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Recommendations for Determining Eligibility of Donors of Human 1 

Cells, Tissues, and Cellular and Tissue-Based Products (HCT/Ps)  2 
 3 
 4 

Draft Guidance for Industry 5 
 6 
 7 

This draft guidance, when finalized, will represent the current thinking of the Food and Drug 8 
Administration (FDA or Agency) on this topic.  It does not establish any rights for any person and 9 
is not binding on FDA or the public.  You can use an alternative approach if it satisfies the 10 
requirements of the applicable statutes and regulations.  To discuss an alternative approach, 11 
contact the FDA staff responsible for this guidance as listed on the title page.  12 

 13 
 14 
I. INTRODUCTION 15 
 16 
We, FDA, are issuing this guidance to assist you, establishments making donor eligibility 17 
determinations, in understanding the requirements in Title 21 Code of Federal Regulations, part 18 
1271, subpart C (21 CFR part 1271, subpart C).  The regulations under 21 CFR part 1271, subpart 19 
C set out requirements for determining donor eligibility, including donor screening and testing, for 20 
donors of human cells, tissues, or cellular or tissue-based products (HCT/Ps).1 21 
 22 
This guidance includes general information on determining eligibility for donors of HCT/Ps.  FDA 23 
also intends to issue separate guidance documents with recommendations regarding reducing the 24 
risk of transmission of specific communicable disease agents and diseases for donors of HCT/Ps as 25 
follows:  human immunodeficiency virus, hepatitis B virus, hepatitis C virus, Mycobacterium 26 
tuberculosis (Mtb), sepsis, human transmissible spongiform encephalopathies, cytomegalovirus, 27 
Chlamydia trachomatis and Neisseria gonorrhoeae, human T-lymphotropic virus, Treponema 28 
pallidum (syphilis), vaccinia virus, West Nile virus, and communicable disease risks associated 29 
with xenotransplantation.   30 
 31 
This guidance applies to human cells and tissues recovered on or after May 25, 2005, the effective 32 
date of the regulations contained in 21 CFR part 1271, subpart C (Ref. 1), and updates the August 33 
2007 guidance, “Eligibility Determination for Donors of Human Cells, Tissues, and Cellular and 34 
Tissue-Based Products (HCT/Ps), Guidance for Industry.”  This guidance, along with the 35 
associated specific guidances, when finalized, will supersede the following guidance documents:  36 
 37 

• “Eligibility Determination for Donors of Human Cells, Tissues, and Cellular and Tissue-38 
Based Products (HCT/Ps), Guidance for Industry,” dated August 2007; 39 

 
1 HCT/Ps are defined in 21 CFR 1271.3(d) as “articles containing or consisting of human cells or tissues that are 
intended for implantation, transplantation, infusion, or transfer into a human recipient.” 
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• “Use of Donor Screening Tests to Test Donors of Human Cells, Tissues and Cellular and 40 
Tissue-Based Products for Infection with Treponema pallidum (Syphilis), Guidance for 41 
Industry” dated September 2015;  42 

• “Use of Nucleic Acid Tests to Reduce the Risk of Transmission of Hepatitis B Virus from 43 
Donors of Human Cells, Tissues, and Cellular and Tissue-Based Products, Guidance for 44 
Industry” dated August 2016; and 45 

• “Use of Nucleic Acid Tests to Reduce the Risk of Transmission of West Nile Virus from 46 
Living Donors of Human Cells, Tissues, and Cellular and Tissue-Based Products 47 
(HCT/Ps), Guidance for Industry” dated September 2016 and corrected May 2017.  48 

Certain specific guidances also incorporate recommendations from the guidance titled “Revised 49 
Recommendations for Determining Eligibility of Donors of Human Cells, Tissues, and Cellular 50 
and Tissue-Based Products Who Have Received Human-Derived Clotting Factor Concentrates, 51 
Guidance for Industry” dated November 2016. 52 
 53 
This draft guidance, when finalized, will provide establishments, in an updated guidance format: 54 
 55 

• updates on current recommendations to appropriately screen and test HCT/P donors for 56 
evidence of communicable disease risks;  57 

• clarification of recommendations that have been the subject of recurrent inquiries from 58 
stakeholders; and 59 

• corrections to outdated references, URLs, physical addresses, and FDA contact 60 
information.  61 

 62 
When finalized, this guidance, along with the associated specific guidances, will supersede the 63 
aforementioned guidances and they will be withdrawn.   64 
 65 
In general, FDA’s guidance documents do not establish legally enforceable responsibilities. 66 
Instead, guidances describe the FDA’s current thinking on a topic and should be viewed only as 67 
recommendations, unless specific regulatory or statutory requirements are cited.  The use of the 68 
word should in FDA’s guidances means that something is suggested or recommended, but not 69 
required. 70 
 71 
 72 
II. BACKGROUND 73 
 74 

A. What is the purpose of this guidance? 75 
 76 
This guidance will assist HCT/P establishments (establishments) in understanding the 77 
requirements under 21 CFR part 1271, subpart C, for donor eligibility determinations based 78 
on donor screening and testing for communicable disease risks.  These requirements apply 79 
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to all donors of human cells or tissues used in HCT/Ps,2 except as provided under 21 CFR 80 
1271.90. 81 

 82 
B. What is the scope of this guidance? 83 
 84 
This guidance is intended for:  (1) establishments responsible for performing any part of 85 
donor eligibility screening or testing, or for making donor eligibility determinations; and 86 
(2) establishments that determine that an HCT/P meets donor eligibility release criteria and 87 
make the HCT/P available for distribution. 88 
 89 
Establishment, as defined under 21 CFR 1271.3(b), means a place of business under one 90 
management, at one general physical location, that engages in the manufacture of HCT/Ps.  91 
This includes any individual, partnership, corporation, association, or other legal entity 92 
engaged in the manufacture of HCT/Ps and includes facilities that engage in contract 93 
manufacturing services.  An establishment may engage another establishment under a 94 
contract, agreement, or other arrangement for screening and testing donors and for 95 
determining whether donors are eligible.  Such allocations of responsibilities must comply 96 
with 21 CFR 1271.150(c).3 97 

 98 
 99 
III. DONOR ELIGIBILITY:  GENERAL (21 CFR part 1271, subpart C) 100 
 101 

A. What is a donor eligibility determination? 102 
 103 

A donor eligibility determination (21 CFR 1271.50) is a conclusion that a donor of cells or 104 
tissues to be used in HCT/Ps is either eligible or ineligible based on the results of donor 105 
screening (21 CFR 1271.75) and testing (21 CFR 1271.80 and 1271.85).  Except in certain 106 
situations specified under 21 CFR 1271.60(d), 1271.65(b), and 1271.90, an HCT/P must 107 
not be implanted, transplanted, infused, or transferred until the donor has been determined 108 
to be eligible (21 CFR 1271.45(c)). 109 
 110 

Under 21 CFR 1271.50(b), a donor is eligible only if: 111 

• screening shows that the donor is free from risk factors for, and clinical 112 
evidence of, infection due to relevant communicable disease agents and diseases 113 
(RCDADs),4 and is free from communicable disease risks associated with 114 
xenotransplantation; and 115 

  116 

 
2 The recommendations in this guidance apply to HCT/Ps regulated solely under section 361 of the Public Health 
Service (PHS) Act (42 USC 264) and the regulations in 21 CFR part 1271, and HCT/Ps regulated as drugs, devices 
and/or biological products under section 351 of the PHS Act (42 USC 262) and/or the Federal Food, Drug, and 
Cosmetic Act, and applicable regulations.   
3 See Guidance for Industry, Compliance with 21 CFR Part 1271.150(c)(1) – Manufacturing Arrangements, September 
2006, available at: https://www.fda.gov/regulatory-information/search-fda-guidance-documents/compliance-21-cfr-part-
1271150c1-manufacturing-arrangements.   
4 21 CFR 1271.3(r). 

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/compliance-21-cfr-part-1271150c1-manufacturing-arrangements
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/compliance-21-cfr-part-1271150c1-manufacturing-arrangements


4 

Contains Nonbinding Recommendations 
 

Draft – Not for Implementation 
  

 

• test results for relevant communicable disease agents are negative or 117 
nonreactive, except as provided in 21 CFR 1271.80(d)(1) for non-treponemal 118 
screening tests for syphilis. 119 

 120 
If all required donor screening and testing are not performed, or not performed in 121 
accordance with the requirements under 21 CFR 1271.75, 1271.80, and 1271.85, then the 122 
donor eligibility determination is considered not complete and the donor cannot be 123 
determined eligible or ineligible.  For example, if all required donor screening and testing 124 
are performed but the testing was performed without using appropriate FDA-licensed, 125 
cleared, or approved donor screening tests, then the donor eligibility determination is not 126 
complete.  An HCT/P from a donor for whom donor eligibility has not been completed 127 
must not be implanted, transplanted, infused, or transferred, except as provided under 21 128 
CFR 1271.60(d).  129 

 130 
B. Who makes the donor eligibility determination? 131 

 132 
In accordance with 21 CFR 1271.50(a), a responsible person must determine and document 133 
the eligibility of a cell or tissue donor.  A responsible person is one who is authorized to 134 
perform designated functions for which he or she is trained and qualified (21 CFR 135 
1271.3(t)).  136 
 137 
A responsible person should have appropriate medical training and adequate knowledge of 138 
relevant Federal regulations and guidances. 139 
 140 
C. What are “relevant communicable disease agents or diseases (RCDADs)”? 141 
 142 
There are two groups of RCDADs.  The first group consists of those communicable disease 143 
agents and diseases specifically listed in 21 CFR 1271.3(r)(1).  The second group consists 144 
of communicable disease agents and diseases described under 21 CFR 1271.3(r)(2) that are 145 
not specifically listed in 21 CFR 1271.3(r)(1).  These two groups are as follows: 146 

 147 
1. RCDADs specifically listed in 21 CFR 1271.3(r)(1).  A discussion of these 148 
RCDADs as well as additional information is provided in the specific guidance 149 
documents for these communicable disease agents and diseases. 150 

 151 
a. The following communicable disease agents and diseases are relevant for all 152 
types of HCT/Ps (21 CFR 1271.3(r)(1)(i)): 153 

• Human immunodeficiency virus (HIV), types 1 and 2; 154 

• Hepatitis B virus (HBV); 155 

• Hepatitis C virus (HCV); 156 

  157 
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• Human transmissible spongiform encephalopathies (TSEs); including 158 
Creutzfeldt-Jakob disease (CJD)5; and 159 

• Treponema pallidum (syphilis). 160 

b. The following cell-associated communicable disease agents or diseases are 161 
relevant for viable, leukocyte-rich cells and tissues, including reproductive cells 162 
or tissues if they are considered to be viable leukocyte rich (21 CFR 163 
1271.3(r)(1)(ii)): 164 

• Human T-lymphotropic virus (HTLV), types I and II. 165 

c. The following communicable disease agents or diseases of the genitourinary 166 
tract are relevant for reproductive cells or tissues (21 CFR 1271.3(r)(1)(iii)): 167 

• Chlamydia trachomatis; and 168 

• Neisseria gonorrhoeae. 169 

2. A communicable disease agent or disease meeting the criteria described in 21 170 
CFR 1271.3(r)(2), but not specifically listed in 21 CFR 1271.3(r)(1), is relevant if it 171 
is one: 172 

 173 
a. For which there may be a risk of transmission by an HCT/P, either to the 174 
recipient of the HCT/P or to those people who may handle or otherwise come in 175 
contact with the HCT/P, such as medical personnel, because the disease agent or 176 
disease: 177 
 178 

i. is potentially transmissible by an HCT/P; and 179 
ii. either (1) has sufficient incidence and/or prevalence to affect the 180 
potential donor population (21 CFR 1271.3(r)(2)(i)(B)(1)), or (2) may have 181 
been released accidentally or intentionally in a manner that could place 182 
potential donors at risk of infection (21 CFR 1271.3(r)(2)(i)(B)(2)); 183 
 184 

b.  That could be fatal or life-threatening, could result in permanent impairment 185 
of a body function or permanent damage to body structure, or could necessitate 186 
medical or surgical intervention to preclude permanent impairment of body 187 
function or permanent damage to a body structure (21 CFR 1271.3(r)(2)(ii)); 188 
and 189 
 190 
c. For which appropriate screening measures have been developed and/or an 191 
appropriate screening test for donor specimens has been licensed, approved, or 192 
cleared for such use by FDA and is available (21 CFR 1271.3(r)(2)(iii)). 193 

 194 
In summary, FDA considers:  (1) risk of transmission; (2) severity of effect; and (3) 195 
availability of appropriate screening measures or tests, in accordance with 21 CFR 196 
1271.3(r)(2), as elements in determining whether a communicable disease agent or disease, 197 

 
5 Variant Creutzfeldt-Jakob disease (vCJD) is not specifically listed in 21 CFR 1271.3(r)(1)(i) but is an example of 
human transmissible spongiform encephalopathy. 
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not listed under 21 CFR 1271.3(r)(1), is relevant.  The importance of these elements in 198 
determining relevance may be based on the clinical significance of the disease agent or 199 
disease.  For example, Ureaplasma urealyticum, although highly prevalent and 200 
transmissible, is not considered a relevant communicable disease agent because its 201 
pathogenicity to reproductive cell and tissue recipients has low clinical significance.  202 
However, we require screening for TSEs and testing for HIV-2, although less prevalent, 203 
because they pose significant health risks. 204 

 205 
D. May communicable disease agents or diseases, not listed in 21 CFR 206 

1271.3(r)(1), be determined to be RCDADs? 207 
 208 

Communicable disease agents and diseases, not specifically listed under 21 CFR 209 
1271.3(r)(1), may be determined to be RCDADs under 21 CFR 1271.3(r)(2) based on the 210 
risk of transmission, severity of effect, and availability of appropriate screening measures 211 
or tests.   212 

 213 
E. How will FDA handle other emerging communicable diseases in regard to 214 

HCT/P donor eligibility? 215 
 216 

We intend to notify you through a guidance, if we determine that a disease meets the 217 
definition of an RCDAD under 21 CFR 1271.3(r)(2).  The guidance would include our 218 
comments or recommendations for donor screening and testing.  We also intend to notify 219 
you through a guidance, if we conclude that a disease identified as “relevant” under 21 220 
CFR 1271.3(r)(2), no longer meets the criteria as a “relevant” disease for purposes of the 221 
donor eligibility regulations.  In suitable situations, we will hold public meetings or consult 222 
with advisory committees to help us identify communicable disease agents or diseases for 223 
which donor testing (under 21 CFR 1271.80 and 1271.85) and/or donor screening (under 224 
21 CFR 1271.75) must be performed. 225 
 226 
F. What procedures must I establish and maintain? 227 
 228 
You must establish and maintain procedures for all steps that you perform in testing, 229 
screening, determining donor eligibility, and complying with all other requirements of 21 230 
CFR part 1271, subpart C (21 CFR 1271.47(a)).  Establish and maintain means define, 231 
document (in writing or electronically), and implement; then follow, review, and, as 232 
needed, revise on an ongoing basis (21 CFR 1271.3(cc)).  A responsible person must 233 
review and approve all procedures before their implementation (21 CFR 1271.47(b)).  234 
These procedures must be readily available to personnel in the area where the procedures 235 
are performed, or if this is not practical, in a nearby area (21 CFR 1271.47(c)). 236 
 237 
Under 21 CFR 1271.47(d), you must record and justify any departure from a procedure 238 
relevant to preventing risks of communicable disease transmission.  Before distributing an 239 
HCT/P manufactured under a departure from a procedure, a responsible person must 240 
determine that the departure did not increase the risk of communicable disease 241 
transmission. 242 
 243 
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We consider a departure to be an intended change from an established procedure, including 244 
a standard operating procedure (SOP), which occurs before the HCT/P is distributed, and is 245 
consistent with applicable regulations and standards.  For example, a departure might 246 
include the use of a different manufacturer’s reagents because the usual manufacturer’s 247 
reagents were not available at the recovery site.  In this example, although the use of the 248 
different manufacturer’s reagent might represent a change from the established procedures, 249 
the change might be consistent with applicable regulations, standards, or established 250 
specifications.  A departure is different from an HCT/P deviation, which under 21 CFR 251 
1271.3(dd) is defined as an event that is inconsistent with applicable regulations, standards, 252 
or established specifications, or is unexpected or unforeseeable. 253 
 254 
You are authorized under 21 CFR 1271.47(e) to use appropriate standard procedures 255 
developed by another organization, provided you have verified that the procedures are 256 
consistent with and at least as stringent as the requirements in 21 CFR part 1271.  For 257 
example, you may use a donor medical history interview questionnaire developed by a 258 
professional organization, if you have reviewed the questionnaire and determined that it 259 
meets the requirements for donor screening. 260 
 261 
G. What records must accompany the HCT/P after the donor eligibility 262 

determination has been completed? 263 
 264 
Under 21 CFR 1271.55(a), the following records must accompany each HCT/P after the 265 
donor eligibility determination has been completed: 266 

• A distinct identification code (such as an alphanumeric code) affixed to the 267 
HCT/P container, that relates the HCT/P to the donor and to all records 268 
pertaining to the HCT/P and, except in the case of autologous donations, 269 
directed reproductive donations, or donations made by first-degree or second-270 
degree blood relatives, does not include an individual’s name, social security 271 
number, or medical record number; 272 

• A statement whether, based on the results of screening and testing, the donor 273 
is determined to be eligible or ineligible; and 274 

• A summary of the records used to make the donor eligibility determination.  275 

Under 21 CFR 1271.55(b), the summary of records described in 21 CFR 1271.55(a)(3) 276 
must include: 277 

• A statement that the communicable disease testing was performed by a 278 
laboratory or laboratories:  (1) certified to perform such testing on human 279 
specimens under the Clinical Laboratory Improvement Amendments of 1988 280 
(42 U.S.C. 263a) and 42 CFR part 493; or (2) meeting equivalent requirements, 281 
as determined by the Centers for Medicare and Medicaid Services (CMS); 282 

• A listing and interpretation of the results of all tests performed for RCDADs, 283 
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and, if applicable, for cytomegalovirus (CMV) (21 CFR 1271.85(b)(2));6 284 

• The name and address of the establishment that made the donor eligibility 285 
determination; and 286 

• A statement noting the reason for the determination of ineligibility in the case of 287 
an HCT/P from a donor who is ineligible based on screening and released under 288 
21 CFR 1271.65(b). 289 

The records referenced in 21 CFR 1271.55 must accompany an HCT/P when it is placed 290 
into distribution (as defined in 21 CFR 1271.3(bb)), including distribution that occurs 291 
within the same facility (e.g., peripheral blood stem/progenitor cells are collected within a 292 
facility’s cell processing laboratory and are then sent to a patient’s floor in that same 293 
facility). 294 
 295 
Once the consignee receives the accompanying records with the HCT/P, it is not necessary 296 
that those records physically accompany the HCT/P into the operating room or at the 297 
bedside (except for any information that is affixed to the HCT/P container).  You should 298 
make accompanying records available for review by any medical personnel needing access 299 
to those records in order to provide patient care.  Electronic access to accompanying 300 
records within a facility would satisfy the regulatory requirements under 21 CFR 301 
1271.55(a), as long as they are in compliance with 21 CFR 1271.55(c) – deletion of 302 
personal information. 303 

 304 
Records that must accompany an HCT/P shipped under quarantine are discussed in section 305 
III.J. of this document. 306 
 307 

H. What records must I retain and for how long? 308 
 309 

Under 21 CFR 1271.55(d)(1), you must retain records of:  the results and interpretation of 310 
all testing for relevant communicable disease agents and screening for communicable 311 
diseases; the name and address of the testing laboratory(ies); and, the donor eligibility 312 
determination including the name of the responsible person who made the donor eligibility 313 
determination and the date of the determination. 314 

 315 
Under 21 CFR 1271.55(d)(2), all records must be accurate, indelible, and legible. 316 

 317 
Under 21 CFR 1271.55(d)(4), you must retain records pertaining to a particular HCT/P for 318 
at least 10 years after the date of its administration.  This includes records created by 319 
laboratories performing donor eligibility testing (21 CFR 1271.55(d)).  If the date of 320 
administration is not known, then you must retain records at least 10 years after the date of 321 
distribution, disposition, or expiration, whichever is latest (21 CFR 1271.55(d)(4)).  Testing 322 
laboratories that are not aware of the date of administration, distribution, disposition or 323 
expiration, should retain records for at least 10 years after the record was created (i.e., after 324 

 
6 If a repeat anonymous semen donor has multiple tests for CMV and during this time he seroconverts (he initially tests 
CMV negative and subsequently tests CMV positive), then in the summary of records you should indicate the CMV 
positive result, or you may provide information about all CMV test results. 
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the testing was performed). 325 
 326 
I. What do I do with the HCT/Ps before the donor eligibility determination has 327 

been completed? 328 
 329 

The donor eligibility determination must be completed, and the donor found to be eligible, 330 
prior to use of an HCT/P (21 CFR 1271.45(c)) except as provided in 21 CFR 1271.60(d), 331 
1271.65(b), and 1271.90.7  Until the donor eligibility determination has been completed, 332 
you must keep an HCT/P in quarantine and clearly identify it as in quarantine (21 CFR 333 
1271.60(a) and (b)).  The quarantined HCT/P must be easily distinguishable from HCT/Ps 334 
that are available for release and distribution (21 CFR 1271.60(b)). 335 
 336 
Quarantine means the storage or identification of an HCT/P, to prevent improper release, in 337 
a physically separate area clearly identified for such use, or through use of other 338 
procedures, such as automated designation (21 CFR 1271.3(q)).  An example of automated 339 
designation for nonreproductive HCT/Ps is the use of a validated computer system to 340 
maintain information on bar-code-labeled HCT/Ps held in a freezer.  When you release the 341 
HCT/P, the computer system is activated to assure identification and retrieval of the 342 
specific HCT/P for the intended recipient. 343 
 344 
In accordance with 21 CFR 1271.47(a), you must describe in your SOPs the method you 345 
choose to store or identify the quarantined HCT/Ps. 346 

 347 
J. May I ship an HCT/P that is in quarantine? 348 
 349 
Yes, you may ship an HCT/P before completion of the donor eligibility determination (21 350 
CFR 1271.60(c)).  However, in accordance with 21 CFR 1271.60(c), during shipment the 351 
HCT/P must be kept in quarantine and must be accompanied by records that: 352 

• Identify the donor (e.g., by a distinct identification code affixed to the HCT/P 353 
container); 354 

• State that the donor eligibility determination is not complete; and 355 

• State that the HCT/P must not be implanted, transplanted, infused, or transferred 356 
until the donor eligibility determination is complete, except in cases of urgent 357 
medical need under 21 CFR 1271.60(d) and described in section VII.F. and G. 358 
of this document. 359 

 360 

 
7 For HCT/Ps subject to the Current Good Tissue Practice regulations described in 21 CFR part 1271 subpart D, you 
must not make available for distribution an HCT/P that is in quarantine, is contaminated, is recovered from a donor 
who has been determined to be ineligible, or for whom a donor eligibility determination has not been completed 
(except as provided under 21 CFR 1271.60, 1271.65, and 1271.90), or that otherwise does not meet release criteria 
designed to prevent communicable disease transmission (21 CFR 1271.265(c)(2)).  Additional information about 
Current Good Tissue Practice is described in “Current Good Tissue Practice (CGTP) and Additional Requirements for 
Manufacturers of Human Cells, Tissues, and Cellular and Tissue-Based Products (HCT/Ps), Guidance for Industry” 
dated December 2011 (Ref. 2). 
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K. How do I store HCT/Ps from a donor who has been determined to be 361 
ineligible? 362 

 363 
Under 21 CFR 1271.65(a), if a donor is determined to be ineligible you must store or 364 
identify the HCT/Ps from the ineligible donor in a physically separate area clearly 365 
identified for such use or follow other procedures that are adequate to prevent improper 366 
release, until the HCT/Ps are destroyed or distributed for use in certain limited 367 
circumstances identified in 21 CFR 1271.65 (b) and (c) and described above.  Examples of 368 
ways in which you may comply with this requirement, include employing separate 369 
refrigerators or freezers, using separate shelves in a single refrigerator or freezer, and using 370 
an automated designation system. 371 
 372 
In accordance with 21 CFR 1271.47(a), you must describe in your SOPs the method you 373 
choose to store or identify the HCT/Ps from the ineligible donor. 374 

 375 
 376 
IV. DONOR SCREENING:  GENERAL (21 CFR 1271.75) 377 

 378 
A. For what diseases or conditions must I screen cell and tissue donors? 379 

 380 
Under 21 CFR 1271.75(a), unless an exception identified in 21 CFR 1271.90(a) applies, 381 
you must screen cell and tissue donors for:  1) RCDADs; and 2) communicable disease 382 
risks associated with xenotransplantation.  For donors of viable, leukocyte-rich cells or 383 
tissue, you must also screen for HTLV (21 CFR 1275.75(b)) and, for donors of 384 
reproductive cells and tissue, you must also screen for additional diseases identified as 385 
relevant to those HCT/Ps (21 CFR 1271.75(c)).  386 
 387 
See section III.C. of this document for discussion of RCDADs and see the associated 388 
specific guidance documents for recommendations for donor screening. 389 

 390 
B. How do I screen a donor who is one month of age or younger? 391 
 392 
Under 21 CFR 1271.75, you must screen all donors except as provided under 21 CFR 393 
1271.90.  For living donors, you must interview the donor if the donor is living and able to 394 
participate in the interview.  If a donor is not able to participate in the interview, you must 395 
interview another individual “able to provide the information sought in the interview” (21 396 
CFR 1271.3(n)(2)). 397 
 398 
A birth mother may have a risk factor for an RCDAD that can be transmitted during 399 
pregnancy to the infant, including when the birth mother is asymptomatic.  Because this 400 
may increase the risk of RCDAD transmission to the recipient through use of gestational 401 
cells or tissues, you should also screen the birth mother when an infant is one month of age 402 
or less.8  Screening of the birth mother should involve a donor medical history interview 403 

 
8 For the purpose of determining donor eligibility, the infant is considered the donor of umbilical cord blood, umbilical 
cord tissue, amniotic membrane, and other gestational cells and tissues. 
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and review of available medical records; the physical examination or physical assessment 404 
of the birth mother is recommended when practical. 405 

 406 
C. What sources of information do I review? 407 
 408 
When you screen a potential cell or tissue donor, you must review “relevant medical 409 
records” for risk factors for and clinical evidence of the RCDADs listed in 21 CFR 410 
1271.75(a)(1) and communicable disease risks associated with xenotransplantation (21 411 
CFR 1271.75(a)(2)).  Additionally, for a donor of viable, leukocyte-rich cells or tissue, you 412 
must review “relevant medical records” for clinical evidence of relevant cell-associated 413 
communicable disease agents and diseases, including Human T-lymphotropic virus (21 414 
CFR 1271.75(b)).  Under 21 CFR 1271.75(c) and as applicable, donors of reproductive 415 
cells or tissue must also be screened by reviewing the donor's “relevant medical records” 416 
for risk factors for and clinical evidence of infection due to relevant communicable diseases 417 
of the genitourinary tract.  418 
 419 
Relevant medical records, as defined under 21 CFR 1271.3(s), means a collection of 420 
documents that includes: (1) a current donor medical history interview; (2) a current report 421 
of the physical assessment of a cadaveric (non-heart-beating) donor or the physical 422 
examination of a living donor; and, (3) other available records listed in 21 CFR 423 
1271.3(s)(1) through (4).  We describe these three elements as follows: 424 
 425 

1. The donor medical history interview (21 CFR 1271.3(n)) is a documented 426 
dialogue concerning the donor's medical history and relevant social behavior: 427 

 428 
a. With a living donor; or 429 
 430 
b. If the donor is not living or is unable to participate in the interview, then 431 
with one or more individuals who can provide the information sought.  These 432 
individuals might be: 433 

• The donor’s next of kin; 434 

• The nearest available relative; 435 

• A member of the donor’s household; 436 

• An individual with an affinity relationship with the donor (e.g., 437 
caretaker, friend, partner); or 438 

• The donor’s primary treating physician. 439 

The donor medical history interview must be current (21 CFR 1271.3(s)).  Establishments 440 
should consider that some conditions or risks may be related to the current state of the 441 
donor or a specified timeframe.  For cases where time, related to a risk factor, has elapsed 442 
between performing the donor medical history interview and recovery of cells or tissues, 443 
establishments should have a procedure in place to determine and document any changes in 444 
the donor's medical and behavioral history that occurred after the interview that would 445 
make the donor ineligible, including relevant travel, sexual, and social behavior.  446 
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Throughout this guidance, the term “sex” refers to vaginal, anal, and/or oral sex, regardless 447 
of whether or not a condom or other protection is used. 448 
 449 
In accordance with 21 CFR 1271.47, you must establish and maintain SOPs to assure that 450 
receipt and review of relevant medical records are properly conducted.  In addition, for 451 
medical records created for the purpose of assisting in determining donor eligibility, such 452 
as records of the donor medical history interview and the report of a physical assessment of 453 
a cadaveric (non-heart-beating) donor, you must establish and maintain SOPs to assure that 454 
such records are current, complete, and reliable.  In addition, SOPs should describe how to 455 
handle situations in which the interviewee is uncertain about a response and whether 456 
another individual should be sought to assure that records are current, complete, and 457 
reliable. 458 
 459 
The medical history interview may take place in person, by telephone, or through written or 460 
other forms of communication that allow the exchange of information between interviewer 461 
and interviewee.  The interview method should allow the interviewer to ask follow-up 462 
questions to collect necessary information or to clarify responses.  For living donors, a 463 
face-to-face or phone interview is generally the most effective way to conduct a dialog.9, 10 464 
 465 
Since a donor medical history interview is a documented dialog (21 CFR 1271.3(n)), if a 466 
donor medical history questionnaire is self-administered, the interviewer should review the 467 
answers and follow-up with the individual who has filled out the questionnaire form.  The 468 
follow-up interactive communication allows the interviewer to verify that the interviewee 469 
understood the questions, to clarify responses, answer the interviewee’s questions, and, if 470 
necessary, collect additional information. 471 
 472 

If the donor medical history interview is recorded (audio or video), and that recording is 473 
later used to complete the record that reflects the results of the interview, then the audio or 474 
video recording is considered a record that must be retained in accordance with 21 CFR 475 
1271.55(d) and as described in section III.H. of this document.  However, if the 476 
establishment creates a written record of the donor medical history interview as it’s being 477 
conducted and concurrently records (audio or video) the interview itself, then the audio or 478 
video recording used for quality assurance purposes is not subject to the record provisions 479 
in 21 CFR 1271.55(d) provided that the recording is not used to alter or complete the 480 
written record.  For example, an establishment conducts a donor medical history interview 481 
by telephone.  The interviewer asks questions and records the answers in writing as the 482 
interviewee responds.  The interviewer concurrently generates an audio recording of the 483 
interview.  The audio recording is used as part of the establishment’s quality program and 484 
is not reviewed for the purpose of determining donor eligibility.  Only the written record  485 

  486 

 
9 See 69 FR 29786, comment 14. 
10 Interview methods used in the United States for screening blood donors (Refs. 3-5) and for screening organ and 
tissue donors (Ref. 6) have been evaluated by the American Red Cross and by the National Center for Health 
Statistics. 
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that was completed during the interview is used to determine donor eligibility.  In this 487 
scenario, the audio record would not be subject to the retention requirements in 21 CFR 488 
1271.55(d). 489 

 490 
2. The purpose of the physical assessment of a cadaveric (non-heart-beating) 491 
donor or the physical examination of a living donor is to assess for physical signs of 492 
a relevant communicable disease and for signs suggestive of any risk factor for such 493 
a disease.  For a cadaveric (non-heart-beating) donor, the physical assessment 494 
means “a limited autopsy, or a recent antemortem or postmortem physical 495 
examination” (21 CFR 1271.3(o)).  For living donors, you may examine only those 496 
parts of the body that are necessary to evaluate for RCDADs based upon relevant 497 
donor history that has been obtained during the interview and review of available 498 
records.  You may rely on records of a recent report of a physical examination by 499 
other health care professionals.  Because this is a step in determining donor 500 
eligibility, you must establish and maintain SOPs for the conduct of the physical 501 
assessment or physical examination (21 CFR 1271.47). 502 
 503 
The physical examination of a living donor or physical assessment of a cadaveric 504 
(non-heart-beating) donor must be current (21 CFR 1271.3(s)).  For living donors, if 505 
time has elapsed between performing the physical examination of the donor and 506 
recovery of cells or tissues, establishments should have a procedure in place to 507 
determine and document any changes in the donor medical history that could affect 508 
the physical examination. 509 

 510 
3. If they are available, the following other records also meet the definition of 511 
relevant medical records (21 CFR 1271.3(s)). 512 

• Laboratory test results (other than the results of testing required for the 513 
donor eligibility determination); 514 

• Medical records; 515 

• Coroner and autopsy reports; and 516 

• Records or other information received from any source pertaining to risk 517 
factors for relevant communicable disease (e.g., social behavior, clinical 518 
signs and symptoms of relevant communicable disease, and treatments 519 
related to medical conditions suggestive of risk for relevant communicable 520 
disease).  Examples of these records include medical examiner reports, 521 
police records, and information from other tissue or medical establishments, 522 
if applicable. 523 

You should make inquiries into these records and other information when the 524 
circumstances indicate that follow-up information might be relevant for screening a cell or 525 
tissue donor.  For example, when reviewing the relevant medical records, including the 526 
medical/social history interview, the tissue bank might find information to suggest that the 527 
donor might have been incarcerated, pursued by the police, or been under police 528 
investigation, or that the cause of death resulted in a police report (e.g., fatal gunshot 529 
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wound).  If that is the case, the tissue bank should make inquiries to obtain all relevant 530 
information regarding the eligibility of the donor, which is available from and disclosable 531 
by the police department. 532 
 533 
We consider “available” to mean that a record or information exists, or is pending, and can 534 
be obtained through due diligence, within a reasonable amount of time.  A “reasonable” 535 
amount of time is a period of time that would allow for the collection of important 536 
information without compromising the utility of the tissue.  Examples of these terms are as 537 
follows: 538 
 539 

Example 1: A living donor brings his medical records with him to the screening site. 540 
These records are available and you would review them. 541 
 542 
Example 2: A cadaveric (non-heart-beating) donor dies as a result of an event that 543 
leads to the creation of a police report.  If the police report was disclosable to you 544 
within a reasonable period of time, you would review it. 545 
 546 
Example 3: You know that an autopsy report will be prepared on a cadaveric (non-547 
heart-beating) donor, but the report will not be complete for several weeks.  If waiting 548 
several weeks to review the autopsy report would compromise the utility of the tissue, 549 
perhaps because your HCT/P (e.g., cornea) needs to be released within a limited 550 
timeframe, then the report could not be obtained in a reasonable time period.  Under 551 
these circumstances, it might not be necessary to wait to review the final report of 552 
autopsy results before distribution of the HCT/P.  If this is the case, you should use the 553 
available information when considering the donor’s eligibility, including the presumed 554 
cause of death and other relevant preliminary autopsy findings and all other information 555 
obtained about the donor.  You should also review the final autopsy report when it 556 
becomes available.  If any new information in the final report indicates that the donor is 557 
ineligible, you should consider notifying the consignees of the distributed HCT/Ps and, 558 
if applicable, submit to FDA an HCT/P deviation report11 within 45 days. 559 

 560 
D. When may I perform an abbreviated donor screening procedure? 561 
 562 
Section 1271.75(e) states, “If you have performed a complete donor screening procedure 563 
on a living donor within the previous 6 months, you may use an abbreviated donor 564 
screening procedure on repeat donations.  The abbreviated procedure must determine and 565 
document any changes in the donor’s medical history since the previous donation that 566 
would make the donor ineligible, including relevant social behavior.” 567 
 568 
If you perform an abbreviated screening: 569 

  570 

 
11 For additional information, refer to the FDA Guidance for Industry, Deviation Reporting for Human Cells, Tissues, 
and Cellular and Tissue-Based Products Regulated Solely Under Section 361 of the Public Health Service Act and 21 
CFR Part 1271, September 2017, https://www.fda.gov/media/107703/download.  

https://www.fda.gov/media/107703/download
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• You do not need to conduct a new physical examination or a new review of 571 
relevant medical records. 572 

• You should remind the donor about behaviors that could put him/her at risk of a 573 
relevant communicable disease.  If any new behavioral risk has been identified 574 
in the interval since the last donation, you should also address that new 575 
behavioral risk. 576 

• You do not need to present this information in any specific way.  Possible 577 
methods include the use of a pamphlet or a wall chart, or other effective means 578 
of communication. 579 

• You should then ask the donor if there have been any changes in donor history 580 
or risk factors since the previous donation. 581 

If you wish to perform an abbreviated donor screening procedure, you must have 582 
conducted a complete donor screening procedure on the living donor (including donor 583 
history questionnaire, physical examination, and review of any new medical records, if 584 
applicable) within 6 months prior to the abbreviated procedure (21 CFR 1271.75(e)). 585 
 586 
E. What risk factors or conditions do I look for when screening a donor? 587 
 588 
For all donors, unless an exception identified in 21 CFR 1271.90(a) applies, you must 589 
review the relevant medical records and ask questions about the donor’s medical history 590 
and relevant social behavior, including risk factors for RCDADs, and communicable 591 
disease risks associated with xenotransplantation (21 CFR 1271.75(a)). 592 
 593 
Refer to the associated specific guidance documents, when finalized, for recommendations 594 
regarding the conditions and behaviors that increase the donor’s relevant communicable 595 
disease risk.  596 
 597 
F. What clinical evidence do I look for when screening a donor? 598 
 599 
You must review relevant medical records for clinical evidence of RCDADs (21 CFR 600 
1271.75). 601 
 602 
For cadaveric (non-heart beating) donors, you should: 603 

• determine whether an autopsy was not performed due to a perceived risk of 604 
transmission of a communicable disease, or 605 

• if an autopsy was performed, whether any special precautions were taken that 606 
would suggest there was special concern over the risk of transmission of a 607 
communicable disease from the donor. 608 

For certain living donors of HCT/Ps, donor screening may be performed within the few 609 
weeks prior to recovery of the HCT/Ps.  Establishments performing a donor eligibility 610 
determination for such donors may wish to screen the donor again at the time of recovery.  611 
This additional screening on the day of recovery is not required for determining donor 612 
eligibility, but may be useful for making informed decisions about the use of an HCT/P.  613 
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Similarly, establishments performing a donor eligibility determination for donors of cord 614 
blood may wish to request post-donation donor health information. 615 
 616 
Refer to the associated specific guidance documents, when finalized, for recommendations 617 
regarding examples to look for when reviewing relevant medical records for clinical 618 
evidence of relevant communicable disease.  619 
 620 
G. What physical evidence do I look for when screening a donor? 621 

 622 
Relevant medical records (21 CFR 1271.3(s)) include the report of the physical assessment 623 
of a cadaveric (non-heart-beating) donor (21 CFR 1271.3(o)) or the physical examination 624 
of a living donor.  The physical assessment or physical examination of the donor should be 625 
appropriate to assess for signs of a relevant communicable disease and for signs suggestive 626 
of any risk factor for a relevant communicable disease.   627 
 628 
Refer to the associated specific guidance documents, when finalized, for recommendations 629 
regarding examples of physical evidence of relevant communicable disease or high-risk 630 
behavior associated with these diseases. 631 

 632 
 633 
V. DONOR TESTING:  GENERAL (21 CFR 1271.80) 634 
 635 

A. For what communicable diseases must I test all donors of HCT/Ps? 636 
 637 

As required in 21 CFR 1271.85(a), you must test all donors of HCT/Ps for evidence of 638 
infection due to relevant communicable disease agents (including communicable disease 639 
agents or diseases that we have determined to be relevant under 21 CFR 1271.3(r)(2)) 640 
unless the donor is subject to an exemption in 21 CFR 1271.90(a).  641 
 642 
B. What requirements apply to laboratories performing donor testing for 643 

relevant communicable disease agents? 644 
 645 

1. Under 21 CFR 1271.1, you must be registered with FDA.  646 

2. Under 21 CFR 1271.80(c): 647 

• You must use appropriate FDA-licensed, approved, or cleared donor 648 
screening tests, if such tests are available, in accordance with the 649 
manufacturers’ instructions. 650 

• You must use a donor screening test specifically labeled for use with 651 
specimens from a cadaveric (non-heart-beating) donor instead of a more 652 
generally labeled donor screening test when applicable and when available. 653 

• You must be certified to perform such testing on human specimens either 654 
under the Clinical Laboratory Improvement Amendments (CLIA) or you 655 
must meet equivalent requirements as determined by CMS.  Examples of the 656 
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latter include laboratories that have been accredited by accrediting 657 
organizations approved by CMS.12  Certain states are exempt under CLIA 658 
because CMS has found their state programs to be in compliance with CLIA 659 
standards.13 660 

3. Under 21 CFR 1271.55(d), you must maintain documentation of results and 661 
interpretation of all testing for at least 10 years after the date of administration of the 662 
HCT/P, “or if the date of administration is not known, then at least 10 years after the 663 
date of the HCT/P's distribution, disposition, or expiration, whichever is latest.” 664 

 665 
C. What type of test must I use? 666 

 667 
“You must test using an appropriate FDA-licensed, approved, or cleared donor screening 668 
test (if applicable to your HCT/P and available) in accordance with the manufacturer’s 669 
instructions to adequately and appropriately reduce the risk of transmission of the RCDAD” 670 
(21 CFR 1271.80(c)). 671 

• In the associated specific guidance documents, we list the types of tests that we 672 
currently consider to be adequate and appropriate to meet the requirements in 21 673 
CFR 1271.80(c).14 674 

• In some instances, you may need to conduct more than one test to adequately 675 
and appropriately test for a single communicable disease agent or disease.  For 676 
example, to test for HIV-1, it is appropriate to use a test that detects viral 677 
nucleic acid (e.g., a nucleic acid test) and a test that detects antibody to HIV-1 678 
(e.g., an enzyme immunoassay).  If HIV-1 infection is present, each test may be 679 
reactive at different times during the course of the disease. 680 

• If you are testing a blood specimen collected from a living donor or from a 681 
donor while their heart is still beating, a screening test that is FDA-licensed, 682 
approved, or cleared for screening donors of blood or blood products is 683 
considered appropriate. 684 

• If you are testing a specimen of cadaveric blood (i.e., taken from a non-heart-685 
beating donor), you must use a donor screening test specifically labeled for 686 
cadaveric specimens instead of a more generally labeled donor screening test, 687 
when such a test is applicable and available (21 CFR 1271.80(c)).  A more 688 
generally labeled test includes screening tests that are FDA-licensed, approved, 689 
or cleared for screening donors of blood or blood products. 690 

 
12 CLIA certified laboratories are surveyed by either CMS or an accrediting organization authorized by CMS to survey 
laboratories (“deemed status”) or they are located in a State approved for exemption under CLIA. CMS issues a 
certificate of compliance to laboratories surveyed by its inspectors and found to be “in compliance.”  Laboratories 
inspected by a CMS deemed status organization (e.g., College of American Pathologists, AABB, Joint Commission) 
for purposes of CLIA certification are awarded a Certificate of Accreditation by CMS. 
13 Information about the CLIA program, list of exempt states, and accreditation organizations with deemed status are 
available at the website:  https://www.cms.gov/Regulations-and-Guidance/Legislation/CLIA/index?redirect=/clia.   
14 The following CBER website includes a list of FDA-licensed, approved, or cleared donor screening tests (including 
manufacturers and tradenames):  https://www.fda.gov/vaccines-blood-biologics/safety-availability-biologics/testing-
human-cells-tissues-and-cellular-and-tissue-based-product-hctp-donors-relevant-communicable.  

https://www.cms.gov/Regulations-and-Guidance/Legislation/CLIA/index?redirect=/clia
https://www.fda.gov/vaccines-blood-biologics/safety-availability-biologics/testing-human-cells-tissues-and-cellular-and-tissue-based-product-hctp-donors-relevant-communicable
https://www.fda.gov/vaccines-blood-biologics/safety-availability-biologics/testing-human-cells-tissues-and-cellular-and-tissue-based-product-hctp-donors-relevant-communicable
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D. How do I perform the test and interpret test results? 691 
 692 
You must perform the test according to the manufacturer’s instructions in the test kit’s 693 
package insert (21 CFR 1271.80(c)).  The manufacturer’s instructions also provide 694 
information about interpretation of test results.  695 
 696 

Some HCT/P establishments routinely rely solely on the test results obtained by an organ 697 
procurement organization (OPO), while other establishments routinely perform their own 698 
donor testing with the awareness that OPOs are performing donor testing on the same 699 
donors.  The use of an appropriate screening test, performed in accordance with the 700 
manufacturer’s instructions for use, would satisfy the requirements of 21 CFR 1271.80 and 701 
1271.85.  However, because of testing practices related to organ donor screening as 702 
described by the Centers for Disease Control and Prevention (CDC), some OPOs may run 703 
an enzyme immunoassay donor screening test initially in duplicate or triplicate.  The 704 
manufacturer’s instructions for use of HCT/P donor screening tests currently do not 705 
provide instructions for initial duplicate or triplicate testing, interpretation of test results of 706 
such testing, or for retesting after an initially reactive test when the tests are initially run in 707 
duplicate or triplicate.  Therefore, if initial tests are run in duplicate or triplicate and one or 708 
more reactive results are obtained, manufacturers do not provide instructions on 709 
determining whether the sample is actually (repeatedly) reactive.  Accordingly, if you 710 
engage an OPO to perform testing for you or if you routinely perform your own tests but 711 
are aware that an OPO is also performing tests on that donor, and that OPO performs initial 712 
testing in duplicate or triplicate, then under 21 CFR 1271.50 and 1271.150 you must obtain 713 
and review the results of all duplicate or triplicate tests performed by that OPO.  If any of 714 
those initial tests is reactive or positive, then the donor would not be eligible to donate 715 
HCT/Ps. 716 
 717 

Additional Testing:  If you or someone else perform donor testing for relevant 718 
communicable diseases using tests in addition to those required, as applicable, or if you are 719 
aware that other establishments are performing such tests and the test results are available, 720 
such test results must be included in the donor’s relevant medical record (21 CFR 721 
1271.3(s)). 722 
 723 

Because these test results are part of the medical record, you must consider any results 724 
from those tests when you make a donor eligibility determination (21 CFR 1271.75(a)).  725 
For example, an eye bank is aware that a tissue bank performs an investigational nucleic 726 
acid testing (NAT) assay on a shared donor.  The eye bank will not be informed of the test 727 
results until after the corneas need to be released in order to maintain their utility.  The eye 728 
bank does not have to wait for the investigational NAT result before releasing the corneas 729 
but they should inform the consignee that the investigational NAT results are pending, and 730 
subsequently report the result to the consignee. 731 

 732 
Confirmatory tests:  You should consider performing confirmatory tests when a positive or 733 
reactive screening test result is received for such purposes as donor medical follow-up and 734 
counseling or investigating discordant test results.  However, if you perform a confirmatory 735 
test, negative or nonreactive results on a confirmatory test would not override a positive or 736 
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reactive screening test (except for syphilis tests as described in the specific guidance for 737 
syphilis).  For example, a potential donor’s specimen tests reactive for antibody to HCV.  738 
However, a confirmatory test (e.g., radioimmunoblot assay) is negative.  The donor would 739 
be considered ineligible despite the negative confirmatory test. 740 

 741 
Hepatitis B surface antibody (anti-HBs) test:  If you obtain a positive or reactive anti-HBs 742 
test and other markers for Hepatitis B infection are negative or non-reactive, the donor may 743 
be eligible.  For example, your contract laboratory routinely performs four different tests 744 
for HBV:  Hepatitis B virus nucleic acid test (HBV NAT), Hepatitis B surface antigen 745 
(HBsAg) test, Hepatitis B core antibody (anti-HBc) test, and anti-HBs test.  You have a 746 
potential donor who is negative or nonreactive for HBV NAT, HBsAg and anti-HBc, but 747 
positive or reactive for anti-HBs.  The presence of anti-HBs alone would not disqualify the 748 
donor, because it may be an indication of vaccination against Hepatitis B.  However, in this 749 
situation, if the anti-HBc test was also positive or reactive, the donor is ineligible.  Data 750 
suggests that such results can be associated with infectivity (Refs. 7-13). 751 
 752 

E. If a donor is one month of age or younger, from whom must I collect a 753 
specimen? 754 

 755 
If a donor is one month of age or younger, you must collect and test a specimen from the 756 
birth mother instead of the infant donor (21 CFR 1271.80(a)).  The specimen for testing 757 
from the birth mother must be collected within seven days of recovery of the HCT/Ps (21 758 
CFR 1271.80(b)).  If a specimen from the birth mother of a donor one month of age or 759 
younger is unavailable, or a specimen was not collected within seven days of recovery, 760 
donor testing is not complete, and a donor eligibility determination cannot be made.  761 
Specimens collected for any infant donor more than one month of age, including adopted 762 
infants, should be collected from the donor rather than the birth mother. 763 
 764 
F. When do I collect a specimen for testing? 765 

 766 
You must collect the donor specimen for testing at the same time as cells or tissue are 767 
recovered from the donor, or within 7 days before or after the recovery of cells and tissue 768 
(21 CFR 1271.80(b)), with some exceptions as described below.  As you are permitted 769 
under 21 CFR 1271.80(b) to collect the donor specimen up to seven days before recovery 770 
of cells or tissues, you may use a premortem specimen to test a cadaveric (non-heart-771 
beating) donor as long as the specimen is collected within that timeframe. 772 
 773 
In the case of recovery (collection) of hematopoietic stem/progenitor cells (HPCs) sourced 774 
from peripheral blood or bone marrow (if not excepted under 21 CFR 1271.3(d)(4)), we 775 
realize that the recipient may begin myeloablative chemotherapy more than 7 days before 776 
the transplant.  Therefore, the identified allogeneic donor might need to be qualified before 777 
this time, including screening and testing of the donor for relevant communicable diseases.  778 
In this situation, you may collect the donor specimen used for communicable disease 779 
testing up to 30 days before recovery of HCT/Ps (21 CFR 1271.80(b)(1)). 780 
 781 

  782 
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In the case of donation of oocytes, because hormonal stimulation generally occurs more 783 
than 7 days before recovery of the oocytes, “you may collect the donor specimen used for 784 
communicable disease testing up to 30 days before recovery” (21 CFR 1271.80(b)(1)). 785 
 786 
Although there is no requirement that specifies when to test the collected specimen, you 787 
should perform testing as soon as possible after collection and in accordance with the time 788 
limits stated in the manufacturer’s instructions for use of each test kit. 789 

 790 
G. May I use a specimen for testing from a donor who has undergone transfusion 791 

or infusion? 792 
 793 

Transfusion or infusion might dilute plasma from a donor blood specimen, making test 794 
results unreliable (Refs. 11-13).  You may test a specimen taken before the transfusion or 795 
infusion and up to seven days before recovery of cells or tissue, or if an adequate pre-796 
transfusion/infusion specimen is not available, you may use an appropriate algorithm to 797 
determine whether plasma dilution is or is not sufficient to affect test results.  In the 798 
absence of an appropriate specimen to test under either of these options, you must 799 
determine the donor to be ineligible (21 CFR 1271.80(d)(2)). 800 
 801 
For donors over 12 years of age who have suffered blood loss sufficient to require fluid 802 
replacement, certain volumes of transfusions and/or infusions (described below) should be 803 
suspected of affecting test results.  Blood loss might occur internally or externally.  For 804 
donors 12 years of age or younger, you should suspect that any transfusion or infusion 805 
might affect test results regardless of blood loss.  There might be other clinical situations 806 
involving transfusion or infusion that should also be suspected of affecting test results.  807 
Autologous blood removed pre-operatively or peri-operatively and reinfused during the 808 
surgical procedure would not need to be included in plasma dilution calculations.  809 
However, if a donor’s autologous blood has undergone washing through a cell salvage 810 
procedure or equivalent, the fluid used for resuspension of the red cells may need to be 811 
considered in the evaluation for plasma dilution. 812 

 813 
1. Donors over 12 years of age (21 CFR 1271.80(d)(2)(ii)(A)) 814 

 815 
In accordance with 21 CFR 1271.80(d)(2)(ii)(A), you must suspect plasma dilution 816 
sufficient to affect the results of communicable disease agent testing where blood 817 
loss is known or suspected in a donor over 12 years of age in any of the following 818 
situations: 819 

a. The donor received a transfusion or infusion of more than 2000 milliliters of 820 
blood (e.g., whole blood or red blood cells) or colloids either:  (i) within the 48 821 
hours immediately preceding the collection of a pre-mortem specimen for 822 
testing; or (ii) within the 48 hours immediately preceding death, if the specimen 823 
for testing is collected post-mortem, whichever occurred earlier. 824 
b. The donor received more than 2000 milliliters of crystalloids within either: 825 

(i) the one hour immediately preceding the collection of a pre-mortem 826 
specimen for testing; or (ii) within the one hour immediately preceding death, if 827 
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the specimen for testing is collected post-mortem, whichever occurred earlier. 828 
c. The donor received more than 2000 milliliters of any combination of whole 829 
blood, red blood cells, colloids, and/or crystalloids within the applicable time 830 
frames set out in paragraphs (a) and (b) in this section. 831 

 832 
2.  Donors 12 years of age or younger (21 CFR 1271.80(d)(2)(ii)(B)) 833 

 834 
In accordance with 21 CFR 1271.80(d)(2)(ii)(B), you must suspect plasma dilution 835 
sufficient to affect the results of communicable disease agent testing, regardless of 836 
the presence or absence of blood loss, in a donor 12 years of age or younger, in any 837 
of the following situations. 838 

 839 
a. Any transfusion of blood or colloids:  (i) within the 48 hours immediately 840 
preceding the collection of a pre-mortem specimen for testing; or (ii) within the 841 
48 hours immediately preceding death, if the specimen is collected post- 842 
mortem, whichever occurred earlier. 843 
b. Any crystalloids:  (i) within the one hour immediately preceding the 844 
collection of a pre-mortem specimen for testing; or (ii) within the one hour 845 
immediately preceding death, if the specimen is collected post-mortem, 846 
whichever occurred earlier. 847 

 848 
3. Other Clinical Situations 849 

 850 
Your SOPs should identify any additional circumstances where you believe 851 
plasma dilution might occur and, in these instances, you should use a pre-852 
transfusion/infusion specimen or apply an algorithm to evaluate whether plasma 853 
dilution may have affected the results of communicable disease testing.  For 854 
example, if the donor has received a transfusion or infusion, but circumstances 855 
are not otherwise consistent with the examples set out in section V.G.1. and 2. 856 
above, you should consider test results on specimens collected at the time of 857 
recovery to be potentially unreliable, triggering the need to test a pre-transfusion 858 
or pre-infusion sample, or to apply the algorithm, in the following situations: 859 

• a donor who has previously had blood loss, stabilizes, then expires, but 860 
has received fluids in the 48 hours before specimen collection; 861 

• a donor who is obese; 862 

• a donor who in the absence of bleeding may have received large 863 
amounts of infusions which the responsible person or designee believes 864 
may affect test results; 865 

• the birth mother of a donor who is 1 month of age or younger; and,  866 

• a donor who weighs less than 45 kilograms or more than 100 kilograms. 867 

For situations falling outside those described in your SOPs, but where plasma 868 
dilution remains suspect, your SOPs should describe how the situation would be 869 
handled (for example, by consulting the responsible person).  870 
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 871 
4. Pre-Transfusion/Infusion Specimen 872 

 873 
As part of establishing procedures for all steps in testing in accordance with 21 CFR 874 
1271.47(a), establishments making donor eligibility determinations must have SOPs 875 
that define those elements necessary to determine whether a pre- 876 
transfusion/infusion blood specimen is adequate for communicable disease testing 877 
(e.g., the amount of hemolysis, storage conditions, and age of the specimen).  878 
Testing laboratories must perform tests in accordance with the manufacturer’s 879 
instructions (21 CFR 1271.80(c)), including any instructions concerning factors that 880 
might affect specimen stability. 881 

 882 
5. Algorithms 883 
 884 
An appropriate algorithm must evaluate the fluid volumes administered in the 48 885 
hours before collecting the specimen from the donor and show that plasma dilution 886 
sufficient to affect test results has not occurred (21 CFR 1271.80(d)(2)(i)(B)).  A 887 
plasma dilution of greater than 50% (1:2 dilution) could make test results 888 
unreliable.  Therefore, you should use a method that compares the actual fluid 889 
volumes administered with both the donor’s plasma and blood volumes to assess 890 
whether a greater than 50% dilution has occurred. 891 
 892 
If the algorithm shows that greater than a 50% dilution has occurred, then you 893 
should not use the post-transfusion/infusion specimen for testing.  You should not 894 
use further procedures that attempt to qualify the ineligible specimen. 895 
 896 
When calculating blood and plasma volumes for donors in the 45-to-100-kilogram 897 
range, where there is blood loss with replacement, you should calculate and assess 898 
both blood volume and plasma volume as follows: 899 

• Determine the blood volume in milliliters (mL) by dividing the body weight 900 
in kilograms (kg) by 0.015, or alternatively by multiplying the body weight 901 
in kilograms by 70 mL/kg. 902 
 903 

• Determine the plasma volume in milliliters (mL) by dividing the body 904 
weight in kilograms (kg) by 0.025, or alternatively by multiplying the body 905 
weight in kilograms by 40 mL/kg. 906 

 907 
When calculating blood and plasma volumes for a donor of any weight, you may 908 
consider using an algorithm based upon body surface area.  909 
 910 
See Appendix 1 for additional information.  911 
 912 
6. What are some useful definitions related to plasma dilution? 913 

• Blood component “means a product containing a part of human blood 914 
separated by physical or mechanical means” (21 CFR 1271.3(i)). 915 
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• Colloid means:  “(1) a protein or polysaccharide solution, such as albumin, 916 
dextran, or hetastarch, that can be used to increase or maintain osmotic 917 
(oncotic) pressure in the intravascular compartment; or (2) blood 918 
components such as plasma and platelets” (21 CFR 1271.3(j)). 919 

• Crystalloid “means an isotonic salt and/or glucose solution used for 920 
electrolyte replacement or to increase intravascular volume, such as saline 921 
solution, Ringer’s lactate solution, 5 percent dextrose in water” (21 CFR 922 
1271.3(k)), or total parenteral nutrition (TPN) (Ref. 17). 923 

• Plasma dilution “means a decrease in the concentration of the donor’s 924 
plasma proteins and circulating antigens or antibodies resulting from the 925 
transfusion of blood or blood components and/or infusion of fluids” (21 926 
CFR 1271.3(p)). 927 

 928 
H. Are there additional considerations regarding specimens for donor testing? 929 
 930 
Test kit manufacturers’ instructions provide specific specimen procedures (i.e., collection, 931 
preparation, and storage) that were used in test validation.  A donor’s medical condition 932 
and treatment and/or collection or handling of a donor specimen can affect the reliability of 933 
testing and cause false negative test results thereby increasing the risk of donor-related 934 
transmission of communicable diseases.  Such considerations are applicable to collection of 935 
specimens from living donors and cadaveric (non-heart-beating) donors. 936 
 937 
In addition to evaluation of plasma dilution described in 21 CFR 1271.80(d)(2), the 938 
following factors can affect the donor specimen and the reliability of communicable 939 
disease test results:  1) donor medical conditions and treatment; and 2) collection and 940 
handling of donor specimens.  941 
 942 

1. Donor medical conditions and treatment 943 
 944 

Detection of antibodies against viral agents can be impaired if the donor is 945 
immunocompromised either due to an immunodeficiency disorder (Refs. 18-22) or 946 
if they have received immunosuppressive therapy (Refs. 23-25).  These conditions 947 
can affect the reliability of test results due to the person’s inability to produce an 948 
immune response.  Therefore, it is important to consider the potential impact on 949 
communicable disease testing when a donor has an immunodeficiency disorder or 950 
has a recent history of treatment with immunosuppressive agents.  Such therapies 951 
vary (i.e., type and duration of therapy) and should be evaluated on a case-by-case 952 
basis. 953 
 954 
The donor’s medical condition(s) and treatment(s) should be evaluated when 955 
reviewing available relevant medical records (21 CFR 1271.3(s)). 956 

 957 
2. Collection and handling of donor specimens 958 

 959 
Donor screening tests must be performed in accordance with the manufacturers’ 960 
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instructions (21 CFR 1271.80(c)).  Further considerations include: 961 

• using blood collection tubes or specimen collection kits that are within the 962 
date of expiration;  963 

• using the appropriate type of collection tube or collection kit for the test 964 
(e.g., for a blood specimen, no anticoagulant or a specific anticoagulant); 965 

• understanding expectations for specimen stability such as storage and 966 
transport conditions post-collection, which can be reflected in instructions to 967 
refrigerate or freeze specimens, or to centrifuge blood tubes and/or separate 968 
plasma from red blood cells within time limits; and 969 

• performing required testing within a specified timeframe post-collection.  970 

A donor blood specimen can be diluted if the specimen is drawn in close proximity 971 
to a vascular access device (i.e., an infusion catheter or port).  This can occur even 972 
though, after reviewing records of infusions and transfusions and applying an 973 
algorithm, you do not suspect plasma dilution sufficient to affect the results of 974 
communicable disease testing.  Whenever possible, blood should be collected from 975 
the opposite arm where an IV fluid (including transfused blood products) is, or was 976 
recently, administered (Ref. 26).   977 

 978 
 979 
VI. ADDITIONAL SCREENING AND TESTING REQUIREMENTS FOR DONORS 980 

OF REPRODUCTIVE CELLS AND TISSUES (21 CFR 1271.75, 1271.80, AND 981 
1271.85) 982 

 983 
A. Do I need to screen and test all donors of reproductive cells and tissue? 984 
 985 
Except as provided in 21 CFR 1271.90, you must screen and test all directed reproductive 986 
donors (as defined in 21 CFR 1271.3(l)) and anonymous donors of reproductive cells and 987 
tissues (21 CFR 1271.75, 1271.80, and 1271.85) (Refs. 27-46). 988 

 989 
B. What additional screening must I do for donors of reproductive cells and 990 

tissue? 991 
 992 
In addition to the screening required for all cell and tissue donors and, if applicable, the 993 
screening requirements for viable, leukocyte-rich cell and tissue donors, you must review 994 
the relevant medical records of donors of reproductive HCT/Ps (who are not sexually 995 
intimate partners) for risk factors for and clinical evidence of infection due to relevant 996 
sexually transmitted and genitourinary diseases that can be transmitted with the recovery of 997 
the reproductive cells or tissue (21 CFR 1271.75(c)).  These include: 998 

• Chlamydia trachomatis; and 999 

• Neisseria gonorrhoeae. 1000 
 1001 
For specific donor screening recommendations, refer to the specific guidance, when 1002 
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finalized, for Chlamydia trachomatis and Neisseria gonorrhoeae. 1003 
 1004 

C. What additional testing must I perform on donors of reproductive cells and 1005 
tissue? 1006 

 1007 
In addition to the testing required for all cell and tissue donors, and, if applicable, the 1008 
testing required for donors of viable, leukocyte-rich cells and tissues, you must test donors 1009 
of reproductive HCT/Ps (who are not sexually intimate partners) for evidence of infection 1010 
due to relevant genitourinary disease agents (21 CFR 1271.85(c)).  These include: 1011 

• Chlamydia trachomatis; and 1012 

• Neisseria gonorrhoeae. 1013 

 1014 
D. After the initial donor eligibility determination is performed, and the donor is 1015 

determined to be eligible, what follow-up testing is required to qualify 1016 
donations by an anonymous semen donor? 1017 

 1018 
For an initial donation, even though the donor eligibility determination is performed and 1019 
the donor is determined eligible, you must quarantine that initial donation and any 1020 
subsequent donations for at least 6 months (21 CFR 1271.60(a)).  At least 6 months after 1021 
the [initial] donation, you must collect a new specimen from the anonymous semen donor 1022 
and repeat testing required under 21 CFR 1271.85(a) through (c) (21 CFR 1271.85(d)).  1023 
The results from the requisite retesting serve as the test of record to qualify the donation(s) 1024 
for release that have been held in quarantine for at least 6 months.  Also see section IV.D. 1025 
of this document for a discussion of when you may use an abbreviated donor screening 1026 
procedure to screen repeat donors. 1027 

Examples: 1028 

• Initial anonymous semen donation:  An anonymous semen donor begins a 1029 
donation program.  Complete donor screening (21 CFR 1271.75) is performed 1030 
on February 2, 2020; donor specimens for testing15 (21 CFR 1271.80 and 1031 
1271.85) are collected on February 3, 2020.  Screening finds no evidence of risk 1032 
factors for, or clinical evidence of, RCDADs and testing is negative or non-1033 
reactive for evidence of infection due to RCDADs.  The donor is determined to 1034 
be eligible on February 5, 2020; however, the initial semen donation, as well as 1035 
all subsequent semen donations must each be quarantined for at least six months 1036 
in accordance with 21 CFR 1271.60(a).  1037 

• Subsequent anonymous semen donations during a 6-month period:  The donor 1038 
continues to donate semen multiple times through August 8, 2020.  Prior to each 1039 
donation, abbreviated donor screening is completed (21 CFR 1271.75(e)), as 1040 
required.  The semen donations must be quarantined until you have results of 1041 
retesting of the donor performed at least six months after the date of semen 1042 

 
15 See FDA’s webpage on “Testing HCT/P Donors for Relevant Communicable Disease Agents and Diseases”, 
available at https://www.fda.gov/vaccines-blood-biologics/safety-availability-biologics/testing-human-cells-tissues-
and-cellular-and-tissue-based-product-hctp-donors-relevant-communicable.  

https://www.fda.gov/vaccines-blood-biologics/safety-availability-biologics/testing-human-cells-tissues-and-cellular-and-tissue-based-product-hctp-donors-relevant-communicable
https://www.fda.gov/vaccines-blood-biologics/safety-availability-biologics/testing-human-cells-tissues-and-cellular-and-tissue-based-product-hctp-donors-relevant-communicable
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collection (see 21 CFR 1271.60(a)).  1043 

• Retesting the anonymous semen donor at least 6 months after the date of initial 1044 
donation (21 CFR 1271.85(d)):  New specimens are collected from the donor on 1045 
August 8, 2020, and are re-tested for evidence of infection due to RCDADs for 1046 
which testing is required under 21 CFR 1271.85 (a) through (c).  The results 1047 
from all required retesting are negative or non-reactive.16  These results now 1048 
serve as the test of record to qualify semen donations collected on or before 1049 
February 9, 2020.  Donations collected on or before February 9, 2020, may now 1050 
be released from quarantine for distribution. 1051 

Complete donor screening, donor testing for RCDADs, and a donor eligibility 1052 
determination are required every six months for repeat anonymous semen donors who 1053 
choose to continue donating (see 21 CFR 1271.45, 1271.50, 1271.60, 1271.75, and 1054 
1271.85).  The 6-month semen quarantine and donor re-testing requirements also apply 1055 
to these subsequent donations. 1056 
 1057 
If a repeat anonymous semen donor discontinues donations, you should wait at least 6 1058 
months from the final donation and re-test the donor for all RCDADs in order to qualify 1059 
the final donation. 1060 

 1061 
E. Is follow-up testing required for directed donors of semen? 1062 
 1063 
No, we do not require follow-up testing when semen is donated for directed use.  1064 
Specimens collected for use in donor eligibility testing must be collected within 7 days of 1065 
each collection (21 CFR 1271.80(b)).  You may alternately elect to perform quarantine of 1066 
semen and retesting of the directed donor as described for anonymous semen donors in 1067 
section VI.D. of this document (21 CFR 1271.85(d)), rather than performing donor testing 1068 
within 7 days of each collection. 1069 

 1070 
F. Is a donor eligibility determination required for gestational carriers or 1071 

surrogate carriers? 1072 
 1073 

No.  Gestational or surrogate carriers are considered HCT/P recipients.  A donor eligibility 1074 
determination is not required for a recipient of HCT/Ps. 1075 

  1076 

 
16 If the results from any of the required retesting are positive or reactive, you must not release any semen donation(s) 
held in quarantine since the previous negative or non-reactive test results for relevant communicable disease agents. In 
some instances, the retesting specimens may also serve as the testing to complete a new donor eligibility determination 
that is required at least every 6 months. 
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 1077 
G. Is a donor eligibility determination required for donors of reproductive cells 1078 

and tissues used to form embryos that will be transferred to a gestational or 1079 
surrogate carrier? 1080 

 1081 
21 CFR 1271.45(b) states that “in the case of an embryo or cells derived from an embryo, a 1082 
donor eligibility determination is required for both the oocyte donor and the semen donor.”  1083 
In complying with screening and testing requirements when embryos are involved, you 1084 
should consider the relationship between the gestational carrier and the oocyte and semen 1085 
donors separately in order to determine which donor eligibility requirements apply. 1086 
 1087 
In the following examples the embryos are intended for transfer to a gestational carrier. 1088 
 1089 

Example 1: A gestational carrier known to a couple will carry embryos formed using 1090 
oocytes from the female member of the couple and a mixture of semen from the male 1091 
member of the couple and an anonymous donor.  The embryos have not been formed. 1092 

• A donor eligibility determination is not required for the gestational carrier. 1093 

• The couple is known to the recipient (the gestational carrier) so both members 1094 
of the couple are considered directed donors (21 CFR 1271.3(l)). 1095 

• A donor eligibility determination must be made for both members of that couple  1096 
(21 CFR 1271.45(b)), but the use of reproductive cells or tissue from an 1097 
ineligible directed donor is not prohibited (with proper labeling) (21 CFR 1098 
1271.65 (b)). 1099 

• Neither quarantine of the directed donor’s semen nor retesting of the directed 1100 
donor is required (21 CFR 1271.60(a) and 1271.85(d)). 1101 

• The other semen donor is not known to the gestational carrier, so that donor is 1102 
considered an anonymous donor and must have a donor eligibility 1103 
determination.  If the anonymous semen donor is ineligible or the donor 1104 
eligibility determination is not complete, the semen must not be used because 1105 
none of the exceptions for use under 21 CFR 1271.60(d), 1271.65(b), or 1106 
1271.90 are met. 1107 

• Quarantine of the anonymous donor’s semen and retesting of the anonymous 1108 
semen donor is required (21 CFR 1271.60(a) and 1271.85(d)). 1109 

Example 2: A gestational carrier known to a couple will carry embryos formed from 1110 
oocytes donated by a donor who is known to the couple, but not to the gestational 1111 
carrier, and semen from a member of that couple.  The embryos have not been formed. 1112 

• A donor eligibility determination is not required for the gestational carrier. 1113 

• The couple is known to the recipient (the gestational carrier) so the semen donor 1114 
in this situation would be a directed donor (21 CFR 1271.3(l)). 1115 

  1116 
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• A donor eligibility determination must be made for the directed semen donor 1117 
each time he donates semen, but the use of semen from an ineligible directed 1118 
donor is not prohibited (with proper labeling) (21 CFR 1271.65(b)). 1119 

• Neither quarantine of the directed donor’s semen nor retesting of the directed 1120 
donor is required (21 CFR 1271.60(a) and 1271.85(d)). 1121 

• The oocyte donor is known to the couple but not known to the gestational 1122 
carrier, so the donor is considered an anonymous donor. 1123 

• An anonymous donor must have a donor eligibility determination (21 CFR 1124 
1271.45(b)).  If the oocyte donor is ineligible, or the donor eligibility 1125 
determination cannot be made, the oocytes cannot be used because none of the 1126 
exceptions for use under 21 CFR 1271.60(d), 1271.65(b), or 1271.90 are met. 1127 

Example 3:  A surrogate is known to a couple.  The surrogate’s oocytes and semen 1128 
from a member of the couple will be used to form embryos that will be carried for the 1129 
couple by the surrogate.  The embryos have not been formed. 1130 

• A donor eligibility determination is not required for the surrogate because the 1131 
oocytes are for autologous use (21 CFR 1271.90(a)(1)). 1132 

• The couple is known to the surrogate, so the semen donor would be a directed 1133 
donor (21 CFR 1271.3(l)). 1134 

• A donor eligibility determination is required for the semen donor at the time of 1135 
each donation (21 CFR 1271.45(b)), however, to form embryos, the use of semen 1136 
from an ineligible directed donor is not prohibited (with proper labeling) (21 CFR 1137 
1271.65(b)). 1138 

• Neither quarantine of the directed donor’s semen nor retesting of the directed 1139 
donor is required (21 CFR 1271.60(a) and 1271.85(d)). 1140 

Example 4: A gestational carrier is known to the intended parent, but not to the gamete 1141 
donors.  Embryos have not been formed.  The establishment did not ask any donor 1142 
screening questions related to an RCDAD risk exposure for the semen donor.  Because 1143 
the donor eligibility determination was not complete, the establishment subsequently 1144 
contacted the semen donor and appropriately screened him, relevant to the recovery 1145 
date of semen, for the RCDAD risk factor that was initially missed.  The screening and 1146 
testing of the semen donor did not identify any other risk factors for RCDADs. 1147 

• A donor eligibility determination is not required for the gestational carrier. 1148 

• The gamete donors are not known to the gestational carrier, so the donors are 1149 
considered anonymous donors and must each have a donor eligibility 1150 
determination.  If the gamete donors are determined ineligible or the donor 1151 
eligibility determination is not completed for each donor, the oocytes and semen 1152 
donors do not meet any exceptions for use under 21 CFR 1271.60(d), 1153 
1271.65(b), or 1271.90. 1154 

• Quarantine of the anonymous donor’s semen and retesting of the anonymous 1155 
semen donor is required (21 CFR 1271.60(a) and 1271.85(d)).  1156 
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• Because the donor screening and testing were completed and the semen donor 1157 
had no identified risk factors for RCDADs, the semen donor is determined to be 1158 
eligible. 1159 

 1160 
 1161 
VII. EXCEPTIONS FROM THE REQUIREMENTS FOR DETERMINING DONOR 1162 

ELIGIBILITY AND SPECIAL CIRCUMSTANCES (21 CFR 1271.90, 1271.60(d), 1163 
1271.65(b), AND 1271.65(c)) 1164 

 1165 
The regulations describe (1) situations when you are not required to perform a donor eligibility 1166 
determination; (2) situations in which the donor eligibility determination is incomplete; and (3) 1167 
situations in which the use of cells or tissue from a donor who has been determined to be ineligible 1168 
is not prohibited.  These situations require special labels.  We define the term “label” when used in 1169 
this guidance and in 21 CFR 1271.60(d), 1271.65(b), and 1271.90(c), to mean either (1) a printed 1170 
label affixed to the HCT/P container, or (2) a printed label affixed as a tie-tag to the HCT/P 1171 
container.  However, if it is not physically possible to comply with (1) or (2), either because the 1172 
container is too small to affix all of these labels to the container, or because the container is frozen, 1173 
and therefore affixing the labels or attaching a tie-tag is not feasible, then the “Warning” 1174 
statements in section VII.D. of this guidance may accompany the HCT/P. 1175 
 1176 

A. When is a donor eligibility determination not required? (21 CFR 1271.90) 1177 
 1178 

There are four exceptions to the requirement to make a determination of donor eligibility or 1179 
to perform donor screening and testing (21 CFR 1271.90(a)): 1180 
 1181 

1. Cells and tissue for autologous use (21 CFR 1271.90(a)(1)); 1182 
 1183 

2.  Reproductive cells or tissue donated by a sexually intimate partner of the 1184 
recipient for reproductive use (21 CFR 1271.90(a)(2)); 1185 

 1186 
This exception addresses the situation where the donor is a sexually intimate partner 1187 
of the recipient.  These examples provide scenarios that do and do not qualify for 1188 
the exception. 1189 

 1190 
Example 1:  Sexually intimate partners want to form embryos using the male 1191 
partner’s semen (i.e., the semen donor) and oocytes from an anonymous donor.  1192 
The resulting embryos will be implanted into the female partner (i.e., the 1193 
recipient).  A donor eligibility determination is not required for the semen donor 1194 
because he is the sexually intimate partner of the recipient (21 CFR 1195 
1271.90(a)(2)).  However, a donor eligibility determination must be completed 1196 
for the anonymous oocyte donor, and the donor found to be eligible, in order for 1197 
the couple to use oocytes from the anonymous donor.. 1198 

 1199 
Example 2:  A female has been performing home inseminations using semen 1200 
provided by a donor with whom she is friends, but they are not sexually intimate 1201 
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partners.  After several attempts at home insemination, the female decides to 1202 
undergo in vitro fertilization using her oocytes and her friend’s semen.  A donor 1203 
eligibility determination would not have to be performed for the female since 1204 
the oocytes are for autologous use (21 CFR 1271.90(a)(1)).  However, a donor 1205 
eligibility determination must be completed for the semen donor because he is 1206 
not a sexually intimate partner.  Because the semen donor and recipient know 1207 
each other, the semen donor is a directed reproductive donor (21 CFR 1208 
1271.3(l)).  See section VII.F. of this document for additional discussion on use 1209 
of HCT/Ps from an ineligible directed reproductive donor. 1210 

 1211 
3.  Cryopreserved cells or tissue for reproductive use, other than embryos, exempt 1212 
at the time of donation as described in 1 and 2, above, that are subsequently 1213 
intended for directed donation, provided that: 1214 

 1215 
a. additional donations are unavailable, for example, due to the infertility or 1216 
health condition of a donor of the cryopreserved reproductive cells or tissue; 1217 
and 1218 
b. appropriate measures are taken to screen and test the donor(s) before 1219 
transfer to the recipient (21 CFR 1271.90(a)(3)). 1220 

 1221 
This exception addresses the situation where the donor was not screened and tested 1222 
at the time of cryopreservation of the reproductive cells or tissue, and where the 1223 
donor cannot make additional donations (e.g., the woman is post-menopausal or has 1224 
had her ovaries or uterus removed, or because the man has undergone 1225 
chemotherapy which renders him infertile).  The donor wishes to make a directed 1226 
donation of the cryopreserved semen or oocytes to someone the donor knows.  1227 
Under these circumstances, you should screen and test the donor before transfer to 1228 
the recipient.  In such cases, as in other cases involving directed donations of 1229 
reproductive tissue, we would not prohibit the use of an HCT/P from an ineligible 1230 
directed donor (see section VII.F.2. of this document). 1231 

 1232 
4.  A cryopreserved embryo, originally excepted under 21 CFR 1271.90(a)(2) at 1233 
the time of cryopreservation, that is subsequently intended for directed or 1234 
anonymous donation.  When possible, you should take appropriate measures (see 1235 
below in this section of this document) to screen and test the semen and oocyte 1236 
donors before transfer of the embryo to the recipient (21 CFR 1271.90(a)(4)). 1237 

 1238 
This exception addresses the situation where sexually intimate partners were not 1239 
screened and tested at the time of cryopreservation of their embryos, and later wish 1240 
to make a directed or anonymous donation of their cryopreserved embryo(s).  In 1241 
such cases, the use of embryos from an ineligible directed donor is not prohibited 1242 
(see 21 CFR 1271.90(b)).  For cryopreserved embryos excepted under 21 CFR 1243 
1271.90(a)(4), although FDA requires appropriate screening and testing, when 1244 
possible, you may still transfer the embryo if appropriate measures (i.e., donor 1245 
screening and testing) are not possible (e.g., because one of the donors is 1246 
unavailable).  Labeling requirements apply, regardless of whether the semen and 1247 
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oocyte donors were screened and tested (those labeling requirements are described 1248 
in section VII.B. in this guidance). 1249 
 1250 
Because one of the gamete donors would already have been found eligible, FDA 1251 
also intends to apply the exception under 21 CFR 1271.90(a)(4) to a sexually 1252 
intimate couple’s cryopreserved embryos where one of the gametes is from a 1253 
qualified (i.e., eligible) third party gamete donor, and the other gamete is from the 1254 
sexually intimate partner of the intended recipient.  In this circumstance, you should 1255 
also screen and test the sexually intimate partner gamete donor when possible, and 1256 
labeling requirements would apply. 1257 
 1258 
By “appropriate measures”, we mean that you screen and test the donor(s) for those 1259 
communicable disease agents for which a donor of such reproductive cells or tissue 1260 
would ordinarily be tested at the time of donation, and a donor eligibility 1261 
determination would be made, except that the donor(s) do not have to be tested for 1262 
Chlamydia trachomatis or Neisseria gonorrhoeae.  The reason is that subsequent 1263 
testing later for Chlamydia trachomatis or Neisseria gonorrhoeae, which would 1264 
occur at the time of donation of the reproductive cells or tissue to a recipient, would 1265 
not provide information about the status of the donor(s) for these agents at the time 1266 
of the earlier cryopreservation. 1267 
 1268 
If the donor(s) cannot be tested due to death or inability to locate the donor, you 1269 
should use the most recent available specimen from the donor(s) to perform 1270 
appropriate testing. 1271 
 1272 
If the donor(s) cannot be interviewed in person due to death or inability to locate the 1273 
donor(s), then the donor medical history interview may be performed with another 1274 
individual as described in 21 CFR 1271.3(n), and section IV.C. of this document. 1275 

 1276 
B. What does the 21 CFR 1271.90(b) exception mean for establishments that form 1277 

or use embryos? 1278 
 1279 
The exception under 21 CFR 1271.90(b) allows the reproductive use of cryopreserved 1280 
embryos that were formed for specific individuals or couples and subsequently donated for 1281 
directed or anonymous reproductive use even when the applicable donor eligibility 1282 
requirements under 21 CFR part 1271, subpart C, were not met.  Cryopreserved embryos 1283 
that were formed and cryopreserved on or after May 25, 2005, can be made available for 1284 
reproductive use.  1285 
 1286 
21 CFR 1271.90(b) does not create an exception for deficiencies that occurred in making 1287 
the donor eligibility determination for gamete donors as required under 21 CFR 1288 
1271.45(b), or for deficiencies in performing donor screening or testing, as required under 1289 
21 CFR 1271.75, 1271.80, and 1271.85.  Establishments remain responsible for making the 1290 
appropriate donor eligibility determination in accordance with 21 CFR part 1271 1291 
regulations.  1292 
 1293 
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21 CFR 1271.90(c) requires appropriate labeling for embryos that clearly describes the 1294 
donor screening, testing, and eligibility status of the individual donors whose gametes were 1295 
used to form the embryo.  The labeling is expected to provide specific and accurate 1296 
information to ensure that recipients and their physicians are fully informed of potential 1297 
risks of communicable diseases when the donor eligibility requirements under 21 CFR part 1298 
1271 subpart C are not met. 1299 

 1300 
C. Will an exemption request be required for embryos, originally intended for 1301 

reproductive use for a specific individual or couple, when regulatory 1302 
requirements for donor eligibility were not met? 1303 

 1304 
No.  Under 21 CFR 1271.90(b), if an embryo was “originally intended for reproductive use 1305 
for a specific individual or couple, its subsequent directed or anonymous donation for 1306 
reproductive use would not be prohibited under (21 CFR 1271.45(c))”.  For such use, an 1307 
exemption request is not required to be sent to FDA.    1308 

 1309 
D. What special labeling is required for HCT/Ps that are excepted under the 1310 

provision of 21 CFR 1271.90(a) from the donor eligibility determination (21 1311 
CFR 1271.90(c)(1) through (6))? 1312 

 1313 
If an HCT/P meets any of the exceptions in 21 CFR 1271.90(a), special labeling will be 1314 
required as described below.  More than one of the following label requirements may apply 1315 
to a particular HCT/P. 1316 

 1317 
For HCT/Ps excepted under 21 CFR 1271.90(a)(1), if the HCT/Ps are stored for autologous 1318 
use, then under 21 CFR 1271.90(c)(1) you must label the HCT/Ps “FOR AUTOLOGOUS 1319 
USE ONLY.” 1320 

 1321 
For HCT/Ps excepted under 21 CFR 1271.90(a)(1 through 4), if you do not test and screen 1322 
a donor, then under 21 CFR 1271.90(c)(2) you must label the HCT/Ps from that donor 1323 
“NOT EVALUATED FOR INFECTIOUS SUBSTANCES” unless you have performed all 1324 
otherwise applicable screening and testing under 21 CFR 1271.75, 1271.80, and 1271.85.  1325 
For instance, if you perform some but not all of the testing and screening that would 1326 
otherwise be required in these sections, or if you do not use a registered, CLIA-certified 1327 
laboratory, or FDA licensed, cleared, or approved donor screening tests, this label would 1328 
apply.  This label would not apply to reproductive cells and tissue labeled in accordance 1329 
with 21 CFR 1271.90(c)(6). 1330 
 1331 

Example 1: You must label an HCT/P from an autologous donor who has not 1332 
been screened and tested under the exception in 21 CFR 1271.90(a)(1), “FOR 1333 
AUTOLOGOUS USE ONLY” and “NOT EVALUATED FOR INFECTIOUS 1334 
SUBSTANCES.” 1335 
 1336 
Example 2:  A man wishes to donate semen for later use with a sexually 1337 
intimate partner.  You opt to test the man for HIV-1 and HIV-2 before he 1338 
donates the semen for use with his sexually intimate partner, but under the 21 1339 
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CFR 1271.90 (a)(2) exception you are not required to test for any of the relevant 1340 
communicable diseases for which anonymous or directed sperm donors would 1341 
be required to be tested.  If you do not perform all of the testing as required 1342 
under 21 CFR 1271.80, and 1271.85, you must label the stored semen “NOT 1343 
EVALUATED FOR INFECTIOUS SUBSTANCES.” 1344 
 1345 

For HCT/Ps excepted under 21 CFR 1271.90(a)(2 through 4), (excluding HCT/Ps for 1346 
autologous use), you must label the HCT/P with “WARNING:  Advise recipient of 1347 
communicable disease risks” when either the donor eligibility determination has not been 1348 
completed or if screening or testing indicates the presence of relevant communicable 1349 
disease agents and/or risk factors for or clinical evidence of RCDADs, 21 CFR 1350 
1271.90(c)(3). 1351 

 1352 
For any HCT/Ps excepted under 21 CFR 1271.90(a), if donor screening or testing 1353 
indicates the presence of an RCDAD or diseases and/or risk factors for or clinical 1354 
evidence of an RCDAD, then under 21 CFR 1271.90(c)(4) you must label the HCT/P with 1355 
the Biohazard legend shown in 21 CFR 1271.3(h). 1356 

 1357 
If HCT/Ps are recovered under 21 CFR 1271.90(a) from donors who have positive or 1358 
reactive test results for any relevant communicable disease agent, then under 21 CFR 1359 
1271.90(c)(5) you must label the HCT/P with “WARNING:  Reactive test results for 1360 
(name of disease agent or disease).” 1361 

 1362 
If recovered reproductive cells or tissue are subsequently intended for a directed donation 1363 
under 21 CFR 1271.90(a)(3) or directed or anonymous donation under 21 CFR 1364 
1271.90(a)(4), and the screening and testing is performed before transfer to the recipient 1365 
rather than at the time of recovery, then under 21 CFR 1271.90(c)(6) you must label the 1366 
HCT/P, “Advise recipient that screening and testing of the donors were not performed at 1367 
the time of cryopreservation of the reproductive cells or tissue, but have been performed 1368 
subsequently.”  Before transfer, if you have not performed all otherwise applicable 1369 
screening and testing under 21 CFR 1271.75, 1271.80(a), 1271.80(c)17, and 1271.85, then 1370 
21 CFR 1271.90(c)(2) would apply. 1371 

Example 1: HCT/Ps from a sexually intimate couple are used to form 1372 
embryos.  The partners were not required to be screened and tested (21 CFR 1373 
1271.90(a)(2)).  Some embryos are transferred to the female partner and other 1374 
embryos are cryopreserved.  It is determined that the female partner cannot 1375 
carry a fetus to term.  The couple then decides to transfer the cryopreserved 1376 
embryos to a gestational carrier who is known to the couple. 1377 

• A donor eligibility determination is not required for the gestational carrier. 1378 

• These cryopreserved embryos, originally excepted under 21 CFR 1379 
1271.90(a)(2), are subsequently intended for directed donation.  In 1380 
accordance with 21 CFR 1271.90(a)(4), appropriate measures should be 1381 

 
17 Note that 21 CFR 1271.80(b) is excluded because the specimens for subsequent donor testing are not collected 
within the specified timeframe.  
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taken, when possible, to screen and test the semen and oocyte donors before 1382 
transfer of the embryo to the recipient.  The couple agrees to be screened 1383 
and tested now, in accordance with 21 CFR 1271.75, 1271.80, and 1271.85 1384 
(see section VII.A. of this document).   1385 

• Under 21 CFR 1271.90(c)(6), you must prominently label the HCT/P with 1386 
the statement:  “Advise recipient that screening and testing of the donors 1387 
were not performed at the time of cryopreservation of the reproductive cells 1388 
or tissue, but have been performed subsequently.” 1389 

• The cryopreserved embryos are transferred to the gestational carrier.  1390 

If it was not possible to take appropriate measures to screen and test the donors 1391 
(e.g., because one donor resides outside the United States and is unavailable) the 1392 
embryos could nevertheless be transferred to the gestational carrier.  In that 1393 
case, the labeling would contain the statements:  “Not evaluated for infectious 1394 
substances” (21 CFR 1271.90(b)(2)) and “Warning:  Advise recipient of 1395 
communicable disease risk” (21 CFR 1271.90(c)(3)). 1396 

 1397 
The records required under 21 CFR 1271.55 (see section III.G. of this document), 1398 
including the distinct identification code affixed to the HCT/P container, the statement of 1399 
donor eligibility or ineligibility, based on the results of the screening and testing, and the 1400 
summary of records are NOT required for HCT/Ps excepted under 21 CFR 1271.90(a).  1401 
The reason is that 21 CFR 1271.55 applies only after a donor eligibility determination is 1402 
complete, and this does not occur in the situations in 21 CFR 1271.90.  However, you 1403 
should include this information, if known. 1404 

Example 2: Embryos were formed using oocytes and semen from anonymous 1405 
donors, who were determined eligible in accordance with 21 CFR part 1271 1406 
regulations.  However, several weeks later the laboratory informed the 1407 
reproductive establishment that the tests for anti-HCV and total anti-HBc (IgG 1408 
and IgM) were not performed in accordance with manufacturer’s instructions 1409 
for use and are invalid.  Subsequently, the oocyte and semen donors were tested 1410 
for anti-HCV and total anti-HBc (IgG and IgM) in accordance with the 1411 
manufacturer’s instructions for use.  The oocyte donor was found to be positive 1412 
for anti-HCV, but negative for total anti-HBc (IgG and IgM).  The semen donor 1413 
was found to be negative for anti-HCV and negative for total anti-HBc (IgG and 1414 
IgM).    1415 

• An exemption request is not required for use of these embryos.   1416 

• The oocyte donor would be considered ineligible for future donations of the 1417 
oocytes because of the positive test result for anti-HCV. 1418 

• These embryos must be appropriately labeled with “WARNING:  Advise 1419 
recipient of communicable disease risks” (21 CFR 1271.90(c)(3)), biohazard 1420 
legend shown in 21 CFR 1271.3(h) (21 CFR 1271.90(c)(4)), with 1421 
“WARNING:  Reactive test results for hepatitis C virus” (21 CFR 1422 
1271.90(c)(5)). 1423 
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 1424 
E. Can cells or tissue from a donor be used before the donor eligibility 1425 

determination under 21 CFR 1271.50(a) is completed? 1426 
 1427 
Yes.  The use of cells or tissues from a donor before the donor eligibility determination is 1428 
completed, is not prohibited under 21 CFR 1271.60(d) if there is a documented urgent 1429 
medical need.  An urgent medical need means that no comparable HCT/P is available and 1430 
the recipient is likely to suffer death or serious morbidity without the HCT/P (21 CFR 1431 
1271.3(u)).  However, you must comply with the following requirements under 21 CFR 1432 
1271.60(d)(2) through (4). 1433 

 1434 
1. Under 21 CFR 1271.60(d)(2), if an HCT/P is made available based on a 1435 
physician’s request for urgent medical need before completing the donor eligibility 1436 
determination, you must document the urgent medical need and label the HCT/P 1437 
prominently:  “NOT EVALUATED FOR INFECTIOUS SUBSTANCES,” and 1438 
“WARNING:  Advise patient of communicable disease risk.” 1439 
 1440 
2. Under 21 CFR 1271.60(d)(2)(i-iii), the HCT/P must be accompanied by a 1441 
statement of:  (a) the results of any required donor screening that has been 1442 
completed; (b) the results of any required testing that has been completed; and (c) a 1443 
list of any required screening and testing that has not yet been completed. 1444 
 1445 
For example, if a risk factor for an RCDAD is identified during donor screening or 1446 
for any test result, the label could include a Biohazard legend and a list of disease 1447 
agents or diseases for which a risk has been identified.  This labeling is in addition 1448 
to the labeling required under 21 CFR 1271.60(d)(2). 1449 
 1450 
3. Under 21 CFR 1271.60(d)(3), the manufacturer of the HCT/P must document 1451 
that the physician using the HCT/P was notified that the testing and screening were 1452 
not complete. 1453 
 1454 
4. Under 21 CFR 1271.60(d)(4), you must complete the donor eligibility 1455 
determination during or after the emergency use of the HCT/P and inform the 1456 
physician of the results of the determination. 1457 

 1458 
5. If the donor eligibility determination under 21 CFR 1271.50(a) cannot be 1459 
completed in accordance with the donor screening and testing requirements, the 1460 
cells or tissues may be made available under limited circumstances if there is a 1461 
documented urgent medical need (21 CFR 1271.60(d)).  In limited circumstances 1462 
involving certain lifesaving HCT/Ps (e.g., cryopreserved hematopoietic 1463 
stem/progenitor cells derived from cord blood), it may not be possible to complete 1464 
the donor eligibility determination in accordance with the donor screening and 1465 
testing requirements under 21 CFR 1271.75, 1271.80, and 1271.85.  For example, 1466 
the donor testing may have been performed by a foreign establishment using a 1467 
donor screening test that is not FDA-licensed, approved, or cleared, and an adequate 1468 
or acceptable specimen is not available for retesting the donor within the required 1469 
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specimen collection timeframe.  In such limited circumstances, the establishment 1470 
should have a process for documenting attempts to complete the donor eligibility 1471 
determination and the outcome of such attempts.  The HCT/P must be labeled in 1472 
accordance with 21 CFR 1271.60(d)(2) and the establishment must notify the 1473 
physician using the HCT/P that the testing and screening were not complete (21 1474 
CFR 1271.60(d)(3)).  1475 

 1476 
F. Can cells or tissue from an ineligible donor ever be used for implantation, 1477 

transplantation, infusion, or transfer (21 CFR 1271.65(b) and 1271.90(b))? 1478 
 1479 

Yes.  Under 21 CFR 1271.65(b), an HCT/P from an ineligible donor, based on required 1480 
testing and/or screening results, is not prohibited from use for implantation, transplantation, 1481 
infusion, or transfer in the following three circumstances. 1482 

 1483 
1. The HCT/P is for allogeneic use in a first-degree or second-degree blood 1484 
relative (21 CFR 1271.65(b)(1)(i)).  (Parents, children, and siblings are considered 1485 
first-degree relatives.  Aunts, uncles, nieces, nephews, first cousins, grandparents, 1486 
and grandchildren are second-degree relatives.  Relations by adoption or marriage 1487 
are not included); 1488 
 1489 
2. The HCT/P consists of reproductive cells or tissue from a ‘directed reproductive 1490 
donor’ (21 CFR 1271.65(b)(1)(ii)).  A directed reproductive donor means a donor 1491 
of reproductive cells or tissue, including semen, oocytes, and embryos, to which the 1492 
donor contributed the spermatozoa or oocyte, to a specific recipient, and who 1493 
knows and is known by the recipient before donation.  The term does not include a 1494 
sexually intimate partner (21 CFR 1271.3(l)).  The intent is to allow donation of 1495 
gametes in situations where there is a prior established relationship between 1496 
donor(s) and recipient.18  FDA considers it the responsibility of the individual 1497 
establishment to determine if a relationship between donor(s) and recipient meets 1498 
the 21 CFR 1271.3(l) definition.   1499 

 1500 
Example:  A couple intends to form embryos using the male partner’s 1501 
semen and anonymous oocytes.  Because the female partner is unable to carry 1502 
the pregnancy, the couple decides to use a gestational carrier known to the 1503 
couple.  A complete donor eligibility determination is performed on both 1504 
gamete donors.  The anonymous oocyte donor is determined to be eligible.  The 1505 
semen donor (male partner) is determined to be ineligible because he resided in 1506 
a country with transmissible spongiform encephalopathy (TSE) risk in the 1507 
1980s.   1508 

• A complete donor eligibility determination is required for both gamete 1509 
donors.  1510 

 
18 See 69 FR 29786, Comment 13 and Response: “We have distinguished between directed reproductive donors and 
anonymous donors to respect the existence of relationships between people who know each other and have made a 
joint decision for the recipient to conceive a child.” 
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• The semen donor knows and is known by the recipient (the gestational 1511 
carrier), so he is considered a directed reproductive donor.  However, the 1512 
oocyte donor is anonymous (i.e., she is not known to the recipient) and 1513 
therefore is not a directed donor.    1514 

• The use of HCT/Ps from this ineligible directed semen donor is not 1515 
prohibited under 21 CFR 1271.65(b)(1)(ii) with proper labeling (21 CFR 1516 
1271.65(b)(2-3)). 1517 

3. There is an urgent medical need for the HCT/P based upon a physician’s request 1518 
documented by the establishment.   1519 

 1520 
An HCT/P made available under these provisions from an otherwise ineligible donor must 1521 
be labeled prominently with the Biohazard legend (21 CFR 1271.3(h)) and with the 1522 
statement “WARNING:  Advise patient of communicable disease risk,” and, in the case of 1523 
reactive or positive test results, “WARNING:  Reactive test results for (name of disease 1524 
agent or disease)” (21 CFR 1271.65(b)(2)).  The records required under 21 CFR 1271.55 1525 
must accompany the HCT/Ps used under 21 CFR 1271.65(b).  The records required under 1526 
21 CFR 1271.55 (section III.G. of this document) include the distinct identification code 1527 
affixed to the HCT/P container, the statement of donor eligibility or ineligibility, and the 1528 
summary of records.  If the donor was determined to be ineligible based on screening, the 1529 
summary of records must contain a statement noting the reason or reasons for the 1530 
determination of ineligibility (21 CFR 1271.55(b)(4)). 1531 
 1532 
Moreover, if you are the manufacturer of an HCT/P used in the previously described 1533 
circumstances, you must document that you notified the physician using the HCT/P of the 1534 
results of screening and testing (21 CFR 1271.65(b)(3)). 1535 
 1536 

If testing and screening are not required under the regulations, such as when a donor donates 1537 
reproductive tissue to a sexually intimate partner, then the reproductive tissue may be donated in 1538 
accordance with that exception, even if you know that the donor is otherwise ineligible.  In 1539 
addition, under 21 CFR 1271.90(b), an embryo, in which one or both gametes were determined 1540 
ineligible, is excepted from prohibition on use under 21 CFR 1271.45(c) even when the applicable 1541 
donor eligibility requirements under subpart C are not met.  Under this circumstance, the embryo 1542 
must be appropriately labeled as described in 21 CFR 1271.90(c).   1543 

 1544 
G. Are there any other uses for HCT/Ps from donors determined to be ineligible? 1545 

 1546 
Yes.  The use of HCT/Ps from a donor determined to be ineligible, is not prohibited for 1547 
nonclinical uses, so long as they bear the Biohazard legend and are labeled “For 1548 
Nonclinical Use Only” (21 CFR 1271.65(c)). 1549 
 1550 

  1551 
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ACCOMPANYING QUESTIONS FOR FLOW CHART WHEN DETERMINING IF A 
DONOR SPECIMEN IS ADEQUATE FOR COMMUNICABLE DISEASE TESTING 

 
Question #1 – Has the donor had a transfusion or infusion? 
 
• If the answer to question # 1 is no, then test the blood specimen 
• If the answer to question #1 is yes, then ask question #2 
 
Question #2 – Is there a recent (see 21 CFR 1271.80(b)) pre-transfusion/infusion blood specimen 
available? 
 
• If the answer to Question #2 is no, then ask Question #3 
• If the answer to Question #2 is yes, then test the pre-transfusion/infusion blood specimen that 

is available 
 
Question #3 – Is the donor greater than 12 years old? 
 
• If the answer to Question #3 is no, then apply an appropriate algorithm 
• If the answer to Question #3 is yes, then ask Question #4 
  
Question #4 – Has blood loss occurred? 

• If the answer to Question #4 is no, then test the blood specimen 
• If the answer to Question #4 is yes, then ask Question #5 
 
Question #5 – Are any of the following conditions exceeded where the donor has received a 
transfusion or infusion of any of the following? 
 
• 2000 mL of blood or colloid given to the donor within 48 hours before death or specimen 

collection, whichever occurred earlier; 
• 2000 mL of crystalloids within the last hour before death or specimen collection, whichever 

occurred earlier; or 
• 2000 mL total of any combination of blood and colloid within 48 hours, and crystalloid 

within the past hour, before death or specimen collection, whichever occurred earlier 
 
* If the answer to Question #5 is no, then test the blood specimen 
* If the answer to Question #5 is yes, then apply algorithm 
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EXAMPLE OF AN ALGORITHM 
 

DONOR ID #    
 

Date and time of specimen collection     
Donor’s weight in kg    

 
 
A = Total volume of blood transfused in the 48 hours before death or specimen collection, 

whichever comes first 
 
B = Total volume of colloid infused in the 48 hours before death or specimen collection, 

whichever comes first 
 
C = Total volume of crystalloid infused in the 1 hour before death or specimen collection, 

whichever comes first 
 
BV =  Donor’s blood volume 
 

Calculated blood volume = donor’s weight (kg) ÷ 0.015 OR 
 donor’s weight (kg) x 70 mL/kg 

 
PV =  Donor’s plasma volume 
 

Calculated plasma volume = donor’s weight (kg) ÷ 0.025 OR 
 donor’s weight (kg) x 40 mL/kg 

 
Calculate both: 
 

1. Is B + C > PV? 
2. Is A + B + C > BV? 

 
[Enter a zero if a category (A, B, or C) was not transfused/infused.] 

 
Determination of Donor Specimen Acceptability for Communicable Disease Tests: 

 
If the answers to both 1 and 2 are NO, the post-transfusion/infusion specimen is acceptable. 
 
If the answer to either 1 or 2 is YES, the post-transfusion/infusion specimen is not acceptable; use 
a recent (see 21 CFR 1271.80(b)) pre-transfusion/infusion specimen or the donor is ineligible. 
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EXAMPLE OF A PLASMA DILUTION WORKSHEET  
 
Donor ID #    

Date and time of specimen collection ……………… ______________am/pm  
Donor weight in kg ………………………………….                         kg 

 
A. Total volume of blood transfused in the 48 hours before death or specimen collection, 

whichever comes first 
 

 
A 

 RBCs mL 
Whole blood mL 

TOTAL mL 
 
B. Total volume of colloid fluids infused in the 48 hours before death or specimen collection, 

whichever comes first 
 

 
 

B 

 Dextran mL 
 Plasma mL 
 Platelets mL 
 Albumin mL 
 Hetastarch mL 

Other  mL 
TOTAL mL 

 
C. Total volume of crystalloid fluids infused in the 1 hour before death or specimen collection, 

whichever comes first 
 

 
 

C 

 Saline mL 
 Dextrose in water mL 
 Ringer’s lactate mL 

Other  mL 
TOTAL mL 

 
Blood Volume (BV) = donor’s weight (kg) ÷ 0.015 ………… 
 OR (BV) = donor’s weight (kg)  x 70 mL/kg……...  mL 
Plasma Volume (PV) = donor’s weight (kg) ÷ 0.025 ………… 
 OR (PV) = donor’s weight (kg)  x 40 mL/kg……...  mL 

 
Determination of Donor Specimen Acceptability for Communicable Disease Testing: 
[Calculate both 1. and 2.  Enter a zero if a category (A, B, or C) was not transfused/infused] 
 

1. Is B + C > PV?                Y    N 
2. Is A + B + C > BV?   Y    N 
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If the answers to both 1 and 2 are NO, the post-transfusion/infusion specimen is acceptable. 
□ Specimen is acceptable  

 
OR 
 
If the answer to either 1 or 2 is YES, the post-transfusion/infusion specimen is not acceptable.  

□ Specimen is not acceptable; use a recent (see 21 CFR 1271.80(b)) pre-transfusion/infusion 
specimen, or a different qualified specimen, or the donor eligibility determination cannot be 
made. 
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