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§ 10.21 Exclusion of orphan drugs for 
certain covered entities. 

(a) General. For the covered entities 
described in paragraph (b) of this sec-
tion, a covered outpatient drug does 
not include orphan drugs that are 
transferred, prescribed, sold, or other-
wise used for the rare condition or dis-
ease for which that orphan drug was 
designated under section 526 of the 
FFDCA. A covered outpatient drug in-
cludes drugs that are designated under 
section 526 of the FFDCA when they 
are transferred, prescribed, sold, or 
otherwise used for any medically-ac-
cepted indication other than treating 
the rare disease or condition for which 
the drug was designated under section 
526 of the FFDCA. 

(b) Covered entities to which the orphan 
drug exclusion applies. (1) The exclusion 
of orphan drugs when used to treat the 
rare disease or condition for which the 
drug was designated under section 526 
of the FFDCA from the definition of 
covered outpatient drugs described in 
paragraph (a) of this section shall only 
apply to the following covered entities: 
free-standing cancer hospitals quali-
fying under section 340B(a)(4)(M) of the 
PHSA, critical access hospitals quali-
fying under section 340B(a)(4)(N) of the 
PHSA, and rural referral centers and 
sole community hospitals qualifying 
under section 340B(a)(4)(O) of the 
PHSA. The exclusion does not apply to 
the remaining covered entities that 
meet the 340B Program eligibility re-
quirements. 

(2) When an entity described in this 
paragraph (b) meets more than one eli-
gibility criterion as a covered entity, 
the entity shall select its eligibility 
type and notify the Secretary. These 
eligible entities are limited to partici-
pating in the 340B Program under only 
one covered entity hospital type and 
shall abide by all applicable restric-
tions and requirements for that entity 
type. A covered entity subject to this 
provision may only change its partici-
pation type to another hospital entity 
type on a quarterly basis upon express 
written confirmation from the Sec-
retary. 

(c) Covered entity responsibility to 
maintain records of compliance. (1) A 
covered entity listed in paragraph (b) 
of this section is responsible for ensur-

ing that any orphan drugs purchased 
through the 340B Program are not 
transferred, prescribed, sold, or other-
wise used for the rare condition or dis-
ease for which the orphan drugs are 
designated under section 526 of the 
FFDCA. A covered entity listed in 
paragraph (b) of this section that pur-
chases orphan drugs under the 340B 
Program is required to maintain and 
provide auditable records on request 
which document the covered entity’s 
compliance with this requirement 
available for audit by the Federal Gov-
ernment or, with Federal Government 
approval, by the manufacturer. 

(2) A covered entity may develop an 
alternative system by which it can 
prove compliance. Any alternate sys-
tem must be approved by the Secretary 
prior to implementation. Each alter-
nate system of compliance will be re-
viewed on a case-by-case basis. 

(3) A covered entity listed in para-
graph (b) of this section that cannot or 
does not wish to maintain auditable 
records sufficient to demonstrate com-
pliance with this rule, must notify 
HRSA and purchase all orphan drugs 
outside of the 340B Program regardless 
of the indication for which the drug is 
used. Once a hospital is enrolled in 
340B, it may change its decision to pur-
chase all orphan drugs outside of the 
340B Program on a quarterly basis by 
notifying HRSA. 

This documentation will be made 
public. This information will also be 
verified during the annual recertifi-
cation process. 

(d) Use of group purchasing organiza-
tions by a free-standing cancer hospital. 
(1) A free-standing cancer hospital en-
rolled under section 340B(a)(4)(M) must 
also comply with the prohibition 
against using a GPO under section 
340B(a)(4)(L)(iii) of the PHSA for the 
purchase of any covered outpatient 
drug. 

(2) A covered entity that is a free- 
standing cancer hospital cannot use a 
GPO to purchase orphan drugs when 
they are transferred, prescribed, sold, 
or otherwise used for an indication 
other than the rare condition or dis-
ease for which that orphan drug was 
designated under section 526 of the 
FFDCA. 

VerDate Sep<11>2014 09:29 Nov 18, 2014 Jkt 232186 PO 00000 Frm 00132 Fmt 8010 Sfmt 8010 Y:\SGML\232186.XXX 232186rm
aj

et
te

 o
n 

D
S

K
2T

P
T

V
N

1P
R

O
D

 w
ith

 C
F

R



123 

Public Health Service, HHS § 10.21 

(3) A covered entity that is a free- 
standing cancer hospital may use a 
GPO for purchasing orphan drugs when 
orphan drugs are transferred, pre-
scribed, sold, or otherwise used for the 
rare disease or condition for which it 
was designated under section 526 of the 
FFDCA. 

(4) If a covered entity that is a free- 
standing cancer hospital chooses to use 
a GPO for purchasing an orphan drug 
used for a rare disease or condition for 
which it is designated, it is required to 
maintain auditable records that dem-
onstrate full compliance with the or-
phan drug purchasing requirements 
and limitations. A free-standing cancer 
hospital covered entity that cannot or 
does not wish to maintain auditable 
records sufficient to demonstrate com-
pliance, must notify HRSA and pur-
chase all orphan drugs outside of the 
340B Program, regardless of indication 
for which the drug is used, and is not 
permitted to use a GPO to purchase 

those drugs. Once a free-standing can-
cer hospital is enrolled in 340B, it may 
change its decision to purchase all or-
phan drugs outside of the 340B Program 
on a quarterly basis by notifying 
HRSA. This documentation will be 
made public. This information will also 
be verified during the annual recertifi-
cation process. 

(e) Identification of orphan drugs. Des-
ignations under section 526 of the 
FFDCA are the responsibility of and 
administered by the FDA. Only covered 
outpatient drugs that match the list-
ing and sponsor of the orphan designa-
tion are considered orphan drugs for 
purposes of this section. HRSA will 
publish on its public Web site FDA’s 
section 526 list of drugs that will gov-
ern the next quarter’s purchases. 

(f) Failure to comply. Failure to com-
ply with this section shall be consid-
ered a violation of sections 340B(a)(5) 
and 340B(e) of the PHSA, as applicable. 
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