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§310.543 to subpart E. The inclusion of
OTC exocrine pancreatic insufficiency
drug products in part 310 follows FDA'’s
established policy for regulations in
which there are no monograph
conditions. (See, e.g., 8§310.510,
310.519, 310.525, 310.526, 310.532,
310.533, 310.534, and 310.546.) It is the
agency’s intent that exocrine pancreatic
insufficiency drug products be marketed
by prescription only. However, if, in the
future, any ingredient is determined to
be generally recognized as safe and
effective for use in an OTC exocrine
pancreatic insufficiency drug product,
the agency will promulgate an
appropriate regulation at that time.

FDA no longer uses the terms
‘“‘Category I’ (generally recognized as
safe and effective and not misbranded),
“‘Category II”” (not generally recognized
as safe and effective or misbranded),
and “‘Category Il (available data are
insufficient to classify as safe and
effective, and further testing is required)
at the final rule stage. In place of
Category I, the term ““monograph
conditions” is used; in place of Category
Il or Ill, the term ““nonmonograph
conditions” is used.

In the proposed rule for OTC exocrine
pancreatic insufficiency drug products
(56 FR 32282 at 32283), the agency
advised that the final rule for these drug
products would be effective 6 months
after the date of its publication in the
Federal Register. Therefore, on or after
October 24, 1995, no OTC drug products
that are subject to this final rule may be
initially introduced or initially
delivered for introduction into interstate
commerce unless they are the subject of
an approved application. The agency is
unaware of any OTC exocrine
pancreatic insufficiency drug products
that are the subject of an approved
application. Any such drug product in
interstate commerce after the effective
date of this final rule that is not in
compliance with the regulation is
subject to regulatory action.

In response to the proposed rule on
OTC exocrine pancreatic insufficiency
drug products, five drug manufacturers,
one foundation, and three individuals
submitted comments. Copies of the
comments received and any additional
information that has come to the
agency’s attention since publication of
the proposed rule are on public display
in the Dockets Management Branch
(address above).

Reference

(1) Comment No. MM1, Docket No. 79N—
0379, Dockets Management Branch.

Il. The Agency’s Conclusions on the
Comments

1. Six comments (including the Cystic
Fibrosis Foundation and the American
Academy of Pediatrics) agreed with the
agency'’s proposal that exocrine
pancreatic insufficiency drug products
should not be marketed OTC. Three
comments opposed the proposal. Two of
those comments stated that increased
costs to consumers would include a
physician’s fee and a higher markup
when sold by prescription. The third
comment indicated that these products
are currently reasonably priced as
nonprescription drugs.

The agency appreciates the support of
the six agreeing comments and is
finalizing its proposal that all exocrine
pancreatic insufficiency drug products
should be available only by a doctor’s
prescription. The agency stated in the
proposed rule that continuous physician
monitoring of patients appears to be one
of several important factors in the
increased survival rates for exocrine
pancreatic insufficiency patients (56 FR
32282 at 32285). Accordingly, such
collateral measures necessary to the use
of these drug products require that they
be available by prescription only, as
required by section 503(b)(1)(B) of the
act (21 U.S.C. 353(b)(1)(B)). The agency
acknowledges the cost concerns raised
by the three opposing comments.
However, as stated in the proposed rule
(56 FR 32282 at 32285), financial
considerations are not among the
statutory criteria for determining
whether a drug product should be
restricted to prescription status.

2. Two comments disagreed with the
agency'’s proposal that NDA approval be
required for continued marketing of all
exocrine pancreatic insufficiency drug
products. One comment stated that the
proposal is inconsistent with the Panel’s
and the agency’s previous conclusion
that these products have been safely
used to treat exocrine pancreatic
insufficiency for many years (50 FR
46594 at 46597). The comment
contended that the July 15, 1991,
proposal did not contain any new
evidence showing that the initial
conclusion was erroneous. The
comment stated that the agency’s
concerns are based on a perceived
inability of patients to treat themselves
and mentioned that this problem could
be remedied by requiring these products
to be available by prescription, without
the need for an NDA for continued safe
and effective use. The comment
contended that an NDA requirement
would have a devastating effect on
patients who require these products for
survival, e.g., cystic fibrosis patients.

The comment surmised that most
manufacturers would withdraw their
exocrine pancreatic insufficiency drug
products from the market if an NDA
were required, primarily because of
NDA-associated costs. The comment
added that manufacturers would wait
until another manufacturer’s application
was approved so they could submit an
abbreviated NDA. A third comment
made a number of suggestions for the
bioactivity testing requirements, urged
that certain products that had been
extensively used and studied be granted
approval on the basis of published
reports and in vitro data, and contended
that placebo-controlled safety and
effectiveness studies in cystic fibrosis
patients are unethical.

The agency disagrees with the first
two comments. The agency’s position
on exocrine pancreatic insufficiency
drug products changed between 1985
and 1991. Based on variations in
formulations and dosage forms, e.g.,
encapsulated microsphere dosage forms,
in use in 1991, the agency determined
that final formulation effectiveness
testing and information on the product’s
formulation, manufacture, and quality
control procedures are necessary to
ensure that a company has the ability to
manufacture a proper, bioactive
formulation (56 FR 32282 at 32283).
Because there are no approved NDA'’s
for any exocrine pancreatic
insufficiency drug products, the agency
has no information on the bioactivity of
these products. The agency notes that
even if all products were available only
by prescription, variances in bioactivity
of final formulations could pose safety
concerns. Additional information
(which an NDA would contain) is
needed to assure safe and effective use
of these products. Bioactivity must be
shown to correlate with the stated
potency of each proposed product,
particularly for newer formulations that
include microspheres and high potency
levels of the pancreatic enzymes.

The agency is not persuaded by the
comment’s suggestion that
manufacturers would not submit
applications for pancreatic enzyme
products and would wait until
abbreviated NDA'’s were possible. The
agency acknowledges that a number of
manufacturers are currently seeking
NDA approval for their currently
marketed exocrine pancreatic
insufficiency drug products.

The agency has received a number of
reports of occurrences of stricture of the
colon in cystic fibrosis patients who had
taken higher potency pancreatic
enzymes in delayed release microtablets
and microspheres for varying numbers
of months prior to corrective surgery



