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and Research or the Director, Center 
for Drug Evaluation and Research. 

(3) Applicability. This paragraph ap-
plies to diploid and nondiploid cell 
lines. Primary cell cultures that are 
not subcultivated and primary cell cul-
tures that are subsequently subcul-
tivated for only a very limited number 
of population doublings are not subject 
to the provisions of this paragraph (c). 

(d) Records. The records appropriate 
for cultures under this section shall be 
prepared and maintained as required by 
the applicable provisions of §§ 211.188 
and 211.194 of this chapter. 

[38 FR 32056, Nov. 20, 1973, as amended at 51 
FR 44453, Dec. 10, 1986; 55 FR 11013, Mar. 26, 
1990; 67 FR 9587, Mar. 4, 2002; 70 FR 14985, 
Mar. 24, 2005] 

Subparts C—D [Reserved] 

Subpart E—Testing Requirements 
for Relevant Transfusion-Trans-
mitted Infections 

§ 610.39 Definitions. 
The definitions set out in § 630.3 of 

this chapter apply to this subpart. 

[80 FR 29896, May 22, 2015] 

§ 610.40 Test requirements. 
(a) Human blood and blood components. 

Except as specified in paragraphs (c) 
and (d) of this section, you, an estab-
lishment that collects blood and blood 
components for transfusion or for use 
in manufacturing a product, including 
donations intended as a component of, 
or used to manufacture, a medical de-
vice, must comply with the following 
requirements: 

(1) Test each donation for evidence of 
infection due to the relevant trans-
fusion-transmitted infections described 
in § 630.3(h)(1)(i) through (iii) of this 
chapter (HIV, HBV, and HCV). 

(2) Test each donation for evidence of 
infection due to the relevant trans-
fusion-transmitted infections described 
in § 630.3(h)(1)(iv) through (vii) of this 
chapter (HTLV, syphilis, West Nile 
virus, and Chagas disease). The fol-
lowing exceptions apply: 

(i) To identify evidence of infection 
with syphilis in donors of Source Plas-
ma, you must test donors for evidence 
of such infection in accordance with 

§ 640.65(b) of this chapter, and not under 
this section. 

(ii) You are not required to test dona-
tions of Source Plasma for evidence of 
infection due to the relevant trans-
fusion-transmitted infections described 
in § 630.3(h)(1)(iv), (vi), and (vii) of this 
chapter (HTLV, West Nile virus, and 
Chagas disease). 

(iii) For each of the relevant trans-
fusion-transmitted infections described 
in § 630.3(h)(1)(iv) through (vii) of this 
chapter (HTLV, syphilis, West Nile 
virus, and Chagas disease): 

(A) If, based on evidence related to 
the risk of transmission of that rel-
evant transfusion-transmitted infec-
tion, testing each donation is not nec-
essary to reduce adequately and appro-
priately the risk of transmission of 
such infection by blood or a blood com-
ponent, you may adopt an adequate 
and appropriate alternative testing 
procedure that has been found accept-
able for this purpose by FDA. 

(B) If, based on evidence related to 
the risk of transmission of that rel-
evant transfusion-transmitted infec-
tion, testing previously required for 
that infection is no longer necessary to 
reduce adequately and appropriately 
the risk of transmission of such infec-
tion by blood or a blood component, 
you may stop such testing in accord-
ance with procedures found acceptable 
for this purpose by FDA. 

(3) For each of the relevant trans-
fusion-transmitted infections described 
in § 630.3(h)(1)(viii) through (x) of this 
chapter (CJD, vCJD, malaria) and 
§ 630.3(h)(2) of this chapter (other trans-
fusion-transmitted infections): 

(i) You must test for evidence of in-
fection when the following conditions 
are met: 

(A) A test(s) for the relevant trans-
fusion-transmitted infection is li-
censed, approved or cleared by FDA for 
use as a donor screening test and is 
available for such use; and 

(B) Testing for the relevant trans-
fusion-transmitted infection is nec-
essary to reduce adequately and appro-
priately the risk of transmission of the 
relevant transfusion-transmitted infec-
tion by blood, or blood component, or 
blood derivative product manufactured 
from the collected blood or blood com-
ponent. 
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(ii) You must perform this testing on 
each donation, unless one of the fol-
lowing exceptions applies: 

(A) Testing of each donation is not 
necessary to reduce adequately and ap-
propriately the risk of transmission of 
such infection by blood, blood compo-
nent, or blood derivative product man-
ufactured from the collected blood or 
blood component. When evidence re-
lated to the risk of transmission of 
such infection supports this determina-
tion, you may adopt an adequate and 
appropriate alternative testing proce-
dure that has been found acceptable for 
this purpose by FDA. 

(B) Testing of each donation is not 
necessary to reduce adequately and ap-
propriately the risk of transmission of 
such infection by blood, blood compo-
nent, or blood derivative product man-
ufactured from the collected blood or 
blood component. When evidence re-
lated to the risk of transmission of 
such infection supports this determina-
tion, you may stop such testing in ac-
cordance with procedures found accept-
able for this purpose by FDA. 

(4) Evidence related to the risk of 
transmission of a relevant transfusion- 
transmitted infection that would sup-
port a determination that testing is 
not necessary, or that testing of each 
donation is not necessary, to reduce 
adequately and appropriately the risk 
of transmission of such infection by 
blood or blood component, as described 
in paragraphs (a)(2)(iii)(A) and (B) of 
this section, or by blood, blood compo-
nent, or blood derivative, as described 
in paragraphs (a)(3)(ii)(A) and (B) of 
this section, includes epidemiological 
or other scientific evidence. It may in-
clude evidence related to the 
seasonality or geographic limitation of 
risk of transmission of such infection 
by blood or blood component, or other 
information related to when and how a 
donation is at risk of transmitting a 
relevant transfusion-transmitted infec-
tion. It may also include evidence re-
lated to the effectiveness of manufac-
turing steps (for example, the use of 
pathogen reduction technology) that 
reduce the risk of transmission of the 
relevant transfusion-transmitted infec-
tion by blood, blood components, or 
blood derivatives, as applicable. 

(b) Testing using one or more licensed, 
approved, or cleared screening tests. To 
perform testing for evidence of infec-
tion due to relevant transfusion-trans-
mitted infections as required in para-
graph (a) of this section, you must use 
screening tests that FDA has licensed, 
approved, or cleared for such use, in ac-
cordance with the manufacturer’s in-
structions. You must perform one or 
more such tests as necessary to reduce 
adequately and appropriately the risk 
of transmission of relevant trans-
fusion-transmitted infections. 

(c) Exceptions to testing for dedicated 
donations, medical devices, and sam-
ples.—(1) Dedicated donations. (i) You 
must test donations of human blood 
and blood components from a donor 
whose donations are dedicated to and 
used solely by a single identified re-
cipient under paragraphs (a), (b), and 
(e) of this section; except that, if the 
donor makes multiple donations for a 
single identified recipient, you may 
perform such testing only on the first 
donation in each 30-day period. If an 
untested dedicated donation is made 
available for any use other than trans-
fusion to the single, identified recipi-
ent, then this exemption from the test-
ing required under this section no 
longer applies. 

(ii) Each donation must be labeled as 
required under § 606.121 of this chapter 
and with a label entitled ‘‘INTENDED 
RECIPIENT INFORMATION LABEL’’ 
containing the name and identifying 
information of the recipient. Each do-
nation must also have the following 
label, as appropriate: 

Donor Testing Status Label 

Tests negative Label as required under § 606.121 
Tested negative within 

the last 30 days 
‘‘DONOR TESTED WITHIN THE 

LAST 30 DAYS’’ 

(2) Medical device. (i) You are not re-
quired to test donations of human 
blood or blood components intended 
solely as a component of, or used to 
prepare, a medical device for evidence 
of infection due to the relevant trans-
fusion-transmitted infections listed in 
§ 630.3(h)(iv) of this chapter unless the 
final device contains viable leukocytes. 

(ii) Donations of human blood and 
blood components intended solely as a 
component of, or used to prepare, a 
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medical device must be labeled ‘‘Cau-
tion: For Further Manufacturing Use 
as a Component of, or to Prepare, a 
Medical Device.’’ 

(3) Samples. You are not required to 
test samples of blood, blood compo-
nents, plasma, or sera if used or dis-
tributed for clinical laboratory testing 
or research purposes and not intended 
for administration to humans or in the 
manufacture of a product. 

(d) Autologous donations. You, an es-
tablishment that collects human blood 
or blood components from autologous 
donors, or you, an establishment that 
is a consignee of a collecting establish-
ment, are not required to test dona-
tions of human blood or blood compo-
nents from autologous donors for evi-
dence of infection due to relevant 
transfusion-transmitted infections list-
ed in paragraph (a) of this section, ex-
cept: 

(1) If you allow any autologous dona-
tion to be used for allogeneic trans-
fusion, you must assure that all 
autologous donations are tested under 
this section. 

(2) If you ship autologous donations 
to another establishment that allows 
autologous donations to be used for 
allogeneic transfusion, you must as-
sure that all autologous donations 
shipped to that establishment are test-
ed under this section. 

(3) If you ship autologous donations 
to another establishment that does not 
allow autologous donations to be used 
for allogeneic transfusion, you must 
assure that, at a minimum, the first 
donation in each 30-day period is tested 
under this section. 

(4) Each autologous donation must be 
labeled as required under § 606.121 of 
this chapter and with the following 
label, as appropriate: 

Donor Testing Status Label 

Untested ‘‘DONOR UNTESTED’’ 
Tests negative Label as required under § 606.121 
Reactive on current col-

lection/reactive in the 
last 30 days 

‘‘BIOHAZARD’’ legend in 
§ 610.40(h)(2)(ii)(B) 

Tested negative within 
the last 30 days 

‘‘DONOR TESTED WITHIN THE 
LAST 30 DAYS’’ 

(e) Further testing. You must further 
test each donation, including 
autologous donations, found to be reac-
tive by a donor screening test per-
formed under paragraphs (a) and (b) of 

this section using a licensed, approved, 
or cleared supplemental test, when 
available. If no such supplemental test 
is available, you must perform one or 
more licensed, approved, or cleared 
tests as adequate and appropriate to 
provide additional information con-
cerning the reactive donor’s infection 
status. Except: 

(1) For autologous donations: 
(i) You must further test under this 

section, at a minimum, the first reac-
tive donation in each 30 calendar day 
period; or 

(ii) If you have a record for that 
donor of a positive result on further 
testing performed under this section, 
you do not have to further test an 
autologous donation. 

(2) You are not required to perform 
further testing of a donation found to 
be reactive by a treponemal donor 
screening test for syphilis. 

(f) Testing responsibility. Required 
testing under this section, must be per-
formed by a laboratory registered in 
accordance with part 607 of this chap-
ter and either certified to perform such 
testing on human specimens under the 
Clinical Laboratory Improvement 
Amendments of 1988 (42 U.S.C. 263a) 
under 42 CFR part 493 or has met equiv-
alent requirements as determined by 
the Centers for Medicare and Medicaid 
Services in accordance with those pro-
visions. 

(g) Release or shipment prior to testing. 
Human blood or blood components that 
are required to be tested for evidence 
of infection due to relevant trans-
fusion-transmitted infections des-
ignated in paragraph (a) of this section 
may be released or shipped prior to 
completion of testing in the following 
circumstances provided that you label 
the blood or blood components under 
§ 606.121(h) of this chapter, you com-
plete the tests for evidence of infection 
due to relevant transfusion-trans-
mitted infections as soon as possible 
after release or shipment, and that you 
provide the results promptly to the 
consignee: 

(1) Only in appropriately documented 
medical emergency situations; or 

(2) For further manufacturing use as 
approved in writing by FDA. 

(h) Restrictions on shipment or use—(1) 
Reactive screening test. You must not 
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ship or use human blood or blood com-
ponents that have a reactive screening 
test for evidence of infection due to 
relevant transfusion-transmitted infec-
tion(s) designated in paragraph (a) of 
this section or that are collected from 
a donor with a previous record of a re-
active screening test for evidence of in-
fection due to relevant transfusion- 
transmitted infection(s) designated in 
paragraph (a) of this section, except as 
provided in paragraphs (h)(2)(i) through 
(h)(2)(vii) of this section. 

(2) Exceptions. (i) You may ship or use 
blood or blood components intended for 
autologous use, including reactive do-
nations, as described in paragraph (d) 
of this section. 

(ii) You must not ship or use human 
blood or blood components that have a 
reactive screening test for evidence of 
infection due to a relevant transfusion- 
transmitted infection(s) designated in 
paragraph (a) of this section or that 
are collected from a donor deferred 
under § 610.41(a) unless you meet the 
following conditions: 

(A) Except for autologous donations, 
you must obtain from FDA written ap-
proval for the shipment or use; 

(B) You must appropriately label 
such blood or blood components as re-
quired under § 606.121 of this chapter, 
and with the ‘‘BIOHAZARD’’ legend; 

(C) Except for autologous donations, 
you must label such human blood and 
blood components as reactive for the 
appropriate screening test for evidence 
of infection due to the identified rel-
evant transfusion-transmitted infec-
tion(s); 

(D) If the blood or blood components 
are intended for further manufacturing 
use into injectable products, you must 
include a statement on the container 
label indicating the exempted use spe-
cifically approved by FDA. 

(E) Each blood or blood component 
with a reactive screening test and in-
tended solely as a component of, or 
used to prepare a medical device, must 
be labeled with the following label, as 
appropriate: 

Type of Medical Device Label 

A medical device other 
than an in vitro diag-
nostic reagent 

‘‘Caution: For Further Manufac-
turing Use as a Component of a 
Medical Device For Which There 
Are No Alternative Sources’’ 

Type of Medical Device Label 

An in vitro diagnostic 
reagent 

‘‘Caution: For Further Manufac-
turing Into In Vitro Diagnostic Re-
agents For Which There Are No 
Alternative Sources’’ 

(iii) The restrictions on shipment or 
use do not apply to samples of blood, 
blood components, plasma, or sera if 
used or distributed for clinical labora-
tory testing or research purposes, and 
not intended for administration in hu-
mans or in the manufacture of a prod-
uct. 

(iv) You may use human blood or 
blood components from a donor with a 
previous record of a reactive screening 
test(s) for evidence of infection due to 
a relevant transfusion-transmitted in-
fection(s) designated in paragraph (a) 
of this section, if: 

(A) At the time of donation, the 
donor is shown or was previously 
shown to be eligible by a requalifica-
tion method or process found accept-
able for such purposes by FDA under 
§ 610.41(b); and 

(B) tests performed under paragraphs 
(a) and (b) of this section are nonreac-
tive. 

(v) Anti-HBc reactive donations, oth-
erwise nonreactive when tested as re-
quired under this section, may be used 
for further manufacturing into plasma 
derivatives without prior FDA ap-
proval or a ‘‘BIOHAZARD’’ legend as 
required under paragraphs (h)(2)(ii)(A) 
and (h)(2)(ii)(B) of this section. 

(vi) You may use human blood or 
blood components, excluding Source 
Plasma, that test reactive by a screen-
ing test for syphilis as required under 
paragraph (a) of this section if, the do-
nation is further tested by an adequate 
and appropriate test which dem-
onstrates that the reactive screening 
test is a biological false positive. You 
must label the blood or blood compo-
nents with both test results. 

(vii) You may use Source Plasma 
from a donor who tests reactive by a 
screening test for syphilis as required 
under § 640.65(b)(1)(i) of this chapter, if 
the donor meets the requirements of 
§ 640.65(b)(2)(ii) through (iv) of this 
chapter. 

[66 FR 31162, June 11, 2001, as amended at 77 
FR 18, Jan. 3, 2012; 80 FR 29896, May 22, 2015; 
86 FR 49922, July 9, 2021] 
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