Natural IV'F cycles in poor responders on conventional stimulation protocols

e Natural cycle IV'E in normal vs. poor responders
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8 _Advances in embryology, ultrasound technology and endocrinology
are making the natural cycle and mild stimulation IVE more
'l and increasingly relevant to every

u Tendency to shift from stronger to mild or minimal stimulation
protocols
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Problem of timing oocyte retrieval solved by administering hCG before natural 1L.H
surge  (Paulson and co. 1989, Foulot and co. 1989)  Modified natural cy

High cancellation rate - becanse high E2 levels were demanded for triggering hCG.

In 1994 we introduced lower minimal criteria to induce ovulation with hCG
fore expected bleeding
> 0.4 nmolf!
of the dominant follicle: = > 16 mm

Punctures  performed 31-32 hours after hCG
ET on the day 4
Luteal supplementation with 1500 IU hCG on day 5

(Live birth per cycle was 28/ 196 cycles 14% Tomazevic et al: Assisted reproduction 1999; 149-56)

In 1999 we introduced ET on day five

Poor ovarian response to gonadotrophin stimulation The most
frustrating problem of the COH . Ageing and the three phases of

reproductive woman's life.
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Prediction

Age Clomiphene challenge

D GnRH agonist test

Day 3 FSH + E2 FSH test

Inbibin B Low or absent reponse to
conventional ovarian stimulation

MH

Antral follicle connt

Reduced number of high quality embryos

Reduced pregnancy rates and high abortion rates in both the index and
subsequent cycles

The need for bigher gonadoirophin doses which may increase recruiiment bui
do not necessarily translate in the higher pregnancy rates

Natural 1V'F cycle in poor responders 22

Natural cycle in poor responders ??
Yes
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The lack of a clear cut definition of poor response

Makes it difficult to compare treatment outcomes, to counsell
the patients, to develop protocols for prevention and
management and to distiguish between good and bad
prognosis in theese patients.

<3 oocytes on conventional high dose stimulation

Our way of using modified natural ¢ycle a IVFE with  hCG
only

Day 1 23 45 67 89 1011121314
E,
VUS whenE , > 0,4 nmol/l

Urinary LH AR

HCG 5000 - IU |: when, follicle ®:> 16 mm (17-21 mm), E , > 0,4 nmol/l

at the meeting point of three criteria E , follicle, duration cycle of minus 17-18days
Puncture 32 hours later

Live birth / cyle was 13 % in 286 cylces in women < 39 years of age

= Tomazevic T et. al. Age, oestradiol and blastoc)
embryo transfer. Reprod Biomed Online. 2007 Aug;.

When E jreaches 0.4 nmol/l one follicle gained dominance by a physiological process

Results of 397 natural IVF cycles with ET on  day 5 (2000-2003)
Avg. number of IVF attempt : 5,3+3,4 FSH<101U, ICSI, male excluded

Cycles - women s in 183 women

Positive puncture (PP) 303/397  (76%)
ET/PP 210/303  (69%)

Clinical pregnancy

(10%)
(19%)

th (woman) 0/183 (229

48 pregnancies — 40 deliveries (83%) and 8 abortions (17%)




The aim : to evalnate
natural IV'F cycle and
stimulation

The embryonic stage on the day 5

The womans age <39 years vs. = > 39 years

Natural cycle IVE only vs. natural cycle IV'E in patients with 3-5 unsuccessful conventionally
stimulated cycele

The number of oocytes retrieved in previous conventionally stimualted cycles . (<4 oocytesvs
retrieved vs. = > 4 oocytes retrieved

Oestradiol on the day of )CG (0,4-0,6 nmol/!vs = >0,6 nmol/ i)

Natural cycle IV'F in patients with FSH = > 12 ( 2004-2006)

Ewmbryonic stage and the result of natural cycle IVF
(2000-2003, FSH < 12)

(0<0.001)

Woman s age and the result of natural IVEF (2000-2003 , FSH
<712)




Patients with natural IVE only vs. patients with  previously
conventionally stimmlated cycles (FSH<12) (2000-2003)

Natural IVF No previons
stimulated cycles

-
ve puncture (PP) 7

e

Number of oocytes retrieved in previous conventionally stimmlated
cycles and the results of IVF in natural cycle ( 2000-2003)

Qogytes in conventionally
stimulated cycles

Estradiol - day of hCG ( all ages — FSH<12, 2000-2003)

Estradiol day of hCG 0,4-0,59 nmol/ ] -
(R —A—
Positive Puncture (PP) _




Results of natural cycle IVF - basal FSH >12 Pos
Clomiphene test (2004 - 200

FSH >12 —Positive Clomiphen test

Conclusions regarding poor responders

Natural cycle IV'F can be successfully used in patients with previously unsuccessfull
conventionally stimulated IV'F cycles .

Patients with poor response to conventional ovarian hyperstimnlastion can only
occasionally profit of natural IVF cycle .

The age of woman >=39 years unfavourably influences the success in natural IVF
cycle. They can only occasionally profit of natural IVEF IVF in natural cycle
should not be recommended to age related poor responders

1VF in natural cycle should not be recommended in poor responders with elevated
FSH.

Conclusions  regarding normal responders

u The use of natural cycle IV'E in normal responders with respect to
appropriate indications and age could provide good results with low costs of
treatment.

Complementary use of stimulated and unstimulated cycles in normal
responders conld possibly reduce costs and allow better cumulative success
rates in the future.




