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Europ&isches European Office europ~en 
Patentamt Patent Office des brevets 

Anmeldung 

Application no.: 02076929.5 

Demande no: 

Anmeldetag: 
Date of fjl~ng: 16.05.02 
Date de d~p6t: 

Anmelder/Applicant(s)/Demandeur(s): 

Tibot~c Pharmaceuticals Ltd. 
Unit 4, Block 4B, Blanchardstown Corporate 
Park 
Blanchardstown, Dublin 15 
IRLANDE 

Bezeichnung der Erfindung/Title of the ~nvention/Titre de l’invention: 
(Falls die Bezeichnung der Erfindung nicht angegeben ist, s~ehe Beschreibung. 
If no t~tle is shown please refer to the description. 
Si aucun t~tre B’est ~ndiqud se referer a la description.) 

Pseudopolymorphic forms of a HIV protease inhibitor 

In Anspruch genommene Prior~t(en) / Priority(~es) cla~med /Priori~(s) 
revend~qude(s) 
Staat/Tag/Ak~enze~chen/State/Date/File no./Pays/Date/Num~ro de d~p~t: 

Internationale Patentklassifikation/International Patent Classification/ 
Classification internat~onale des brevets: 

C070493/00 

Am Anmeldetag benannte Vertragstaaten/Conteacting states designated at date of 
f~]~ng/Eta%s contractants d4s~gn~es lots du d4pOt: 

AT BE CH CY DE DK ES FI FR GB GR IE IT LI LU MC NL PT SE TR 

02076929.5 
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TIP-26-EPO-PRI 

-I- 

009 16.05.2002 14:27: 

PSEUDOPOLYMORPHIC FORM8 OF A HIV PROTEA8B INHIBITOR 

This ~vention ,~]~tP.,s to novel pseudopolymor!ohie formg of (3R,3a%baR)-hexahy~o- 

flaro [2,3-b] fum~-3~yl (IS,2R)-3-[[(4-aminoph¢ny~) sulfonyl] (~sobmyl) 

benzyl-2-hydroxvl~ropylc~rbmnate, a method for their 10r~sration as well as ~heir use 

as a medicament. 

2O 

25 

3O 

The structure of (BR, B a~,6~)-h~xahydrofuro 

ph~yl) s~Ifo~yl] (i~obuWl) ~i~o]-l-b~yl-2-hy&ox~mpylc=b~a~ is sho~ 

below: 

0 

°~~I~’A T ~H~ 
OH ~     GH~ 

0 

l~onnula 

Compound of formula (X) and processes ~or its preparation m’e disclosed in ~P 715613, 

WO 99/67417, US 6,248,775, and in B~i0orgaui_e_and Ohern~y Lett~r~, Vol. 8, 

pp. 687-690, 1998, "Potent liiy protease inhibi~ors ineorpora~ng high-affiniW P~. 

Hgmads mar (R)-(hydroxyethyl~m~o)sulfonamide isoz~re", all of which are 

incorporated heroin by reference. 

Drugs utilized iu the pr~ratior~ ofphauuacsutical formulations must meet 

Lupin Ex. 1016 (Page 4 of 35) f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


010 16.05.2002 14:27:~ 

I0 

15 

~0 

25 

3O 

3~ 

Conference on H~on~ation). Such st~d~ds ~clude 

~comp~s aheterog~eous ~d ~de range of physicS, eh~ic~ ~d ph~aoeutie~ 

V~ete~. It is ~s v~eW ofp~et~s to ~nsidor, which m~e ph~aceufi~ 

regulations a compbx tec~ic~ ~seip~e. 

lZor ~ustaUCeo and as example, ~ drag utilized fo~ ~e ptep~ation ofp~utic~ 

fo~agons shoed meet ~ accep~ble p~ty. ~e~o ~e e~tablished ~idel~e~ ~t 

de~e ~s l~i~ ~d ~ficafion of ~p~t/es in new ~g sub~o~ produced by 

eh~caI ~esis, i.e. a~l ~d pot~fi~ imp~ties most l~¢ely to ~so d~g ~¢ 

s~esis, g~fi~fion> ~d s~omge of~o new d~g ~bst~c¢. Ouideli~s ~e insfi~ted 

for the ~o~ of allowed ~fion products of ~0 ~g subsl~, o~ r~ofio~ 

pmdu~s of ~e d~g sub~mc~ ~th ~ oxcipt~t ~d/or i~ediato co~¢~olos~e 

syst~. 

Stability i~ also a parameter considered 

opdm~ stabilit] ~11 ~sm’¢ ~a~ ~o d~¢d o~o~ ~¢~W of drag ~b~ce~ is 

m~t~ned d~ag 

~� over w~oh ~ product o~ be relied ~pon m ret~ hs q~iW eh~acte~stics wh~ 

stored ~d~ ~p¢ctefl or d~eo~ed storage conditions. D~g ~is p~od ~e ~g may 

he a~i~stered w~ li~le or no risk, as ~e presence ofpoteafi~ly d~g~o~ 

de~afioa prodRcts does ~ot pose ~y projudici~ ¢ons~u~e~ to ~¢ h¢~ of~e 

r~odver, nor the low~ content 

Diffe~en~ factors, such as light radiation, temporat~e, oxygen, humidity, pI~ 

in so!~ions, nmy play t negative role for st~biliw mud m~y bdng difficulties to drags in 

maintaining a determinvd shelf life. 

Phygco-ohen~ical factors ~nd the pharmaco~technica~ fen,an[utica can h~w a g~eat 

repe~cussba h~ the bioavatlability ofth~ drag. As such, severn! propo~ies of the drug 

such as diszociatioa conspire% dissolution ~ate, solubility, polymorphio form, p~icle 

size, play a crucial role in bioavo;Llability. 
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