PRODUGTS LIABILITY

Discovering
the cause of

a drug’s defect

Drug manufacturers must follow good manufacturing
practices when making thewr products. When a defective
drug causes injury or death, documents showing how
the drug was made are key to proving the defendant

 failed in its duty to consumers.
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he Federal Food, Drug, and Cos-

I metic Act (FDCA) provides cer
tain minimum standards that
companies must meet when manufac-

~ turing drugs.! It identifies these stan-

dards as good manufacturing practices
(GMPs).?

If a company fails to comply with the
GMPs, the finished products are con-
sidered adulterated or misbranded.?
The act prohibits the introduction of
adulterated or misbranded products
into interstate commerce.* Knowledge
of the GMPs can aid in establishing
whether a drug is adulterated or
whether the defendant manufacturér
was negligent in makingit.*

The FDA is charged with monitoring
drug companies’ manufacturing prac-

_tices and with administering and enfor-

ceing the FDCA.*The actdoes notallow
private enforcementactions because of
the possibility that such actions would
duplicate state law remedies.” Iowever,
an FDCA violation may serve as an ele-
mentof astate productsliabilityaction.®
Violation of safety regulations and
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statutes providesa basisforstate lawneg-
ligence claims.®

When a pharmaceutical company
decides to market a new drug, in addi-
tion to ensuring thatits proposed man-
ufacturing procedures comply with
GMPs, it must also submitits own pro-
posed procedures for a specific drug’s
manufacture, including testing meth-
ods and validations of the proposed
procedures and tests.

. These procedures are submitted to

the FDA for approval in New Drug Ap-

_plications (NDAs); for generic drugs,

the procedures are listed in Abbreviat-
ed New Drug Applications (ANDAs).
Neither application supersedes -the
published GMPs, which ensures that

drugs meet the act’s safety require-

ments and have the ingredients,
strength, quality, and purity that they
purport to possess.”

The FDA uses the testing and valida-
tion data to determine whether a com-
pany’s procedures are eligible for ap-
proval. Once procedures are approved,
a company must strictly comply with

them, including the testing protocols
no changes to the procedures or testing
protocols without prior FDA approva
are permitted.

The FDA’s regulation of the manu
facture of prescription drugsis gener
ally viewed as a minimum standard.!
The FDA’s acceptance of submittec
proceduresis evidence, not conclusive
proof, of the reasonableness of the
company’s manufacturing practicet
and procedures, and the trier of fac

" may assign FDA approval the weight i
deserves.'

FDA approval to manufacture anc
marketa drugis contingenton the drug
company’s production and testing of
the productaccording toapproved pro
cedures. Failure to fully comply witk
these procedures constitutesafailure tc
meet minimum standards and violate:
the approval. If the patient takesa drug
as directed and experiences an injury
that the drug was promoted to preven
or has suffered an unlabeled adverse
event, the manufacture of the produc
may be relevant.




In U.S. v. Barr Laboratories, Inc., theini-
tial drug testing that Barr performed in
accordance with the approved GMPs
found thatsome drugs were “outof spec-
ification” because they did not meet the
specifications described in the U.S. Phar-
macopeia (USP) or the ANDA.®*There-
sults occurred because of laboratory,

operator, and manufacturing errors.™

Barr’s laboratory testing results re-
porting that the batches were “out of
specification” should have triggered a
well-documented failure investigation
to determine why the drugs did notsat-
isfy the USP and ANDA specifica-
tions.” The FDA-approved testing and
investigation procedures, which are
minimal standards, require thata doc-
umented failure investigation be per-
formed. The failure of Barr to follow
the testing protocols and the failure-
investigation requirements created
GMP violations." '

Examples of actionable GMP viola-
tions include )

B failure to have adequate laborato-
ryfacilities

B failure to employ well-qualified

personnel

B unsanitary storage of materials al-
lowing contamination

m failure to adequately clean labora-
tory equipment

B failure to test raw materials

B failure to maintain written proce-
dures of production '

B failure to test batch uniformity

B inadequate labeling of materials

B inadequate laboratory procedures

B inadequate record-keeping

B failure tofollowtheapprovedores-
tablished GMP:s for the specific product
being tested.”

GMPs are subject to interpretation
and may change over time.”* I the GMPs
are ambiguous, the drug company may
refer to scientific literature, industry
practice, and FDA letters.” But a drug
company cannot rely on approved pro-
ceduresif they become inadequate.”.

The manufacturing process has three
stages: raw materials, work in progress,
and finished product. During the raw-
materialsstage, employees take samples
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of the rawmaterials and test the materi-
als to confirm that they are what they
purportto be. Employees then measure
and weigh the raw materials in accor-
dance with the drug recipe. 7
The work-in-progress stage begins
once all the raw materials have been
added. During this stage, the ingredi-
ents are mixed together in strict adher-
ence to the procedures the company
submitted to the FDA. Numerous sam-
ple testsare conducted during this stage

When a client comes to you suspecting that he or she
has taken an adulterated drug, you should tell the

chromatograph.

Microbiological tests provide infor-
mation on the presence of any bacteria
incapable of being detected by a chro-
matograph. Sterility testing is essential
in the case of aninjectable drug.

The product’s chain of custody is
equally important. The FDA requires
traceability of every product. Drug com-
panies assign lot numbers to the drugs
theymanufacture and ship forsale. The
same is true for drugsimported into the

client to save the drug, the container; and all

labeling and packaging information.

tomakesure the proceduresarein com- -

pliance. Finally, the drug is a finished
productand isstored, packaged, and la-
beled for shipment.

Prefiling investigation

‘When a client comes to you suspect-
ing that he or she has taken an adulter-
ated drug, you should tell the client to
save the drug, the container, and all la-
beling and packaging information. A
laboratory must analyze the drug and
test for its active pharmaceutical ingre-
dient (API) and for strength and purity.
Gas chromatography, liquid chroma-
tography, and microbiological tests are
the three most common testing meth-
odsused for analysis. _

A gas chromatograph separates the
chemicals and generates a graph that
canbecome partof the documentary ev-
idence. The graph shows the quantity of
each chemical constituentand the pres-
ence of any foreign contaminants. Gas
chromatographic analysis has been

‘largely replaced by high-performance
liquid chromatography, which is faster

and applicable toawide variety of chem-
icals and mixtures. However, the gas
chromatograph is still used for certain
analyses where it can provide more ac-
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Lot numbers can be obtained either
from the drug label or from the phar-
macy that filled the prescription.
These numbers are importantbecause
they provide the initial direction for
your investigation and will lead you to
the date, location, and, occasionally,
time of the drug’s manufacture.
~ Also, you can get information about
a drug company through the Freedom
of Information Act (FOIA). You can
find out when the last FDA inspection
occurred and whether the inspector

‘noted any deficiencies by issuing a

Form 483.

A Form 483 will list any violations of
FDA regulations that the inspector not-
ed and describe the company’s manu-
facturing problems. Warning letters,
more severe than the 483s, may also be
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