» Definition:

Less than 4 follicles following ovarian stimulation with
conventional long protocol

* Incidence:

Observed in 9 -24% of women undergoing IVF

homman Mrprtuction Upss, Vo8, Nl oy 61-76, 3001 [ re—

Clinical management of low ovarian response to
stimulation for IVF: a systematic review

B0 Tarlateis', L Zepiridis, G.Grimbizis and J.Bontis

What is the evidence?

Pubmed Search:
* Poor response IVF: 286 hits

¢ RCTs: 32 hits

« RCTs of gonadotropin stimulation regimes: 3




‘Cedrin—Durnerin Fertil Steril, 2000.

¢ Fixed high dose (450iu/d) versus step-down dose with
micro-flare GnRH

* High dose: lower cancellation rates

: similar pregnancy rates

: significantly higher gonadotropin total dose

‘Van Hooff et al . Hum Reprod 2003 ‘

« Intervention: Double dose (450 IU vs 225 IU)
from day 5 of stimulation

* High dose: NO DIFFERENCE IN OUTCOMES

Klinkert et al, Hum Reprod 2006
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Figure 1. CONSORT flow diagram of the progress of participants
through each state of the randomized rial.




Tahle II. Comparison of the ovarian response and outcome of the IVF
wreatment of patients who received 150U fFSHiday after randomization and
patients who received 300 1U rFSH/day

Characteristic Group | Group 11 P
130U Gonal-F 301U Gonal-F
in = 26) in = 26)
Cancels {low response) 5(19) 6(23) 07
Dose adjustment 9(35) NA NA
Dy of hCG 140 (94-18.2) 13001 L0=17.00 034
Maximum estradiol 2706 (200-5889) 2470 (200-6983) 048"
level (pmolf)
No. of follicles = 10mm 4(1-8) 3-8 [(AF. o
Total ESH dose (111 2LO0CLSE L Ll TE00 (OO0 JR0E  NA
< No_of oocytes 3(1-9) 3(1-6) [Ta—
No. of embryos = ) Ti0—1h) By
Fentilization rate (%) 3 (3 100} 500 (00— 10y
No. of embryos 1(1-3) 2(1=2
transigred
< Low response 17 (65) 16 (62)
il - T
poing pregnancies 2 (8} 1 id}

« Intervention: Double starting dose 450 IU

« High dose: NO DIFFERENCE IN OUTCOMES

Karande et al . Fertil Steril 2000

« Intervention: Double starting dose 450 |U

* High dose:Increased oocytes, but low pregnancy
rates (3.2%)

‘ Land et al, Fertil Steril 1996

IN VITRO FERTILIZATION

Ovarian resp and preg ¥ in poor-
responder women: a randomized controlled trial on the

effect of luteinizing hormone supplementation on .
in vitro fertilization cycles *84 patients
*FSH>10
- *>40 years
TABLE 1
Stimulation protocols in group A and group B patients.
Day
Variable 1 2 3 4 5 & 7 8 9 10 1 12 13 14 15
Group A
GnRH analogue® 01 01 01 01 01 01 01 01 01 01 01 01 01
FSH" 375 375 375 375 375 300 300 300 300 225 225 225 225
H® 150 150 150 150 75 75 75 75
oG 1
Group B
GnAH analogue® 01 01 01 01 01 01 01 01 01 01 Q1 Q1 01
S a5 375 5 375 375 300 300 300 300 300 300 225 225
LH
mcG* 1
* Louprolide acetate (Procrirg in mL; 0.1 mL = 0.5 mgh.
® imtarnational units (L),
© Owitrefle 250,
- [ ———————




[TABLE 3
Primary outcome measures in both anms of the trial.

Paramater Group A Group B t ¥ P

Pregnancy rate (%" 28 21.43 0.682 441
Pregnancy rate (%" 2632 23.68 0.639 412
Pregnancy wastage (36) 30.00 2» 0041 B30
Implantation rate (% 812+ 200 6.86 +2.24 0845 498

* Per started cycle.
© Par cocyte retrieval
© Results expressed a8 mean + SD.

Bt LU mie i e s nders. Foad St 20080

Patient characteristics, rather than the stimulation proto-
col, appear to determine individual ovarian response. A re-
duced ovarian response cannot be overcome by changes in
the stimulation protocol or by altering the timing and dura-
tion of stimulation (1).

Why do alterations in gonadotropin
protocols not
improve birth rates
In poor responders?

Regular cycling, ovulatory women, 29-40 years

Previous poor response to ovarian stimulation

Studied in spontaneous cycle, versus controls

«Significant fewer antral follicles
Elevated baseline FSH in less than 50%

*Normal inhibin B levels in 80%

Beckers et al Fertil Steril 2002
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« ‘If patient reaches oocyte pick-up,
then feels she has had a chance’.

* ‘No other proven beneficial
intervention’

* ‘Need to do something’

 What can the doctor do?

* What can the patient do?
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CONCLUSIONS: Both smoking and)

overweight unfavourably affect the live birth rate after IVF. The devastating impact of smoking on the live birth
rate in IVF treatment is comparable with an increase in female age of >10 years from age 20 to 30 years. Subfery
file conples may improve the outeome of IVF treatment by lifestyle changes,
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Hassan et al, 2004

The impact of lifestyle factors o
in the general population and th
treatment: a review

G.F.Hon

-, MLDavies! and R.Norman'*
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The ‘PROCONCEPTION' Clinic |

*Preconceptional appointment 4 months before IVF

*Screening by website and nurse

*Personalised preconception plan %
eInterventions
*Follow up

*RCTs

*Poor response usually represents ovarian ageing
*High dose strategies for poor responders:

-Do NOT increase pregnancy rates

-Result in more unnecessary interventions

-Cost more money

*New focus required on optimising conditions
before IVF

sIntegrate Preconception care into Infertility work-
up

«If we invest a fraction of what we spend on high
doses gonadotropins
into targeted lifestyle interventions..




Think with your
penis?

Your penis thinks
you should stop
smoking.
‘Smoking can cause impolence.
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Smoke-free and proud




