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METHOTREXATE
Like Fluorouracil, out-of-package

insert use of Methotrexate is
r--:- minimal---only 12percent of use

'? falls outsideof packagelabeling.
This agent also is relatively inex­
pensive, which minimizes the finan­
cial impactof non-approved use.

~ Gastrointestinal cancers accountfor
t; the highestpercentage of out-of­

packageinsert use of Methotrexate,
which is almost always used in com­

bination with other agents. The package
insert implies a wide rangeof applications
in the "palliative and managed care" of
several malignancies. This choiceof
wording makes the packageinsert defini­
tion less clear. None of these uses were

J,

FLUOROURACIL
Fluorouracil, a relatively inexpensive

product, is widely used, but only a small

use falls outsideof FDA-approved indica­
tions.

ADRIAMYCIN
Adriamycin, a frequently used

agent with broadlydefined indica­
tions, is often used in difficult-to­
treat solid tumors. Gastrointestinal!
digestive cancers make up the ma­
jority of out-of-package insert use of
Adriamycin. Total out-of-package
insertuse for this agent accounts for
fifteen (15) percent of all use. (See
Table 1 for a summaryof out-of­
of-package use by diagnosis, pro­
jected numberof patient treatments,
and percentage of unlabeled use.)

CYTOXAN
Cytoxan shows extensive use as a single

agent, but is more frequently used in
combination with other cytotoxicdrugs.

Many oncology practitioners, pharmaceutical manufacturers, and health care administra­
tors are becoming increasingly concerned about recent attempts by third-party payors to enforce
long-standing contract provisions that would deny payment for unlabeled chemotherapy drugs->­
that is, drugs used for indications that do not fall within the package insert guidelines approved
by the Food and Drug Administration (FDA). To help concerned parties understand the pay­
ment implications of this health policy proposal, an audit of patient records was conducted to
determine the prevalence of unlabeled drug use in oncologists' private practices, and to estimate
the level of payment shortfalls providers' would be likely to face if insurers were to deny pay­
ment for such treatments. (See "How the Audit Was Conducted" on page 24.)

In 1986, the medical recordsof cancer As is the case with Adriamycin, the ma- percentage (4 percent) of its uses are for
patients who had received chemotherapy in jority of outside-of-labelling use is for out-of-package insert indications. Lung
a private-practicesetting during the first difficult-to-treat solid tumors. Lung can- cancer and prostatic cancer are the two
six monthsof that year were audited. The cers and gastrointestinal malignancies are most commonunlabeled uses. This agent
following discussion profiles the volume the leading out-of-package insert uses for has been on the market for more than 20
of unlabeled usage and the resultantpoten- Cytoxan. About22 percentof Cytoxan years and, at this point, little in the way
tial loss in third-party payments for of new clinical literature is being
eight commonly prescribed chemo- developed. As a result,non-FDA
therapy drugs: Adriamycin, Cytox- approved uses have little support.
an, Fluorouracil, Methotrexate, However, the dollar impact for this
Mutamycin, Oncovin,Platinol, and agent is minimal compared to newer,
Vepesid. more expensive chemotherapy

agents.
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TABLE 1

OUT-OF·PACKAGE INSERT USE FOR
EIGHT COMMON CHEMOTHERAPY AGENTS

1986 1986
Projected Percent

Agent Unlabeled Diagnoses Treatments Unlabeled Use

Adriamycin G.L/Digestive Cancers 68,182
Other Malignancies 36,444 15%

Cytoxan G.L/Digestive Cancers 5,972
Lung Cancers 182,384
OtherMalignancies 30,200 22%

AU<X'OW3Cil Lung Cancers 33,310
Metastatic Adenocarcinoma 12,584
Metastatic ProstateCancer 23,650 4%

Methotrexate G.I./Digestive Cancers 72,834
Ovarian Cancers 18,912
OtherMalignancies 28,688 12%

Mutamycin Rectal Cancers 56,364
Lung Cancers 16,782
BreastCancers 82,200
Ovarian Cancers 3,420
OtherMalignancies 12,142 84%

Oncovin G.L/Digestive Cancers 16,132
BreastCancers 133,348
Lung Cancers 151,304
OtherMalignancies 71,900 41%

PIatinol G.I./Digestive Cancers 7,528
Lung Cancers 38,344
Metastatic ThyroidCancer 4,336
Malignant Melanoma 2,580
Metastatic UterineCancer 3,432
Other Malignancies 34,596 68%

Vepesid G.I./Digestive Cancers 2,540
Ovarian Cancers 4,556
BrainCancer 660
Hematologic Malignancies 33,722 31%
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This productis relatively expensive, and
consequently, has a significant fmancial
impact

"The antineoplastic market alone increased
from $357 million in 1984 to $448 million
in 1986."

considered in this study as outsidela­
beling, but, in fact, may well be con­
sidered such under more stringent guide­
lines.

MUTAMYCIN
The data for Mutamycin indicate that the

majority of its uses fall outsideof labeling
(84 percent). Because Mutarnycin is a
costly drug, the financial impactof such a
largepercentage of non-FDA approved
usage is significant. As with most of the
otheragents'non-approved uses, Mutamy­
cin'sprimaryapplication is in the treat­
mentof solid tumors for which there is no
otherknown therapeutic regimen that is
effective. Breastcancer is the most fre­
quentunlabeled diagnosis for which it is
used, followed by rectal cancers. Both of
thesemalignancies have universally poor
prognoses.

diagnoses for whichOncovin is used out­
side of labeling.

PLATINOL
Platinol, one of the most frequently used

antineoplastic agents, displays broad usage
outsideof the package insert. Sixty-eight
(68) percentof Platinoltreatments are for
solid malignancies, such as lungcancers,
whichare not FDA-approved indications.

have been outsideof labeling. This is an
excellent example of the establishment of
a "standard of medical practice" prior to an
actualFDA-approved indication.

CHEMOTHERAPY SALES:
1984·1986

The data in the previous section provide
documentation regarding the percentage of
use outside the packageinsert. This sec-

ONCOVIN
Slightly less than half (41 percent) of

Oncovin use is outside the packageinsert.
Breastand lung cancerprovide the bulk of
non-approved use. Because of the high
cost of this agent, the financial signifi­
canceis profound. As with other agents,
the most resistant mali nancies are the

FIGURE 1

VEPESID
Vepesid, which only recently was

approved for the treatment of small cell
lung cancer, is used outside of package in­
sert guidelines thirty-one (31) percentof
the time. However, if lung cancerhad not
been recently approved as an indication,
more than sixty (60) percentof use would

Selected Antineoplastic Agents
Total Sales

1984

1986

280

o 100 200 300

MILLIONS OF DOLLARS

400

*The data presented reflect auditedsales only;actual sales volume may be understated
due to nonrepresentation in the audit of certain oncology specialty productdistributors.
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FIGURE 2

1986
Percentage and Total Annual Sales of Approved

versus Unlabeled Usage of Eight Common
Chemotherapy Drugs

46.00%

($128.8 million)
54.00%

($151.2 million)

• approved
III unlabeled usage
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HOW THE AUDIT WAS CONDUCTED

Thiscomprehensive oncology study. designedto quantitate the useof conventional
chemotherapy by diagnosis, was completed in: 1986. The methodology usedwas a study
of approximately 3,500 medicalrecords for patients who received chemotherapy during
the six-month period of January through June 1986.· .. . .
.. The samplewas drawn from the privatepractice records of 165oncologists. (fo avoid
physician bias, the data wereobtained directly from patient records.) Although the abso­
lute dollarvalueassigned to theseagents maynot have thestatistical confidence level of
salesaudits (see "Chemotherapy Sales for 1986," above), it documents the extentof
chemotherapy use outside of FDA-approved package insertguidelines during the above
six-month period. . .... .. .. .

This studyprovides documeritation of the uses of antineoplastic agents. It was de­
signedto be compreherisive in its provision of qualitative and quantitative market re­
search in the areasof antineoplastic use outside()fpackage insertindications. Because
this is a dynamic, changing area, however, theparameters and dataprovided require revi
sion in the comingmonths and years. It is obvious that the issues addressed in this
study touch manyindividuals at many levels, and are largerin scope thananyone com­
pany or product. •

this study for the years 1984through 1986
appears in Figure 1.

If the data regarding percentage of use
outside the package insert that wereob­
tained for the eightchemotherapy agents
are applied to the annual salesof these
products, it is possible to predictthe

actualfinancial impactof non-approved
use.

Products that haveestablished use, such
as Fluorouracil, and are less expensive
than morerecently developed products,
such as Vepesid or Platinol, show less use
outside the package insertand, consequent-

ly, a reduced financial impact. Mutamycin
and Platinol, which have the largest per­
centage of use outside FDA labeling,
show the greatest financial impact.
Platinol had more than $4S million in
estimated salesoutside of the package in­
sert. For the reviewed agents, 46 percent
of total sales are for uses outside of FDA­
approved indications. (SeeFigure2.)

SUMMARY
On the basis of this study, it is apparent

that physicians commonly prescribe anti­
neoplastic agents for indications outside
FDA-approved uses. The financial impli­
cations of such practices are significant
and, for the eight leading agents reviewed
in this study, represent almost half of their
total annual sales.

The percentage of non-approved usc
variesfor each agent, from as low as 4
percent for fluorouracil to 84 percent for
Mutamycin. This tends to correlate to the
amount of ongoing clinical research, as
well as the time since product introduc­
tion. The non-approved malignancies are
predominately those witha poor prognosis
and very littleapproved alternate therapy,
(i.e., lung,bowel, and breastcancer).
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NOTES TO CONTRmUTORS

Private insurers, rather than government
(Medicare) represent the greatest oppor­
tunity for the advancement of payment for
unlabeled uses of chemotherapy. At pre­
sent, however, there is only about a 70
percent overall rate of payment for anti­
neoplastic agents used outside of the pack­
age insert. Nevertheless, there is no in­
dication that a liberalization in payment
for antineoplastic use outside the package
insert would result in an overwhelming
financial burden for providers. On the
contrary, physicians indicate that under
such circumstances they would increase
use, but only at a prudent level that would
parallel the development of clinical
literature.

However, the mechanism to establish a
"standard of medical practice" remains
unclearand additional research is needed.
For instance, in the case of Vepesid, its
documented effectiveness in treating small
cell lung cancer led to wide use of the
product for that malignancy. In the past
two years, this indication for use has
become a "standard of medical practice"
and, more recently, was approved by the
FDA. If uses for other agents have suf­
ficient clinical documentation, the classi­
fication of "standard medical practice" may
beachieved through the American Medical
Association (AMA), the Associationof
CommunityCancer Centers (ACCC), or
other medical organizations. This recog­
nition may augment any argument for
increased payment.

In the Spring issue of the Journal. a
similar study about the current labeled
versus unlabeled uses of combination
chemotherapy will be published.

Contributors are encouragedto
submit a briefoutline of proposed
articles or to discuss proposed
articles with the ManagingEditor of
the Journal prior to submission.
Articles are accepted with the
understanding that they have not
been published,submitted, or
accepted for publicationelsewhere.
Authors submittingan articledo so
on the understanding that if it is
accepted for publication, copyright
shall be assigned to the Association.

Articles
Articles submitted to the Journal
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considerationfor publicationshould
be no longer than 8 to 10 double­
spaced manuscriptpages in length.
Submissionsshould include the
original manuscriptand two
duplicate copies. Author(s)'
identification (title and affiliation)
should be included. If there are
multiple authors,one author should
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Review and corrections
Articles will be reviewed by two

or more membersof the Journal's
editorial review board. Authors
will be informedof acceptance,
rejection,or need for revision
within 6 to 8 weeks, but at times
longer delays may be unavoidable.
All articlesaresubject to
copyediting. Author corrections
and revisions should be kept to a
minimum and must be received
within seven days of receipt; after
this time, no further changes may
be made by the author. Articles
should be submitted to:

Marilyn M. Mannisto
Managing Editor
Journal of Cancer Management
11600Nebel St.
Suite 201
Rockville, MD 20852
301fJ84-9496
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IDustrations and Tables
Authors are encouragedto submit

illustrations, tables, figures,
sidebars, etc. that help clarify the
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should be typed on separatepages
and their position indicatedin the
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unless the author indicates "Please
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separatepage.
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