United States Ani mal and Washi ngton, D.C
Depart nent of Pl ant Heal th 20250
Agricul ture | nspection Service

March 19, 1998

VETERI NARY SERVI CES NOTI CE 98- 05

Subj ect: Rum nant Serum (RS) Inport Requirenents

To: Directors, VS Regions
Area Veterinarians in Charge, VS
Directors, Plant Protection and Quaranti ne (PPQ
Ronal d Caffey, PPQ

The purpose of this Notice is to provide detailed information on
the U S. Departnent of Agriculture (USDA), Animal and Pl ant

Heal th I nspection Service (APH S), requirenents for

the inportation of RS. This information applies to the
inportation of all categories of RS, including fetal bovine
serum newborn and neonatal calf serum calf serum adult bovine
serum and goat/sheep serum This Notice replaces the Cctober
29, 1992, VS Notice on RS.

RS is coomonly used in tissue culture nedia. A great deal of
the RS used in the United States is inported, and a significant
percentage of this inported serumis used for the production of
i vestock vaccines. Because of the potential |ivestock disease
ri sks involved, the follow ng USDA, APHI'S, restrictions have
been i nposed on the inportation of RS

1. The inportation of RS is prohibited fromall countries not
recogni zed by USDA as being free of foot-and-nouth di sease (FND)
and bovi ne spongi form encephal opat hy (BSE)

2. RSis not eligible for inportation fromany FVMD- and BSE-
free country unless it is authorized by a valid USDA permt.
Applications for USDA permts wll be reviewed on a case-by-case
basi s.

3. Inported RS is subject to either safety testing or gamm
irradiation unless it originates from Canadi an or New Zeal and
origin ani mals.

4. RS, with the exception of RS inported legally into Canada,
must be inported directly fromthe country of origin. Any



Directors, et. al.

exceptions to this policy will be addressed on a case-by-case
basi s.

5. The inmportation of RS, therefore, involves three
activities*:

a. Subm ssion of a conpleted VS Form 16-3, “Application
for Permt to Inport Controlled Material.” (Submt applications
to USDA, APH S, VS, National Center for Inport-Export, Aninma
Products Program 4700 R ver Road, Unit 40, Riverdale, Maryl and,
20737-1231);

b. Collection of sanples (as required by this Notice) by a
VS Area Ofice representative; and

c. Sanple verification by National Veterinary Services
Laboratories, Ames, lowa. (Sanple collection and
verification are not required for gama irradiation.)

*Note: A user fee is assessed for each activity. (See
Attachnment No. 3, User Fees.)

USDA permts will not be issued authorizing RS inports unl ess
the i nporter has nade previous arrangenents with USDA, APHI S, to
conply with the restrictions delineated in this Notice. The

i nporter nust select either safety testing or gamma irradiation
(except for countries discussed in

item3) to mnimze the possibility for disease introduction by
way of RS.

Each option is presented in Attachnents Nos. 1 and 2,
respectively, and subject to various procedures to prevent
access to the RS during transport. These procedures are
outlined in Attachnent No. 4.

/sl
Joan M Arnol di
Deputy Adm ni strator
Veterinary Services

Encl osur es



Rum nant Serum Attachment 1

OPTION NO. 1 -- SAFETY TESTI NG

Under this option, sanples representative of all lots of

i nported rum nant serum (RS) woul d be collected by USDA, APH S,
personnel and submtted to the USDA, APH' S, National Veterinary
Services Laboratories (NVSL), for safety testing. The specific
tests performed woul d depend upon the country of origin. For
exanple, RS from Mexico and Central America would be tested

for exotic strains of bluetongue virus; Australian fetal bovine
serum woul d be tested for Akabane and exotic bl uetongue virus,
whereas, adult RS would be tested for Akabane, exotic bl uetongue
virus, and bovi ne epheneral fever. Five hundred mlliliters
(500 m.) of serum nmust be collected for each 500 liters in the
shipment. (This equals one safety test.)

Safety testing and irradiation are subject to user fees. (See
User Fees.)

Sanpl e Col | ecti on:

Backgr ound

RS is shipped to the United States as either raw or finished
product. Raw RS has not been aseptically filtered. It usually
is shipped in plastic containers with a | abel identifying the
product, the processing conpany, and | ot nunber. Each contai ner
may have 2-4 liters of serum Typically, 4-12 plastic
containers are grouped and may be shipped in a | arge box. The
RS i s shipped frozen; this keeps endotoxins to a m ni mum and
preserves the product.

| nported raw serum can be handled in one of three ways prior to
resale: (1) kept in its original containers; (2) pooled and
rebottled into a variety of container sizes (e.g., 2, 3.5, 4
liter) depending upon the client; or (3) pooled, filtered, and
rebottled (100 nL, 500 nmi, or 1,000 ni).

Fi ni shed RS has been aseptically filtered. It is shipped in
vials (1 nmL - 10 nL) or bottles (100 nL - 1,000 nL). Each
contai ner has a product |abel wth the inporting conpany’ s nane
affixed to it. The product is ready for resale.

Procurenent of sanpl es

Sanple collection for safety testing depends upon how the serum
i's shipped and handl ed once it reaches the quarantine | ocation
in the United States.



1. If the serumis pooled, 500 nL should be collected for every
500 liters pool ed.

Rum nant Serum Attachment 1

2. If the serumremains in its original containers (i.e., not
pool ed), 500 nmL nust be collected for every 500 liters shipped.
Use the followi ng 95 percent Confidence Table to determ ne the
nunber of containers from which serum should be coll ected.

95 Percent Confidence Table
Total Nunber Nunber Containers to
Cont ai ners be Sanpl ed

(any volune) in
Shi pnent
20 19
50 34
100 44
150 48
200 51
250 52
300 53
350 54
400 54
450 55
500 55
600 56
700 56
800 56
1, 000 56

Exanpl e:  The shipnent consists of 150 containers. Each
container has 3.8 liters. Therefore, the total anopunt of serum
in the shipment is 570 liters. A total of 1,000 nL would have
to be collected and it would come from 48 cont ai ners.
Approximately 21 nmL (1,000 ni/48) would be collected from each
of the 48 contai ners.



Rum nant Serum Attachment 1
Testi ng:

Serol ogical tests will be perforned on sheep prior to

i noculation with RS and 28 days after inoculation. The length
of time required for performance of the safety test is
approximately 5 weeks fromthe date the aninmals are inocul at ed.
Shoul d | aboratory tests be positive, the consignnment of inported
RS nust either be destroyed at the inporter’s expense or
returned to the country of origin.

Approval of quarantine facilities:

Al'l inmported RS nust remai n under USDA quarantine at the USDA,
APHI S- approved facility until the inporter receives official
notification that test results were negative.

In order to beconme a USDA, APH' S, facility approved to receive
inported RS using the safety testing option, officials operating
the facility nmust enter into a valid conpliance agreenent with
USDA, APHI S. A copy of this conpliance agreenent is included in
this Notice as Addendum No. 2. The agreenent is valid for 2
years and must be renewed, with reinspection, when it expires.

| f the quarantine storage during the safety testing is to be
done at a facility already approved for this purpose, a witten
menor andum nust be submtted fromthis USDA-approved facility
stating that the inported serumw || be handl ed according to the
previ ously executed conpliance agreenent and the applicable
permt restrictions will be followed.

The nmenorandum shoul d be sent to the Aninmal Products Program
staff.



Rum nant Serum Attachment 2

OPTION NO. 2 -- GAMVA | RRADI ATI ON

Under this option, all shipnents of RS nust be subjected to 3
megar ads of gamma irradiation at a USDA, APHI S-approved
irradiation facility in the United States.

In order for a U S. irradiation facility to becone approved by
USDA, APH'S, for the purpose of irradiating inported RS, the
facility must be inspected by a USDA, APH' S, representative. |If
the representative believes that the facility has adequate
storage, sterilization, and recordkeeping capabilities,
officials fromthe irradiation facility nmust conplete a
conpliance agreenent. (See Addendum No. 3.) The agreenent is
valid for 2 years.

In order to maintain approval, operators of the irradiation
facility nmust fully conply with all restrictions in the
agreenent and renew t he agreenent, through reinspection, every 2
years.

Shi pments of irradiated RS may be released to the U S. inporter
after the entire shipnent has received the required m ni num
treatnent of 3 negarads.

Both the irradiation facility and the U S. inporter are required
to keep on file, for a mnimumof 2 years, copies of irradiation
certificates and to make these certificates available to APH S

i nspectors during routine inspections.



Rum nant Serum Attachment 3

USER FEES

Permt application, inspection of the quarantine or irradiation
facility, safety testing, and ganma irradi ation are subject to
user fees. Paynent arrangenents nmay be nade by contacting the
Ani mal Products Program staff.

*Schedul e of Fees

The fees associated with processing permt applications are as
fol | ows:

Service Fee
Original Application $27. 50
(No facility inspection required)
Application with Facility Inspection $208. 50
Requi r ed
Application for Renewal $15. 00
Amended Application $11.50
Sanple Collection for Safety Testing At Hourly Rate
One Safety Test $660. 00

*Note: User fees are subject to change. Please check with the
Ani mal Products Program staff to obtain the nost current
i nformati on regardi ng user fees.



Rum nant Serum Attachment 4

PROCEDURES FOR MONI TORI NG TRANSPORT OF RUM NANT SERUM ( RS)
| MPORTED UNDER USDA PERM T W TH REQUI REMENT FOR El THER
| RRADI ATI ON OR SAFETY TESTI NG

The USDA permt will indicate if the RSis to be irradiated or
safety tested. Regardless of the option selected, the follow ng
procedures are to be foll owed:

1. APH S port personnel shall carefully review all permt
restrictions and nmake certain that all incom ng shipping
docunents required by the permt are present.

2. Shipping containers nust have seals fromthe country of
origin applied in a manner which nmakes them tanper proof. Sone
exanpl es of acceptable seals are: (1) plastic shrink wap; (2)
plastic or netal tyden type seals; or (3) plastic, netal, or

pol yester/fiberglass filanent-reinforced bands around the

ci rcunf erences.

3. Seals fromthe country of origin nust be on the shipping
containers and intact upon arrival at the U S. port of arrival.
Cont ai ners which are not seal ed or whose seals are not intact
nmust be returned to the country of origin. Shipping costs wll
be paid by the inporter.

4. The consignnent nust be delivered directly to the facility
specified on the permt. A VS Form 16-78 shall be conpleted at
the port of arrival and copies distributed to the Area
Veterinarian in Charge (AVIC) in the State of destination
Tenporary storage may be used if: (1) the permt authorizes
tenporary holding at a USDA, APHI S-approved internedi ate hol di ng
facility, or (2) a connecting flight is delayed or cancel ed.
Arrangenents nust be made in advance with APH S port personnel
if the consignnent nust be stored at an airline’s storage area.
Seals fromthe country of origin nust be intact upon arrival at
the tenporary storage facility and nust remain intact until the
consignment is delivered to the approved processing facility.

When the shipnent arrives at the destination specified on the
permt, a representative designated by the firm (mnager of

qual ity assurance or designee) wll record the date of arrival
and verify that the seals fromthe country of origin are still
intact. Wthin 3 working days, the U S. inporter (or
representative fromthe irradiation facility or quarantine
facility) shall notify the AVIC in the destination State of the
shipnent’s arrival.



Rum nant Serum Attachment 4

APHI S- approved facilities are required to isolate the

gquarantined RS until it has been irradiated or safety tested.
During the quarantine period, there shall be no unauthorized
access to the inported material. Quarantined nmaterial shall be

held in an area clearly demarcated with a sign stating
“Restricted Material Under Quarantine by the USDA, APH S.”

USDA, APH' S, field personnel shall nonitor records once a year
to ensure that the inporter, approved quarantine facility, or
irradiation facility is conplying with all restrictions
delineated in the conpliance agreenents. (See Addendum No. 2
or 3.)



Addendum No. 1

TAMPER- PROOFI NG OF SAMPLES

Tanmper - proofing i nvol ves placing sanples in cartons and subsequently sealing
the cartons so they cannot be opened or the contents disturbed without it
bei ng obvious to NVSL upon receipt.

Sanpl es are to be packaged to withstand | eakage of contents, shocks, pressure
changes, and other conditions incident to ordinary handling in
transportation. Special care should be taken to prevent breakage of gl ass
containers. All vials, glass or plastic, should be packed in nested cartons
or packed by sone other nmethod conmonly used when shipping sanples to

di stributors or consumers.

The shi ppi ng contai ner should be secured using either a polyester filanent-
reinforced or fiberglass filament-reinforced tape applied around the
circunferences. Alternative nmethods of securing the container are
perm ssi bl e provided they are tamper proof.

Renenmber that | eakage of liquid froma carton may nean refusal by a common
carrier to handle it, and damaged shi pnents may be destroyed by NVSL
personnel upon receipt.

Return filled tanper proof shipping cartons to the U.S. inporter, as the

i mporter is responsible for the actual shipnment of sanples to NVSL. The
correct address for sanples is: USDA, APH' S, NvVSL, 13th and Dayton Road,
Ames, | A 50010. Sanples should be sent early in the workweek. Never send
sampl es the day before a Governnment holiday or on Fridays.



Addendum No. 2
(to be executed by the AVIC)
COVPLI ANCE AGREEMENT
BETVEEEN

(NAME AND ADDRESS OF U.S. | MPORTER/ QUARANTI NE FACI LI TY OF
RUM NANT SERUM

AND
UNI TED STATES DEPARTMENT OF AGRI CULTURE ( USDA)
ANl MAL AND PLANT HEALTH | NSPECTI ON SERVI CE ( APHI S)
VETERI NARY SERVI CES (VS)
This is to certify that

will:
(Name and address of U.S. inporter or quarantine facility)

1. Receive and store restricted, inmported rum nant serum (RS) only in the
USDA, APHI S-approved facility designated above.

2. Notify the USDA, APHI'S, Area Veterinarian in Charge (AVIC) (in the State
where USDA, APHI S-approved facility is located), within 3 working days of the
arrival of a shipnent of inported serumat the facility. The

i mporter/quarantine facility shall informthe AVIC of the follow ng:

a. USDA permt nunber authorizing the inmportation
b. Country of origin;
c. Quantity of material that has arrived in the consignment; and

d. The date, if known, when an APHI S representative can coll ect
sanmpl es for subm ssion to the USDA, National Veterinary Services
Laboratories, for safety testing. |If the date for sanple collection is not
known, scheduling for the collection shall be made with the APH' S
representative.

3. Store all inported RS being held, pending negative |aboratory test
results, separate fromnonrestricted RS and clearly mark the restricted
product with a sign stating “Restricted Material Under Quarantine by the U S
Department of Agriculture, Animal and Plant Health | nspection Service.

Di stribution of Product Prohibited.”

4. Miintain a conplete inventory of each shipment of RS, including the date
of inportation, number of containers, amount of serum per container, and the
| ot and batch number(s). This inventory |log shall be up to date and made
avail able to USDA, APHI'S, personnel during routine inspections. |nventory
records, along with official certificates of origin for each inported

shi pment of RS, shall be kept on file at the inporter's/quarantine facility's
establ i shment for a m ni mum of 2 years.

5. Mintain records of inported RS, which is filtered and rebottled prior
to the collection of sanples for safety testing, indicating the date of
filtration (i.e., the production date) and the | ot nunbers of the materia
pool ed.



6. Mintain |abels on all bottles of inported, restricted RS (regardl ess of
whet her it remains in original containers in which material was inported or
is filtered and placed in retail-sized bottles for distribution) to allow for
conplete traceability of product to the country of origin. |If new |l ot
nunbers are assigned foll owi ng pooling, filtration, and final bottling,
records nmust be kept that clearly show which inported lots were utilized for
the final production |ot.

7. Inplenment procedures to ensure that no product is distributed unti

aut horized by USDA, APHI S. Authorization will be granted upon receipt of
witten |aboratory confirmation that sanples fromthe lot(s) in quarantine
were negative for viruses exotic to the United States.

8. Under USDA supervision, agree to have the product destroyed or returned
to the country of origin if the restricted RS tests positively for viruses
exotic to the United States. Al costs for destruction or re-exportation of
t he product shall be borne by the U. S. inporter.

9. Allow USDA, APHI'S, inspectors to make unannounced inspections (during
regul ar busi ness hours) to nmonitor conpliance with this agreement and to
provide USDA, APHI' S, inspectors with the records and certificates described
inthis Notice. |If the USDA, APHI'S, inspector determ nes that

(Name and address of U.S. inporter or quarantine facility)

has failed to conply with this agreenent, approval from USDA, APH'S, will be
cancel ed and pernmits authorizing the inporter to inmport RS will be revoked.
Any appeal s for cancellation nust be directed to the Deputy Adm nistrator
USDA, APHIS, VS, within 10 days after receiving witten notification of the
cancel | ati on.

Dat e Si gnature
Owner / Oper at or

Dat e Si gnature
USDA, APHI' S, VS
Area Veterinarian in Charge

Expiration Date



Addendum No. 3
(executed by AVIC)
COVPLI ANCE AGREEMENT
BETVEEEN
(NAME AND ADDRESS OF U. S. | RRADI ATI ON FACI LI TY)
AND
UNI TED STATES DEPARTMENT OF AGRI CULTURE ( USDA)
ANl MAL AND PLANT HEALTH | NSPECTI ON SERVI CE ( APHI S)
VETERI NARY SERVI CES (VS)
This is to certify that

will:

(Name and address of irradiation facility)

1. Receive and store restricted, inmported rum nant serum (RS) only in the
USDA, APHI S-approved facility designated above.

2. Notify the USDA, APHI'S, Area Veterinarian in Charge (AVIC) (in the State
where the USDA, APHI S-approved irradiation facility is located), within 3
wor ki ng days of the arrival of a shipnent of inported RS at the facility. An
official fromthe irradiation facility shall informthe AVIC of the
fol |l owi ng:

a. USDA permt nunber authorizing the inmportation

b. Country of origin;

c. Quantity of material that has arrived in the consignment; and

d. Date when product has been scheduled for irradiation treatnent.

3. Store all inported RS awaiting irradiation on the nonsterile side of the
plant until it has been sent through the sterilizer
4. Insert a radiochronmc dye file into each lot of RS entering the

sterilizer. Each dosineter shall be placed in the | owdose zone to ensure
all products receive at |east 3 nmegarads (30 KGy).

5. Not release the irradiated product to the U S. inporter until each
dosi neter has been exam ned and a certificate has been issued certifying that
the ot of RS has received a m ni mum dose of 3 megarads (30 KGy).

6. Mintain a copy of the irradiation certificates for inported RS on file
at the irradiation facility for a mininumof 2 years and make available to
USDA, APHI' S, inspectors copies of certificates during routine inspections.

7. Allow USDA, APHI'S, inspectors to make unannounced inspections (during
regul ar busi ness hours) to nmonitor conpliance with this agreement and to
provi de USDA, APHI S, inspectors with the records and certificates described
inthis notice. |If the USDA, APHI'S, inspector determ nes that

(Name and address of irradiation facility)



has failed to conply with this agreenent, approval from USDA, APH' S, to
receive and store restricted, inported RS will be canceled. Any appeals for
cancel l ation nmust be directed to the Deputy Admi nistrator, USDA, APH' S, VS,
within 10 days after receiving witten notification of the cancellation.

Dat e Si gnature
Owner / Oper at or

Dat e Si gnature
USDA, APHI' S, VS
Area Veterinarian in Charge

Expiration Date



