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The SAFE Letter

The needs and requirements of the research world are changing at an increasing speed.

So we at SAFE are focused on responding quickly to your needs and on guaranteeing
you a consistent offer over fime.

This has motivated us to hold workshops events in several cities. These discussions are
an opportunity for us to come together to speak about current issues. We will be
continuing these events this year with new topics.

Like every year, we have chosen fo focus on a particular aspect of laboratory animal
nutrition. Here, we have provided a scientific overview of several of the nutritional
aspects of particular importance during the sensitive reproductive phase.

The SAFE team is pleased to welcome JeanJacques Haltel as plant manager. You will
find his illustration of the lafest improvement initiatives that have been implemented.
After 4 years at SAFE, Eric Thouvenin has also had the opportunity fo take on new
responsibilities within the group, and we would like to thank him for his contribution.

| and the entire SAFE team hope that you will enjoy this newsletter and wish you the
very best for the new year 2012. May it be a year full of confidence for you and your

teams in which all of your projects come into being.

Georges HASSON,
General Manager
For SAFE Team




Medicated Diets

SAFE's special diet preparation unit is ANSES certified, the
essential regulatory prerequisite for the production of
medicated diets. This unit's design and independence
uphold SAFE's commitments: high-qudlity products, zero cross
contamination, welkcontrolled processes and fraceability. This
is where we produce our standard, imadiated or
autoclavable diefs for curative or preventive parasite

freatments. SAFE can provide you with precise information

on this fopic. .

DIETS AND BREEDING

Breeding situations depend primarily on animals’
gene pool, as well as on the breeding system which defermines
the potential for gene expression. Diet can be used to
defermine a phenotype based on the previous parameters. The
effects of diet are not limited to the animal; rather, they also
impact its environment and that of the operator.

The challenges

Diet has a crucial impact on rodents’ lives. Indeed, an
animal is often fed the same diet throughout its entire life. Anyone
involved in reproduction is aware that animals’ fertility, prolificity,
growth and general sfate of health are also controlled by diet. A
diet is defermined by its analytical composition as well as by its
palatability, consumption, digestibility, toxicological and sanitary
quality, and more. As a result, these parameters can be adapted
in order to optimise the performances of a sfrain.

The needs of a reproducing animal vary considerably
in both quantity and quality during the different stages of
development. Meeting these changing needs over time is a way
fo optimise breeding performances, particularly for the most
sensitive animals and transgenic strains.

For example, in mice, Vitamin E is crucial to placenta
development. As a result, it is important to supply sufficient
quantities between the 6th and the 14th day after mating for this
species (ishage et al., 2005).

An increasing number of studies are demonstrating the effect of
diet at early stages in utero and even multi-generational effects
(Cooney, 2006). When reproducing female mice in the cocyte
maturation phase are fed with a maintenance phase diet, cardiac

SAFE AND THE ENVIRONMENT

More efficient waste sorting

By obtaining ISO 14001 certificate, we af
SAFE have documented our drive fo control our
environmental impact to the best of our ability.
Toward this aim, we have implemented a
selective sorfing system. Under the system, one
bin is set aside for organic waste, which is then
composted by a specialised facility, and the
second bin is reserved for other waste, which
is then sorted af a certified outside location.
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Control of contaminations

and behavioural anomalies appear in the young. These
anomalies are not observed when the mothers are fed with diet
with the appropriate protein content for their physiological stage
(Watkins et al., 2008).

While nutritional factors must be controlled, these are
not the only factors with an important role in diefs. Indeed, diets
include substances liable to induce physiological or even
pathological effects. This is why certain heavy mefals, pesticides,
mycotoxins, endocrine disruptors and nitrosamines are regulated.
Certain sfandards partially determine the maximum and
accepfable doses most appropriate fo research. (GV-SOLAS-
BARQAEPA). However, there is no such thing as zero risk.

Compliance with these doses does not guarantee the tofal
absence of contaminants. Effective risk management requires
higher standards and the implementation of best practices starting
in the field and throughout the transport, storage and
fransformation of all raw materials. Only the selection of those
raw materials with the lowest possible levels of contaminants and



SAFE IS SAFE-R

A new record room

In order to meet your requirements for end-to-end
tfraceability, we have built a new Archives

facility with input/output control and reinforced
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well-controlled processes can procure less-contaminated
diets.

While nutritional solutions can meet each need,
they make colonies more complex fo manage and
complicate work in the animal facility. This is undoubtedly
why the most common choice for breeding is a system
based on a single diet.

Non-dietrelated factors and challenges in  breeding
performances have changed considerably over time. While
diet can constitvte a nonnegligible potential  for
improvement, it has not yet been thoroughly explored with
regard fo the thousands of existing strains. A better balance
can be struck between animal facilities” constraints and
animals’ needs.

SAFE has developed diets for each physiological stage,
single diefs appropriate for all stages, other diefs that are
appropriate for transgenic, weakened, or postoperative
animals, and more.

SAFE puts its expertise to work to meet
your specific requirements.

We can develop failored solutions

for your research. Contact us!

products and ingredients for a
period of 2 years. We have set
aside a special sample facility
in order to boost traceability

Along with the record room, we use a safe in order to

and transparency.

J.H

Some of the possible physiological effects of
nutrition on reproductive parameters.

NUTRIENT

EFFECTS ON REPRODUCTION

Proteins and Amino acids

Passive immunity in newborns from milk. Growth,
milk production, etc.

Influences animals’ overall performances: growth, reproduction, etc.

Deficiency: causes cannibalism

Energy Reduction: increases life expectancy,

reduces weight problems and tumour development.

Excess: obesity reduces fertility in mice (Tortoriello et al. 2004)
Lipids and reduces sperm mobility in rats (Fernandez et al., 2011)

Omega 3 and 6
unsaturated fatty acids

Involved in prostaglandin synthesis.
Influence mammary gland development

Vitamin A

Cancer-fighting agent in embryonic development
(Olson, 2001).

Deficiency: sterility.

On young: depend on mother’s milk and dietary regimen
upon weaning (very low vitamin A levels in the liver)

Vitamin E (ectocopherol)

Deficiency: severely lowers reproductive performances (Ames, 1974).

Vitamin B12 (cobalamine)

Deficiency: causes retarded growth and renal atrophy in rats

Vitamin B9 (Acide folique)

Deficiency: slows growth and lowers reproductive capacities

Vitamin D

Deficient rats: adding calcium and phosphorus improves
performances (Uhland et al., 1992)
Deficiency: causes rachitis.

Vitamin B1 (Thiamine)

Deficiency: testicle degeneration

Trace elements

Bioavailability differs by chemical form.
Deficiency : often leads to retarded growth

Iron

Deficiency during gestation: causes retarded
growth in the young (Lewis et al.,2001,2002

Phytoestrogens

Endocrine disruptors (Thigpen et al. 2004)

Antioxidants

Inhibits the development of ovarian theca cells and
causes apoptosis (Rzepczynska et al., 2011).

* Articles sources and publications available on the website www.sate-diets.com




ZEBRAFISH,
NUTRITIONAL INNOVATION

Following an indepth study of the zebrafish’s
nutriional needs and the new models that
have been developed, SAFE infroduces the
new, zebrafish-specific CAVIAR range.

CAVIAR offers

*Classification of the agglomerated product
in o wide range of sizes to match all of the
stages of development,

*Smallest diameter between 5 and 50pm, for

consumption from the very first days, and the
possibility fo substitute for Artemia and paramecia,
°High-quality raw materials with excellent
bicavailability and a low level of confaminants,
* Specific microencapsulation technology in
partnership with a unit specialising in young

fish nutrition.

The technical information is available by

request or on our website, www.safe-diets.com

DIDYOU KNOW?

All packaging that comes info contact with dief must be food
grade certified. All of SAFE’s packaging that comes into
contact with your products has this certification.
The certificates are available upon your request.

Welcome fo the new Hungarian distributor
INNOVO Kft.
SAFE thus expands its distribution level.

WORKSHOPS

We are continuing to hold round table discussions in various
cities in France. Workshops are also planned abroad.

Our aim is to discuss a variety of ftopics: Diefar
confaminants, Biofilm, Nutrition, and more. The success wit
which these topics were met when presented at various
Afstal workshops has encouraged us fo contfinue this
initiative.

You will be receiving an invitation including all of the
details for each SAFE round table event.

GM

At SAFE, as you are aware, our formulas remain identical
and the origin of our ingredients as well as our processes
are unchanged and well-controlled. However, due to the
extensive dafa we have collected, improvements of analyti-
cal methods and the increasingly precise searches that are
performed, we have needed fo invest in a more powerful
and flexible software solution: LOGIQUAL.

This system allows us to compile all of the analytic data on
our finished products (diets and litters) as well as on our
raw materials).

LOGIQUAL will provide a more complete presentation of
our control data sheefs and allow graphs and raw data to
be extracted. Through LOGIQUAL, SAFE provides you with
a secure, durable solution with which to manage all analytic
data.

We have so updated our analytic data as well as our products’
fechnical information. Those product data sheets have also

changed shapes, but SAFE’s formulas remain identical.
R.B & DM
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Scientific Animal Food & Engineering

Route de Saint Bris - 89290 Augy - France
Tél. :+33 (0)3 86 53 76 90 - Fax : +33 (0)3 86 53 35 96 -info@safe.evls.net
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