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; Para que inducir”™
Introduccion... .,
la ovulacion?, CP

Incremento posibilidad

embarazo IAH

Control fiable del ™\ \

momento ovulatorio

;. Superovulacion controlada?...
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Introduccion...

Analogos GnRh, CC, Letrozol




Introduccion...
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Citrato
Clomifeno
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Ocupa receptores estrogénicos en...
Citrato de clomifeno

R . s

OCH,-CH,=N(C,H

Incremento 5)2
secrecion
pulsatil

GnRh ...

Hipofisis

* CgHgO4

Aumento
plasmaético |, FSH
Gonadotropinas...

Bloquea retroalimentacion
negativa gstrégenos ...

Antagonista
estrogénico...

“Trans”: Enclomifeno

Utero y ovarios
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Citrato
Clomifeno

O O OO

(,Por cuanto Tlempo7

Tasa acumulada
Embarazo 6 meses: 41% 1

Eijkemans MJ. Imani B. Mulders AG. High singleton live birth rate
Following classical ovulation induction in normogonadotrophic anovulatory

r@ FERTIL Infertility. (WHO 2) Hum Reprod 2003;18:2357-66.
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CONSIDERACIONES..

~Inductor de eleccion en SOP...

~Evalua funcion eje hipotalamo - hipdfisis...
~Efecto anti estrogénico...

~Carece de eficacia en casos de
Hipogonadismo Hipogonadotrofico...

@ ~Se asocia riesgo del SHO y
Embarazo Multiple...
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Inhibidores
Aromatasa




Androstendiona e

Aromatasa

LETROZOL.:

Femara®. Comp 2.5 mg
ANASTROZOL:
Arimidex®. Comp. 1 mg

GnRH 4 Hypothalamus

Aumenta secrecion
endogena FSH-LH
. Pituitary

gland

Accion periférica en el foliculo,
aumento de los andrégenos,
Mc{g} o 4 @ aumenta expresion de receptores
f-;_ 7 intrafoliculares para la FSH
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CONSIDERACIONES. ..

-No agotan los receptores estradiol periferia...
~Sin efecto antiestrogeénico...

~Sin efecto negativo en endometrio y
moco cervical...no precisa proteccion fase lutea.

~Vida media corta...

@ ~Uso controversial...cuestionado
| seguridad en el embrion.
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“Medicina basada
en la evidencia”
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Objetivo estudio:

Determinar la seguridad y eficacia del Citrato de
Clomifeno (CC) en comparacion con Letrozol, en el
logro de nacidos vivos en mujeres infertiles

con SOP.

Richard S. Legro, Allen R. Kunselman, Robert G. Brzyski.

“Contemp Clin Trials”. 2012 May ; 33(3): 470—481.
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THE PREGNANCY IN POLYCYSTIC OVARY SYNDROME Il (PPCOS Il) TRIAL: RATIONALE AND DESIGN
OF ADOUBLEBLIND RANDOMIZED TRIAL OF CLOMIPHENE CITRATE AND LETROZOLE FOR THE
TREATMENT OF INFERTILITY IN WOMEN WITH POLYCYSTIC OVARY SYNDROME

Richard S. Legro

S ciclos de

tto(25 sem):
Grupo A: 50
mg CC x5d
Grupo B: 2.5

mglLx5d _
Sin factor

750 pacientes
masculino

SOP

Seguimiento
por pediatra
de RN durante
3 anos
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THE PREGNANCY IN POLYCYSTIC OVARY SYNDROME II (PPCOS II) TRIAL: RATIONALE AND DESIGN
OF A DOUBLEBLIND RANDOMIZED TRIAL OF CLOMIPHENE CITRATE AND LETROZOLE FOR THE
TREATMENT OF INFERTILITY IN WOMEN WITH POLYCYSTIC OVARY SYNDROME

Richard S. Legro

Per Cycle Ovulation and Live Birth Results il[ Clomiphene @'ﬂl of the PPCOS I study (8)

Viat Orvulations/ subjects | Live Barth' ovulations

Visit 1 90/209 -13-1‘?) 10/90 (11.1%)
el

Visit 2 90/181 (49.7%) 10/90 (11.1%)

Visit 3 86/159 (54.1%) 9/86 (105%)

Visitd | 70141 (496%) 5D 10170 (142%)
Visit 5 58/119 (48.7%) I:[) 258 (3 4%)

Visit 6 :9@

Table 4

QE [ etrozole Live Birth Proportions and CC Live Birth Rate from PPCOS T tial.
0\? PPCOS Clondphene N per Group
Live Birth Letrozole Live N per Group (205
Proportion | Birth Preportion | (0% Dropot) Drepeut) | Power (%)
\$ a0 305 300 35 1000
6 a0 2.10 300 375 231
0.0 015 300 375 364
0.0 025 300 5 311
a0 230 300 375 218
0.0 035 300 375 SE&




THE PREGNANCY IN POLYCYSTIC OVARY SYNDROME Il (PPCOS Il) TRIAL: RATIONALE AND DESIGN
OF ADOUBLEBLIND RANDOMIZED TRIAL OF CLOMIPHENE CITRATE AND LETROZOLE FOR THE
TREATMENT OF INFERTILITY IN WOMEN WITH POLYCYSTIC OVARY SYNDROME

Richard S. Legro

Los autores concluyeron que no hubo
diferencias en las tasas globales de
malformaciones congenitas entre los reciéen
nacidos de madres que concibieron despues de
Letrozol o CC

b

prOFERTIL

CLINICA DE FERTILIDAD

Dr. Juan Carlos Alvarez



“Evaluacion de gestaciones multiples intrauterinas
posteriores a estimulacion ovarica” (AMIGOS)

Objetivo estudio:

Determinar la tasa embarazo multiple observado en
pacientes infertiles que recibieron Citrato de
Clomifeno (CC) en comparacion con Letrozol, y

Gonadotropinas.

Contemp Clin Trials. 2011 November ; 32(6): 902-908
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ESTIMATING RATES OF MULTIPLE GESTATION PREGNANCIES: SAMPLE SIZE CALCULATION
FROM THE ASSESSMENT OF MULTIPLE INTRAUTERINE GESTATIONS FROM OVARIAN
STIMULATION (AMIGOS) TRIAL

Michael P. Diamond

3.045 ciclos
de tto
1.650 Pacientes
pacientes 18-34 afnos
infértiles 35-40 anos
CC
Gonadotropinas
Letrozol
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ESTIMATING RATES OF MULTIPLE GESTATION PREGNANCIES: SAMPLE SIZE CALCULATION
FROM THE ASSESSMENT OF MULTIPLE INTRAUTERINE GESTATIONS FROM OVARIAN
STIMULATION (AMIGOS) TRIAL

Michael P. Diamond

Resultados Tasa embarazo por ciclo...10 %

Tasa acumulada 4 ciclos...48%

33
gestaciones
en 167 ciclos
con
(19.8%) 110
gestaciones
en 671 ciclos
con G
80
(16.4%) gestaciones
en 994 ciclos
con CC
(8%)
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ESTIMATING RATES OF MULTIPLE GESTATION PREGNANCIES: SAMPLE SIZE CALCULATION
FROM THE ASSESSMENT OF MULTIPLE INTRAUTERINE GESTATIONS FROM OVARIAN
STIMULATION (AMIGOS) TRIAL

Michael P. Diamond

Tasa embarazo multiple en G ...25 %

Tasa embarazo multiple en CC ...12.5 %

Tasa
gestacion Tasa embarazo multiple en L...6.25 %
multiple para
CC
15%
0 Tasa
gestacion
multiple para
AMIGOS Trial Pregnancy and Multiple Gestation Rate Power Table G
.\'[en::?arm] et ‘(31;11-.13]:1%:0:-1\5??-\1?5{1. e ﬂ?‘wji;{t eriwlerionty 1 1 0/0 Tasa
180 - 0.41 geStaCién
= multiple para
= = = 5%
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Objetivo:
Analisis trabajos que reportaran efectividad de
Letrozol Vs Clomifeno o Vs FSH en RA

Antonio Requena, Julio Herrero. Jose Landeras.
Human Reproduction Update, Vol.14, No.6 pp. 571-582, 2008

Dr. Juan Carlos Alvarez @docjcalvarez




Use of letrozole in assisted reproduction: A systematic review and meta-analysis.
Antonio Requena, Julio Herrero. Jose Landeras.

37...14...9
Trabajos: Vs G
Prospectivo/ 9 estudios Ry
. . 2-L Vs FSH(IA)
Retrospectivo, 2.573 mujeres 3-L Vs FSH(FIV)
Aleatorios
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Use of letrozole in assisted reproduction: A systematic review and meta-analysis.
Antonio Requena, Julio Herrero. Jose Landeras.

Study name OVUlaCién Events / Total Odds ratio and 95% CI
Odds Lower Upper
ratio limit limit Letrazole Clomiphene
Atay, 2006 2.67 1.08 6.60 42 | 51 39155 O
Badawy, 2007 085 066 111 365/540 371/523 O
Bayar, 2006 065 035 120 65/99 71195 —O—-
Sohrabvand 200A 2 31 N77 __AROAR 4R /A”3 R4 | A7

SIN DIFERENCIAS SIGNIFICATIVAS
ENTRE CC y LETROZOL

Odds Lower Upper

ratio limit limit Letrazole Clomiphene
Atay, 2006 2.75 0.88 8.56 11/ 51 57155 C‘l—o——
Badawy, 2007 0.82 0.59 1.13  82/540 94 /523
Bayar, 2006 1.26 0.45 352 9/99 7195
Sohrabvand, 2006 2.88 0.92 9.03 10753 5167 O
1.47 0.73 296 112/743 111/740 ’

0102 05 1 2 5 10
Favors Letrozole Favors Clomiphene

Dr. Juan Carlos Alvarez @docjcalvarez




Use of letrozole in assisted reproduction: A systematic review and meta-analysis.
Antonio Requena, Julio Herrero. Jose Landeras.

Study name Events / Total Odds ratio and 95% CI

Odds Lower Upper FSH & FSH
ratio limit limit Letrazole Alone

SIN DIFERENCIAS SIGNIFICATIVAS
ENTRE L+FSH y FSH solo

‘ Favors FSH/Letrozole Favours FSH ‘

Figure 3: Effect of letrozole on pregnancy rate per cycle in intranterine insemination.
Test for heterogeneity: ¥~ = 0.15, df = 2 (P =0.93), I" =0%. Test for overall effect: Z=0.70 (P = 0.48).
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Use of letrozole in assisted reproduction: A systematic review and meta-analysis.
Antonio Requena, Julio Herrero. Jose Landeras.

Table ITI. Comparison of patients (ovulatory infertility) treated with gonadotrophins and those treated with gonadotrophins plus letrozole in IVF treatment.

Data Goswami er al. (2004) Garcia-Velasco er al. (2005) Schoolcraft er al. (2008)

Letrozole + FSH FSH Letrozole + FSH FSH Letrozole + FSH FsH
Cycles. no. 13 25 71 76 179 355
Days of stmulation Not stated Mot stated 9.3(0.3) 8.9 (0.2) 99(1.3) 10.1 (1.6)
F5H dose, TU 150 oy 2R65 (f228)* 3627 (116) 3804 (127) 4232 (742) 3937 (975)
Oocytes retrieved 1.6 (0.8) 2.1(,/0.7) 6.1 (0.4) 43 (0.3) 12 (6) 13 (5.3)
Estradiol on hCG day, pg/ml 227 (45 380 (46)* [67) B13 (60) 1403 (965)y*+* 3147 (1189)*+
Pregnancy rate, % 23 24 @ 152 Mot sated Mot stated
Implantation rate. % Naot stated Mot sated = G4 15 21
Ongoing pregnancy rate, % Not stated Mot sated Mot stated Mot stated T 52
Data as mean { SD) unless otherwise stated.
*¥P <001 and **P < (.05 between the groups of lemozole + FSH and F5H alone.

Dr. Juan Carlos Alvarez @docjcalvarez
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L Clomiteno: “Sigue siendo el Rey”
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Bolo agonista
GnRh 0.2 cc

(1 mg)
ovular

...Pero...

Evitar
SHO,
Emb. multiple

Soporte
Estrogénico y
Fase lutea

Estimulo
Monofolicular
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;EN QUIEN USARLOS?

...Pacientes
Anovulacion Cronica




Editores
Newton Eduardo Busso
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Infertilidad

INDUCTORES OVULACION BAJA COMPLEJIDAD...




Ry N

INDUCTORES OVULACION BAJA COMPLEJIDAD... Rt




SEn la union
esta la fuerza?...
. Combinacion
de CC/L + FHS
en ciclos baja

complejidad?

orm O/—’j]J'JJ
8Stan peraienao
gge)zlefe) efzlefe)
aStancamiento
resuitadosy:

iVamos

a
debatir!
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