Deferral of Blood and Plasma donors -- Medications (7/28/93)
DATE: July 28, 1993

FROM Acting Director, Ofice of Blood Research and Review,
Center for Biologics Evaluation and Research

SUBJECT: Deferral of Blood and Pl asna Donors based on
Medi cati ons

TO Al Registered Blood Establishments

The recomendations in this nmenorandum apply to collection and
di stribution of blood and bl ood products intended both for
transfusion and for further manufacturing.

. 1 NTRODUCTI ON

Bl ood products nanufactured from donors receiving certain

medi cati ons may contain significant |evels of these nedications.
Transfusi on of these products could result in adverse effects to
certain recipients or to the devel opi ng fetus of a pregnant
reci pi ent.

Many factors should be consi dered when deternining the potentia
harm of a drug present in a blood product. These include the
drug's half-life, its nean and peak plasnma concentration, the
time that the drug was taken relative to the tine of donation,
the drug's long-termstorage in the body, the dose that produced
teratogenic effects in animals and hunans, and the tinme during
gestation at which the drug is nost teratogenic relative to the
time of transfusion. In addition, the blood product (and thus the
| evel of drug) may be diluted if pooled or when transfused into
the recipient's plasma volunme. The level of drug may al so be
diluted or concentrated by the fractionation process.

1. RECOMMENDATI ONS FOR DONOR DEFERRAL
a. Proscar (finasteride)

Proscar (finasteride) is a drug recently approved for the
treatment of synptomatic benign prostatic hypertrophy (BPH). It
is an inhibitor of the enzyme, 5 al pha-reductase, which converts
testosterone into 5 al pha-di hydrotestosterone (DHT). As such, its
use by nen with BPH nay result in shrinkage of the enl arged
prostate gland and inprovenent in maxi mumurinary flow rate
Level s of DHT return to normal approximately 2 weeks after

di sconti nui ng Proscar.

Proscar is not indicated for use in women or children and is
contrai ndi cated during pregnancy (pregnancy category X)(21 CFR
201.57(f)(6)(i)). Studies in pregnant rats given oral doses of
finasteride (3/100 the recomended hunan dose) showed
abnormalities in the reproductive organs of their nmale offspring.



Wren who are or nmay beconme pregnant are cautioned to avoid
exposure to the drug either by direct contact with a crushed
tabl et or through contact with the semen of a male taking this
nmedi cati on.

It is thus potentially possible that if a donor who is receiving
Proscar donates bl ood which is then transfused to a woman who is
or will soon becone pregnant, the male fetus exposed to this drug
in the bl ood product may suffer deformity of his reproductive
organs. It is particularly noteworthy that the teratogenic dose
in the rat studies was a small fraction (3/150) of the
reconmended human dose.

Wth these concerns in mnd, the FDA reconmends that any donor
taki ng Proscar (finasteride) be deferred from donating bl ood or
plasma for at |east one nonth after receipt of the | ast dose.

b. Accutane (isotretinoin)

Accutane (isotretinoin) is a retinoid which inhibits sebaceous
gland function. It is indicated for the treatnent of severe
recalcitrant cystic acne. This drug is contraindicated in
pregnancy (pregnancy category X). Major fetal abnornalities,

i ncl udi ng neurol ogi ¢ and cardi ovascul ar deformties, related to
Accut ane admi ni stration have been docunented. Effective
contracepti on nust be used for at |east one nonth before, during
and one nonth after therapy.

If a donor who is receiving Accutane gives blood or plasma which
is then given to a recipient who either is or soon becones
pregnant, there may be a risk to the devel oping fetus due to
Accutane in the transfused bl ood product.

Taking into consideration the potency of the drug as a teratogen
and the possibility that it nmay be present in the blood for |ong
peri ods, the FDA recommends that any donor taking Accutane
(isotretinoin) be deferred from donating blood or plasnma for at

| east one nonth after receipt of the last dose (FDA nmenorandum
February 28, 1984).

c. Tegison (etretinate)

Tegi son (etretinate) is aretinoid. It is indicated for the
treatment of severe, recalcitrant psoriasis. This drug is

contrai ndicated in pregnancy (pregnancy category X). Mjor feta
abnormalities related to Tegi son, including neurol ogic and

skel etal defornities, have been reported. Effective contraception
nmust be used for at | east one nonth before, during and for an
indefinite period of tine follow ng therapy. Blood levels of 0.5
to 12 ng/nL have been reported up to 2.9 years after treatnent
was concluded. The length of tine necessary to wait after

di scontinuation of treatnent to assure that no drug will be
detectable in the blood has not been determ ned. The significance



of undetectable blood levels relative to the risk of
teratogenicity is unknown.

If a donor who is receiving Tegison gives blood or plasm, and
the bl ood product is transfused to a patient who either is or
soon becones pregnant, there nay be a risk to the devel oping
fetus due to Tegison in the transfused bl ood product.

Taking into consideration the potency of the drug as a teratogen
and the possibility that it nmay be present in the blood for |ong
peri ods, the FDA recommends that any donor who has taken or is

t aki ng Tegi son shoul d be permanently deferred. (This supersedes

the previous 3-year deferral period nentioned in the Bl ood Bank

I nspection Checklist Instructions and the Pl asmapheresis

I nspection Checklist Instructions.)

d. Human Pituitary-Derived G owth Hornone

Human growt h hornmone is indicated for the long-termtreatnent of
children who have growh failure due to an inadequate secretion
of normal endogenous growth hornone. Prior to 1985, human
pituitary-derived growh hornone (pit-hGH) was available in the
U S. Several cases of an extrenely rare neurol ogi cal di sease
call ed Creutzfel dt-Jakob di sease (CID) were reported in

reci pients of pit-hGH The likelihood of young adults devel opi ng
CJD was so renpte that it was concluded that pit-hGH nust have
been inadvertently contaninated with the transni ssabl e agent of
CID.

Ani mal studi es suggest that it nay be possible to transnmt CID by
transfusion of blood products froma person who has been infected
with CID-but who is asynptomatic. Thus, there is a renote but
finite chance that CID may be transmitted through the bl ood or

pl asma of pit-hGH recipients who are asynptomatic yet harboring
the agent of CID. There are currently no nmeans of testing to

det ect such infected persons.

The FDA recommends that any donor who has received injections of
pit-hGH be permanently deferred. Such deferral is not necessary
for donors who have received only reconbi nant growth hornmone (FDA
menor andum Novenber 25, 1987).

[11. OTHER MEDI CATI ONS NOT LI STED ABOVE

It is the responsibility of the nmedical director of the blood
establishnent to determine policies for deferral of donors taking
nmedi cati ons other than the ones mentioned above. Donor deferra
policies should consider the nedical indication for the drug and
the possible effect of the drug on the recipient of the blood
product, or on the fetus, if the recipient is pregnant.

Bl ood establishnents should have written procedures describing
the circunstances and procedures for nedical director review of
bl ood donor suitability with regard to nedi cati on usage, and



shoul d keep records of such donor suitability eval uations that
occur.

Questions regarding this policy my be directed to the Division
of Blood Coll ection and Processing, (301) 227-6487, FAX (301)
227-6431.

Cerald V. Qinnan Jr., MD.



