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Future?

Assisted Hatching in the clinical setting was first described in 1988
Cohen, Lancet 332: 162

Assisted Hatching can be performed:

* mechanically by using microtools

« chemically with acidic Tyrode’s solution
* enzymatically with proteases




Zona pellucida and hatching in vivo

Fertilization
*Sperm binding
e[nduction of acrosome reaction

sInduction of hyperactivation

Koyama, J. Reprod. Med. Endocr. 2006



Zona pellucida and hatching in vivo

*Expansion

*Breathing (repeatedly collapsing
and expanding)

*Proteolytic enzymes (proteases /
lysins)

Wang 2006
Nature Reviews Genetics



Rationale for assisted hatching

Unphysiological zona hardening:

» Suboptimal laboratory conditions
Cohen, J. In Vitro Fertil. Embryo Transf. 1991; DeMeestere, Int. J. Fertil. Womens Med. 1997; Carroll, J. Reprod. Fertil. 1990

* The use of gonadotrophins in ovarian stimulation
Nikas, Hum. Reprod. 1999

Decreased production of lysins by the embryo
Schiewe, Fertil. Steril. 1995




Is Assisted Hatching effective?

Das S, Blake D, Farquhar C and Seif MMW, Assisted hatching on
assisted conception (IVF and ICSI) (Review), The Cochrane
Library (2009) 4.

Martins WP, Rocha IA, Ferriani RA and Nastri CO, Assisted
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Is Assisted Hatching effective?

>

45,5% vs 43,3%



Is Assisted Hatching effective?

30,1% vs 23,1%



Is Assisted Hatching effective?

What are the results in live birth rate, per started cycle,
based on intention tot treat?

22, 7% vs 17,3%



Is Assisted Hatching effective?

Both meta-analyses made recommendations for future research:

» multi-centre trials with appropriate design, adequate power and appropriate
duration of follow up

* live birth, miscarriage and multiple pregnancy data
women in older age




The AHA-trial

A multicentre randomized controlled trial on the efficacy of
laser assisted hatching in poor prognosis patients
undergoing IVF or ICSI

Poor prognosis patients:




The AHA-trial

Primary endpoint: live birth rate per couple per started treatment
cycle

Secondary endpoints:
 the pregnancy rate and ongoing pregnancy rate per
treatment cycle started




The AHA-trial

Power analysis:

Effect size 6% (two tailed)

Alpha error 5%

Beta error 20% (Power = 80%)

20% ongoing pregnancy rate per started cycle




Pilot AHA

Same inclusion criteria as in RCT

50 couples are offered 1 treatment cycle including AHA

Goal: to proof that the technical skill is available




Pilot AHA, preliminary results

20 ovum pick ups
1 thawing cycle

1 OHSS, poor embryo quality, no cryopreservation
1 TFF, 1 oocyte




