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Certificate of Analysis - NIBSC 90 518 Standard Reference - FHA PTxd
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' Non WHO Reference Material
i Bordetella pertussis Toxin (PT)
i NIBSC code: 90/518
i Instructions for use
i {Varsion 5.0, Dated 10/04/2008}
|
1. INTENDED USE
This material isinot for in vitre diagnostic use.
The British Relference Preparation of Pertussis Toxin is an extract of
Bordelells parfussis culture supematant. it is a reference preparation for
use in the control testing of acellular pertussis vaccines.

2. CAUTION
This preparation is not for administration to humans.

The material i¢ not of human or boving origin. As with ail materals of
bioclogical origin, this preparation should be regarded as potentially
hazardous to health. 1t should be used and discarded according to
your own Iabératory's safety procedures. Such safety procedures
should include the wearing of protective gloves and avoiding the
generation of aerosols, Care should be exerciged in opening
ampaules or vials, to aveid cuts.

3. UNITAGE
This matarial hias an essigned unitage of 2100 U per ampoula based on
lts ealibration in terms of preparation JNIH-5.

4. CONTENTS

Country of origin of biclogical material: United Kingdom.

Each ampoule tontains the freeze dried residue of 0.5ml of 0.01M sodium
phosphate pH 7.6, 0.5M NaCl which contained:

Pertussis ioxin 20 micrograms
Trehalese 5mg
5. STORAGE

Unopened ampoules should be stored at -20°C.

6. DIRECTIONS FOR OPENING

Tap the ampoule gently ta collect the materiail at the bottom {labelled)
end. Ensure;ampoule is scored all round at the narrow part of the
neck, with & dismond or tungsten carbide tipped glass knife file or
other suitable implement before attempling to open. Place the
ampotle In the ampoule opener, posilioning the score at posilion ‘A",
shown In the diagram below, Sumound the ampoule with cloth or
layers of tissue paper, Grip the ampoule and holder in the hand and
squeeze at paint 'B'. The ampoule will snap open. Take care to avoid
cuts and projectile glass fragments that enter eyes. Take care that no
material i lost from the ampoule and that no glass fals inlo the
ampoule,

Slde view of ampoule opening device conteining an ampouls
posiianed raady to open. 'A’ is the score mark and 'B' the point of
applied pressuike.

7. USE OF MATERIAL

Purified PT was generously donated by SmithKline Blclogicals, Rixensart,
Belgium, through the good offices of Dr C Caplau. The material was >88%
pure by siiver stained SDS-PAGE, and contalned <0.1ng of endotoxin per
mg of proteln by LAL assay,
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Ampoules coded 90/518 were prepared according to the procedures used
for Intemational Biolegical Standards (28th ECBS Repart, 1978). A sodium
buffered sctution of PT, of known corceniration, was diluted with a steriie
solution of NaCl and trehalose to yield a soluion of 0.00tM sodium
phosphata pH 7.8, 0.6M NaCl containing 1% trehalosa and 0.004% PT. The
solution was distributed In 0.5 mi aliquots inte ampoules. The ampouled
salution was lyophiised, and the ampoules sealed under nhitrogen by heat
fusion of the glass and stored at -20°C in the dark.

For practical purposes each ampoule contains the same quantity of PT. The
entire contents of each ampoule should be completely dissolved in an
accurately measured amourit of solvent (distiled water, saline or buffer) and
the solution kept coal (e.g +4°C) prior 1o use. No attempt should be made o
weigh out proportions of the freeze dried powder. it is recommended that the
solution, net for immediate use, is stored at -20°C or below. Repeated
freezing and thawing should be avoided. The ampoules contain no
bacteriostat and the preparation should not be assumed to be sterlle.

8. STABILITY

Reference materials are held at NIBSC within assured, temperature-
controlled storage facifites. Reference Materials should be stored an
receipt a8 indlcated on the label.

NIBSC foltows the policy of WHO with respect to ifs reference materials.

9. REFERENCES

1) D.XIng, R G Das and P.Newland

Coltabarative  Study:; evaluation of proposed internaflonal reference
preparation of pertussis toxin, Code JNIH-5

WHOQ BS/03.1978

2} D.X¥ing et al. Vaccine 20 (2002) 3535 - 3542

40. ACKNOWLEDGEMENTS

Grateful acknowledgements are due to: Dr C Capiau and SmithKline
Biolegicals for providing the material and Standards Processing Division for
the filling.

11. FURTHER INFORMATION

Further information ¢an be abtained as follows;

This material: enquiries@nibsc.ac.uk :

WHO Biological Standards: Mitp:/www,who.int/biolagicals/en/
JCTLM Higher order reference materials: hitp:/fwww,bipm.org/ictlm
Derivation of International Units:
Http:/fwww.nibsc.ac.uk/products/fag.asp

Ordering standards from NIBSC:
Hitp:/fwww.nibsc.ac.ukiproducts/faq.asp

NIBSC Terms & Conditions: Hitp:/Awww.nibse.ac.uk/tarms.himl

12, CUSTOMER FEEDBACK

Customers ara encouraged to provide feedback on the suitability or use
of the malerial provided or othar aspects of our service. Please send any
comments to enquirles@nibsc.ac.uk

13. CITATION

fn all publications, Including data sheets, in whigh this .materlal Is
referenced, it Is important that the preparation's titie, its status, the NIBSC
code number, and the name and address of NIBSG ere cited and cited
corractly.

14, MATERIAL SAFETY SHEET

Physical and Chemical proparties
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Physical Corrosive: No 16. INFORMATION FOR CUSTOMS USE ONLY

appearance: Freeze Country of origin for customs purposes*: United Kifigdom
dried powder * Defined as the country where the gocds have been produced andfor
Stable: Oxidising: No sufficiently processed to be classed as originating from the country of
Yes supply, for example a change of stale such as freezediying.
Hygroscopit: Irritant: No [ Netweight: U5-1.0g
| No . Toxlcity Statement: Toxic !
Flammable: Handling: Sea caution, Section 2 Veterinary certificate or other statement if applicable,
| Attached: No !

0
Other {specify): Contains material of biological origin

Toxlcological properties

Effects of inhalation; Not established, avoid inhalation j
Effects of ingestion: Not established, avoid ingestion
Effects of skin absorption: Not established, avoid contact with skin

Suggested First Ald

nhatation: Seek medical advice

ngestion: Seek medical advice :

Contact with eyes: Wash with copious amounts of water. Seek i

medical advice i
Contact with skin: _Wash thoraughty with water, :

Action on Spillage and Mathod of Disposal '

Spillage of ampoule contents should be {aken up with absorbent
material wetted with an appropriata disinfectant. Rinse area with an
uppropriate disinfectant followed by water,

Absorbent malerials used to treal spilage should be treated as
biotogical waste.

15. LIABILITY AND LOSS

information provided by the institute is given after the exercise of all
reasonable care and skill in ils compilation, preparation and issue, but
it is provided without liability to the Recipient in its application and use.

I Is the responsipility of the Recipient to determine the appropriatensss

of the standards or reference materiels supplied by the Institute to the

Reciplant (“the Goods” for the proposed spplication and ensure that it :
has the necessary technical skils to determine thet they are
gppropriate. Results obtained from the Goods are fIkely o be ;
dependant o conditions of use by the Reclplent and the variabllity of

materlals bayond the control of the Instiute.

Al warrantios are excluded to the fullest extent permitted by law,
including without lImitation that the Goods are free from infectious
ag;g\ts ot thal the supply of Goods will not Infringe any rights of any
third party.

The Institute shall not ba liable to the Reciplent for any aconomic loss i
whether direct or indirect, which arise in connection with this {
agreement. :

The total liability of the Institute in connection with Ihis agreement, i
whather for negligence or breach of contract or ctherwise, shall in no i
event exceed 120% of any price paid or payable by the Recipient for ‘
the supply of the Goeds.

If any of the Goods suppliad by the Institute should prove not o meet

thelr specification when stored and used correctly (and provided that :
the Recipient has returned the Goods to the Institute together with ;
written notification of such alleged defect within seven days of the time
when the Recipient discovers or ought lo have discovered tha defect), '
tha Institute shall either replace the Geods or, at its sole option, refund i
the handling charge provided that performance of either one of the
sbove options shall constitute an entire discharge of the Institute’s
ligbility under this Condition. ‘ ]

National Institute for Biological Standards{and Control
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Certificate of Analysis - In-House Haemagglutinating Activity (FHA)
Reference Material - FHA PTxd
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Produit : FHA validity control
Lot : 11-2001
Date 27/11/2001

Production

Native purified FHA FAQ71448 solubilized, diafiltered, and filtered.

Utilisation
- Storage at -70°C

- Protein content: 1.35 mg / mL

November, 25th 2010

Eric Deshaies
Virofogical QC Leb Manager

i
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sanofi pasteur. Campus Mérieux, 1541, avenue Marcel Métieux - F-69280 Marcy I'Etoile - Tel.: 4+

www sanofipastear.com

Sanafl Pasteur. Saciété anonyme au cagital de 271 817 440 € Sidge soohdl : 2. averne Pont. Pasteur. 89367 Lysn. BA
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Certificate of Analysis - In-House Haemagglutinating Activity (PT) Reference
Material - FHA PTxd







Toxin Pertussis validity Coﬁtrol

Produit : ,
for IHA test
Lot: FA287985
Date 20/09/2007
Production

Solution of Pertussis Toxin : sample B (after filtration) at §92,33pg/mL diluted in CTW
buffer to have a final solution at 100pg/mL (realized by manufacturing team)
Atlab : sampling in 0,5mL volume.
Utilisation
- Storage at -20°C

- Protein content : 100 ug / ml

November, 26th 2010
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sanofi pasteur. Campus Méraux, 1541, avenue Marcel Mérieux F £9280 Marcv Pltoile ~ Tel.: 433(0)4 73Y 0100 - Fax : +32(044 37 37 38 54 -
gur.com
Sanefi Pasteur. Saciate anomyne du gapital dn 271 817 440 €, Slige sotldl 2 avRriue Pont Pasteur, 69347 Lybn. RCS Lyon B 349 505 370G, Coda APE 244 C
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Certificate of Analysis - In-House Antigenicity (FHA) Reference Material -
FHA PTxd
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Product Quality and Disposition Department

QUALITY CONTROL RELEASE
NATIVE PURIFIED FHA

Lot nurnber FA303375

Protsin content : 1169.56 pg/ml
SDS-page : Conforms
FHA identification : Positive

Clustering activity on Chinese
Hamster Ovary cells : No cytopathic effect

Haemagglutining activity : 1024385 HAU/mg
' iHA with cholesterol: 98% - Gonforms

Expiry date: MARCH 2012

GENERAL CONCLUSION: Conforms
Release date: 22.07.2008

The vaccines division of sanofi-sventis Group
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This decument Is intended for health authority binlogical release purposes
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Certificate of Analysis - In-House Antigenicity (PT) Reference Material - FHA
PTxd
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Product Quality and Disposition Department

QUALITY CONTROL RELEASE
NATIVE PURIFIED TPN

Protein contert

Lot number FA353914

: 1149.91 po/ml

e

’, SDS-page : Conforms

} Toxine Pertussis identification : Positive

Clustering activity on Chinese _

Hamster Ovary cells : 102400 CPU/ug of protein

; Haemagglutining activity : 102408 HAU/mg

2 {HA with cholestercl: 0% - Conforms
¢

g

!

: Expiry date: JULY 2013

! .

i GENERAL CONCLUSION: Conforms
; Release date: 17.09.2009

i Anpe LAMOTI'E
Preduct Qualitfjapd Dispc(siﬂon Department
094-VRAC PERT - TPn CC2.d0t/20.07.10 \

z This document is intended for health authority bivlogical release purposts only,
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Certificate of Analysis - Endotoxins Reference Material - FHA PTxd

N %
ROXANAMONTEMILONE  GHAISTIAN DOMIMGLEZ
DIRECQRORA TECHIGA APULERALO -
SANOF:PASTEIIR 8.4 SAROR PASTRIIR 8.4,

o






2

uslarating drug development, exactly.

CERTIFICATE OF ANALYSIS

VIAL CONTENTS: Endosafe® Control Standard Endotoxin I8 prepared from E. colf straln 055:85. Each vial
sontalng 500 ng of purlfied Lipopolysaccharide, freeze dried in a stabilized malrlx. :

RSE/CSE RATIO: The potency of this standard in Endotoxin units, (EU) hag been determined to be

™ 22 Eling by the method described in Appendix C (Gel-clot Technigue) of the GUIDELINE ON VALIDATION OF

THE LIMULUS AMEBOCYTE LYSATE TEST AS AN END PRODUCT ENDOTOXIN TEST FOR HUMAN AND ANIMAL
PARENTERAL DRUGS, BIOLOGICAL PRODUCTS, AND MEDICAL DEVICES, published by the U.8 Food and Drug
Administration, , i

r
ot

CSE Lot EM04972  LAL Reagent Lot; B4382L. RSE Lot EC-6-3

RSE/CSE Ratio; 22 EU/ng Vial contents: 11,000 EUAal

Geometric Mean Sensitivity with RSE; .03 FU/mL

ISICSE RATIO: The Expert Committee on Biological Standardization of WHO has assigned a potency of the IS as
10,000 1U per vial of IS, so that 1 U= 1 EU. The potency of this endotoxin standard In Intemational (Endotoxin) Units,
iU, has heen designated as 22 [Uing. '

DIRECTIONS FOR USE: Rsconstitute the lyophiiized material with 5.8 mL of LAL reagent grade water fo
obtain 2000 EU/mL or 2000 Uik, Vertex mix vigorously for at least 5 minutes after rehydration, and for at least 1
minute mmedlately prior to sach use.

STORAGE: store rehydrated material at 2-8°C for up to 4 weeks. Store [yophilized materlal at controlled room
temperature or refrigerated as preferred, Diluted endotaxin should not be stored except under validated conditions.

CAUTION: DO NOT FREEZE ENDOTOXIN SOLUTIONS

Signature: QU& D Mﬂ-’ | Date; Zte.@m‘w/O

ROXA
DIRECTORR TEGNIGA

endotoxin an ricroblal detection SANNFLPARTEUR S.A.  SBANGE PARTEIIR S.A.

1023 Wappoo Road, Suite 438, Charleston, SC 29407 * 843.409.4900 * Fax: 843.?’6(:‘..7’57’1J .Criver.com
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3.2.8.5

Certificate of Analysis - Residual Glutaraldehyde Content External Reference
- FHA PTxd

DIRECTORR TEONIG AMGDERAD
SANOF DAYTEIR 8.4, SAMNE! PASTFIE S.A°

ROXANR MONTEMILONE  GHRIS lANDOMgEUEZ







