


Cryoconservation Media 4

GM501 VitriStore

Product code:
1 x VitriStore Kit
4 \VFT KIT7

1 x VitriStore Vitrification Kit
1 x 5ml Pre-vitrification Medium
1 x 1ml Vitrification Medium 1
1 x 1ml Vitrification Medium 2

4 VF_KIT 1

1 x VitriStore Thawing Kit
1 x 5ml Warming Medium 1
1 x Tml Warming Medium 2
1 x Tml Warming Medium 3
1 x Tml Warming Medium 4

GMS501 VitriStore is a set of ready-to-use vitrification
media for vitrification and warming of human pronuclei,
blastocysts and morulae.

Product specifications and quality control:

e GMS5O01 VitriStore is manufactured according to ISO
9001 and ISO 13485 standards.

e All raw materials are of highest available purity (Eu-
ropean Pharmacopaia and/or USP standard), if ap-
plicable.

e A certificate of analysis is available for each batch.
They can be requested from our website with corre-
sponding Lot Number, respectively.

e GM501 VitriStore is manufactured and tested ac-

taining DMSO and Ethylene glycol as cryo protect-
ants. Additional components are sucrose, Ficoll
and HSA. GM501 VitriStore does not contain any
antibiotics.

Instructions for use:

Vitrification:

e Gynemed recommends a pH-value of 7.20 - 7.40.
The corresponding CO,-concentration should be
controlled individually for every incubator.

e Mix all solutions of the VitriStore Freeze-Kit well
by shaking or up- and down pipetting and temper
according to the stage of embryo to be vitrified
(see below). Fill the first well of a 4-well-dish with
300ul Pre-vitrification Medium (PVM). Fill the se-
cond well with 300pl VitriStore Vitrification Medium
1 (VM1) and the third well with 300pl VitriStore Vitri-
fication Medium 2 (VM2). Get the needed number
of straws ready.

The procedure of vitrification is depending on the

developmental stage of the embryos to be vitrified.

e Transfer the embryonic stages to be vitrified from
the culture dish into the Pre-vitrification medium (1.
well) and incubate them according to the following
scheme:

Morulae/early blastocysts/PN-stages/early clea-

vage stages:

Temperature of solutions and application at:

room temperature

Well 1 Well 2 Well 3
PVM VM 1 VM 2
2min 2min 20sec

Ova/blastocysts/expanded blastocysts:
Temperature of solutions and application at:
37°C

cording to the following specifications:

pH at 37°C, 6% CO, 7.20-7.40
Osmolality (mOsm/kg) 270 - 290
Sterility SAL103
(Sterility Assurance Level)
Endotoxins (EU/m) <0.25
MEA = 80%
(Blastocysts after 96h in %)

Composition:

Well 1 Well 2 Well 3
PVM VM 1 VM 2
2min 3min 20sec

Blastocysts/expanded blastocysts + artificial

shrinking:

Temperature of solutions and application at:

room temperature

Well 1 Well 2 Well 3
PVM VM 1 VM 2
2min 2min 20sec

e  GM501 VitriStore media are based on PBS, con-
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Cryoconservation Media

GM501 VitriStore

After the last incubation step, fill the vitrification
straws immediately according to manufacturer’s in-
struction with 1 — 2 concepti in a preferably low vo-
lume of Vitrification Medium 2. (Attention: The total
contact time of the concepti with the Vitrification
Medium 2 until the plunging into the liquid nitro-
gen must not exceed 40 seconds!) If you work
with Straw-in-Straw systems, insert the filled inner
straw into the outer one and close it according to
manufacturer’s instruction.

Immerse the end of the straw containing the em-
bryonic stages into the liquid nitrogen and sway it
repeatedly.

Then completely plunge the straw into the liquid ni-
trogen and leave it there until re-storage in a storage
container. For transfer into a storage container pre-
ferably work under liquid nitrogen and assure that
the vitrified straw does not warm up again.

Warming:

Warm all solutions of the VitriStore Warming Kit to
37°C and mix well by shaking or pipetting them up
and down. Gynemed recommends a pH-value of
7.20 - 7.40. The corresponding CO,-concentration
should be controlled individually for every incuba-
tor.

According to the used straw system, fill VitriStore
Warming solution 1 into a 35mm petri dish which is
pre-warmed to 37°C (2,0ml, e. g. for VitriPlug and
CBS-HSV-Straws) or into a pre-warmed Biopur
Eppendorf reaction vessel (0,5ml for OPS-Straws).
If you are using other carrier systems, please
prepare suitable warming vessels according to
manufacturer’s instructions.

Fill the first well of a pre-warmed 4-well-dish with
300 pl VitriStore Warming solution 2. Fill the second
well with 300 pl VitriStore Warming solution 3 and
the third well with 300 pl VitriStore Warming solution
4.

Take the straw to be warmed out of the storage ves-
sel and initially place it into an isolation vessel filled
with liquid nitrogen. According to the straw system,
open the outer straw by cutting off the end which is
not filled with embryonic stages with sterilized scis-
sors. Ensure that the straw end containing the em-
bryonic stages is still submerged in liquid nitrogen.
Now pull out the inner straw with a sterilized forceps
or other suitable tool. If you use VitriPlug Straws pull
out the plug with the embryonic stages.

Plunge the straw tipimmediately into the pre-warmed
VitriStore Warming solution 1 in the prepared petri
dish under microscopic view or into the reaction

vessel, respectively. Look for the concepti under the
stereo microscope and flush them by repeated up
and down pipetting. Then transfer them into well 1 of

the prepared petri dish.

Continue warming according to the scheme below:
Temperature of solutions and application at:

37°C
Petri dish 4-well dish
Well 1 Well 2 Well 3 Well4
WM 1 WM 2 WM 3 WM 4
1-3min 2min 2min 1min

Flush the concepti in well 4 and then immediately
transfer them into a culture dish with equilibrated cul-
ture media.

Precautions and warnings:

GM501 VitriStore contains human serum albumin
(HSA), which is obtained from blood of donors of
certified blood banks according to international gui-
delines. All biological material used for this product
has been screened for antibodies to HIV, Hoc, HCV,
HTLV I/ll and was non-reactive for HbsAg, HCV
RNA, HIV-1 RNA and syphilis. However, no known
test method can offer absolute certainty that pro-
ducts obtained from human blood will not contain
and/or transmit infectious agents. Therefore, handle
all specimens with the necessary precautions.
Always wear protective clothing when handling spe-
cimens.

Always work under strict hygienic conditions to avo-
id potential contamination.

Do not use the product if bottle, seal of the container
or package is opened or broken upon delivery.

Do not use the product if it appears discoloured,
cloudy or shows any evidence of microbial conta-
mination.

Remove desired volume of product under aseptic
conditions.

Only for the intended use.

The intended users are IVF professionals (lab techni-
cians, embryologists or medical doctors).

Storage instructions and stability:

Shelf life is 6 months from time of manufacture.
Store between 2-8°C.

Keep away from (sun) light.

After opening the container do not use the product
longer than 2 weeks.

Do not use after expiration date.
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Additional Media

GM501 PVP

—~
M Product code:
§§ e 1x 1ml
0 omsot 4 PVP-001
Contains:
&Z.g.Donof"" 5 % 0.2ml
Q): FP€‘ X 0.Zm
~— 4 PVP-0001-5

GM501 PVP is used to reduce the motility of sperm
making it easier to catch them with the ICSI pipette.
GM501 PVP is ready-to-use. It is possible to dilute
the solution with HEPES-buffered GM501 Wash.

Product specifications and quality control:

e GM501 PVP is manufactured according to I1ISO
9001 and ISO 13485 guidelines.

e All raw materials are of highest available purity
(European Pharmacopaia and/or USP standard),
if applicable.

e A certificate of analysis is available for each
batch. They can be requested from our website
with corresponding Lot Number, respectively.

e GMS501 PVP is manufactured according to the
following specifications:

pH at 37°C, 6% CO, 7.20-7.60
Osmolality (mOsm/kg) 265 - 285
Sterility SAL10®
(Sterility Assurance Level)
Endotoxins (EU/mI) <1.00
MEA = 80%
(Blastocysts after 96h in %)

Composition:

e GM501 PVP is 10% dialyzed PolyVinylPyrrolido-
ne (MW 360 000) and is solved in HEPES-buffe-
red GM501 Wash.

Instructions for use:

e GM501 PVP should be warmed to 37°C. Gy-
nemed recommends a pH-value of 7.20 - 7.60.
The corresponding CO,-concentration should be
controlled individually for every incubator. Place
a small drop (5 - 10pl) PVP into an ICSI-dish and
cover this with Mineral Oil. Add a small volume
(1 - 2ul) of washed sperm into the center of the
PVP droplet. Incubate for a few minutes at 37°C

to allow the sperms to migrate to the bottom of
the droplet. Select and recover the spermatozoa
for injection. If necessary, dilute the solution with
HEPES buffered GM501 Wash.

Precautions and warnings:

e GM501 PVP contains human serum albumin
(HSA), which is obtained from blood of donors
of certified blood banks according to internati-
onal guidelines. All biological material used for
this product has been screened for antibodies
to HIV, Hbc, HCV, HTLV I/l and was non-reactive
for HbsAg, HCV RNA, HIV-1 RNA and syphilis.
However, no known test method can offer ab-
solute certainty that products obtained from hu-
man blood will not contain and/or transmit in-
fectious agents. Therefore, handle all specimens
with the necessary precautions.

e Always wear protective clothing when handling
specimens.

e Always work under strict hygienic conditions to
avoid potential contamination.

¢ Do not use the product if bottle, seal of the con-
tainer or package is opened or broken upon de-
livery.

e Do not use the product if it appears discoloured,
cloudy or shows any evidence of microbial con-
tamination.

e Remove desired volume of product under asep-
tic conditions.

e Only for the intended use.

e The intended users are IVF professionals (lab
technicians, embryologists or medical doctors).

Storage instructions and stability:

e Shelf life is 9 months from time of manufacture.
Store between 2-8°C.

Do not freeze.

Keep away from (sun) light.

After opening the container do not use the pro-
duct longer than 4 weeks.

e Do not use after expiration date.
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GM501 HSA

..
- Product code:
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il 1 x5ml
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GM501 HSA (10% human serum albumin) is a pro-
tein supplement for all embryo culture media.

Product specifications and quality control:

GM501 HSA is obtained from blood of donors
of certified blood banks according to internatio-
nal guidelines. The HSA is dialyzed and subse-
quently solved in saline buffer.

The protein supplement is manufactured using
the modified Cohn-Oncley cold ethanol fractio-
nation process. The final product is sterilized by
filtration and additionally heated for 10-11 hours
at 60°C.

GM501 HSA is manufactured according to ISO
9001 and ISO 13485 standards.

All raw materials are of highest available purity
(European Pharmacopaia and/or USP standard),
if applicable.

A certificate of analysis is available for each
batch. They can be requested from our website
with corresponding Lot Number, respectively.
GM501 HSA is manufactured and tested ac-
cording to the following specifications:

pH at 37°C, 6% CO, 7.20-7.45
Osmolality (mOsm/kg) 265 - 285
Sterility SAL10®
(Sterility Assurance Level)
Endotoxins (EU/mI) <0.10
MEA = 80%
(Blastocysts after 96h in %)

Composition:

10% (100 mg/ml) GM501 HSA in saline buffer.

Instructions for use:

To supplement the 50mI GM501 Basic or GM501
Basic plus Gentamicin with GM501 HSA to a
protein end concentration of 1%. Keep 45ml

Culture Medium in the bottle and add 5ml of
GM501 HSA. Mix well.

Embryo culture media must be equilibrated over
night in a humidified CO,-incubator (at 5-7%
CO,, 37°C). Gynemed recommends a pH-value
of 7.20 - 7.45. The corresponding CO,-concent-
ration should be controlled individually for every
incubator.

Precautions and warnings:

Always wear protective clothing when handling
specimens.

Always work under strict hygienic conditions to
avoid potential contamination.

Do not use the product if bottle, seal of the con-
tainer or package is opened or broken upon de-
livery.

Do not use the product if it appears discoloured,
cloudy or shows any evidence of microbial con-
tamination.

Remove desired volume of product under aseptic
conditions.

Only for the intended use.

The intended users are IVF professionals (lab
technicians, embryologists or medical doctors).

Storage instructions and stability:

Shelf life is 6 months from time of manufacture.
Store between 2-25°C.

Do not freeze.

Keep away from (sun) light.

After opening the container do not use the pro-
duct longer than 4 weeks. Store the opened pro-
duct at 2-8°C.

Do not use after expiration date.
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Additional Media 5

GM501 Mineral Oil

RN
Product code:

Qe | = 1 x 100ml

i iﬂ‘T - 4 MO-0100

g =

g: & s

= 1 x 500ml
4 MO-0500

GM501 Mineral Oil is a ready-to-use oil to reduce
evaporation and to stabilize the pH-volume during
IVF and ICSI procedures.

Culture media overlayed with oil were first used in the
early 1960’s as a technique for the culture of mamma-
lian embryos. The oil permits small volumes of medi-
um to be used for fertilization and embryo culture.
Use of oil prevents the evaporation of media, thereby
reducing the harmful effects of increased osmolality.
Futhermore, the use of an oil overlay reduces chan-
ges in pH caused by a loss of CO, from the medium
when culture dishes are taken out of the incubator for
embryo scoring. Finally, culture of multiple embryos
in small volumes of medium under oil promotes the
concentration of autocrine growth factors secreted
by the developing embryo, leading to enhanced rates
of embryo development.

Product specifications and quality control:

e GM501 Mineral Oil is manufactured according to
ISO 9001 and ISO 13485 guidelines.

e All raw materials are of highest available purity
(European Pharmacopaia and/or USP standard),
if applicable.

e A certificate of analysis is available for each
batch. They can be requested from our website
with corresponding Lot Number, respectively.

e GM501 Mineral Oil is manufactured according to
the following specifications:

Density (g/ml) < 0.86
Viscosity (cP at 30°C) <30
Sterility SAL10®
(Sterility Assurance Level)
Endotoxins (EU/mI) <0.25
POV (mEg/Kg) < 0.1
MEA = 80%
(Blastocysts after 96h in %)

Composition:

e GM501 Mineral Qil is a light (density 0.83-0.86g/
mL/Viscosity < 30 cP at 30°C) mineral oil double
washed in ultra-pure water.

Instructions for use:

e GM501 Mineral Qil is a ready-to-use oil so no
further preparations are necessary.

e GM501 Mineral Oil has to be pre-incubated in a
CO, incubator for 24 hours (5-6% CO, with lid
open) before use.

e Overlayer the medium with GM501 Mineral Oil
until it is completely covered.

Precautions and warnings:

e Always wear protective clothing when handling
specimens.

e Always work under strict hygienic conditions to
avoid potential contamination.

e Do not use the product if bottle, seal of the con-
tainer or package is opened or broken upon de-
livery.

e Do not use the product if it appears discoloured,
cloudy or shows any evidence of microbial con-
tamination.

e Remove desired volume of product under asep-
tic conditions.

e Only for the intended use.

e The intended users are IVF professionals (lab
technicians, embryologists or medical doctors).

Storage instructions and stability:

e Shelf life is 18 months from time of manufacture.

Store between 2-8°C.

Do not freeze.

Keep away from (sun) light.

After opening the container do not use the pro-

duct longer than 4 weeks.

Do not use after expiration date.

* Equilibrated oil can be stored under 5-6% CO,,
for up to 6 weeks.

C€os82
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Miscellaneous

Insemination Kit

I %
GYNEMED

\

LT TR

O 1 x Kit

\nseminotion Kit | 4 SAKIT-002

The Insemination Kit is a complete system for simple
and safe preparation and processing of human
spermatozoa out of the ejaculate, for homologous
and hetereologous intrauterine inseminations (1UI).
The Insemination Kit uses the self motility of the
male germ cells to isolate motile spermatozoa in
high concentrations. We recommend the use if the
ejaculate is normozoospermic and slightly oligo-
and/or asthenozoospermic.

One Kit comprises:

1 x Vial with 2 ml of SpermAir Medium
2 x 2 ml-Syringes (sterile)

1 x Short cannula (sterile)

2 x Long cannulas (sterile)

1 x Insemination Catheter (sterile)

1 x Instructions for use

Product specifications and quality control of the

SpermAir Medium:

e SpermAir is manufactured according to ISO
9001 and ISO 13485 guidelines.

e All raw materials are of highest available purity
(European Pharmacopaia and/or USP standard),
if applicable.

e A certificate of analysis is available for each
batch. They can be requested from our website
with corresponding Lot Number, respectively.

e SpermAir is manufactured according to the fol-
lowing specifications:

pH 7.20-7.40
Osmolality (mOsm/kg) 270 - 290
Sterility SAL103
(Sterility Assurance Level)
Endotoxins (EU/mI) <0.25
MEA = 80%
(Blastocysts after 96h in %)

Product code:

Compostion of the SpermAir Medium:

e NaCl, KCI, KH,PO,, MgSO, x 7 H,0, NaHCQ,,
CaCl, x 2 H,O, Dextrose-anhydride, Na-Lac-
tate, Na-Pyruvate, EDTA, Na-Alanyl-Glutamine,
21mmol HEPES, H,O, non essential and essential
amino acids, 0.5 % HSA, Phenolred, Gentamicin.

Precautions and warnings:

e SpermAir contains human serum albumin (HSA),
which is obtained from blood of donors of certi-
fied blood banks according to international guide-
lines. All biological material used for this product
has been screened for antibodies to HIV, Hbc,
HCV, HTLV I/ll and was non-reactive for HbsAg,
HCV RNA, HIV-1 RNA and syphilis. However, no
known test method can offer absolute certainty
that products obtained from human blood will not
contain and/or transmit infectious agents. There-
fore, handle all specimens with the necessary
precautions.

e Always wear protective clothing when handling
specimens.

e Always work under strict hygienic conditions to
avoid potential contamination.

¢ Do not use the product if bottle, seal of the con-
tainer or package is opened or broken upon de-
livery.

¢ Do not use the product if it appears discoloured,
cloudy or shows any evidence of microbial con-
tamination.

e Remove desired volume of product under aseptic
conditions.

e Only for the intended use.

e The intended users are IVF professionals (lab
technicians, embryologists or medical doctors).

e Do not use again; do not resterilize.

Disposal:

e The products must be disposed of as potentially
contaminated. Different regulations may apply for
each country.

Storage instructions and stability:

e Shelf life is 6 months from time of manufacture.
Store between 2-8°C.

Do not freeze.

Keep away from (sun) light.

After opening the container do not use the product
longer than 7 days.

e Do not use after expiration date.
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Insemination Kit

Instructions for Use:

Warm up the SpermAir vial to room tempera-
ture.

Remove metal cap from the stopper and des-
infect the stopper’s surface with isopropylal-
cohol (70 %).

Insert the enclosed short cannula through the
stopper. It serves as pressure balance valve.
Aspirate liquefied, analysed ejaculate into an
enclosed 2ml-syringe and attach a long can-
nula.

Hold the syringe with its tip upwards to col-
lect air in the upper part of the syringe and
press it out.

Now insert the syringe’s cannula (tip down-
wards) through the vial’s stopper until the tip
attaches the bottom of the vial.

Now release the ejaculate slowly and carefully
by pressing it out of the syringe and let it sus-
pend under the preparation medium without
mixing the two liquids.

After deflation remove the syringe with the
cannula carefully while leading the tip along
the inner wall of the vial. Discard the syringe
and the cannula.

Now carefully place the vial’'s neck into the
rack’s fork and store the vial at 37°C in an in-
cubator for at least 45 minute but not longer
than 3 hours.

After incubation carefully take out the vial and
turn it upright. Attach an unused long cannula
onto the tip of an unused 2ml-syringe and in-
sert it again through the desinfected stopper.
Aspirate 0.5ml to 1.0ml of the upper media
layer and remove the syringe with the can-
nula. The syringe now contains the SpermAir-
fraction with the isolated motile sperms. Until
the insemination procedure place the syringe
with the cannula and its attached protection
cap in an incubator at 37°C.

For insemination remove the cannula from
the syringe and attach the enclosed IUI-cath-
eter at the tip of the syringe. Before filling the
sperm suspension into the syringe, 1ml of air
has to be aspirated into the syringe. By this it
is assured that the complete sample will be
flushed into the cavum uteri. (Dead air volume
of the catheter 1,3 mm?).

The guiding appliance is adjusted corre-
sponding to the anatomical proportions de-

termined beforehand.

e The catheter is inserted until the guiding ap-
pliance is situated on the outer uterine ori-
fice.

e As soon as the desired position has been
reached, the catheter will be turned, so that
the marks on the grip are positioned visibly
on top. In this way both of the lateral open-
ings at the very end of the catheter are lined
up towards the applicators orifice.

e The suspension with the spermatozoa is in-
jected slowly into the cavum.

e Finally the catheter is slowly being extracted
out of the uterus.

Advice:

If the sperm is not liquefied sufficiently 30 minutes
after the ejaculation, liquefy it by aspirating it into a
sterile disposable syringe (2 or 5ml) and flushing it
out several times. Before doing so, let objectionable
crude particles sediment and do not aspirate them
into the syringe.

It is recommended to analyse the sperm concentra-
tion prior to the insemination. At least 2 Mio. grade
A spermatozoa/ml should be present for successful
insemination. An insemination with lower than 0.5
Mio./ml is not recommended. If performed optimal-
ly, the sperm suspension contains no or just very
few immotile spermatozoa.
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