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POOR RESPONSE

• Incidence:

Observed in 9 -24% of women undergoing IVF

• Definition:

Less than 4 follicles following  ovarian stimulation with 
conventional long protocol

Gonadotropin stimulation in poor responders

Pubmed Search: 

• Poor response IVF: 286 hits

• RCTs: 32 hits

• RCTs of gonadotropin stimulation regimes: 3

What is the evidence?



High dose strategies RCT 1

• 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

Cedrin-Durnerin Fertil Steril, 2000.

High dose strategies RCT 2

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

• High dose: NO DIFFERENCE IN OUTCOMES

Van Hooff et al . Hum Reprod 2003

High dose strategies RCT3

Klinkert et al, Hum Reprod  2006



RCT 3: No effect of high dose strategy

High dose strategies: Retrospective studies

• Intervention: Double starting dose 450 IU

• High dose: NO DIFFERENCE IN OUTCOMES

• Intervention: Double starting dose 450 IU

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

Karande et al . Fertil Steril 2000

Land et al, Fertil Steril 1996

•84 patients
•FSH>10
•>40 years



RESULT AND CONCLUSION

Why do alterations in gonadotropin
protocols not

improve birth rates
in poor responders?

1.Poor response represents first sign of ovarian ageing

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



2.More oocytes does not mean better outcomes

Van der Gaast et RBM Online 2006

n= 7600

Verberg, HRU 2008, In Press

Conventional (n=160)

Mild (n=124)

3. ‘Poor response’ after mild stimulation: GOOD outcomes
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Baart et al, Hum Reprod 2007

4. Harder stimulation does not produce
more euploid embryos



Summary of Evidence 

SO WHY DO WE PERSIST WITH HIGH DOSES?

• ‘If patient reaches oocyte pick-up, 
then feels she has had a chance’.

• ‘No other proven beneficial 
intervention’

• ‘Need to do something’

Gonadotropin therapy in poor responders

• What can the doctor do?

• What can the patient do?



P = 0.0001.

Effect of ageing versus smoking on birth rate

Lintsen et al Hum Reprod 2005
N= 8457

Effect of increasing negative lifestyle variables

>3

Nil
1
2

3
4

Hassan et al, 2004

Conclusions



Integrating Preconception Care

•Preconceptional appointment 4 months before IVF

•Screening by website and nurse

•Personalised preconception plan

•Interventions

•Follow up

•RCTs

The ‘PROCONCEPTION’ Clinic

Conclusions 1

•High dose strategies for poor responders:

-Do NOT increase pregnancy rates

-Result in more unnecessary interventions

-Cost more money

•Poor response usually represents ovarian ageing

Conclusions 2

•New focus required on optimising conditions 
before IVF

•Integrate Preconception care into Infertility work-
up

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



THE ROLE OF EDUCATION CAMPAIGNS 

Redrawing the map of IVF care


