmenlcin amauts#aPgi¥er um
concent r detwsen abpht 0:5 mg gnoabow 20 engs prefarably inytas @agent betresn a’f’%‘ |"Bi’ '%1!"9 pP’a‘BV'et
f or mul at ias most preferably ds the rangg of FeoubEm™g 19y §MO Rl dfy- jThe §‘1’]‘r‘ %e ar s
not to bepadiPyisiopse Wik dpread,ppondhe weiaht ang. F'&'F'Eﬁ‘n cendpen Pf e g3 a £
by the defigaseiforeiiighyHoueves itispi pithin thg Skl gfpe Vi P %9' g, %l
nore rapidly than the SEC formul ati on. _.The rates of sol ub|I|ty I n water of
various dosages of the prior art tabl eP formul ati on and the SEC fornul ati on
of the present invention were neasured by standard nethods. In Figure 13
there are shown graphically the rates of solubility of various doses of the
prior art dihydrate crystalline form of

om
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- terazesin nonohydrochioride and in Figure 14 there are shown graphically
the rates of solubility of Sim Eﬁfd%gsﬁﬁéif a soft elastic gelatin capsule
(SEC) fornulation terazosin non (o i de di hydrate. As can be seen by
conparing the two Figures, all doses of the prior art tablet formare
essenti alilYadGNPTkRhR b Hbsal NEGbsinddl iR rapautic Biidttlis @shievbdnder si mi | ar

condi t i ONgpe fofffiMg Skdinpis lakPrdvidbey to@hable e Sikifed irdthdTal @ ipiebiite @e prddent rivertiiomt
i nvention Is achieved for the various doses only after about 30 m nutes.

The | ongyampledndard devi ation relative to the nean for the soft gelatin
capsyl e formul ati on conpared with that of the prior art tablet formfor
adi-ni skrepdratiomofitie Anhydraie iCeystatiine Polyowtpb b Trtkizedin Monhydirdchioridae Sfispension dMethodit e
supports these concl usions. The present invention also includes the use of
t he novel Acetgretvab carefellypstibd fon#dipursfat taomdoropsratirereier Melpauigr sjeMeP { Angatormpare,
t r eat mesize) ovhich haskbaee resqviorsly diied b 980 \Fe The agetons aas fhee decapigd Bad fugher ;5’('?% Pat e
hypenp| epstagting | with tankysleous; sedium gyifate ey oﬁi‘ﬁﬁmab”aﬁﬂ?fsn f‘g"d"@i‘“@&' f"B a§ e'(',’?ys ‘? n
need of desaned fomaiae melagqular ﬁe"aﬁiﬂﬁ'ﬁ'ft%'e %ég ?
f’thl%

ng, pref el 9B '"rdf'i‘yg:ﬂé'?: Oﬁlforlf‘fb e In
nost pr@\déPeaﬁ'lx}\H‘H P‘f?@ rs% “tr The d: ana Xdﬁ _rad vaa%SI ggfe

°§'
2321(1?% ?%‘%’a‘%g ?’H’e 8?{?')"5?1%?"[%'"‘&5 ver| o{w?rﬁﬁ @ ease condl tion.

However n{'ﬂ V\eII within the skill of the physician to begin
adm ni sta lTon with a | ow dose 5 EP 0 623 612 Bl and gradually increase

the dosgehiilibh of thifadifiRous &5 stallff %Ttdh%f ?Jr&z@ﬁﬁ Mbrﬁahzﬂhl%d SolktA Mefhodl OW Ng
examg) s—a'r'e—p'r‘ovrd'e' one sKi € ar 0 practice the

present i pnesblodland Eﬁﬁﬁ&l‘laﬂollﬂeﬁ sEpPiehy ;%pa%ﬂ b@fdry'inb@orAB Ryt 0 dmGornisdradrd byne

Pol ynor @b midthod @étaRédimiERandrDEBee, ochl ori de - Suspensi on Met hod Acet one was
car ef ul | y Tetakeeid nionshydiBchimids Gihyakate (3qym, BEMuas)atas rstrredvire 100oll efdhd dried giethanst (4
Angst or gn gmbient Bmperpturehintiha bleat soletion s eobtained | The greviousiyadried %@tmer\]!a@ carpfudly

acet as1eaddad td the mesditingasviutich entitia Slight heae debelopad! inythe1Mixigien Thecmbdutg westalowsd e/ dr ous

sodi um steridfuntilahef terazasin hadrokhioridenprbcipitate.Higlid anhydrpus derprasin (penojydre leﬂclfdéﬁ 89 may
be decammell98% yiald} was abtsined: Thermogravimatric anplypist indiqated dat thy jol dig in any
anhydr owaersas @therrgolyert pherystaliization, The; peyder Xy difragtion F’l?d?ﬁt%' hi ’glrt was

suspendues freq of detectablg mmpyritssof ithey;the, dibydyate;Ftarting matedalan die Ader a8 yl‘ff aﬁ
t hor 8igRMy shaken and then allowed to stand for a period of 48 hours At
the end_of this tinme the solid was collected by filtration and air dried.
The nat B¥aMP® $as anal yzed by X-ray powder 15 diffraction and shown to
conpri sg_appr oxi,mat 45 % t he new crystal line pol ynorph. Exanple 2
Prepar a repdrdliog Ot ”gh Eggr'usr Cr stal l'i ne Pol ynorph of Terazosin

Monoydr OGN Rhnd8,7-ai nﬁ?yo L3-Gh Q%Z-?e@aﬂ?ﬁ%f R :bipdIExird RonHydrobiidridé iRy drAE T €
separ at s%v&rtﬁrgt&:&%&o $c¥dehl tb refbve atérﬁpm tenperature by the

met hod te’N Lﬁd 2l4NpdrtX B Tefyhtl: u@hgaé%ed neab%atoﬁ Barl8 ) Ot PEG 1400 it stickiodn yielii at €
(3 9M  Eoarying By dry \WikSgent unfill £6hitbrh hikire ik oBtBindd PolgNinyReirrdNadn 35 hrislly weidht)aist

t BIP QS ahdded tdé PréG 00/dhRadn misture tand Riné@ Sintid BintblefeBCdissdilded. [DA4LAMIGAE T-Himelthorged-

acet oneqiWaSolin@y SR tdtralydeburoyd-gigerdziieomdnbigydroetdaridé idihgdrate (1620 parts bynweight)ds addpd)ht
haze deweheped 400/glydatn/palyxinylpyerolidbiie mixiuret andsstinisundil 4 onifleah mixtuset iarelitained. iThe t he

t er az os resulting dwixawd Isassed thpugica pill teadeaggldBwratedsolidehy dr ous t erazosi n
nonohydrochloride (2.5 g, 5.9 mmol, 90%yield) was obtained.

Ther mogEsamphee4 ri ¢ anal ysis indicated that the material did not contain any
wat er or other solvent of crystal I | zatlon The powder X-ray diffraction

pat t er nPrgpargtion ofiihe Sqft; Elastiq Gapsyle,$hell Corpposition was free of detectable anmpunts of
either the dih drate startl n mater ﬁrtnjaﬂyh dr é’ogmma

crystal | | r???'agb io TAet EhLd 35
rlm |(’1 ghﬁg\;@%% ?%&tl wedt% indu ﬁ{) P\ﬁhﬁliﬁ) "
rie é& ﬂ parts . |'%§E IS gl ’ger%éﬁ’ i n

any adg
oo gk .“;ft;??ﬁg" E’ waaltaﬁé?&lanwdhcu?w Shi01ob Ve Ynd B OgEN

unt i | Khir € 1's ta| ne Pol yvi nyl pyrrolidone (5 parts by
wei ghf)e%ﬁ 8 "?3 daJto the PEG 400/g|ycer|n m xture and stirred until

conpletely dissolved. 1-(4-Am no-6, 7-di net hoxy- 2-
gui nazol i nyl)-4-(2-tetrahydrofuroyl)-pi perazi ne nonohydrochl ori de di hydrate
(1-20 parts by weight) is added
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to the PEG 400/ glycerin/polyvinylpyrrolidone mxture and stirred until a
uniformm Xture i s obtained. The i I Xxture i s passed through a m ||
to deaggl onerate solids. 46 Exan%?iué?tzlﬁgdj‘r ation of the Soft Elastic
Capsul e Shell Conposition Gelatin (50.94 parts by weight) is nelted and

bl ended wWelakhpidlgycerin (38.57 parts by weight) to obtain a 50 uniform

m xture. Methyl paraben (0.2128 parts by wei ght) and propyl paraben (0. 0532
parts by sehiEHsiic Gekitie Casbiie ®rddeetibhe gel atin/ glycerin m xture and stirred to
obtain a unitormmxture. Ethyl vanillin (0.2660 parts by weight), titanium
di oxi de (0. DeaHarpPSEQ enclipsulatidp glathine, sofichidsiaSdelatih cepsuls. corhprisihg @B SinerfTilirot $0 iny of
weikght ) at-@-ambhd@-dinastiiokye2-nuinazaling)-43(2 detrabyidrofueayl)-piperaziieanamolzydronhidride,rs mg oftpualy< .
The fi nal vinylpywalidane, &12frag ofiglycaring and3488 ing of BEG ¢odre wedawdden, and cut into
strips for use in the SEC 55 encapsul ating nachine. 6 EP 0 623 612 Bl .
Exanpl e 5Ci@atst El astic Gelatin Capsule Production 5 ‘Usi ng an SEC

encapsif ati ng machi ne, soft elastic gel atin capsul es conPri sing an inner
fill of 1B crygtalline polymorph of 1-(4-amino-6,7-dimethoxy-2-quinazolinyl)-4-(2-tetrahydrofuroyl)piperazine

1- (4- ani no- §orehyYsrAebiordR, chamctarized, by Hie; Rowder Xyyay difftaction og SCUMG e magnetic 1689,
ronony i o n (PR ECRUR. kg gt < KRS Fe R e AT UAES 35, nog
94. 98 Fr%‘g of °FE% 2(ePe P prepared. G i’ii nms 10 1. A crystalline pol ynorph of
1-(4- -Q, (2 Al - 2= 0Ul -4-.( 2- r i i
o oA e RS R S B
[err] nucl ear magnetic reso- nance spectrum 1 nfrared spectrum and

di fferentg als paRBeuftdl omb&Niton B defifed bl TIPS Indull Bbsadd inEempring®: 9. and 12,
respectd vel y. zhQuiér soft elREMRgBBHAMbI, &Rl Conposition conprising a

t Rer apeut i cal | g imbf @fmbbsiton MIFYLEEK skl camgrRispound as defined by Caim1l in
conbi nati on watdh ati@harugreatpohént abmprising Ge@ystdiine poighdrpie bf. 1-G-amthofBlvedii@ioxypd cal
conposi ti on aguirdedinyhaiel2-pirakyd@furoyfbiperazitié) mbnaigdeot)erideCohafaciarizid bys tha owddr X-ray

an out er sof tdiffreaien ipattege '8t nuclesrhmigneticanesbnante i spetirom Cioingoas sectaum, fand differgntialai d
shel | #onpr i sscamning )calaimedrict theymsogriamicf FIAIRES 36119, andr1R.reppiigelnandr yst al | | ne

pol ynor ph of h-a(pharmadautically, agceplable tnbroadpedrs liquid carrier.

qui nazol inyl)-4-(2-tetrahydrofuroyl)pi perazine nonohydrochl ori de )

char act er4 z 8@h# g-a%@ab@mewmxasf qefinedby Pﬁ&%? whateith gaid romgquepysy liayid aafeer sgmprises
magnet :iwc r e BRI GEM rum infrared spectrum and differential 25
scanniffg cal orinetric therngogram of Fl S 3, 6,.9 and 12, respectively
and b) & hAPhRaTCaLdor °a°e'ﬁ58?%%debvn€#§§mm§aﬁa&m dug §pRon I presspt n
phar maceut i E4F"PBHABNIPPHRELL &GN by A ai m 3 wherein sai d non- aqueous

ot 4 LRI A B 0 ) o ot OSTIRE f
r

present in an anount rangl ng hetween 1 ng and 20 ng. 6. Use of the

crystal | izeyRobEBE-RiRS pshhdrihea dofhefirPdisinl 1hi0fre nﬁgg.aﬁ\w&mamn&%aﬁ\a%aﬁgnf or
treating 35prostatichypisidsiivh Rt infim@ahOst mamal .- 7. e of the crystalline
pol ynorph as defined in Caim1l for preparing a nedicament for treating
beni gnapras Usd bl thbydpRtalthed polgmdrph as aermbd T 1 160 prefaringJaemeétficainbrt for treating
cryst al | i necgngbsyiverieprnfase iafostekmmal. Cl aim 1 for preparing a nedi canent for
treating congestive heart failure in a host mammal . Pat entansprUche 45 1.
Kri st al | i Ratentanspielyeror phes von

1- (4- Am no- 6, 7- di met hoxy- 2- chi nazol i nyl)-4-(2-tetrahydrofuroyl)-

pi per afsi o Kestalineso c hPalmaghes) e k ¥ann z e (d-Aminp-6 Jrinestho chinazolinyl)-4-(2-tetrahydrofuroyl)-
Ront gen- Pul Qiesrarimmiopeinerpeliossngaieanzeichngtduichdanfntgempuierdifiiationsgyster, das 1*C-NMR-

| nf r ar ot s peReakiim. Az intarisraktrumeynd dag diffarentiqlig kgjorimelisshe Jher@oaraam HpTHaUAM 3@ ©

Fi guren 3, BW-#-bzw, 12. 50 2. Pharmazeutische Zusammenset zung, die el ne

ther aps%uti Ssparr\r/umazreu l%ce}ve us'vaenp Er"!se Iuggef rdieveei\rgebt'hgr(ajpuenl%cp %ﬁk@ame Menge einer Verbindung nach

Anspruch 1 in Kombination mit einem pharmazeutisch vertraglichen Tréger umfaBt.

8. Pharmazeutische Zusammensetzung nach Anspruch 2 in einer Dosiereinheitsform, die folgendes
umfaBt:
65 eine duBere weiche elastische Gelatinehiille, und
eine die Hulle ausflillende innere Zusammensetzung, die folgendes umfast:
a) eine aktive Arzneimittelkomponente umfassend ein kristallines Polymorphes von 1-(4-Amino-6,7-
dimethoxy-2-chinazolinyl)-4-(2-tetrahydrofuroyi)piperazinmonohydrochlorid, gekennzeichnet durch

7 .



Anspruch 1 in Konbination mt einem pharmazeutsch vert raglichen TrA
unfaBt. 3 Phdrmazeuti sche Zusammenset zung nach Anspruch I!“ u“ il!“‘“‘
Dosi erei nhei tsform die fol gendes uEPd &23:618@1 ei ne

el astische Gel atinehalle, und eine die HU Il e ausfU Il ende i nnere

Zusammenset zung, di e fol gendes unfaSt: a) eine aktive

Ar znei mi f f E@ROABSnent e unfassend ein:kristallines Pol ynor phes von

1- (4- Am no-6, 7-

di met hoxy- iﬂﬁ&%ﬁi@s—"ﬁf@ﬂ—ﬁt—&& rahydr of ur oyI )p| per azi nm)nohydr ochl ori d,

Igﬂ(ﬁnnlzﬁg(ilhgﬁ E‘gﬂs& zx _ﬁ_?tm §§ l:;.e s I? |c Ies m rish Jn |nn||3£ﬂllsiii p%l;’f
Usi ng an Sl%m paid n@?%@ |h5'§nd ;ng% ﬁrgﬂra'?bdca
conprising a nner f

1-(4-am no‘ﬁ aifisdi Met hoxy- 2- qui nazol i nyl)-4-(2-tetrahydrofuroyl)-pi perazine
monohydrgchloride, 5 ng of poly- vinylpyrrolidone, 2.12 ng of glycerine and

94. 98 ny 0f1 PRCerd 8hindepeiynibiih0 81 @L4-arkihés,PBimboxdy-2-dinazoisyt)atk (b-tetrehyRbuyoyi fdiazing
1- (4- am no- 6, foRrbnfdbdhRNYE crafabtbred BY tHaYdowdel-X-rdy idRsacidn)pditn, PO lc)epi pegnatid teso-
monohydr ochl orinde sgebmuna ifrerel Emdtrmy, ahd\@itfdéntsl ataniing eajorichistrié thariogam qb BIGUBES 3, 6,
13C nucl ear naginet2 eespedigly. nance spectrum infrared spectrum and

di fferenisial scanning calorimetric thernogramof FIGURES 3, 6, 9, and 12,
respect i vel2. AipbaracedliGehampesiton coromiising e thempeuticaliv etiestiyeramoin gf icompound as defined
t herapeut i cal byCleifrf tiotcprokinaiomwithta Ribrmacesticalinendeptable el ned by Claim 1 in
conbi nation with a pharmaceutically acceptable carrier. 3. A pharmaceuti cal
conposi t i or’ aé phemadeutisalspmpssition pddfinpd by Glairg 8 bl dP??B?ﬁ°E?)Fr‘IS'|‘H"§'P91g 20.

an ouy er®sof t elaa§t"P6°§€a§t°|9ﬁ'a'§‘lﬂP@P'| andand an i nner conposition filli ng sai d
shel I” conpri sin °’a‘i?m§?,sft1°0§""@rsﬁ sp ?5'
pol ymor ph of 1- ;
qui nazol i nyI )-49 \#nzzoe a [ﬂ?“@y ;1 erazré\ monoh drochlorr ara 1|zed bpvéhea ::v:j?fef;r)e(n;?;
char act err zed b fﬁ%cﬁ :pg eig, g ear magnetic
resonance spectt;lér% i gae,reenf | aFf scanni ng
calorinetric the gram 9, and 12, respect ively and b) a
phar maceut '@awp)‘arﬁiﬁfe@mala& Jlﬁﬁ‘a@&ﬁﬂﬁ‘é&lb% dlduﬂ@'vriﬂer@ﬂrsﬁrﬂ Rén-aqfeoudViquitPdafieE@riptises
conmposi ti on agoplethiéhs Giyeol a| m 3 wherein said non-aqueous liquid carrier
conpri seg pol y(et hyI ene gI ycol). 30 5. A pharnaceutical dosage form as
defined by g aipharmasslimiardosagsdirfl a8 @bfinge byl Chigh T @ingoei exidt active daugacompbnentris prasent in
anount rangi ngn fedubredying beweantimg@nd2p.mg. Use of the crystalline pol ynorph
as defined in Claiml for preparing a nedicanent for treating 35

hypertensi @ Use af thesdrystalinermblymatph lgs alefinfed tim &laim yis for |prapering po mpdicamsint fog treating
defi ned #n C hypeviensiboin ahogtpearimay a nedi canent for treati ng benign prostatic
hyperplasia in a host nammal . 40 8. Use of the crystallin rph as.
defined in 7l Hpewiine asystaline pelymare 3¢ deieeddm Figim 1 fop Prepariag |"}?3'°€8Wbé5??*‘5%9 broign
faily re in a ROYEtichypaiRiasia 'Pabe%ma'neﬂr Uche 45 1. Kristallines  Pol ynorphes
o ﬁa’??rr%gg ﬁpgf%rﬁt;gg e 3 GRAE G "ol popar o HoGkaeRY ok teatng
Rént gen- Pul veFEPPTYS i H'a"s "13C- NVR- Spektrum das

I nfrarotsp as di fferent ielle kal orinetrische Ther nogranm der

Fi guren 3, eﬁéﬂ%g@vghed so 2. Pharnmazeuti sche Zusammenset zung, die eine

t her apeuf Sphxmtarnrag@rm‘p&@ma\ £1 NG&n Vel Al ANHOE)-aiR6tHod 22 Rihatelihyif-4 (2 etrahydrofuroyl)-
Kombi nat i on n‘g berS2inNORbHY BREHIGHE SJékdnhiseithie? BilrErPdHs IRG g éh-Fulvb@RFakiigNbradster, dds 1*C-NMR-
Phar mazeut i scBokifuts, HaF MRS SEFMIAEN GRiCdas difisrBrtigNblkalritdtrisghé TEiermogramm der Figuren 3, 6, 9
Dosi erei nhei t g3wgusn di e fol gendes unfaBt: 56 ei ne AuBere wei che
el asti sche CGelatinehille, und
s0 2. Pharmazeutische Zusammensetzung, die eine therapeutisch wirksame Menge einer Verbindung nach
Anspruch 1 in Kombination mit einem pharmazeutisch vertraglichen Tréger umfast.

IS g a cryste(ﬁlme polymorp 0?1%-%5\}119&]7 dlmethoxy-z-

3. Pharmazeutische Zusammensetzung nach Anspruch 2 in einer Dosiereinheitsform, die folgendes
umfaBt:
55 eine 4uBere weiche elastische Gelatinehllle, und
eine die Hulle ausflllende innere Zusammensetzung, die folgendes umfast:
a) eine aktive Arzneimittelkomponente umfassend ein kristallines Polymorphes von 1-(4-Amino-6,7-
dimethoxy-2-chinazolinyl)-4-(2-tetrahydrofuroyl)piperazinmonohydrochlorid, gekennzeichnet durch
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eine die HUle ausfU lende innere Zusamrensetzung, d| e fol i
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