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PRODUCTS
Quality is the most important criterion in the manufacturing
of our products.
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Quality is the most important criterion in the manufacturing of our products.
For this purpose, we have implemented a control system which monitors
the physical, chemical and biological quality of our products. The checking
of quality starts with the incoming raw material, is continued in production
processes and ends with the dispatch of the finished product.

Strict controls, conducted according to the legal provisions and specific
standards, accompany the product. All products can be traced back to
their production period, machine operators and tools, all the way back to
the starting material used. With each delivery of high quality goods, our
customers receive a product specific certificate, which confirm our high
quality standards.

For this reason LABinside guarantees for a multitude of its products

a routine control of raw materials (—p. 7). The products are checked
for the following quality relevant characteristics: Free from endotoxins
(—p. 13), free from DNA/DNase/RNase (—p. 9). For all our sterile
products, we guarantee a SAL 10° (—p. 11).

Particularly in the field of in-vitro diagnostics toxic effects on cells or tissue
cultures plays an important role. It is vital therefore that any toxic effect
during the cultivation and storage of cells or tissues for in-vivo use are
eliminated(—p. 15).

This service will be performed to ensure your security and is free of charge.
Each product tested will be delivered with a certificate of quality, like that
shown on page 5.

—To order the detailed up-to-date listing of products tested for cytotoxicity,
please give us a call or send an email.

P

P
DNase &9 & D
RNase &7 & p.
Uz HC p
Endotoxin &9 p
HEESA p

Control of raw materials p.6-7
Free from DNA p.8-9
Free from DNase p.8-9
Free from RNase p.8-9
Sterility SAL 107 p. 1
Free from endotoxins p

Free from cytotoxicity p.14 - 15
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QUALITY

Quality assurance marks not only gurantee the quality but also give
a guideline for the products.
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romise of Quality
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RAW
MATERIAL

DNA/RNA
DNase/RNase

SURFACE
TREATMENT
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2|2 DNA/RNA, DNase/RNase2l @< 0|
Sie NS

testAl 0.06EU/mI(EU= endotoxin units)
Olotel H&EZWE 22 HE
(FDAE S2232= 0. 5EU/mI | oF,

& HE2 0.06EU/mIOIGIE #A)

Pyrogen?l gt E& 9l Endotoxin® LAL
I(E

‘AAMI/ISO 10993-5"2] E
HI“E/\*O STAl AHIZ

To = T

HolIr Sl M3

EXH0 2 ol
SEHet M2

Ctfet g3t ZNHe=S ?o MS2
HOE0 S+ XMclet NS, 22 s fet
=29 Xl

‘AAMI/ISO 11137°2 QIS E Il &9
DEERO HOWez B7E MSB.
2 ASE M= 6E 014 ERs 2
‘AAMI/ISO 11737 0l ZXt0il ek SAL 10

Olohot Bl =5 ZAtES Z2E.

‘AAMI/ISO 1113572 JFOIE 2ol 0l 2| oH
100% Ethylene Oxide JFAO 2ol S =
HE. ‘AAMI/ISO 11737 0l E XHAl [Het

SAL 10 C0l8t 0t &= S2AI2F 25X

& X (Electron Beam) XA loH H2 &
HS. AAM6|/|SO 11737 0l 2 XHoll et
SALO|l 10 "OlotIt SIEE T AlE=2 2 4.

D= NS ZE0 MBS HA
NEBSZ NS =8 Jts.
23 =

S0l

Use the highest medical grades of virgin regin
approved by FDA;
free from hevy metals and cytotoxicity

No contamination
with the unexpected DNA/RNA/DNase/RNase

The result of the Limulus amoebocyte lysate(LAL)
testis <0.06 EU/ml.

Test for cytotoxicity according to ISO 10993-5;
no morphological abberation, no cell lysis,
good cell density

Cell culture treated products are labelled
with TC surface treatment (TC=Tissue Culture)

Products are conditioned then treated with
Gamma rays, emitted from cobalt-60,
according to AAMI/ISO 11137

guaranteed by SAL 10°

Products are conditioned then treated with 100%
ethylene oxide gas according to AAMI/ISO 11135;
guaranteed by SAL 10°

Products are conditioned then treated with
electron beam radiation; guaranteed by SAL 10'6

all products and packages carry a LOT number,
traced the product's quality.

recommend single use

www.labinside.com
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PLASTIC GRANULES i
The granules are homogenised at 240 to 290TC and &

then further processe d to high quality products by
injection mou Iding.
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INO|E o ( 0 K LABinside products are manufactured from raw materials that:
a:'[)ﬁ 2|1 Cgﬁ% 1} g' 4%5?2 _-:0' IMSQQOIUE' B AE - meet the requirements of the FDA directive 21CFR 177.1640

. _ » “Polystyrene and rubber-modified polystyrene”
Polystyrene S rubber-modified polystyrene - meet the EU directive 94/62/EC, this regulation does require that the

- EU 94/62/EC, S35 &0 100 ppm 0132 R B. maximum level for heavy metals is below 100 ppm.

www.labinside.com
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~  Contamination with biological material will generate
‘-" false results in DNA-analysis.

DNA/RNA
DNase/RNase
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DNase/Rnase

DNases(deoxynucleases) 2 RNase(ribonucleases)=
DNA(deoxyribonucleic acid) 2 RNA(ribonucleic aci
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Deoxyribonucleic acide M2 12X %QE SHYEE Tatgtn Al
PCR, NEA L 22 AI°401|H Hatotl g

FEA Qch DNAY 20| HA(HOFEJU.

Alelar):

MEQ XY S& Jtsst g4 E 8ol 2okl o 0.5% Tween209 2
MO WC DNAY 89= PCRES 01880 AEANEE AU %S
EZANSZ DNAJE E&E 0.5% Tween202, SBEZHNGE

0.5% Tween202 ArE 8t

A'S 2 H= FRET(fluorescence resonance energy transfer) g2 &
SOI5H[,
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DNase/RNase

DNases (deoxynucleases) and RNases (ribonucleases) are enzymes that
hydrolyse DNA (deoxyribonucleic acid) and RNA (ribonucleic acid) into
small fragments, thus destroying them.

The presence of these enzymes in laboratory products used for PCR
(polymerase chain reaction) can lead to false results due to the reduction
or absence of in-vitro transcription reactions.

Detection of these enzymes is conducted by PCR:

The products are washed with 0.5 % Tween20 to completely detach
enzymes that might be adhering to any surfaces.

The wash solution is incubated together with a DNA (or RNA) standard
and the residual DNA (or RNA) content is determined by PCR, or RT-PCR
(for RNase) detection. A positive control (DNA or RNA standard without
wash solution) and a negative control (H20, 0.5 % Tween20 and buffer
used) are included in each test. The amplification products are detected
online by means of FRET (fluorescence resonance energy transfer).

(Human) DNA

Deoxyribonucleic acid is a biopolymer and the carrier of genetic information.
For accurate, meaningful experimental results when using techniques such
as PCR, DNA sequencing or other molecular biology techniques, it is vital

to avoid contamination with foreign DNA.

Detection of human DNA is conducted by PCR:

The products are washed with 0.5 % Tween20 to completely detach
nucleotides that may be adhering to any surfaces. The wash solution is
tested for the presence of DNA by means of PCR. A positive control (DNA
standard) and a negative control (0.5 % Tween20) are included in each
test. The amplification products are detected online by means of FRET.

RNase & DNA= D12, 0ol €2 222 2H Z&HN HY 28 ES
2 Z=0 20kGy O!A o BALHA Olet 212 2L THl & AL
=24t A0 20 2 AN AU 320 =& Ye A0
A0,

NEOIL S22 HE( o8t DNAY 249 2F2 (L5010 BHCF
SOINOIEY Mpratge 9222 HAgtoty AUl

- D QAT 44T 28 B Aol ZE, R, 22RE B

- SZURY SJle AU D820 2ot 2ES FAstotd AL

Ribonucleases and DNA are found in all biological materials (skin, hair,
etc.) and hoth the enzymes and the DNA are extremely resistant to
environmental influences. Sterilisation of products by irradiation will only
partially inactivate or destroy them. Experimental evidence shows that
even doses of 20 kGy and above only induce low levels of inactivation in
these molecules. Therefore, it is vital to prevent contamination due to
human or animal material.

Contamination with nucleases and DNA due to contact with human and
animal material must therefore be prevented.

Our production environment is designed in such a way as to minimise the
risk of contamination.

- All production staff wear overalls, gloves and a hairnet, in order to
prevent direct contact of the products with human material.

- The ambient air in the production area is strictly controlled by appropriate
measures and is monitored for particles and microorganisms.

www.labinside.com
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MICROORGANISM
Sterile conditions are essential for cell and tissue cultivation.
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~ Sterility
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M2 22 2l 28+ D420 2SH0 AIIHEH
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2 HF N2 5 -2aEh.

Sterile means free of viable microorganisms.

Sterilisation is performed to inactivate viable microorganisms.

However, the inactivation of microorganisms by sterilisation often
approximates to an exponential function. Therefore, the presence of viable
microorganisms is defined as a “probability”. This probability can be
reduced to a minimum by sterilisation, but it can never be equal to zero.
In the sterilisation procedure, the probability of a non-sterile item is
referred to as the “sterility assurance level” SAL.

For our sterile products, we guarantee a SAL10°,

The radiation dose is determined in accordance with 1SO 11737,

For calculation of the radiation dose required to guarantee this SAL10®,
it is necessary to determine the population of viable microorganisms
(bioburden) prior to sterilisation. For this purpose, a defined number of
items are taken from three production units to determine the bioburden.
However, since some microorganisms can adhere to the surface of the
items a so-called recovery rate have to be evaluated advance for each
individual product. For this purpose, sterile products are contaminated
with a defined number of microorganisms and then the bioburden rate is
determined. The correction factor thus determined and the hioburden of
the non-sterile products are used to calculate the radiation dose.

After validation of the radiation dose determined, the products are
irradiated accordingly. The bioburden for each product is checked at
regular intervals and re-evaluated whenever any relevant changes are
made to the production process.

Sterilisation is monitored with dosimeters and validated at regular intervals
in accordance with IS0 11137, EN 552, ANSI/AAMI ST31/ST32.

Each sterilisation is accompanied by documentation of the radiation dose
measured.

RE 97 ME2 SAL 107°8 BES&tL0.

For our sterile products we guarantee a SAL 107,

www.labinside.com
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HORSESHOE CRAB

Endotoxins are detected unequivocally by means of the blue
blood of the horseshoe crab (limulus polyphemus).

Pyronogen

Encotoxin

www.labinside.com




| Product Quality

o

Endotoxin2

NgLEFA SeH O E

Mﬁqm ME

g'g
(0] 7]
dnu
HU
|
o
olo
0x
=
o

Pyrogen®

-
(ep]
S
(@)
>
=.
L
oy
0lo
o ©
ro
Of¥
J%
2 O
o
0l0 J&E

O ox
oo 02

:._—_J
= =
ox o

Y i 2
U_>.:r|0m

oir

ol
-

E
ne

02 0X 4m
oor JA m
Uo o =

P

rS et ro

= oI
rir 140
>

rm
-
O
9,
><
3
FIO
= 4 ne
=N =
B o=
M rion
L
ne
>
a2
i
wall
>
ron —
[p-}
()
=
(@p)
=
>
ol
=
=2

Endotoxin Limulus amoebocyte lysate (LAL) HHAE=Z A& & £ T}
LALHIé__ endotoxindt BtSHA 22 g4t =

0|28&tC 0/ 0|23 endotoxin® ZTHHEE 2HCtal &0l & 2 YO,
andard curveS Sofl By3d & 4 U0 HAEH 2 HE(

<0.06 EU/ml € & endotoxin®l 2o &S ©/0/&tCHEU=

HAEE Y2850 B2 = FDA JH0IELHOIS THECH (12/87).

USP= BE 92831 0.5 EU/ml Olot, 28 ME2 0.06 EU/ml 0I5t S
A0ot D UL

NEOIL 529 EZH 96t Endotoxin® @E2 BIEA

O 2 & Of OF SHCH,

HOIAFOIC O] MAtEIAS 9 2QAS R Agtot) AL

- OF MATIE MAMZ QAUS B Qo) B, S, BESIYRE HES[
- SRURY S)l= HAU OIM=2H st 242 3Agotd YU

endotoxin units).

Endotoxins are a subset of pyrogens that originate from gram-negative
bacteria. They are a lipopolysaccharide complex occuring in the outer
layer of the bilayered gram-negative bacterial cell, and can include a wide
variety of different biological reactions in humans, ranging from fever to
septic shock.

Endotoxins are extremely resistant to environmental influences such as
heat and are not affected by simple heat-sterilisation or drying. They can
only be destroyed by dry heat at over 200 ° C, with a incubation time of
at least one hour.

The detection of endotoxins is conducted by means of the Limulus
amoebocyte lysate test (LAL). The test utilises the blood cells from the
horseshoe crab (Limulus polyphemus) which react with endotoxins to
produce a gelling of the lysate. This phenomenon confirms the presence
of endotoxins in the sample and standard curves are used to determine
the sensitivity of the test system.

All products tested are free from endotoxins up to a detection limit of

< 0.06 EU/ml (EU=endotoxin units).

The test system meets the FDA guidelines for medical products (12/87).

The U.S. Pharmacopoeia stipulates that all medical products must not
exceed the limit value of 0.5 EU/ml. Products that come into contact with
cerebrospinal fluid must not exceed < 0.06 EU/ml.

Contamination with endotoxins due to contact with human and animal
material must therefore be prevented.

Our production environment is designed in such a way as to minimise

the risk of contamination:

= All production staff wear overalls, gloves and a hairnet, in order to
prevent direct contact of the products with human material.

- The ambient air in the production area is strictly controlled by appropriate
measures and is monitored for particles and microroganisms.

< 0.06 EU/ml & T endoxinOil S315tC}.

All products tested are free from endotoxins
up to a detection limit of < 0.06 EU/ml.

www.labinside.com
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HEPATOCYTES
A cytotoxic environment results in cell necrosis.
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oCytotcxicity
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In many experiments toxic effects on cells or tissue cultures play an important

SHOTE A% A0 ZAtLE DH200A SR role particularly in the field of in-vitro diagnostics. It is vital

LROIL MEY S20 HHEUA SHY ZHHR= HEH TIBEY £ therefore that any toxic effects during the cultivation and storage of cells

W H=ZH HEY 2X0 AERCZ BEote 2= ME2 MESHCZRH  or tissues for in-vivo use are eliminated.

S off of Ok St The relevant culture vessels and all objects that come into direct contact
with the cells and tissues must therefore be free of cytotoxic substances.

HESH 222 150 1099301 FE0) M2 SSHES 01230, | o | |

HE ASZ BAst A o= OFIBISS HZS 0|25 HAO2 AF( The de.teot|on of cytotoxicity is evaluated with mammalian cells

80151} according to EN 150 10993. | | |

e Any adverse biological reaction due to contact with our production materials
e.g. polystyrene or polypropylene is closely monitored by culturing cells in
the presence of extracts from these polymers.

A are: The following cells are used:

BHK-21 cell2 MEM(Earle's salts, 10% FBS, 4 mM Glutamine,
I x MEM non-essential amino acids)H A2 |
Balb/3T3 cell2 Dulbecco's MEM(10% FBS, 4 mM Glutamine)ti Xl 2,

37T, 5% COAMOIENA 5018z )= Betl

E“AE MIZO

AE M52 1801 09930l AN O SFAEHA ZHl ek,
Test samples: 1.25 cm? sample mat er|al/m| extraction medium

Controls: Negative control: 1.25 ¢cm? control material/m! extraction

O O O medium, HDPE from U.S. Pharmacopoeia
[ Positive control: 1.25cm? control material/ml extraction

O O O medium, Organo-tin PVC from Portex

[ Alternative: 0.1% phenol in the extraction medium

[ Reagent control: cell culture medium

O Extraction time: 72h at 37C and 5% CO:.

HESH £5:

HLE Xe S22 HAE 832 W =, 37T, 5% CO0 A4 01 E K A
2ANZHOIA B etCh S = 2= MES SHY HE+S SHeH,

BHK-21 cells (syrian hamster kidney; DSMZ ACC 61) are cultivated

as follows:

Medium . MEM with Earle's salts with 10% FBS, 4mM Glutamine and

1 x MEM non-essential amino acids.

Balb/3T3 cells (mouse, embryo; ATCC CCL163) are cultivated as follows:
Medium . Dulbecco's MEM with 10% FBS, 4mM Glutamine.

The cells are cultivated in non-cytotoxic cell culture flasks at 37 Cin 5% CO2.

The materials to be tested are prepared as extracts under sterile conditions,
according to 1S0 10993-12:

Test samples: 1.25 cm? sample material/ml extraction medium

Controls: Negative control: 1.25 ¢cm? control material/ml extraction medium,
O O O HDPE from U.S. Pharmacopoeia

O Positive control: 1.25¢cm? control material/ml extraction medium,
[ [ [ Organo-tin PVC from Portex

O Alternative: 0.1% phenol in the extraction medium

[ Reagent control: cell culture medium

O Extraction time: 72h at 37°C and 5% CO2.

Test for cytotoxicity of the extracts (according to ISO 10993-5):

The cell culture medium of the cultivated cells is exchanged with the
same amount of the extracts and incubated for at least 24 hours at 37 C
and 5% C02. After the incubation period, all of the cells are checked for
their morphology and cell count:

www.labinside.com
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