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Yo, JIMENA ESCOBAR URIBE, identificada como aparece al pie de mi firma,
domiciliada en la carrera 11 A No. 94-76, of. 305-306, obrando como apoderada
de la sociedad Novartis International Pharmaceutical Ltd, domiciliada en
Hamilton, Bermuda, solicitante de la patente de la referencia, en respuesta al
oficio No. 8371, relacionado con el concepto técnico de fondo No. 01186
notificado por estado el 3 de agosto de 2006, me permito manifestar lo siguiente:

De acuerdo con el requerimiento hecho pot el examinador y en virtud de lo
establecido en el articulo 36 de la Decisién 486, manifiesto lo siguiente:

1.1. Fracciono la solicitud No. 01.009.467 relacionada con la patente que fue
presentada el 8 de febrero de 2001.

Para el efecto acompafio la siguiente documentacion:

a) Solicitud, descripcién y capitulo reivindicatotio correspondiente, junto con
el extracto pam publicacién y tarjeta de archivo temdtico y de propietarios.

¢) Recibos de pago No. 06-84,902 y 06-83,278 de 27 de octubre de 2006 y 2 de
noviembre del mismo afio correspondientes a los valores de las tasas
oficiales por concepto de la presentacién de la solicitud divisional y la
obtencién del respectivo certificado.

d) Ruego a ese despacho aceptar como copia certificada de la solicitud de
patente sobre la cual se reivindica prioridad en este caso, la copia de la
solicitud 60/181,310 de 9 de febrero de 2000 .

e) Igualmente solicito a ese despacho tener en cuenta que el poder de la
sociedad Novartis International Pharmaceutical Ltd, el cual se adjunta en
copias auténticas.



1.2, Teniendo en cuenta lo establecido en el pirrafo 2 del articulo 36 de la
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Decision 486, ruego a ese despacho tomar nota que la solicitud divisional
que ahora presento, se beneficia de la fecha de presentacion de la solicitud
inicial, es decir el 8 de febrero de 2001, y de la fecha de presentacién de la
solicitud No. 60/181,310 (9 de febrero de 2000) de la cual se reivindica
proridad.

Acompafio al presente memorial, el texto de la descripcién y capitulo
reivindicatorio en el cual se protege una combinacion de 4-amino-6,7-
dimetoxi-2-(5-metanosulfonilamido-1,2,3,4,-tetrahidroisoquinol-2-il)-5-(2-
piridil)quinazolina y Darifenacina, basindose en el requetimiento hecho por
el examinador. El capitulo reivindicatorio de esta solicitud estd conformado
por 3 reivindicaciones, las cuales estin soportadas en la descripcién segin
como se muestra en la siguiente tabla 2:

Tabla 2. Soporte del Capitulo reivindicatorio en la descrpcion

Reivindicacién Sustento en la Descripcién
1 Pigina 6 parrafo 2, pigina 11 lineas 5 a 8, pigina 16,
péirrafos 2,3y 4
2 Pigina 16, pirmfos 2,3y 4
3 Pipinas 17 y 18

1.4. Al respecto, aclaro que el titulo de la solicitud divisional sera:

“COMPOSICION FARMACEUTICA QUE COMPRENDE LA

1.5. En cuanto a las reivindicaciones que cubtian un uso, informo que las mismas

fueron canceladas.

1.6. Finalmente, me permito aclarar que la solicitud divisional no implica una
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ampliacién de la divulgacién contenida en la solicitud inicial y que se ha
realizado de conformidad con el requerimiento hecho por ese despacho
segin examen de fondo del 03 de agosto de 2006.

SOLICITUD ORIGINAL

Acompaiio al presente memorial un nuevo capitulo reivindicatorio en el cual
se protege la novedosa composicibon de Doxazosina y Darifenacina,
basindose en el requerimiento hecho por el examinador. El nuevo capitulo
reivindicatorio esti conformado por 5 reivindicaciones, las cuales estin
sopottadas en la descripcién segiin como se muestra en la siguiente tabla 1:
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Tabla 1. Soporte del Capitulo reivindicatotio en la descripcién
Reivindicacién Sustento en la Descripcién
Pagina 6 pirrafo 2, pigina 11 lineas 2 a 5, pigina 16,
pirrafos 2,3y 4
Pégina 16, pirrafos 2, 3 y 4
Péginas 17y 18
Pigina 24 ejemplo 3
Pigina 25 ejemplo 4

njhjvIN -

22. El umlo pam esta solicitud se cnmb:o por muzwtmm_guﬁ

EARIFENAQE 4" conla ﬁmhdad de ﬂmuﬁmclamnmte el objetode la
invencién.

23. En cuanto a las reivindicaciones que cubdan un uso, informo que las
mismas fueron canceladas.

Para este efecto adjunto al presente memorial el recibo No. 06-94,843 de 12 de
diciembre de 2006, con lo cual queda cubierta la tasa correspondiente a la
modificacién de la solicitud original de patente en cuanto a la descripcion y sus
reivindicaciones.

El examinador podri notar que cada una de las presentes solicitudes se rcﬁe.ren 2
combmaaoncs entre un antagonista del - -

if - Esms combmauones son espcc:almente
adecuadas para el tratamiento de los sintomas del tracto urinario inferior (STUI)
moderados o severos, relacionados con la hiperplasia prostitica benigna (HPB).

La hiperplasia prostitica benigna (HPB) es un desorden progresivo que se
presenta en hombres mayores a 50 afios y aunque no es una causa principal de
muerte, s{ conduce a morbilidad en hombres de edad avanzada, ademids se asocia
con una diversidad de sintomas del tracto urinario inferior, como son un
aumento de la frecuencia de miccién, nocturna, un débil chorro urinario ¢
indecisién o retrazo para iniciar el flujo urinario. En los casos crénicos de la
hiperplasia prostitica benigna (HPB), se presents la hipertrofia del misculo liso
de la vejiga, una vejiga descompensada y una mayor incidencia de las infecciones
en el tracto urinario.

En el es;ado actual de la técnica existen dos procedimientos para tratar la
hiperplasia prostitica benigna que son:

1. Lacirugiay/o

Kl



2. La administracién de antagonistas del receptor a-adrenérgico

En cuanto al procedimiento quirirgico es necesario decir que normalmente
implica el extirpar la prostata y contienen una scte de limitaciones como la
morbilidad asoctada con dicho procedimiento, la persistencia o recurrencia de los
sintomas obstructivos o irritativos, asi como el coste significativo de la cirugia.

Con respecto a la administracion de antagonistas del receptor ot-adrenérgico
unicamente son utilizados en tratamientos donde el paciente muestra sintomas
(STUI) leves o moderados. Ademds, es conocido que los antagonistas de alfa-
adrenoreceptor alivian la obstruccién causando una relajacién del misculo liso de
la préstata, una reduccién de la resistencia de la uretra y un mayor flujo de la
salida de la vejiga. Sin embargo, la magnitud del efecto es considerablemente
menor que el conseguido a través de la cirugia. (pag 4 lineas 15-22) (Ver pdginas 1

y 2.

En contraste a los procedimientos existentes en el estado actual del arte, me
permito afirmar que las combmaclones reclamndas por las sohatudes 01009467 y
01009467A ofre na solu icacia, pus )

presmten sintomas (S'l UI) severos o modmdos asociados a hiperplasia
prostitica benigna (HPB) pueden ser aliviados sin la necesidad de someterse a
una cirugia que en muchos casos puede llegar a ser traurnatica para el paciente.

Por otra parte, en el caso de mujeres, aunque obviamente no se desarrollan
hiperplasias prostiticas benignas, también se presentan sintomas del tracto
urinario inferior similates a los (STUI) que muestran los hombres. Hasta el
momento los agentes antimuscadnicos son suministredos & pacientes para shiviar
los sintomas derivados de una vejiga inestable o irritable en mujeres que
experimentan incontinencia urinaria. Sin embargo, en circunstancias normales los
sintomas del tracto urinario inferior derivados de las contracciones de la vejiga
mestable mdumdos por la hlperplasm prostntlca bemgna no son tmudos con

retencién deorma lo cusl con]lcva al tequennncnno de cateterizacién o cirugia.
(Ver pigina 6, lineas 7 a 10).

Sumado al argumento anterior, me permito citar el estudio realizado por
Athanasopoulos y colaboradores titulado “COMBINATION TREATMENT
WITH AN aBLOQUER PLUS AN _ANTICHOLINERGIC FOR
BLANDDER OUTLLET OBSTRUCTION: A  PROSPECTIVE,
RANDOMIZED, CONTROLLED STUDY ”, ]J. Urol. 2003, vol 169, piginas
2253-2256. En dicho trabajo se evalia el efecto de la combinacion de un
antagonista del a-adrenoreceptor y un antagonista muscarinico. En la pidgina
2253 columna 1, pirrafo 2 se afirma la existencia de un escepticismo al tratar
pacientes con la combinacién de antagonistas en cuestion que presentan
sintomatologia de la hiperplasia protitica benigna, debido a la teoria del peligro
de posibles retenciones agudas de orina.
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Teniendo en cuenta los argumentos anteriores, las invenciones aqui discutidas
son de caricter inesperado toda vez que tratan de combinaciones respecto de las
cuales se especulaba y pod::inn traer consecuencias no benéficas a sus usuarios

(por e]cmplo la retencion de onna) Sin embugo,_l_ag_c_o_hmaggm:l

g:m_mcmm. lo cua.l es corroborado en los resultados obtemdos por
Athanasopoulos y colaboradores. En dicho estudio, se muestra que existen
diferencias estadisticamente significativas entre los tratamientos en donde se
administra el antagonista del a-adrenorreceptor, y aquellos tratamientos en
donde se le suministra al paciente la combinadén de antagonistas (Q-
adrenorreceptor y muscarinico), estas difetencias se visualizan en la capacidad de
la vejiga, la mixima presién estable de contraccién y el volumen a la primera
contraccion inestable. (Ver pagina 2254, seccion de resultados, pirrafo 2).

En conexion con lo antetior, los datos dc la refer.enc:a de Athanasopoulos et a.l

quicnes padecen estos desérdenes (Ver pigina 2255, seccién de discusién,
pirmafo 1 y conclusi6n).

Bn consecuencia, el examinador debe entender que las presentes invenciones
solucionan problemas relacionados con los sintomas del tracto urinario inferior
(STUI) asodados con la Hiperplasia prostitica benigna (HPB), mediante el
suministro de combinaciones de antagonistas del a-adrenorreceptor y
antaponistas muscarinicos, permitiendo llevar a cabo tratamientos de mayor
eficacia y menor traumatismo que los existentes en el estado del arte y que
ademis mejoran la calidad de vida de los pacientes.

Por dltimo, con respecto a los puntos 4 y 6 del concepto técnico N° 01186, me
permito decir que a la luz del nuevo capitulo reivindicatorio de la solicitud
original y de la correspondiente divisional quedan superadas a cabalidad las
objeciones relacionadas con usos, unidad de invencién y excepciones de
patentabilidad toda vez que las reivindicaciones de dichos capitulos
reivindicatorios no cubren usos ni tratamientos terapéuticos.

Sefior Superintendente,

MUMBE

C.C.39.779.452 de Usaquén
T.P. 68228
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COMBINATION TREATMENT WITH AN o-BLOCKER PLUS AN
ANTICHOLINERGIC FOR BLADDER OUTLET OBSTRUCTION: A
PROSPECTIVE, RANDOMIZED, CONTROLLED STUDY

A. ATHANASOPOULOS, K. GYFTOPOULOS, K GIANNITSAS, J. FISFIS, P. PERIMENIS
AND G. BARBALIAS

From the Department of Urolngy, University of Pairas, Schuol of Medicine, Pairas, Groecs

ABSTRACT

Purpose: We evaluate the effect of tolterodine combined with tamsulosin on quality of life in
patients with bladder outlet obatruction and concomitant detrusor instability.

Materials and Methods: The study included G50 consecutive patients with urodynamically
proven mild or moderate bladder outlet obstruction and concomitant detrusor instability. All patients
were initially treated with 0.4 mg. tamsulogin orally once a day. A week later the patients were
randomly allocated into groop 1—25 who continued treatment with tamsulosin only and, group
2—25 who also received 2 mg. tolterodine orally twice daily. Reevaluation with a quality of life
questionnaire and urodynamic study was parformed after 3 montha.

Results: Two patients from group 2 stopped tolterodine while 1 patient from each group
stopped tamsulosgin because of hypotension. Analysis revealed statistically significant improve-
ment in quality of life geores only in group 2 patients (mean score 525.0 and 628.4 before and after
treatment, respectively, 2-sided t test p = 0.0003). A significant difference was noted in both
groups afier treatment for maximum flow rate and volume at first contraction. Additionally, in
group 2, a statistically significant difference was observed for maximum detrusor pressure and
maximum unstable contraction pressure after treatment.

" Conclusions: Combination treatment with an a-blocker (tamsulosin) plus an anticholinergic
(tolterodine) improves quality of life in patients with bladder outlet obstruction and concomitant
detrusor instability. Interestingly, no acute urinary retention was observed and tolterodine did
not affect the quality of urine flow or regidual urine volume. The proposed combination appears
to be an effective and relatively safe treatment option in patients with bladder outlet obstruction

and detrusor instability.

Ky Wonns: prostatic hyperplasia, quality of life, bladder, ursdynamdies

Benign prostatic hyperplasia (BPH) is a common condition
among elderly men, occurring in up to 70% of men older than
60 years.! Symptomatic BPH is thought to be due to bladder
outflow obetruction and is often referred to as lower urinary
iract symptoms suggestive of bladder outlet cbstruction?
Urinary symptoms, especially storage/filling symptoms, are
bothersome to the patient, interfere with daily life activities
and have a negative impaet on quality of life.x* Storage
symptoms are mainly attributahle to detrusor instabilily,
which is thought to occur in up to 40% to 60% of patients with
benign prostatic obatruction or bladdor outlet ohstruetion *

Medical treatment of lower urinary tract aymploms sug-

gestive of bladder cutlet obatruction is now the initial choice,
:::ld al-adrenoceptor nntngmil:nd roma:: tclll;n most widely

pharmacological agents ai at amic compo-
nent of benign prostatic obstruction.? Thus, therapeutic ad-
vances are directed towards relief of bladder outflow resis-
tance. Kegping in mind the prevalence end severity of
sympioms due to detrusor instability, it would be logical io
expect that combination therapy with an a-blocker plus an
antichalinergic would aignificantly alleviate lower urinary
tract symptoms and further improve quality of life. Skepti-
ciam towards this approach is based on tha theoretical dan-
ger of impnirment of obstructive symptoms and posaible
acule urinary retention. In this study we proapectively oval-
uated the cffectivaness and safety of combined therapy with
nh al-adrenoceptor antogonist plua anticholinergic in a se-

Accepted for publieation January 24, 2003.

lect group of patients with urodynamically proven benign
prostatic obstruction plus detrusor instability.

PATIENTS AND METHODS
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The study included 50 congecutive men with urodynami- -

cally provan mild or moderate bladder outlet obstruction
{according to Schafer’s nomogram) and concomitant detrusor
inutnb;}i.lg. Patients with glaucoma, E:Iaa obstruction, pre-
vious bladder or prostate surgery, pathological nourvurologi-
cal statis, bh.ddmr prostate cancer and any inedital ther-
apy for BPH during the previous 3 months were excluded
from the study. Before commencing treatment patients were
oviiluntéd by phywienl and digital rectal examination, blood
count, urea, creatinine, urine sediment and culture, prostate
specific antigen, ultrasound imaging of the urogenilal ayatem
and urodynamic study. All patienta completed the Urulife
BFH quality of life 9 questionnaire (see Appendix) translated
into Greek (9 itema, scors range 0 to 100 for each item).”
Initially, all patienis started treatment with 0.4 mg, tam-
aulosin onee daily. A week later the patients were randomly
allocated (with the aid of a computer derived assignment
number) into group 1—26 who continued treatment with
tamsulosin only (control group) and group 2—25 who also
received 2 mg. toltervdine twice daily. Reasssssment wns
performed after 3 months when patients completed the qual-
ity of life questionnnire and were subjected to new ultra-
sound and urodynamic studies. The severity of chstruction
before and afler treatment was eveluated according to Schafer's
nomogram {range 0—no obstruction to 6—severe chatruction).s

ar
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The methodology of the urodynamic study was as deseribed
by Abroms ot al.? The urodynamic parametera ovalunted
before and after treatment included maximum detrusor prea-
sure during micturition, maximum flow rats, residual urine
voluma, bladder capacity, maximum unstable contraction
pressure and volums at first unstable contraction. Residual
volume was estimated by catheterization after a free flow
before starting the urodynamie study. The urodynamic study
parameters, quality of life total score and score in every
quality of life question were compared bafore and aftor treat-
ment. Statistical analysis was performed using descriptive
siatistics and the 2-sided Student t test on commerdally
avnilable sofiware (Graphpad PRISM, Graphpad Software,
Inc., San Diago, California) with p <0.05 considered statis-
tically significant.

REBULTS

Mean patient age *SD was comparahle for both groups
(60 = 7 years, range 62 to 77 in group 1 and 67 * 6 years,
range 56 to 80 in group 2, p = 0.176). Two patisnta in group
2 stopped toiterodine due to side effects (xerostomia) while 1
patient in each group stopped tamsulosin because of ortho-
atatic hypobennnn No incidence of llcglﬂ.unnnq Jotention
was reporied in either-group—Mian size of the pmltate
gland = SDwas comparable in both proupa (45.7 3.4 gm. in
group 1 and 48.7 = 5.1 in group 2, p = 0.212). .

The disbibution of Schafer’s ohgtruction grade was similar in
both groupa balore treatment (grade 2 in 11 patients and grade
3 in 14). Atl.heendfdlnwu changes in the obslruction
grmlewmmumntadugmdelmQ grads 2 in 10 and grade
3 in 5 group 1 patients, and grade 1 in 12, grade 2 in 10 and

grade 3 in 1 group 2 patients. A statintically significant differ-
ence was noted in both groups after troatment for maximum

flow rata and volume at first unstable contraction. Additionally,
in group 2 n statistically significant diffarence waa cbearved for
maximum detrusor pressuro during micturition and maximum
unstable contraction pressure afler treatment. Table 1 shows
the changes from baseline in urodynamic parameters for both
groups. Comparisons of urodynamic parameters between

groups after trentment revenled a statistically significont dif-
ference anly for bladder capacity (p = 0.0021), maximum un-
stable contraction pressure (p «<0.0001) and volume at first
unstable contraction (p = 0.0004).

In the tamsulasin group (group 1) the pretreatment quality
of life mean score = SEM was 542.8 = 20.2 while the post-
treatment score was 548.2 * 16.18. In the combination group
(group 2) quality of life acores before and after treatment
wore 5256.0 = 19.15 and 6284 + 18.62, respectively. Pretreat-
ment total scores were not statistieally different in tha 2
groups (p = 0.525). Analysis revealed a statistically signifi-
cant improvement in quality of life score from baseline only
in group 2 patienta (p = 0.0003). Additional comparison
between groups at the 3-month intarval revealed a statisti-
colly signifiennt difference in group 2 scores (see figure).
Further detailed analyais of the scorea in each quality of life
item showed s statistically significant difference (p <0.06)
after treatment in questions 1 to 6 for group 2. Questions 7 to

136
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p=0,836
e

T

1000+ p=0,0003

—

Urolife ™ QoL score

p=0,525 p=0,0021

Gcore A pre  Score B pre Geore A post Score B post

Differences in “ﬂua.hl.y of life scores from baseline and between
groups bafore nﬂu'treltmmt(ﬂudedtlut).'l‘oppvduu
indicate differences within groupe and bottom p valuea indicate
differences between groups before and after Lroatment.

Q)rngnrding sexual life were not affected by treatment (tnble
2).

DIBCUGBION

The main objective of treatment of BPH and the resulting
bladder cutlet obstruction is primarily to provide a rapid and
sustained improvement in lower urinary traéi syinptoms and
diminish the long-lefm complications of the diseasa such af
acute urinary retention.!? It is generally accepted that stor-
nge gymptoma are more bothersome to the patient and sig-
nificantly affect the quality of life as measured by appropri-
ate questionnaires. Detrusor instobility ia considerod a
significant cause of storage aymptoms. It has been shown
that beyond the chonges in the bladder wall (hypertrophy,
collagen deposition) secondary to obstruclion, detrusor insta-
bility is associated with other factora such os increasing age,
and the concamitant changes in the central nervous systom,
detrusor innervation and loenl ischemin & 1 12

We evaluated patients who presanted with obstruction due
to BPH combined with urodynamically proven detrusor in-
plability, Petient age, siza of the prostnte and degree of
obstruction were compambla in both groups and did not
affect treatment outcomes. Use of tamaulogin in group 1
resulted in an improvement in maximum flow ralc o8 ex-
pected and an incresse in bladder volume at first unstable
contraction. This finding suggesta that al-adrenoceptor nn-
tagonisia exert a positive role in the unstable bladder. Al-
though existing data are not consistent, it is possible that in
palients with obstruction and detrusor instobility a shift
from p-adrenoceptor madiated relaxation to an up-regulated
a-adrenoceptor mediated contraction in the bladder lias a
role in the development of storage symptoms.’ Y However,
when the quality of life gcores were compared before and

TasLx 1. Changes in urodynamic paramelers from baseline

Group 1 Group 2
Before Aller Baforu Aftar
Treatsnenal Treotment p Valus Treatment Trealmani p Valug
Meosn EEM Mean SEM Mean SEM  Mean 3EM
Maximum delrusor pressure during micturition (em. H,0) 7004 209 6484 205 00827 6952 239 619 178 0.0082
Maximum flow rate (ml/sec) 1030 018 1146 020 0.0001 1048 027 I1L7T8 0290 00020
Powt-void realdun] volume (ml.) 27520 33 1000 331 0.0% 2700 3539 2180 213 0ITH0
Bladder capecily (ml.) 48060 1368 4Bl160 1235 05846 49920 1685 B3SGD 1109 0.0776
Maximum unptable contraction presaure (em. H,0} 2000 141 2784 144 06530 30021 134 1976 138 «0.0001
Vulume at first unatabla contraetion (ml) 1978 740 2276 1004 00190 10380 479 303.60 14.15 «<0.0001
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TaBLE 2. Changrs in quality of life scores before and aftcr ireatment
Group 1 Group 2
No. Before Treatment Alter Trestment Valne Bafore Trestient Aflor Trealment Vel

Mean  BEM NMean BEM P Mean SEM Meon SEM p T4lue

Tutal senre 5i2.8 02 B48.9 16.18 0838 528.0 18.15 6284 18.62 0.0003
1 54.20 2356 60.00 3.18 0.070 B87.12 249 74.40 18 =.0,0001
2 50.60 19 5840 211 0.083 50.38 183 688.80 188 <0.0001
3 59.20 254 [ L) 17 0487 54,96 347 71.00 141 0.0004
4 5744 31.00 §9.60 a4l 0.6T8 80.40 301 T2.20 182 0.0016
[ 6120 180 a3.80 253 0.50% 58.40 57 71.00 127 0.0008
1] 60.00 .08 63.20 168 0.438 60.40 286 T4.80 1.06 0.0002
17 23.40 3.68 83.40 349 L000 a5.00 EL ] a7.40 53 0.6304
8 62.40 437 a2.80 4.02 0.048 61.20 4.13 a5.60 3.8 04387
L] 62.00 197 61.60 3.99 0.843 BA.40 4.3 63.60 183 03817

after treatment in our pationts, there was no statistically
significant difference. These resulls indicate that although
al-adrenoceptor blockers may improve urodynarmic

associated with bindder instability, this effect ia not

translated into improvement of symptoms and quality of life.
On the other hand, treatment with a combination of tamsulosin
mdwlmdmnmpnup2pnhmhumlﬁug§ly___gpv_admt
mlyblnddu'oulﬂuw but also np:ﬁanﬂydmled maximum,
detrusor presgure and maximum unstable contraction pres-
sure, and mcrundﬂ':eblnddu’wlumnatﬁntunmbhm-
tiétion. Most’ important, the mpmvunmtmumdymmcpa—
ramet&r wus accompanied by s substantinl improvement in
qunlity of life score.

Post-void residual volume changes were not stalistically
significant, although a trend towards smaller rosidual vol-
umas was observed in both groups. al-adrenoceptor antago-
niats have been shown to reduce post-void residual volume
signifiecnntly. 1. 16 However, thia effect is more pronounced in
patienls with higher baseline post-woid residual volume,
which might explain the lock of significant reduction of post-
void residunl volume in our patients, sinco baseline values
were low (mean + SEM 27 = 3.5ml.ingroup 1 and 272+ 3.3
in group 2). Nevertheless, whnt is mosl important is that
there was no acute urinary retention in either group, which
correlutes wall with the reported effect of a1-adrenocepioms in
the reduction of acute urinary ratention incidence.!” Inter-
estingly, the addition of toltarndine in group 2 did not result
in urinary retention, provided that relief of obatruction had
alrondy been achieved by the al-adranocaptor effeck. It may
be necrasary to reevaluate the acute urinary retention inei-
dence in the combination treatment group after longer fol-
lowup. Nevertheleas, our data suggest that use of tolterodine
for relief of storage symptoms in patients with bladder cutlet
obstruction and proven detrusor instahility is a reasonably
safe option.

Wao cvaluated each quality of life questionnaire item sepa-
rately for any particular differences. An interesiing finding
was that although the total symptom score and scors for
queations 1 to 6 were significantly improved afler alleviation
of bothorsome symptoms in the combination treatment
group, scores for items 7 to 9 concerning sexual life remained
unaltered, It would be expected that improvement in the
severity of symptoms that interfore with daily lifa activities
and rest would result in an ovorull feeling of well-being and
cventually improve saxual life.® The lack of improvement in
sexunl life cannot be explained through poasible side effects
of the drugs, as the effect of al-adrenoceptor blockers on
sexun] nectivity is minimal, except for the ejaculation disor-
ders noted in 4.3% of patients ' ® Similarly, tolterodine has
not been reported to affect soxual function. Thus, we believe
that it would be worthwhile Lo reevaluate the quality of life
items rolated to sexual satisfaction after a few months, ex-
pecting that overall improvement in quality of life and the
concomitant increase in nelf-easteem will positively affect the
sexual life of the patients.

GONCLUBIONS

Medical thernpy for BPH/lower urinary tract symploma
aima at the allaviation of symptoms as well as beneficial
changes in the natural courss of the disease. Qur data gug-
gest that for BPH/bledder outlet obstruction and concomitant
detrusor instability the combination of an al-adrenoceptor
blocker with the anticholinergic tolterodine significantly im-
proves storage symptoms without compromising urine oul-
flow. Moreover, the symptomatic improvement has o sub-
stantial impact on quality of life, aa reflected in the increase
in quality of life index scores. The nddition of tolterodineis an
offectivo and relatively safe option for the management of the
bothersome symptoms associnted with BPH and detrusor
instability.

ATPENDIX: UROLIFE QUESTIONNAIRE

Q1. When you are with other people, your activities {pro-
feasionnl or non-professional) with them are disrupted:
[very much—very litile]

Q2. When you go out (for a walk, shopping. . .) or whon you
travel, you have to stop to pass urine:

raquen
Q3. Your hobbies nnd leisure activities are:
|disrupted—not disrupted]
Q4. You feel tired, weary and unmotivated:
[very tired—not at all tired]
Q5. Your level of energy and vitality is: [low—high]
Q6. Regarding your present life you are:
[dissatimhed—aatisfied]
Q7. Currently your sexual desire is: [weak—atrong]
Q8. You are satisfied with your erections:
i{not satisfied at all—very satisfied)
Q9. You arv satiafied with your sqx life: [rerely—frequently]
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COMPOSICION FARMACEUTICA QUE COMPRENDE LA COMBINACION DE
UN ANTAGONISTA DEL RECEPTOR o-ADRENERGICO ESPECIFICAMENTE

DOXAZOSINA Y UN ANTA ISTA I PECIFICAMENTE
DARIFENACINA

Esta invencién se refiere a combinaciones farmacéuticas
adecuadas para tratar los sintomas del tracto urlinario
inferior (STUI} asociados con la hiperplasia prostéacica
benigna (HPB) en hombres, conteniendo dichas combinaciones
un antagonista del receptor alfa-adrenérgico y un antagonista
muscarinico. Las combinaciones- de 1la invencidén son
particularmente adecuadas para tratar los STUI moderados o
sSeveros.

La HPB es un trastorno casi universal progresivo en el
hombre a medida que envejece caracterizado por un aumentc de.
tamanz2 nodular del tejido prostdtico que tiene como
resultado, debido a la obstruccién de la uretra, un gragco
variakble de obstruccién en la salida de la vejiza. £}

Lrastorno No es una causa primaria de muerte, pero ss uns

()

ausa gue conduce a morbilidad en hombres de edad avinzada
v se asocia con una diversidad de sintomas del trvacts
urinario inferior. Los STUI en hombres incluyen, entrs 3Lros,
aumenco de la frecuencia de miccién, nicturia, un Zébi:
chorro urinario e indecisién o retraso para iniciar el flu
urinaric. Las consecuencias crdnicas de la HPB pueden inzlu:r
hipertrofia del misculo liso de la wvejiga, una vg):3a
descompensada y una mayor incidencia de infecciones en e:
tracto urinario. Las propiedades bicquimicas, histolégicas

y farmacolégicas especificas del adenoma prostdtico g3us

‘u/

1737
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DI IONE

Una combinacion que comprende un antagonista alfa-
adrenorreceptor, especificamente Doxazosina y un antagonista
muscarinico  especificamente Darifenacina, en donde los
ingredientes activos estin presentes en forma libre o en la forma de
una sal farmacéuticamente aceptable, o en un wvehiculo

farmacéuticamente aceptable.

La combinacién de acuerdo con la reivindicacion 1, la cual es una

composicion farmacéutica,

Una composicion farmacéutica que comprende Doxazosina y

Darifenacina en un vehiculo farmacéutico.

Una composicion farmacéutica de acuerdo con cualquiera de las
rervindicaciones 1 2 3, en donde los ingredientes activos Doxazosina
y Danfenacina estin presentes cada uno en porcentajes de 4,05% y

2,976%, respectivamente.

Una composicion farmacéutica de acuerdo con cualquiera de las
reivindicaciones 1 a 3, en donde los ingredientes activos Doxazosina
y Darifenacina estin presentes cada uno en porcentajes de 4,05% y

17,857%, tespectivamente.

12
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