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Pl ease note the encl osed guideline which updates procedures for
coll ection and processing of blood products from high risk
donors.
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21 CFR 640.75 should also assure that their procedures conform
with this guideline and, if not, that the procedures are
appropriately revised and a |license anendnent reflecting
revisions submtted pronptly.
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CGui del i ne for
Col | ection of Blood or Bl ood Products From
Donors Wth Positive Tests for
I nfectious Di sease Markers ("Hi gh R sk" Donors)

These procedures replace the March/ August 1981 gui delines for
collection of Source Plasma from HBsAg reactive donors. The
center for Biologics Evaluati on and Research has recei ved many
requests fromlicensed bl ood establishnents to approve collection
of plasnma twice a week from heal thy, asynptomatic, HBSAg reactive
donors. These requests are currently being approved with the
concurrence of the donor's personal physician. The bl ood or

pl asma center nedical director's approval is acceptable in those
cases where he is the donor's personal physician of record.

In addition, there are rare circunstances wherein it is
appropriate to collect blood products fromdonors with other

di sease markers, e.g., anti-H V-1 positive plasma for research
use. The following information is provided to assi st
manufacturers in preparing the required |icense anmendnent

subm ssi on when requesting an exenption under 21 CFR 640.7?5 to
permt collection of plasma for special purposes from donors
known to have positive tests for infectious di sease nmarkers or
known risk factors for H V-1 infection.

DONOR QUALI FI CATI ONS
1. Donors shoul d qualify as regul ar donors except:
a. for HBsAg prograns, they may give a history of

hepatitis but are free of synptons of hepatitis at the
ti mes of donation, and

b. men who have had sex with other nmen, or persons having
other risk factors for H V-1 infection may be
accept abl e upon specific CBER approval. Intravenous

drug users (past or present) are not generally
acceptabl e for any current program

2. Donors shoul d receive and docunent understandi ng at each
donation of specifically designed Al DS educational naterials
related to the special programinvolved. |nformed consent
for each donation should include | anguage consistent with
that in the 30 Cctober 1986 nmenorandum (or subsequent
updat ed recommendations relative to H V-1 and bl ood safety),
including a final nodifying phrase, e.g.,

"I have revi ewed and understand the
i nformati on provided to nme regarding the



spread of the AIDS virus by donated bl ood
and plasma and, if | consider nyself " to
be a person at risk for spreading the
virus known to cause AIDS, | agree not to
donate bl ood or plasma for transfusion to
anot her person or for further manufacture,
except for (specifically approved

i ndi cation."

3. Donor screening and processing should be done with adequate
precautions to prevent disease transmi ssion to other donors
or to establishnment personnel. Biosafety level 2 applies.
Consult DHHS Publication No. (CDC) 88-8395 for additiona
i nformation.

4, Donors shoul d have witten perm ssion fromtheir persona
physician for the volune and schedul e of products to be
col | ected.

5. Laboratory testing of donors should include, in addition to

the other requirenments of 21 CFR 640.63:

a. serum protein electrophoresis initially and every two
nont hs; continued donation with abnormal results
requires the witten approval of the donor's
per sonal - physi ci an.

b. for HBsAg reactive or anti-HB core positive donors,
ALT nmeasurenents initially and every nmonth. If ALT
| evel s exceed two tines the upper limt of norma
val ues, the donor nust be deferred until acceptable
| evel occurs and a physician reinstates the donor.

c. except for known anti-H V-1 positive donors in
special prograns, anti-H V-1 testing is perforned in
accordance with 21 CFR 610. 45

6. Medi cal eval uation of donors is perforned by a |icensed
physi ci an every nonth of donation including a physica
exam nation, review of |aboratory reports, and
recertification of donor suitability. This responsibility
may not be del egated to a physician substitute or to any
ot her person.

FREQUENCY OF PLASMAPHERESI S

Pl asmapheresis is limted to once per week except that the
frequency of plasmapheresis may be increased to twi ce per week
only with witten approval fromthe donor's personal physician.

MANNER OF COLLECTI ON

Pl asma may be coll ected manual ly, by use of menbrane filtration
automat ed col |l ection devices, or by other automated collection



devices if these devices are dedicated to use only for the one
specific program provided that the collection is undertaken in
as safe a manner as possible and in conpliance with CDC/ NI H

Bi osaf ety Level 2 Guidelines. Specifically:

1

The collection is done by trained personnel in a physically
or tenporally isolated manner and all products are handl ed
separately. Staff may not work concurrently with both
normal and high risk donors. It is recommended that the
nunber of staff involved be Iimted as nuch as is practical

An approved collection systemthat is functionally closed is
used. |f manual centrifugation is done, double overw aps
are used.

Adequat e cl eaning and di sinfection of the area, equipnent,
etc., both for routine operation and for accidental spills,
i s docunented. Detailed procedures for disinfection nmust be
part of standard operating procedures.

Storage and di sposal of all collection materials, including
| aboratory sanpl es upon conpletion of required testing, is
done in a manner consistent with CDC Bi osafety Level Z

gui delines and eti ol ogi ¢ agent packagi ng requirenments if
transportation will occur. Autoclaving for 1 hour at 121
Cel sius or incineration are the only currently recognized
safe procedures for disposal of blood products or other
contam nated naterial s.

Pl asma coll ected fromdonors with infectious di sease narkers
is:

a. physically isolated fromother source plasma during
both coll ection and storage.

b. adequately |abeled and distributed only for purposes
known to conply with restrictions on use, with
periodic reporting to the CBER in accordance with 21
CFR 610.40(d) (1) and (2).

c. nade available for manufacturing use only if all
appl i cabl e FDA donor suitability and testing criteria
are net. Unsuitable units are destroyed by autocl aving
or incineration or used only for research purposes;
product disposition is docunented. Record keeping and
donor deferral procedures are in accordance with al
ot her applicabl e FDA recommendati ons and requirenents.

Laboratory sanples are | abel ed conspi cuously with the
bi ohazard synbol. Repeat |aboratory testing for known
reactive donors is NOT required nor reconmmended.

Packi ng for shipment of |aboratory sanples and plasna is in



conmpliance with biohazard/etiol ogi c agent requirenents and
conforns to federal recomendations for shipnent of
etiologic agents. (42 CFR 72 and 49 CFR 173. 386/ 387).

WASTE DI SPOSAL

Al'l material contaninated with blood from donors known to have
positive tests for disease markers should be handl ed and di sposed
of in accordance with all requirenments for etiologic agents.

PERSONNEL PROTECTI ON
1. The SOP includes:

a. witten personnel safety instructions in conpliance
with current CDC and/ or OSHA standards with specific
di rections regardi ng handwashi ng between donors, and
safe use and disposal of protective equi pnent,
i ncludi ng gowns, gl oves, goggles, and nasks.

b. witten procedures for treatnent, notification of -
managenent, and docunentation of follow up when
i nadvertent injury to enployees occurs during
collection and handling of plasma fromthese donors.

2. Witten records are maintained showing that all personnel
have been adequately trained in safety procedures, including
retraining as necessary to maintain skills required for
current responsibilities.

3. Active imrmuni zation is offered to personnel susceptible to
possi ble infection by hepatitis B virus.

4, Saf ety program plans are periodically reviewed and updat ed
as necessary.

LABELI NG

1. Labeling conforns to 21 CFR 640.70, or if appropriate
606.121(g), and 610.40, EXCEPT SUBPARTS 640.70(a)(7),(8) and
(11) DO NOT APPLY. In addition, CDC |abeling requirenments
for etiologic agents are net.

2. Language acceptable for labeling is either:

a. "This product is reactive when tested for ..., and
may transmt infectious agents," or

b. "This product was collected froma donor known to be
reactive for ..., and may transnit infectious
agents".

3. Labeling is submtted to and accepted by CBER prior to use



Bi bl i ography

American Associ ation of Blood Banks, Technical Manual, Biosafety.
IQh Edition. Arlington, Virginia (in press, 1989).

Anmeri can Bl ood Resources Associ ation, ABRA BIV infection control
gui del i nes, Annapolis, MD Decenber 1987.

American Red Cross, Loss Control Mnual. Washington, D.C. 1988.

AuBuchon JP. A review. occupational safety in bl ood banking .
concepts and conundrumns. | munohemat ol ogy 1988: 23- 30.

Centers for Disease Control. ACIP. Update on Hepatitis B
prevention. Mrbid an Mrtal Wekly Rep 1988; 4-23- 30.

Centers for Disease Control. ACIP. recommendations for protection
against viral hepatitis. Morbid an Mortal Wekly Rep
1981; 34: 22: 313- 331.

Centers for Disease Control, 1988 Agent summary statenent for
human i mrunodefi ci ency virus and report on |aboratory acquired
infection with human i mmunodeficiency virus. Mrbid and Mrtal
Weekly Rep. Suppl enent

1988: 37 1S-22S.

Centers for Disease Control. Recomrendations for preventing
transm ssion of infection with human T-1ynmphotropic virus Type
I1'l1/1ynmphadenopat hy-associ ated virus during invasive procedures.
Morbid an Mortal Wekly Rep 1986; 31: 14: 221-223.

Centers for Disease Control, Recomrendations for prevention of
H Vv

transm ssion in health-care settings. Mrbid and Mrtal Wekly
Rep. Suppl ement 1987; 36(suppl. 2S):1S-18S.

Centers for Disease Control, Update: Universal precautions for
prevention of transm ssion of human i munodeficiency virus,
Hepatitis B virus, and other bl ood-borne pathogens in health-care
settings. Mrbid and Mortal Wekly Rep 1988: 37: 377-386.

Centers for Disease Control and National Institutes of Health.
Depart ment Health and Hurman Services. Biosafety in

nmi cr obi ol ogi cal and bi onedi cal | aboratories, DHHS Publication
No. (CDC) 88-8395. 2nd Edition. U S. Government Printing

O fice, Washington, D.C. 1988.

Clinical Laboratory Hazardous Waste, National Conmittee for
Clinical Laboratory Standards, Villanova, PA. NCCLS proposed
Standard Doc. 6P5-P, Vol. 6, No. 15, Septenber 1986.

Code of federal regulations Title 21, Part 600-699. U S.



Governnment Printing Ofice, Wshington, DC 1989.

Code of federal regulations, Title 29, Part 1904.2. D.S.
Governnent Printing Ofice, Washington, DC 1988.

Code of federal regulations, Title 42, Part 72. U.S. Governnent
Printing OFfice, Washington, DC, 1988.

Code of federal regulations, Title 49, Parts 171-173. U.S.
Governnment Printing Ofice, Washington, D.C 1988.

Envi ronnental Protection Agency. EPA Guide for infectious waste
managenent. May 1986. EPA/ 530- SW 86- 014, (NTIS #PB86-199130)
Washi ngton, D.C. 1986.

Envi ronnental Protection Agency. Regi stered Hospital
Di sinfectants and Sterilants. Antinmicrobial Program Branch, 401
"M Street, SW (TS767C), Washington, D.C 20460.

Envi ronnental Protection Agency. Standards for the Tracking and
Managenent of Medical Waste; Interimfinal rule and request for
comments. Federal Register. Friday, March 24, 1989, Vol. 54, No.
56: 12326- 95.

Gerberding JL, et al. Risk of transnmtting the human

i mmunodefici ency cytonegal ovirus and hepatitis B virus to health
care workers exposed to patients with AIDS and AIDS rel at ed
conditions. J Infect Dis 1987:16;:1-7.

Ger berdi ng JL, Henderson DK. Design of rational infection control
policies for human i nmmunodeficiency virus infection. J Infect
Dis, Vol. 156, No. 6, Decenber 1987:861-864.

G bbs FL and Kasprisin CA eds. Environnmental safety in the blood
bank. Arlington, VA Anerican Association of Blood Banks, 1987.

Grunmet FC, MacPherson JL, Hoppe PA and Snal | wood LA. Summary of
the biosafety Wrkshop. Application of biosafety principles in
bl ood establishnents. Transfusion 1988; 28: 502- 05.

International Air Transportation Association, Dangerous goods
regul ati ons, Montreal, Quebec. January 1, 1988.

International Civil Aviation Organization, Technical instruction
for the safe transport of dangerous goods by air, Montreal,
Quebec, 1989-1990. Available from Anerican Label Mark, 1;24 N
Pul aski Road, Chicago, |IL 60640

Joi nt Advisory Notice; Departnent of Labor/Departnent of Health
and Human Services; HBV/ H V; Notice. Federal Register. Friday,
Cct ober 30, 1987, Vol. 52, No. 210:41818-24.

Kuhl's TL, Cherry JD. The nanagenent of health care workers'
acci dental parenteral exposures to biol ogical specinmens of HV



seropositive individuals. Infection Control, Vol. S, No. 5,
1987: 211- 213.

McEvoy M Porter K, Mrtiner P, Sinmmons N, Shanson D. Prospective
study of clinical, laboratory, and ancillary staff with

acci dental exposures to blood or body fluids from patients
infected with HV. Brit Med J 294:1595-7, June 20, 1987.

Qccupational Safety and Health Act of 1970, Section 5 (a)(l). O.
S. Governnent Printing Ofice, Washington, D.C

Qccupational Safety and Health Admi nistration, OSHA, Instruction
CPL 2-2.4 August 15, 1988, Enforcenent procedures for

Qccupati onal exposure to Hepatitis B Virus (HBV) and Hunan

| mmunodeficiency Virus (H V).

Qccupational Safety and Health Admi nistration, OSHA, Standard on
bl oodbor ne pat hogens; Proposed Rule and Notice of Hearing.
Federal Register. Tuesday, May 30, 1989, Vol. 54,

No. 102: 23042- 139.

Postal Service; Mailability of Etiologic Agents; Final rule.
Federal Register. Thursday, August 1;, 1989, Vol. 51, No.
156: 33523- 25.

Procedures for the donmestic handling and transport of diagnostic
speci mens and etiol ogic agents. National Cormittee for Cinical
Laboratory Standards, NCCLS Approved Standard, Vol. 5, No. 1,
January 1985.

Protection of laboratory workers frominfectious disease
transmtted by blood and tissue; National Conmittee for Cdinical
Laboratory Standards, Villanova, PA. NCCLS Proposed Standard DOC.
M29- P 1987.

Publ i ¢ Law 94-580, Section 1004, Resource Conservation and
Recovery Act 1976. U.S. CGovernnent Printing
O fice, Washington, D.C

Publ i cati on 52 Acceptance of Hazardous Restricted or Perishable
Matter and Domestic Mail Manual Section 124.38, Nonnuil able
matter-articles and substances; special mailing rules; Disease
gernms and bi ol ogi cal products, U S. Postal Service, January 1989.
U S. Postal Service, Eastern Area Supply Center, Route 206 VA
Supply Center, Sunmerville, KJ 08877.

Resnick L, Veren K, Sal ahuddin Z, Tondreau S and Mar kham PD.
Stability and inactivation of HTLV-111/LAV under clinical and
| aboratory environnents. JAMA 1986-255: 1877-91.

Ri chmond JY. Safe practices and procedures for working with human
speci mens in bionedical research |laboratories. J din
| munoassay. 1988:11:3, 115-119.



Vesl ey D, Laurer J. Decontamination, sterilization, disinfection
and antisepsis in the microbiology |aboratory. Laboratory Safety:
Principles and Practice, MIler BM et al eds. Anerican Society
for M crobiol ogy, Washington, D.C. 1986.

Wal | bank AM Disinfectant inactivation of AIDS virus in blood or
serum Lancet. 1985 Mar 16; 1(8429): 642.




APPENDI X

Bi osaf ety Resources

Centers for Disease Control
O fice of Biosafety
1600 Cdifton Road
Atl anta, GA 30333
Tel . No. 404-639-3883
FTS- 236- 3883
Tel. No. 514-285-7626

Department of Agriculture APH S
Federal Bl dg. Rm 810

6505 Bel | crest Road
Hyattsville, NMD 20782

Tel . No. 301-436-5453

301-496- 3353( | nport/ Export)

Depart nent of Transportation
O fice of Hazardous Materials
Qccupati onal
Research and Speci al
Admi ni stration

400 7th Street, N.W
Washi ngton, D.C. 20590
Tel . No. 202-366-4488

Pr ogr ans

Envi ronnent al Protector Agency

Saf ety Transportation

I nternational Civil

Avi ation Organi zation
1000 Sberbrook Street
Sui te 400

Montreal, Quebec
Canada H3A 2R2

National Institutes of Health
Di vi sion of Safety

Saf ety Operations Section

Bet hesda, Maryl and 20891

Tel . No. 301-496-2346

National Institute for Health
Robert A Taft Laboratory
4676 Col unbi a Par kway

Cl6
Cincinnati, OH 45226
Tel. No. 513-553-8319

I nfecti ous Waste Managenent Program

5E240

401 M Street, S W

Washi ngton, D.C. 20460

Tel . No. 800-424-9346
202- 382- 3000

Di vi sion of Blood & Bl ood Products

Center for Biologics
Eval uati on and Research
Food and Drug Administration
8800 Rockville Pike
Bui | di ng 29, Room 222
Bet hesda, NMD 20892
Tel . No. 301-496-4396
301- 402- 0290

| nt er nati onal
Associ ati on
2000 Peel Street

Air Transportation

U. S. Labor Department
O fice of Information &
Consuner Affairs

Cccupati onal Safety and
Heal th Admini stration

Room N- 3647

200 Constitution Avenue,

Washi ngton, D. C. 20210

Tel . No. 202-523-8151
202-523- 7157( St andar ds)
202-523-8036 (I nspections)

N. W

U.S. Postal Service

O fice of Safety and Health
475 L' Enfant Pl aza

Washi ngton, D.C. 20260

Tel. No. 202-268-3692



Montreal, Quebec
Canada H3A 2R4
Tel. No. 514-844-6311
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