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Prof. Yves Ménézo
Inventor, ISM media series

“ISM1™ js based on decades of research and refinement of media development. It is a very rich
cleavage-stage medium which fully supplies the embryo with the elements required for good
metabolic and physiological function. ISM1™ js designed to imitate the micro environment and to
reduce in vitro culture stress. It contains components such as glucose and derived metabolites, amino
acids, nucleotides, vitamins, and cholesterol. ISM1™ js the first commercially available cleavage-
stage culture medium to include the sulphur amino acid methionine required for methyl transfer in
the vital genomic imprinting process.”

Prof Ménézo has been associated with ART for more than 30 years. He was the first to gain a
successful pregnancy following blastocyst culture & transfer and the first to formulate a commercially
available blastocyst culture medium (Menezo's B2) in the early 90's. ISM1™ was launched in 20071 and
has since proven its worth as a successful culture medium worldwide.
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Fertilization and Culture: Which medium to choose?

Introduced more than 20 years ago, Universal IVF Medium has become one of the most popular and tested IVF
media on the market. Culture media have since advanced into richer, more composite products, optimized towards
human embryo physiology and development.

A modern culture medium, such as ISM1™, is a complex fluid supplying amino acids, nucleotides, vitamins, and me-
tabolites adjusted specifically to each stage in embryo development.

Mimicking nature - what does the embryo need?

High glucose is optimal for fertilization, but not optimal for Day2- Day3 culture, since the embryo is unable to prop-
erly metabolise glucose at this time. ISM1™ is a complex, low-glucose medium, giving significantly better culture
conditions for the embryo (e.g. Gardner et al 2004)

ISM1™ best for culture,
Universal IVF Medium best for fertilization

Multicenter sibling study comparing fertilization and culture in Universal IVF
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Aging women: The battle of IVF

Age at time of IVF treatment is rising in Germany

Women are born with a fixed pool of cocytes, and with age,
esp >35yrs, there is a progressive decline in biochemical
regulatory functions of the aging oocyte, including
mitochondrial function and depletion of the endogenous
pool of amino acids. This is the major factor in fertility
decrease with age.

Essential amino acids are often omitted from cleavage-
stage media, f.ex. Methionine, an essential sulphur amino
acid involved in genomic methylation and imprinting.

ISM1™ is a rich cleavage-stage medium containing high
levels of pyruvate and both essential and non-essential
amino acids - including methionine — thus supplying factors
that are vital to aging oocytes.

Mean Age of Women1997 - 2007
IVF, ICSI, IVF/ICSI

age of women
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1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007

(source: DIR)

Multicenter sibling study comparing Universal IVF Medium and ISM1™
(Erb et al 2004)

Data analysed for “complicated indications” (= older women 38-42yr + anovulation, endometriosis, unexplained

infertility.)

The significant improvement of ISM1™ is even greater in patients with complicated indications. The benefits of
an optimized culture medium become clear under demanding IVF circumstances.
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Culture tips
Monitor pH pH may vary between media according to medium composition and buffer strength.

Confirm regularly that your incubator

CO, reading is correct, and that the pH level in each

medium is within range. Outlying pH values may impede embryo development.

Low O, Recent studies are finally confirming that reduced oxygen tension (~5%) improves
developmental competence of embryos (references available from ORIGIO.)

Incubators Every opening of incubator door involves a lengthy relapse time of temperature, CO,, and
Relative Humidity equilibration. Use of mini incubators (single patient incubators) reduces

these issues.
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Statements from clinics

Marc Van den Bergh, Certified Senior Clinical Embryologist, Leiter Fertilitatslabor
- IVF Laboratory Director, Kantonsspital Baden A.G.

Under the supervision of my promoter Prof. Ménézo | composed for several years my own “In House” sequential me-
dia, which enabled me to measure the glycolytic activity of the human blastocyst between day 4 and 5. When stricter
quality control regulations were needed to obtain the ISO certification of our laboratory, it was from the beginning
clear that MediCult produced the media corresponding closely to my vision of “embryo culture with high perform-
ances”.

Since we introduced in 2005, ISM1™ in combination with the Universal IVF Medium we were able to keep our clinical
pregnancy rate continuously 3 to 5% above the Swiss national mean as published by the Swiss National IVF Regis-
ter.”

Dr. med. Peter Fehr and Brigitte Greutmann, Zentrum fir Reproduktionsmedizin,
Schaffhausen

“For years we use ISM1™ as culture medium for cryocycles. The embryo quality we observe as well as the pregnancy
rates did convince us.”

Vera Baukloh, Partnerschaftsgesellschaft Drs. Fischer, Naether, Rudolf, Hamburg

“ The use of ISM1™ (from the end of 2006 on) increased our pregnancy rate per transfer slightly but significantly.
This fact was especially obvious in cases with subsequent culture periods of more than three days where this in-
crease reached almost 20%."
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