Pr odr ugs
pr odr ugs

of guanfaci ne,
and a net hod for

phar maceuti cal

conposi ti ons contai ning such

provi di ng therapeutic benefit

ADHD/ CDD (attention deficient hyperactivity disorder and oppositional
defi ance (@) WE@QK}IO\MAL Arguexfios bﬂ&lmmﬂlﬁm THEPARPEONE GO RAGION TREATY (PCT)

A.dd! t ! O{i%'\k’é’rld InF lec a rt)orrt £n?z\2/1 10 sy hﬂmm@lmmmmmm
mnimzing or ﬁlg% V\
wi th guanf ?;‘(;; Inte atm rl”PSl;[lr ait ' (]))nt ar e NP d he(rlﬁ)llﬁ't‘ernational Publication Number
nternational Publication Date A
A
22 March 2012 (22.03.2012) PCT WO 2012/035346 Al
(51) International Patent Classification: (74) Agent: HARRISON GODDARD FOOTE; Belgrave
CO07C 279/24 (2006.01) A61K 31/155 (2006.01) Hall, Belgrave Street, Leeds Yorkshire LS2 8DD (GB).
C07D 233/64 (2006.01) (81) Designated States (unless otherwise indicated, for every
(21) International Application Number: kind of national protection available): AE, AG, AL, AM,
PCT/GB2011/051730 AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ,
22) I ional Filine Date-: CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, DO,
(22) International Filing Date: DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT,
14 September 2011 (14.09.2011) HN, HR, HU, ID. IL, IN, IS, JP, KE, KC, KM, KN, Kb,
(25) Filing Language: English KR, KZ, ILA, LC, LK, LR, LS, LT, LU, LY, MA, MD,
Lo . ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI,
(26) Publication Language: Enghsh NO, NZ, OM, PE, PG, PH, PL, PT, QA, RO, RS, RU,
(30) Priority Data: RW, SC, SD, SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ,
61/383,056 15 September 2010 (15.09.2010) Us IM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA,
1100981.8 20 January 2011 (20.01.2011) GB IM, ZW.
1102243.1 9 February 2011 (09.02.2011) GB  (84) Designated States (unless otherwise indicated, for every
(71) Applicant (for all designated States except US): SHIRE, kind of regional protection available): ARIPO (BW, GH,

(72)
(73)

LLC [US/US]; 9200 Brookfield Court, Florence, Ken-
tucky KY 41042 (US).

Inventors; and

Inventors/Applicants (for US only): WHOMSLEY,
Rhys [GB/GB]; c/o Shire, LLC, 9200 Brookfield Court,
Florence, Kentucky KY 41042 (US). GOLDING,
Bernard [GB/GB]; c/o Shire, LLC, 9200 Brookfield
Court, Florence, Kentucky KY 41042 (US). TYSON,
Bob [GB/GB]; c¢/o Shire, LLC, 9200 Brookfield Court,
Florence, Kentucky KY 41042 (US).

GM, KF, LR, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG,
ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ,
TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,
EE, ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU,
LV, MC, MK, MT, NL, NO, PL, PT, RO, RS, SF, SL, SK,
SM, TR), OAPI (BF, BJ, CF, CG, CL CM, GA, GN, GQ,
GW, ML, MR, NE, SN, TD, TG).

Declarations under Rule 4.17:

as to applicant's entitlement to apply for and be granted
a patent (Rule 4.17(i1))

[Continued on next page]

(34

2012/035346 A1 | 00 O 0010 OO0 O 0

Title: PRODRUGS OF GUANFACINE

FIG. 1

35

30 -

Guanfacine {ng/ml.)

i'lm;;ﬁ;ii Guanfacine

| —a— Compound 3

—a— Compound 5
—x— Compound 8
—a—Compound 4

Time (h)

25 30

(57) Abstract: Prodrugs of guanfacine, pharmaceutical compositions containing such prodrugs and a method for providing thera-
peutic benefit in the treatment of ADHD/ODD (attention deficient hyperactivity disorder and oppositional detiance disorder) with
guanfacine prodrugs are provided herein. Additionally, methods for improving the pharmacokinetics of guanfacine or minimizing

O or avoiding the adverse gastrointestinal side etfects associated with guanfacine administration are provided herein.
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