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l. COMPOSITION OF THE PRODUCT

A Microorganisms Used:

1.

2.

Date: 16 August 2006
Supersedes: Complete Revision

Identification of the Microorganisms including Strains or Isolate:

The microorganism used is an Escherichia coli vector containing a plasmid carrying

the gene for human tyrosinase. The strain is identified a

(b) (4)

Isolation and Passage History of Each Microorganism:

Original starting seed material, identified as [{()NE&)) was provided
by (K] ) to

Merial, Inc. (License No. 298, Athens, Georgia), for preparation of a [(s)K€})] seed.

The host organism was an E. coli strain [()KG)} ) sourced from

(0) (4)

(b) (4) ). Thd()RE)) was prepared by

[(OXEYW under GMP conditions in accordance with FDA guidelines. The

(b) (4) was then (@)

j(b) (4) m in the presence of (DG EY(b) (4)h)
(b) (4) IREER:(0) (4) I3te](b) (4) was
(RGN to Merial, Inc. (License No. 298), under USDA Import Permit[{(¢)RE)]

27 January 2004 and was subsequently [()XE))]

B o 01 April 2004.
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Page 2 Date: 16 August 2006 -~
Supersedes: Complete Revision

I A. 2. Continued

generated DY) -
provided by Merial, into a ||| G (b) (4) (b) (4)

(b) (4) . This seed, [(9XE)] |

(b) (4) ,” was sent to Merial, Inc., License No. 298, on |
04 May 2004. This seed, (9G] , was then exported () NG}

, on 10 May 2004, under Accdmpanying Document {{J)RCYIN.

(b) (4) Seed was (DY@ ]
using [(OXE)] ]
(viv). This (NG seed was labeled () (4)

(b) (4) |” Merial, Inc., License No. 298, (D))

B o 30 September 2004, under USDA APHIS Import Permit #52232.

(X)) seed was prod ’ ﬁeedi (b) (4) -

b) (4)

and {(9XEon 08 October 2004 at {{)KE)) /
(b) (4) The [(OX@) seed is identified on the stored container labels
G(0) (4) ESSEURYSURNERIGEeS () (4)] | 2 00000 |

(b) (4) were submitted by Merial, Inc., License No. 298, to

USDA-APHIS and approved for use on 17 January 2006. v@o{f@fc‘f/
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Page 3 Date: 16 August 2006

Supersedes: Complete Revision

L B. Source and Date of Accession of Each Microorganism:

Merial, Inc., License No. 298, Athens, Georgia, prepared the (X

(b) (4)

C. Strains:

CIIEEEEEEEEEE 1 ing the gene for human tyrosinase.

D. Proportion of Each Strain:
N/A
Il CULTURES
A Identification of Each Microorganism and Frequency of Methods of Identification:

The identity of the culture is identified at{{()R(9)XE}] seed level using [(JXE))

The identity of the [()XE)) from [(NCY K rom the [(XE)) evel was
confirmed by(J)XE)) . A vial of ({9 K&

(b) (4)

I - v.cr (D)

(b) (4) ) in a flask. The
(b) (4) KEE(b) (4) EWEl(b) (4) g of th{(HYOM was
performed by{)RE)) ) using a{(s)X@)]
I
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Supersedes: Complete Revision
Il A 2 Continued
3. The identity (NG, at the level of the [(QXC)! Section IV.C.7), shall
be confirmed{)XEH)]
B v ith acceptance criteria described ([T 8.b This
procedure shall be performed on each (UXG)]
B. Virulence, Purity, Maintenance, and Range of Cultures:
1. Virulence:
N/A
2. Purity:
The [()NE3] seed, working seeds, and each culture used for production are checked
for purity by [()XE))] .
3. Maintenance:
(b) (4)
FILED with
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Page 5 Date: 17 December 2008
Supersedes: 16 August 2006 -~

(b) (4)

tl. B. 4, Range:

The culture used for
from the il seed, which is the nu

used in the |

C. Composition and Reaction of Media Used fo Cultures:

OIO)
I - cuitures are grown on NN

(b) (4) e——(b) (4)

(b) (4)
D. Character, Size, and Shape of Containers Used for Growing Cultures:
1. cultures are grown in a volume of constituting ¢
plastic vessels o steel vesse
g ‘52557 in a volume constituting
/
v /ﬁ W ,g?,.vf.,e,{;’lcx’{

E. Storage Conditions [l Cuttures:

- o I c.'tures are ENENENE -t I
I - The I cd is obtained by I
I ot seed.

(b)(6)

{
o
2

N\\ |

o
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Page 6 Date: 16 August 2006
Supersedes: Complete Revision

Il F. Methods of Preparing Suspensions for Seeding and Inoculation:

The seed()XE))

(b) (4) After incubation
(b) (4) culture in an erlenmayer flask

(b) (4) A loopful of colonies inoculates
(b) (4) and({(NE)) are carried out({)NEG); n of the(YRE))
OGR! a rate of (DY of the medium volume. .

G. Technique of( RG] :

Cuitures are ()G by means of sterile loops (from first plate culture), pipetting (between
flasks), or by using a sterile transfer hose using tank pressure or peristaltic pump (into

fermenters).

H. Period of Time, Conditions, and Temperature of Incubation:

1. All cultures are incubated at QIS hours depending upon passage
tevel and culture volume. Liguid cultures will be [()NE))] as
required for growth.

2. (b) (4) into the [(S)XE))

3. Production cutture pH is controlied DX I TN B

ZREN (D) (4) are present in the (b) (4)

(b) (4) added[()RE)) to
support continuing [(JRE)) ’ /
(b) (4)

a. (b) (4) is initiated at [(S)XE)]
indicated by an [(JRE)]
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Page 7 Date: 16 August 2006 -~
Supersedes: Complete Revision
] H. 4. b. (b) (4) is added [()RE)) achieve (9NE)]
(b) (4) :
l. Characteristics and Amount of Growth:
1. Cultures are examined for purity by[((s)XE))
2. The amount of growth is determined [()XE)) Esin/g a
b) (4 '
I S S < - 2 Gy
2(b) (4) must attain an Wn #{(b) (4)
(b) (4) . ’
J. Methods of Attenuation:
N/A
. HARVEST:
A. Handling and Preparation of Cultures and Media:

1. Production cultures are examined as described in IL.I.

2. Upon reaching an (D) AN

I N - OO

3. Following (DX, the harvest is concentrated and purified as described in IV.C.
and stored [{J@)) .
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Page 8 Date: 16 August 2006 -~
Supersedes: Complete Revision

1. B. Minimum and Maximum Time from Inoculation to Harvest:

The minimum and maximum time from inoculation to harvest i()NG)! \

respectively.

C. Technique of Harvesting and Purification:
Harvests are concentrated as described in IV.C.
D. Specifications of acceptable harvest material:
1. Satisfactory harvests shall be pure based upon microscopic assessment of a

(b) (4) sample.
2. Harvests must have an (X&) —

E. Disposition of Discarded Material: 27

3

All materials not satisfactory for use shall be disposed in accordance with VSM 800.56.

Iv. PREPARATION OF THE PRODUCT

A. Method of inactivation:
The harvest is inactivated by (b) ( I )

B. Composition, Proportions, and Method of Addition of Preservatives, Adjuvants, or
Stabilizers:

(0) (4)
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Page 9 Date: 28 August 2009~
Supersedes: 17 December 2008,

v. 8 2 I
3. Althoughl is used during the |- d 2'so in the il

N < fore I

is not mentioned as 2 i~ this section. The [N  of
the product during thel | . which includes

(b) (4)

C.

(b) (4)
a. 1) Forcutures N

is stored at

N - - I
8 I it - I I
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5.
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T WIC)
b. TheJ N can b - to Il
c. The resulting [N o - I
A
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Page 11 Date: 16 August 2006
Supersedes: Complete Revision

v. ¢ & (DI :

a. b) (4)

SN ©) (4)

S ) (4)

S ) (4)

|

7.
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Page 12 Date: 16 August 2006 g
Supersedes: Complete Revision
V. C. 8. Testing ((RE)) (Section IV.C.7.):
a. Purity:

1)

(b) (4) (Section IV.C.7.) shall be tested for the
b) (4)

‘
i

a) (b) (4) |
e
|

b) (b) (4)
I
|

c) (b) (4)
I
I
I
-
I
I
.
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Page 13 Date: 17 December_
Supersedes: 16 August 20 NG

(Section IV.C.7.) shall be tested for the
|

~——

L)

)

o
~

3)

Test interpretation is described for final product serials in
V.A2.

(Section IV.C.7.) shall be evaluated for <j}

levels by the I

[

)

b)

ndustrial Operations

%{\%XLGQNEIQENIIAL\
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Test interpretation is described for final product serials in
V.A3. '
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Page 14 Date: 16 August 2006 <
Supersedes: Complete Revision
V. C. 8. a. 4) =l (b) (4) Section 1V.C.7.) shall be tested for
sterility and must be satisfactory in accordance with

9 CFR 113.26,
used in ||| | G Fungal
testing (NG -
bacterial testing at
I

is

b. identity:

(b) (4) Jl (Section IV.C.7.) shall be tested for identity (G

I <! b cosidered

satisfactory.

(b) (4) , for the
OIOHE <" e YO s 2! be determined to
DI ' O
deemed (DY based upon the (DO
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Page 15 Date: 19 December
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v, C. 8. c. Quantity:

r—
I
I
) I

N
~
—_
=
(o)

’ |
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Page 16 Date: 01 August 2007 -~
Supersedes: 19 December 2006

V. D. Procedures for Standardization of the Product;

1

I

2. The [lils adjusted within a rang<j I || RN i recvired.

E. Assembly of a Serial:
1. One or more lots | (Section IV.C.7.) may be used to assemble a
serial.

a.
b. The cg
 filled.
c. Example: (b) (4)

FILED with
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. License No. 298 ~ Product Code 9240.D0 - Version;g?
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Page 17 Date: 28 August 2009
Supersedes: 17 December 2008 ~

v. B3 I

F. Volume of Fill and Type of Container Used:
1. The volume final bulk mixture is filled |l m! in a type 1 glass container.
2. Containers and closures are described in S.0. #4 and #2, respectively.

G. Method and Technique of Filling and Sealing Final Containers:

1. The final bulk product is agitated throughout the filling pro
2. The mixture is aseptically filled into sterilized vials and sterile stoppers are applied to each
vial. '
3. The vials are then capped with aluminum seals.
H. Desiccation and Moisture Control:
N/A.

I Amount of Antigenic Material Per Dose in the Final Container:

One dose of vaccine consists of ||| NGz co-t=inindiEEEEEEEEEEEEE
I (< mcthods described in Part V.C.

(b)(6)
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Merial, Inc. CANINE MELANOMA VACCINE, DNA_“ BRA-RG-228 -
. License No. 298 Product Code 9240.D0 ./ Version 1

Athens, Georgia

Page 18 Date: 19 December 2006 ~
Supersedes: 16 August 2006

V. TESTING

A Purity:

1. =ETeg](b) (4) product is tested for sterility and must be

satisfactory in accordance with 9 CFR 113.26. Fungal testing QX shall

use[(9XC) .
Bacterial testing ((QXQ)

APHIS on 21 August 2006, - aoldled

2. Each{OKE)] shall be tested for{(QXC)
() (4) against [(9XC)]

() (4) is determined to [(WKQ]
o o ©
]

ry.

3. W (0) (4) shall be evaluated DY) by the ([}
B <t interoretation shall be as follows:

AcAPHEAS
USDA-APHISA
NTERFOR VE?EH!NAR’Y
ok BIOLOGICS

Andrew B. Brehm JAN 8 g 0 2007

Industrial Operations : ENSING
: ATICN, AND LIGEN
Q\} POLICY, BN NORSEMENT
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Page 19 Date: 04 June 2010~

Supersedes: 02 October ([OXE)
in I

<
>
w
©
wn
=00
o
Q
o
3
——-
QL
=1
S
N

=

BICH

B. Safety:

Each I ! be tested for safety in

mice using the intraperitoneal route and must be satisfactory in accordance with 9 CFR

113.33(b).
(b) (4)
C. Potency: I

)
The | .- conducted by Merial, Inc.
License No. 298, using [

APHIS on October 26 2009 (’f” Lt vcre
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Page 20 Date: 19 December 2006
Supersedes: 16 August 2006

V. C. 1. a. Criteria for @

1 The I or the I

3)

heJ I containing the NN st IR

4) fthe I rcported for o

5 Itthe I reported for o
I

(b)(6)
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I ¢ the SHl is determined to be |GG
I (¢ I, of the
I B <2 be considered [ ¢
I tr<n the [ shal
be determined to be unsatisfactory. If _/

Serials shall be

Criteria for a Valid Assay:

b. (b)(4)
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(b) (4)
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Date: 16 August 2006

Supersedes: Complete Revision

b) (4)

a) () (4)
|

b) (b) (4)
|
.
_=
- ! |
.
]

c) (b) (4)
|
A
|
.
.

\ I
Moisture:
N/A
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USDA-APHISVS
CENTER FOR VETERINARY
BIOLOGICS
SEP 0 5 2006
NT I A L POLICY, EVALUAggB&JS, él\!}ED r\H_CEE‘»IS!!\IG
-To- i NOEN
on a Need-To-Know Basis E)(PRESSED



rdsheppard
Line


Merial, Inc. CANINE MELANOMA VACCINE, DNA BRA-RG-228
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Page 25 Date: 04 June 2010 ~

Supersedes: 16 August 2006/

V. E. Other Tests:

Serials of completed bulk product or final container product shall be tested [l For a

I B <ra!l be in the [N

VL. POST PREPARATORY STEPS

A Form and Size of Final Containers in Which the Product is to be Distributed:
1. The product is marketed in 4 x 1-dose packages, in single dose individual vials.
2. For the purpose of export, the product may be shipped unlabeled in accordance with
9 CFR 112.8(c). .
I3 C&,ﬂ,‘;\g_;ﬁ - {(/\9 t !e - vﬁu &,%,f;j;wv\. .M(},,d;»&,mn '
3. The VET JET™ Transdermal Vaccination’System manufactured by Bioject Medical

Technologies, Bedminster, New Jersey, will be used for injection of the vaccine.

B. Collection, Storage, and Submission of Representative Samples:
1. Representative final container samples will be collected for quality control testing and
reserve.
2. Samples in final containers for USDA-APHIS will be taken in accordance with 8 CFR 113.3

by an authorized firm sampler.

C. Expiration Date of the Product:

The expiration date is 24 months after the date of initiation of the first potency test, which will be
confirmed in accordance with 9 CFR 114.13.

(b)(©)

FILED with
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I AL POLICY, EVALUATION, AND LICENSING
NO ENDORSEMENT
EXPRESSED
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Merial, Inc. CANINE MELANOMA VACCINE, DNA BRA-RG-228
License No. 298 Product Code 9240.D0 Version 7
Athens, Georgia “L”

Page 26 Date: 04 June 2010 -

Supersedes: 02 October 2009 ~

Vi D. Use, Dosage, and Route of Administration for Each Animal Species:

(¢2

o Caie e Tid ofer” i
INDICATIONS: The vaccine 4ids i extending survival times of dogs with stage Il or
stage It oral melanoma and for which local disease control has been achieved
(negative local lymph nodes or positive lymph nodes that were surgically removed
or irradiated).

DOSAGE: The vaccine is packaged in a box containing four single dose vials. This

package of four vials is sufficient for the initial series of vaccinations required to

treat one dog. The vaccine is administereg in a 0.4 mL dose volume using the
e P

L Corine” > VET JET® Transdermal VaccinationSystem. Refer to the device package insert for

(b)(6)

Industrial Operations

Distribute and Disclose
1//}/\@ Property of Merial

instructions on vaccinating with the device. The site of injection for all size dogs is
into the muscle of the medial thigh just caudal to the femur. Initial treatment
requires administration of four doses of vaccine at two week intervals. A booster
dose should be administered at six month intervals.

“SAFETY: A transient, low-grade fever may be observed in some dogs. Transdermal

injection has been associated with injection site pain, swelling, and bruising. Please

see device label for complete information.

PRECAUTIONS: There are no known contraindications for the use of this product in
dogs with oral melanoma. Store at 2 - 7°C (35 - 45°F). Do not freeze. Use entire
contents when first opened. In rare instances, administration of vaccines may cause
lethargy, fever, and inflammatory or hypersensitivity types of reactions. Treatment
may include antihistamines, anti-inflammatories, and/or epinephrine.

FILED with
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CENTER FOR VETERINARY
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JUN 22 2010
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Merial, Inc. CANINE MELANOMA VACCINE, DNA 7 BRA-RG-228 |
License No. 298 1 Product Code 9240.D0 - Version1 ~
Athens, Georgia

Page 27 Date: 16 August 2006

VI E.

Statement of Confidentiality:

Supersedes: Complete Revision

This entire document is confidential property of Merial, Inc. It contains confidential business

information including methods, techniques, procedures, data, or results submitted in support

of a USDA licensed product. Release of any information contained in this report would result

in economic advantage to a competitor.

Restricted ltem Page

Comment

l.
L.

L.

Industrial Operations

Distribute and Disclose Only on aNeed-To-Know Basis

Property of Merial

TIAL

1-3
3-7

7-8
8-17
18-@75"

by

Source of microorganism is important to product efficacy.
Identification and propagation techniques are important to
product efficacy.

Harvesting methods are important to product efficacy.
Production preparation and formulation are essential to product
efficacy.

Testing standards are important to product efficacy.

FILED with
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Version @ Mjf

SPECIAL OUTLINE NO. 2 *
CLOSURES ~

MERIAL, INC. ~
115 TRANSTECH DRIVE .
ATHENS, GEORGIA 30601~

ESTABLISHMENT LICENSE NO. 298~

DATE: 07 NOVEMBER 2008
SUPERSEDES: 25 JUNE 2007
COMPLETE REVISION

FILED with
USDA-APHIS-VS
CENTER FOR VETERINARY
BIOLOGICS

JAN 6 2009

CO N E NTIAL ’ POLICY, EVALUATION, AND LICENSING

Distribut€ and Disclose Only on a Need-To-Know Basis - NO ENDORSEMENT
Property of Merial EXPRESSED
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Merial, Inc. ) SPECIAL OUTLINE NO. 2 - BRA-RG-116—
License No. 298.1 CLOSURES ~~ Version@
Athens, Georgia

Page 1 Date: 07 November 2008 -
Supersedes: Complete Revision -

1.0 FORMULATION:

11. Fluted or plug stoppers are made of butyl, nitryl, or natural rubber.
diad v

12 Stoppers are purchased from [l or equivalent source.

The diameters of the stoppers are QX&) for the
(b) (4) }

20 PREPARATION:

21 The stoppers may be [

22 Stoppers are packaged in 4 L containers and sealed with steam permeable paper for
sterilization. Alternatively, stoppers may be sterilized in autoclavable bags.

3.0 STERILIZATION:

Stoppers are sterilized (KGO

accordance with 9 CFR 109.1(a).
4.0 TESTING:
N/A.
FILED with
USDA-APHIS-VS

CENTER FOR VETERINARY
BIOLOGICS

JAN 6 2009
Distribute and Disclose Only on a Need-To=Know Basis POLICY, EVALUATION, AND LICENSING
Property of Merial d I NO ENDORSEMENT

EXPRESSED
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Merial, Inc. SPECIAL OUTLINE NO. 2 BRA-RG-116 |

License No. 298 | CLOSURES ~ Versiony/5)
Athens, Georgia ]

Page 2 Date: 07 November 2008~
Supersedes: Complete Revision

5.0 STORAGE:

Stoppers may be [

This entire document is confidential property of Merial, Inc. It contains confidential business information
including methods, techniques, procedures, data, or results submitted in support of a USDA licensed product.
Release of any information contained in this report would result in economic advantage to a competitor.
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Vel
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BRA-RG-118

Version 6 ,; .
> ok

SPECIAL OUTLINENO. 4 -
FINAL CONTAINERS (GLASS) -

MERIAL, INC. -
115 TRANSTECH DRIVE -
ATHENS, GEORGIA 30601.

PHONE (706) 548-9292

(b) (4)
ESTABLISHMENT LICENSE NO. 298 -

DATE: 03 JUNE 2009 -
SUPERSEDES: 19 MARCH 2009 -
COMPLETE REVISION -

USDA-A -
CENTER FOR VETERINARY
BIOLOGICS

——G-GNFEBEN:H#L—— SOLICY, EVALUATION, AND %}CENS?NG
et ; ; NC ENDORSEMEN
Distribute and Disclose Only on a Need-To-Know Basis EXPRESSED

Property of Merial
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Merial, Inc. SPECIAL OUTLINE NO. 4 - BRA-RG-118 |
License No. 298 FINAL CONTAINERS (GLASS) Version6-’
Athens, Georgia Cho

T [4
Page 1 Date: 03 June 2009 «

Supersedes: Complete Revision~

1.0 FORMULATION:

All glass containers are of Type 1 Flint. (X&) ials have Z(XC)IM opening and containers over
QI capacity have QJ@I opening. Glass containers for "Export Only" products may contain up to

(b) (4)

20 PREPARATION:

Glass vials are received as a "clean pack" and are frayed in stainless steel or aluminum pans for

sterilization (98 -

3.0 STERILIZATION:

Glass vials are sterilized in accordance with 9 CFR 109((QX&)

- - 4 N

40 TESTING:

N/A

5.0 STORAGE:

Sterile containers are kept fo{(9XE) .

FILED with
i IS DA-APHIS G
CENTER FOR VETERINARY
BloLoGICS

JUN 8 2009
POLILY, EV&LUAT!ON, AND

Distribute and Disclose Only on a Need-To-Know Basis NG 53}-' DORSEMEN%'CENS‘NG
Property of Merial EXPRESSED
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Merial, Inc. SPECIAL OUTLINENO. 4 . BRA-RG-118.-

License No. 298, FINAL CONTAINERS (GLASS).- Version 6/
Athens, Georgia _

Page 2 Date: 03 June 2009 -~
Supersedes: Complete Revision -

This entire document is confidential property of Merial, Inc. It contains confidential business information
including methods, techniques, procedures, data, or results submitted in support of a USDA licensed product.

Release of any information contained in this report would result in economic advantage to a competitor.
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Version 1

SPECIAL OUTLINE [QXC

(b) (4)

MERIAL, INC.
115 TRANSTECH DRIVE
ATHENS, GEORGIA 30601

PHONE (706) 548-9292

(b) (4)

ESTABLISHMENT LICENSE NO. 298

DATE: 05 AUGUST 2005
SUPERSEDES: NEW

FILED with
USDA-APHIS-VS
CENTER FOR VETERINARY
BIOLOGICS

 SEP 12 2005

,E\}ALUATION,AND LICENSING
CONFIDENTIAL oLV BTN AU

Distribute and Disclose Only on a Need-To-Know Basis
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Merial, Inc. SPECIAL OUTLINE 7((b) (4) BRA-RG-229
License No. 298 (b) (4) Version 1

Athens, Georgia

Page 1 - Date: 05 August 2005
Supersedes: New

1.0 FORMULATION:

(b) (4)

2.0 PREPARATION:

2.1 Measure [(QXG)] .
22 (b) (4) .

2.3 Adjust the [(9XC] .
2.4 (b) (4) .

FILED with
USDA-APHIS-VS
CENTER FOR VETERINARY
BIOLOGICS

SEP 1 2 2005
POLICY, EVALUATION, AND LICENSING

CONFIDENTIAL NOENDORSENENT

, EXPRESSED
Distribute and Disclose Only on a Need-To-Know Basis
Property of Merial
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Merial, Inc. SPECIAL OUTLINE | BRA-RG-229
License No.208 |~ [N | Verson!
Athens, Georgia

Page 2 Date: 05 August 2005
Supersedes New

30  STERILIZATION:

Sterilize the] I I I
40  TESTING:

N/A

5.0 STORAGE:

The I

Statement of Confidentiality:

This entire document is confidential property of Merial, Inc. It contains confidential business information
including methods, techniques, procedures, data, or results submitted in support of a USDA licensed

product. Release of any information contained in this report would result in economic advantage to a
competitor.
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MERIAL, INC.
115 TRANSTECH DRIVE
ATHENS, GEORGIA 30601

PHONE (706) 548-9292

(b) (4)
ESTABLISHMENT LICENSE NO. 298

DATE: 28 AUGUST 2009 -
SUPERSEDES: 05 AUGUST 2005
COMPLETE REVISION.

usha

X -Vs

CENTER FOR VETERINARY
BIOLOGICS

OCT 29 2009

“OLICY, EVALUATION, AND Lt
L NO ENDORSEMENTCENS'NG
EXPRESSED

CONFID

Distribute and Disclose Only on a
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Merial, Inc.

SPECIAL OUTLINE NO. BRA-RG-238

License No. 298
Athens, Georgia

Version'2)

e 1

1.0 FORMULATION:

(b) (4)

20 PREPARATION:
(b) (4)

CONFI TIAL

Distribute and Disclose Only
Property of Merial

paie: 5 August 2009
Supersedes: Complete Revision-~

USOA APHIS:

~APHIS-VS

CENTER FOR VETERINARY
BIOLOGICS

OCT 29 2009

a Need-To-Know Basis - ULICY, EVALUATION, AND LICENSING

NG ENDORSEMENT
EXPRESSED
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Page 2

3.0 STERILIZATION:

The I steriized using =

4.0 TESTING:

N/A

5.0 STORAGE:

The buffer may be stored at ||| GGG

Statement of Confidentiality:

Merial, Inc. speciAL outLINE NOE BRA-RG-238

License No. 298 _ Version2/

Athens, Georgia 4 pr
/

Date: 28 August 2009 ~
Complete Revision .-

This entire document is confidential property of Merial, Inc. It contains confidential business information

including methods, techniques, procedures, data, or results submitted in support of a USDA licensed

product. Release of any information contained in this report would result in economic advantage to a
competitor.
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115 TRANSTECH DRIVE -
ATHENS, GEORGIA 30601

ESTABLISHMENT LICENSE NO. 298
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Complete Revision.”
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Property of Merial

Merial, Inc. SPECIAL OUTLINE NO. e 2 BRA-RG-239.-
License No. 298 - ¢ Versiof 2.
Athens, Georgia

Page 1 Date: 14 January 2009 -

Supersedes: Complete Revision +

FORMULATION:

(b) (4)

PREPARATION:

2.1 Measure [{)RE))

22 [OIO) :
23
2« —

FILED with
USDA-APHIS-VS
CENTER FOR VETERINARY
BIOLOGICS

FEB 75 2009
T| AL POLICY, EVALUATION, AND LICENSING
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Merial, Inc. SPECIAL OUTLINE NO. [l BRA-RG-239-
Athens, Georgia I |
Athens, Georgia

Page 2 Date: 14 January 2009 ~~
: Supersedes Complete Revision +

30  STERILIZATION:

The |
40  TESTING:

N/A

50 STORAGE:

The I

Statement of Confidentiality:

This entire document is confidential property of Merial, Inc. It contains confidential business information
including methods, techniques, procedures, data, or results submitted in support of a USDA licensed
product. Release of any information contained in this report would result in economic advantage to a
competitor.
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SPECIAL OUTLINE (C(XCY)

(b) (4)

MERIAL, INC.
115 TRANSTECH DRIVE
ATHENS, GEORGIA 30601

PHONE (706) 548-9292

(b) (4)

ESTABLISHMENT LICENSE NO. 298

DATE: 26 MARCH 2010
'SUPERSEDES: 05 AUGUST 2005
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FILEDWIT

tak . 2

(b) (4)

~0
oa

HUSDA-APHIS-VS
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JUN 2 2010
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Page 1 Date: 26 March 2010
Supersedes: 05 August 2005 .

Sy Cormplede Roverion

1.0 FORMULATION:

2.0 PREPARATION:

2.1 Measure [((RE)]
2.2 (b) (4) :
23 [(9KE) :

FILED WITH USDA-APHIS-VS
CENTER FOR VETERINARY BIOLOGICS

JUN- 2 200
AL

e VAL
Distribute and Disclose Only on a Need-To-Know Basis PO" Y’ EVALUA

& TION, ANDLICENSING
Property of Merial NG ENDURS,
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SPECIAL OUTLINE [N
License No.208 |~ | Version 2

Page 2 Date: 26 March 2010
Supersedes 05 August 2005 . .

g, Cornplele R etz ar
3.0 STERILIZATION:

|
40  TESTING:
N/A

5.0 STORAGE:

Statement of Confidentiality:

This entire document is confidential property of Merial, Inc. It contains confidential business information
including methods, techniques, procedures, data, or results submitted in support of a USDA licensed

product. Release of any information contained in this report would result in economic advantage to a
competitor.
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Merial, Inc. SPECIAL OUTLINE [((9JNE)! BRA-RG-241
License No. 298 (b) (4) Version 1

Athens, Georgia

Page 1 Date: 05 August 2005
Supersedes: New

1.0 FORMULATION:

2.0 PREPARATION:

(0) (4)

FILED with
USDA-APHIS-VS
CENTER FOR VETERINARY
BIOLOGICS

SEP 1 2 2005

POLICY, EVALUATION, AND LICENSING
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Merial, Inc. BRA-RG-241
License No. 298 (b)(4) Version 1
Athens, Georgia

Page 2 Date: 05 August 2005

Supersedes New
3.0 STERILIZATION:
4.0 TESTING:
N/A

5.0 STORAGE:

Thellllll may be stored [N

Statement of Confidentiality:

This entire document is confidential property of Merial, Inc. It contains confidential business information
including methods, techniques, procedures, data, or results submitted in support of a USDA licensed

product. Release of any information contained in this report would result in economic advantage to a

competitor.
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Version 1
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MERIAL, INC.
115 TRANSTECH DRIVE
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ESTABLISHMENT LICENSE NO. 298
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Merial, inc. SPECIAL OUTLINE [(9XE)! BRA-RG-242
License No. 298 (b) (4) Version 1

Athens, Georgia

Page 1 Date: 05 August 2005
Supersedes: New

1.0 FORMULATION:

(0) (4)

2.0 PREPARATION:

A () (4)

22 [DIG) |
I 1) (2)

FILED ri,!itShVS
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SEP 1 2 200
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License No. 298 _ Version 1

Athens, Georgia

Page 2 Date: 05 August 2005
Supersedes New

3.0  STERILIZATION:

The I steriiz<
40  TESTING:

N/A

5.0 STORAGE:

The [Illimay be stored NN

Statement of Confidentiality:

This entire document is confidential property of Merial, Inc. It contains confidential business information
including methods, techniques, procedures, data, or results submitted in support of a USDA licensed
product. Release of any information contained in this report would result in economic advantage to a
competitor.
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(b) (4)
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DATE: 05 AUGUST 2005
SUPERSEDES: NEW
FILED with
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NOENDORSEMENT '
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Merial, Inc. SPECIAL OUTLINE [(9)XE)) BRA-RG-243
License No. 298 (b) (4) Version 1

Athens, Georgia

Page 1 Date: 05 August 2005
Supersedes: New

1.0

(b) (4) :

1.1 Formulation:

(b) (4

FILED with
USDA-APHISV/S
CENTER FOR VETERINARY
BIOLOGICS

SEP 1 2 2005

POLICY, EVALUATION, AND LICENSING
NTIAL NOENDORSEMENT
Distribute and Disclose Only o -To-Know Basis EXPRESSED

Property of Merial
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: Merial, Inc. SPECIAL OUTLINE NO. g BRA-RG-243
"I+ License No. 298 YO O I Version 1
Athens, Georgia
Page 2 V Date: 05 August 2005

Supersedes New

1.2 Preparation:

1.2.1  The foliowing [(s)XE); prepared in thd(s)KEG)IM indicated. All may be prepared in
advance.

D) 3)]

FILED with
USDA-APHIS-VS
CENTER FOR VETERINARY
BIOLOGICS

SEP 1 2 2005

CO NF POLICY, EVALUATION, AND LICENSING
NOENDORSEMENT

Distribute and Disclose Only on a Need-To-Know Basis
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Merial, Inc.

"+ License No. 298
Athens, Georgia

SPECIAL OUTLINE. 4)
(b) (4)

BRA-RG-243
Version 1

Date: 05 August 2005

Page 3
Supersedes New
1.2.1  Continued
Prepare [((XE)) e. Add the (OO

B in order as above, oY)

XN 1) () I

123 [OIO) :

0) (4)

1.3 Sterilization:
The (9XE) .
1.4 Testing:
N/A
15 Storage:
iE(b) (4) ay be stored a{{s)NE)] -
FILED with
USDA-APHISVS
CENTER FOR VETERINARY
BICLOGICS
SEP 1 2 2005
POLICY, EVALUATION, AND LICENSING
IAL NO ENDORSEMENT
Distribute and Disclose Only on a Need-To-Kno is EXPRESSED
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Merial, Inc. SPECIAL OUTLINE (DN BRA-RG-243

I License No. 298 Version 1

Athens, Georgia

Page 4 Date: 05 August 2005
Supersedes New

20  COMPLETE[()X®)
PRODUCTION:

2.1 Formulation:

0) (4)

2.2 Preparation:

2.2.1
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I

2.2.2  Oncd()X@)

.|
I

2.3 Sterilization:
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4 Testing:
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4.2 Preparation:

4.3 Sterilization:

44 Testing:

There is no testing performed [ G

4.5 Storage:

I ay be stored 2
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1.0 FORMULATION:

Ingredient Grade Amount / liter
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2.0 PREPARATION:

2.1 (b) (4) preparation:
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PR ) (4)
.
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3.0 STERILIZATION:

31 The NN - st<rilc I

32 I i sterilized I

4.0 TESTING:

5.0 STORAGE:

The N b stored ot NN
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20  PROCEDURE FOR(PDJ®) :

2.1 Prépare Cuvettes for Absorbance Measurement:

21.4 OO
1
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2.1.5 Measure{(9XE) of (YXEY) as described in

2.2.

2.2 Measuring Absorbance:

221 [WXG)
]
212 WIG;

2.3 Data Calculations:

2.3.1 [WXG)
A
|
I |

232 (X6 .
|

233 @ 4)
e
-
.

234 DI |
I N
-
-
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117 DI ):
(b) (4) .

Reagent provided to CVB-PEL upon request.

1.18  [(JKEY)
(b) (4) Reagent provided

to CVB upon request.
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20 PROCEOURE I
21 Preparation [QEONIEGEEE
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2.3 Prepare (b (4) :

(b) (4)

23 Add_
N | S

FILED with
USDA-APHISVS
CENTER FOR VETERINARY
BIOLOGICS

JAN 3 0 2007
CONFIDENHAL— POLICY, EVALUATION, AND LICENSING
NO ENDORSEMENT

Distribute and Disclose Only on a Need-To-Know Basis EXPRESSED
Property of Merial


rdsheppard
Line


Merial, Inc. | BRA-RG-233
License No. 298 / Version 1 -
Athens, Georgia

. e
Page 6 Date: 19 December 2006

Supersedes: Complete Revision

232 [(OXG)

(b) (4) (b) (4)

(b) (4)
I
—

(b) (4)

2.3.3

FILED with
USDA-APHIS-VS
CENTER FOR VETERINARY
BIOLOGICS

JAN 3 § 2007
CONFIDENTIAL POLICY, EVALUATION, AND LICENSING

Distribute and Disclose Only on a Need-To-Know Basis
i NO ENDORSEMENT
Property of Merial EXPRESSED



(b) (4)
L

(b) (4) ;

2.35

(b) (4)

FILED with
USDA-APHISVS
CENTER FOR VETERINARY
BIOLOGICS

JAN 3 0 2007

—CONFIDENTIAL

Distribute and Disclose Only on a Need-To-Know Basis NO ENDORSEMENT

Property of Merial

POLICY, EVALUATION, AND LICENSING
EXPRESSED

Merial, Inc. ) SPECIAL OUTLINE [(9KE)] BRA-RG-233
License No. 298 7 ) @) ' Version1 -
Athens, Georgia E '

~
Page 7 Date: 19 December 2006
Supersedes: Complete Revision
2.3.4 [(OX&) . For example, prepare a


rdsheppard
Line


Merial, Inc. SPECIAL OUTLINE [(9XC)] ’ BRA-RG-233
License No. 298 (b) (4) P Version 1 -7
Athens, Georgia (b) (4)

Page 8 ~ Date: 19 December 2006
Supersedes: Complete Revision
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20 PROCEDURE:
2.1 Prepare (X&) :

Preparg(9fQ)
A

2.2 Preparation o{(QXE)]

221 [(OX&)
Assemble DI@)

222 [(OIO) :

Remove thdigl from the and
B Fiace (DY) in th{OIOTI:"- CoverOXE) with (BYE)
the (DY@ typically located on Y@ of the [DXOTIIIEG Reove QIO
itenl(b) (4)
o o N
CID ) ! <. DI

e
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24 (b) (4)

241 Using IR I
I S

242 Adda

well.

25 (OO :

(b) (4) wells by loading

b ®

25.2 Attach[(9XE) ensuring that[(J)XE))
. |

v QM/
253 Runthe--m_.

2.5.4 Remove[DXO) and [HYO) (b) (4)

o S
(b) (4) gel. Pour (9G] over the

gel and stain for 25 - 35 minutes.ﬂThe CVB retains the right[(J)XE))
(b) (4) ul(b) (4) so {(OXC))
2.6 Analyze the (X))}
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b) (4)

|

(b) (4)
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268 [OIO)
(b) (4)

(b) (4) )

2.6.9 Analyze DO
h (b) (4)
(b) (4)

2.6.10 Record thd(JRE) .

26.11 [DXG)
|
]

2.6.12 A’nalyze () (4)
. X0
]

2.6.13 Record[(9XE))
]

27 IO .
eX- I ) (4) :

281 [OJO)
-}
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1.1 (b) (4) :

(b) (4)
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]
I

1.2 (b) (4)
[
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1.4 (b) (4)
]
B o <cuivalent.

1.5 (b) (4) or equivalent.

1.6 Deionized water.
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(b) (4)

Y (e
@y

(b) (4)
I - <quivaient. [

equivalent.

, Or

I o' <ouivalent, prepared to manufacturer’s

recommendations.

(@]
=

equivalent.

Y or equiivalent.

[l

equivalent.
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116 I . or equivalent.

Ao bded “Solitgen | pos ™

B o <quivalent.
20 PROCEDURE:
21 Prepare 1 I

Prepare |
|

22 preparation
-}

2.2.1 Manual Preparation:
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222 DI :

(b) (4)

|
2.3 Prepare] ( I ) ( l )
| (b) (4)

To prepare thd{(YE) add the following_ (4)
I

2.3.3 Place B . Ensure the
entire ((XE)) .

2.3.4 Incubate the ((JRE) .

2.3.5 Add 3 ul loading dye to each dilution.

2.4 Prepare (()XE)) .
Add the following to [()RE))
|
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25 [OIO) :

251 (DIONE I
I

2.5.2 Attach[(9)KEY) ensuring tha{(Q)XE))
N v ,
v
@ﬁﬁ -
I I
]

F

254 [DIG)
|

I [ S

.

—

2.6 Analyze[()KE)] :

2.5.3

2.6.1 Capture the (NG using a [{(JXE)] , or equivalent.
262 [((JXE) is only able (¢ )NE))

1
I - CYZ R - o =<~ IO
the system. Therefore, for thos(JENNG th2t 2 {OIOTEE
kilobases according to (NG IEGTNGNGNGNNEEEEEEEEEEEEEEEE - ). use the
I 1 B
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263 |
|

I (b) (4) “ ) (%)

L

3o

(b) (4)
Report I

4.0 VALIDITY CRITERIA:

41 I - oresent in [

4.2

43 [ resutting from NN <ha oo I - the
test will |

This entire document is confidential property of Merial, Inc. It contains confidential business information
including methods, techniques, procedures, data, or results submitted in support of a USDA licensed product.
Release of any information contained in this report would result in economic advantage to a competitor.
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15

—— eq_
16

I o cquivalent.
b}

1.8 ﬂ

_——

= or equ1vaLnt.

I >+ cquivalent.

110
B o cquivalent.

111

I . Reagent will be provided to the

CVB-PEL upon request.
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112 [(OXE)] .
(b) (4) . Reagent will be provided to the

CVB-PEL upon request.
REKR (D) (4) :
(b) (4) - Reagent will be provided to the CVB-PEL

upon request.

IRCE ) (4) :

The pDNA sample to be tested should have a pDNA concentration of 20 ng pDNA/pl.

IRERN (D) (4) Y

(b) (4)
I o cquivalent, prepared to I

116 [DIO) or

equivalent.

20  PROCEDURE FOR (DI :

Thd(XE) to be tested by this procedure [()KE)]
|
|

|
B s procedure (DY)
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21 Prepare 1(JRE) :

Prepare ] N B

Preparation (o) RE)) :

Use[(ORE))
|

221 IO :
(b) (4)

2.2

222 [(QIG)
Remove thd(JGIN ((OXEG)

cell. Remove the comb

(b) (4)
23 Preparing (X&) :
Add [(9NE) .
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24 - IO
241 Using I <0-r< [ the following

I N

‘ (b) (4) (b) (4)
242 Add9

-
25 I o)

Add |
-

26 m_
I
26.1  Add ] of each of the | NG .-
262 Add [ tre samp'
263 Add Il of the [N
26.4 Add Il of tre T

27 I

!f“\ ool '

(b)(6)
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(b) (4)
26 . I

Remove I from I <! =< p'ace in GGG
I - repare an ethidium IR B N

1 | J | CEEREI  (h)(4)
gm0

{j ) {[The CVB retains the right to include (b) (4)
2277 1 I

ey

(b) (4)

29  Analyze the | I

291 Capture the [N using - I NN or cquivalent.
292 Using the NN I
29.3  Onthe I identity I

(b) (4)
294 Onthe I, icentiry I
| .

‘ I
205 Using the I >mine, v
I  to those [ i the IMcontaining

206 I
]
]
]
.
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1.0 MATERIALS AND FORMULAS:

11 IO

equivalent (o) KE))

|

(]
=

b) (4)

W ) (4)

I ) (4)
14  [OID
15  [OIO)
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6 IO
17 I
e ]
10 OIS
1.10
1.11
1.12
1.13
20  PRocCeDURE FOR DETERMINING [(BICTIIIEGEGE:

2.1 Sample Storage:

2.1.1  Samples being stored for () NE)) may be kept at
(OXE] otherwise, samples are to be stored [()NE))] .
21.2 (9G] does not ((NE)] ; it may be kept at
(b) (4) §
-2 (D) (4) and [(DY@)Je preparation:

2.2.1 Bring all{(RC)EE-Nd ((OXG) .
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222 (IO :

2221 [(DID)
1!

2222 Shake[[D]E)
L[]

2.2.2.3 Shake[(9XE))] .

2.2.2.4 Remove [(9XE)]
]

2.3 Reader Set-up

2.3.1  Open thd()XE))
I D——
1
]
2.3.2 Setthe((XE) with the following [{() X&)}
oo T
2.3.3 Configure a plate to contain [()NE)]
]
2.3.4 Setup a[(JXE) (b) (4) ((b) (4)
Click the [(s)KE)) in the ((JXE)) to have samples [(NE)) .
2.3.5 Enter{(9XE) .
-APHISVS
CENTERFOR VETERINARY
BIOLOGICS ARY
NOV 1 7 2005
POLICY, EVALUATION, AN NGNS
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2.4

25
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Supersedes: New

236 [OIO) .

Sample Dilutions:

2.41 Prepare[Q¥O) using (X&) eYlel(b) (4)
N " <= (D)
I

242 (IO
]
I

243 ([(OIO)
.
H

2.4.4 Continue )&

L
2

Endotoxin Standard Dilutions:

2.5.1 After[(QNE)] d has been[(NE))] s, dispense((XE)]
N s s 2
(b) (4) -

2.5.2  Using[(9KE)) , prepare (RG] containing the following
(b) (4) :

253 Ina[(9K&) dispense ()K€ water to be used as
El(b) (4) B
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2.6.1  [(NEH) . Dispense [(QRQ) of the
(b) (4)

2.6.2

DI

|

(b) (4) :

2.6.4 Insert{(NCGM (X))

b) (4)

When|[BI8) , incubate the ()€

(b) (4) :

N
[¢2]
[e)]
‘

2.7 (b) (4)

X B ) (4) :

PR 1) (4) ]
B - < oppropriate [(DYO)

281 [DIO
I
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282 I

dilution factor.

283 I,

3.0 VALIDITY REQUIREMENTS

i 3.1 | The NN s I the tes

32 The I < in the NN st be I or the
|
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