§111.73

purity, strength, and composition of
the dietary supplements and for limits
on those types of contamination that
may adulterate or may lead to adulter-
ation of the finished batch of the die-
tary supplement; and

(3) Quality control personnel must
review and approve the documentation
that you provide under paragraph (c)(2)
of this section.

(d) You must establish specifications
for dietary supplement labels (label
specifications) and for packaging that
may come in contact with dietary sup-
plements (packaging specifications).
Packaging that may come into contact
with dietary supplements must be safe
and suitable for its intended use and
must not be reactive or absorptive or
otherwise affect the safety or quality
of the dietary supplement.

(e) For each dietary supplement that
you manufacture you must establish
product specifications for the identity,
purity, strength, and composition of
the finished batch of the dietary sup-
plement, and for limits on those types
of contamination that may adulterate,
or that may lead to adulteration of,
the finished batch of the dietary sup-
plement to ensure the quality of the di-
etary supplement.

(f) If you receive a product from a
supplier for packaging or labeling as a
dietary supplement (and for distribu-
tion rather than for return to the sup-
plier), you must establish specifica-
tions to provide sufficient assurance
that the product you receive is ade-
quately identified and is consistent
with your purchase order.

(9) You must establish specifications
for the packaging and labeling of the
finished packaged and labeled dietary
supplements, including specifications
that ensure that you used the specified
packaging and that you applied the
specified label.

§111.73 What is your responsibility for
determining whether established
specifications are met?

You must determine whether the
specifications you establish under
§111.70 are met.
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§111.75 What must you do to deter-
mine whether specifications are
met?

(a) Before you use a component, you
must:

(1)(i) Conduct at least one appro-
priate test or examination to verify the
identity of any component that is a di-
etary ingredient, unless you petition
the agency under paragraph (a)(1)(ii) of
this section and the agency exempts
you from such testing;

(if) You may submit a petition, under
21 CFR 10.30, to request an exemption
from the testing requirements in para-
graph (a)(1)(i) of this section. The peti-
tion must set forth the scientific ra-
tionale, and must be accompanied by
the supporting data and information,
for proposed alternative testing that
will demonstrate that there is no mate-
rial diminution of assurance, compared
to the assurance provided by 100 per-
cent identity testing, of the identity of
the dietary ingredient before use when
the dietary ingredient is obtained from
one or more suppliers identified in the
petition. If FDA grants the petition,
you must conduct the tests and exami-
nations for the dietary ingredient, oth-
erwise required under §111.75(a)(1)(i),
under the terms specified by FDA when
the petition is granted; and

(2) Confirm the identity of other
components and determine whether
other applicable component specifica-
tions established in accordance with
§111.70(b) are met. To do so, you must
either:

(i) Conduct appropriate tests or ex-
aminations; or

(ii) Rely on a certificate of analysis
from the supplier of the component
that you receive, provided that:

(A) You first qualify the supplier by
establishing the reliability of the sup-
plier's certificate of analysis through
confirmation of the results of the sup-
plier’s tests or examinations;

(B) The certificate of analysis in-
cludes a description of the test or ex-
amination method(s) used, limits of
the test or examinations, and actual
results of the tests or examinations;

(C) You maintain documentation of
how you qualified the supplier;

(D) You periodically re-confirm the
supplier’s certificate of analysis; and
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(E) Your quality control personnel
review and approve the documentation
setting forth the basis for qualification
(and re-qualification) of any supplier.

(b) You must monitor the in-process
points, steps, or stages where control is
necessary to ensure the quality of the
finished batch of dietary supplement
to:

(1) Determine whether the in-process
specifications are met; and

(2) Detect any deviation or unantici-
pated occurrence that may result in a
failure to meet specifications.

(c) For a subset of finished dietary
supplement batches that you identify
through a sound statistical sampling
plan (or for every finished batch), you
must verify that your finished batch of
the dietary supplement meets product
specifications for identity, purity,
strength, composition, and for limits
on those types of contamination that
may adulterate or that may lead to
adulteration of the finished batch of
the dietary supplement. To do so:

(1) You must select one or more es-
tablished specifications for identity,
purity, strength, composition, and the
limits on those types of contamination
that may adulterate or that may lead
to adulteration of the dietary supple-
ment that, if tested or examined on the
finished batches of the dietary supple-
ment, would verify that the production
and process control system is pro-
ducing a dietary supplement that
meets all product specifications (or
only those product specifications not
otherwise exempted from this provision
by quality control personnel under
paragraph (d) of this section);

(2) You must conduct appropriate
tests or examinations to determine
compliance with the specifications se-
lected in paragraph (c)(1) of this sec-
tion;

(3) You must provide adequate docu-
mentation of your basis for deter-
mining compliance with the specifica-
tion(s) selected under paragraph (c)(1)
of this section, through the use of ap-
propriate tests or examinations con-
ducted under paragraph (c)(2) of this
section, will ensure that your finished
batch of the dietary supplement meets
all product specifications for identity,
purity, strength, and composition, and
the limits on those types of contamina-
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tion that may adulterate, or that may
lead to the adulteration of, the dietary
supplement; and

(4) Your quality control personnel
must review and approve the docu-
mentation that you provide under
paragraph (c)(3) of this section.

(d)(1) You may exempt one or more
product specifications from
verification requirements in paragraph
(c)(1) of this section if you determine
and document that the specifications
you select under paragraph (c)(1) of
this section for determination of com-
pliance with specifications are not able
to verify that the production and proc-
ess control system is producing a die-
tary supplement that meets the ex-
empted product specification and there
is no scientifically valid method for
testing or examining such exempted
product specification at the finished
batch stage. In such a case, you must
document why, for example, any com-
ponent and in-process testing, exam-
ination, or monitoring, and any other
information, will ensure that such ex-
empted product specification is met
without verification through periodic
testing of the finished batch; and

(2) Your quality control personnel
must review and approve the docu-
mentation that you provide under
paragraph (d)(1) of this section.

(e) Before you package or label a
product that you receive for packaging
or labeling as a dietary supplement
(and for distribution rather than for re-
turn to the supplier), you must vis-
ually examine the product and have
documentation to determine whether
the specifications that you established
under §111.70 (f) are met.

(f)(1) Before you use packaging, you
must, at a minimum, conduct a visual
identification of the containers and
closures and review the supplier’s in-
voice, guarantee, or certification to de-
termine whether the packaging speci-
fications are met; and

(2) Before you use labels, you must,
at a minimum, conduct a visual exam-
ination of the label and review the sup-
plier’'s invoice, guarantee, or certifi-
cation to determine whether label
specifications are met.

(g) You must, at a minimum, conduct
a visual examination of the packaging
and labeling of the finished packaged
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and labeled dietary supplements to de-
termine whether you used the specified
packaging and applied the specified
label.

(h)(1) You must ensure that the tests
and examinations that you use to de-
termine whether the specifications are
met are appropriate, scientifically
valid methods.

(2) The tests and examinations that
you use must include at least one of
the following:

(i) Gross organoleptic analysis;

(ii) Macroscopic analysis;

(iii) Microscopic analysis;

(iv) Chemical analysis; or

(v) Other scientifically valid meth-
ods.

(i) You must establish corrective ac-
tion plans for use when an established
specification is not met.

[72 FR 34942, June 25, 2007, as amended at 72
FR 34968, June 25, 2007]

§111.77 What must you do if estab-
lished specifications are not met?

(a) For specifications established
under §111.70(a), (b)(2), (b)(3), (c), (d),
(e), and (g) that you do not meet, qual-
ity control personnel, in accordance
with the requirements in subpart F of
this part, must reject the component,
dietary supplement, package or label
unless such personnel approve a treat-
ment, an in-process adjustment, or re-
processing that will ensure the quality
of the finished dietary supplement and
that the dietary supplement is pack-
aged and labeled as specified in the
master manufacturing record. No fin-
ished batch of dietary supplements
may be released for distribution unless
it complies with §111.123(b).

(b) For specifications established
under §111.70(b)(1) that you do not
meet, quality control personnel must
reject the component and the compo-
nent must not be used in manufac-
turing the dietary supplement.

(c) For specifications established
under §111.70(f) that you do not meet,
quality control personnel must reject
the product and the product may not
be packaged or labeled for distribution
as a dietary supplement.

21 CFR Ch. | (4-1-08 Edition)

§111.80 What representative samples
must you collect?

The representative samples that you
must collect include:

(a) Representative samples of each
unique lot of components, packaging,
and labels that you use to determine
whether the components, packaging,
and labels meet specifications estab-
lished in accordance with §111.70(b) and
(d), and as applicable, §111.70(a) (and,
when you receive components, pack-
aging, or labels from a supplier, rep-
resentative samples of each unique
shipment, and of each unique lot with-
in each unique shipment);

(b) Representative samples of in-
process materials for each manufac-
tured batch at points, steps, or stages,
in the manufacturing process as speci-
fied in the master manufacturing
record where control is necessary to
ensure the identity, purity, strength,
and composition of dietary supple-
ments to determine whether the in-
process materials meet specifications
established in accordance with
§111.70(c), and as applicable, §111.70(a);

(c) Representative samples of a sub-
set of finished batches of each dietary
supplement that you manufacture,
which you identify through a sound
statistical sampling plan (or otherwise
every finished batch), before releasing
for distribution to verify that the fin-
ished batch of dietary supplement
meets product specifications estab-
lished in accordance with §111.70(e),
and as applicable, §111.70(a);

(d) Representative samples of each
unique shipment, and of each unique
lot within each unique shipment, of
product that you receive for packaging
or labeling as a dietary supplement
(and for distribution rather than for re-
turn to the supplier) to determine
whether the received product meets
specifications established in accord-
ance with §111.70(f), and as applicable,
§111.70(a); and

(e) Representative samples of each
lot of packaged and labeled dietary
supplements to determine whether the
packaging and labeling of the finished
packaged and labeled dietary supple-
ments meet specifications established
in accordance with §111.70(g), and as
applicable, §111.70(a).
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