Natural cycle




Main positive
effects

Decresed cancellations

Increased no. oocytes

Increased PR

Better scheduling

Impaired steroidogenesis

Reduced ovarian response to FSH
Direct/indirect effect on oocyte quality (?)

Endometrial effect (?)

preferred to depot formulation in poor responders

Albuquerque et al., Hum Reprod 2005

Micro dose

Ultra-short




Janssens et al., Hum Reprod 1998

FSH stimulation
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Triptorelin 0.1 mg/d 0.05 mg/d (Feldberg, 1994)
Leuprolide 0.5mg/d 0.25 mg/d (Olivennes, 1996)
Leuprolide 1mg/d 0.5 mg/d (Kowalik, 1998)

N° Oocytes =

N° embryos ﬁ ﬁ nd




Micro dose

Ultra-short

FSH stimulation

$3333333833303 000

—

No improved outcome|

7 Prospective trials with historical controls
improved outcome

1 retrospective study

lasco (2000)
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vs 36

2 (p<0.05)
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8.7 % (NS)

0. of oocytes




Micro dose

Ultra-short

FSH stimulation

- GnRH-a administration -

The flare regimens involve follicular phase initiation of GnRH
& agonist with minimal delay before commencing COH

This approach should:
= eliminate excessive ovarian suppression

= give additional gonadotropin stimulus

ponders vs

Karande (1997)
Prosp
FSH>7

80

10

23.8%

(p<0.05)
Outcome Increased cancellation Increased Increase no. of

rate pregnancy rate oocytes

13.4 %




Possible explanation of negative results

‘ the increase in LH levels ‘

Flare up + Long protocol + FSH
FSH

Filicori et al., 1996

ol cycles

Follicular fluid

Filicori et al., 1996




Micro dose

Ultra-short

FSH stimulation

- GnRH-a administration -

1t

low GnRh agonist dose [ to avoid the increase in LH

Surrey et al., 1998




Leondrines
(1999)

13.3vs 16.5

22.5vs 8.2%

47 vs 60

Inceased
cancellation rate

PR = =

Delivery rate = =

Detti LD et al., Fertil Steril 2005

Micro dose




3

FSH stimulation

¥

FSH stimulation

Day 7

GnRHa daily
dose Hazout et al., 1993

» Prevention of LH surge within a few hours

» Absence of inhibition on early folliculogenesis

» Few injections

Gonadotropins HCG|OPU| ET

CETRORELI
X 3mgscC.

Gona HCG | OPU| ET
Cetrorelix,

Ganirelix
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Cetrorelix
3mg

:

Cetrorelix,
Ganirelix

0.25mg S.C.

10 11 12 14 15 Follicle diameter (mm)

No differences in clinical outcome parameters

Franco JG, 2006

No of top quality
embryos
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GnRHa flare-up Vs GnRH antagonist
Marci 2003; Malmusi 2005, Mohamed 2006
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Low GnRHa
daily dose

Standard

flare-up

Micro dose

flare-up

GnRH

antagonist
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