Undisclosed Dangers of Heparin

A New Mass Tort on the Horizon?

by Neal Lewis and Daniel R. Lapinski

American history includes many
notable products that were once
thought to be beneficial but, over time
and based upon an accumulating body
of science, were found to be associated
with shocking levels of injury and
death. Tobacco and asbestos are two
such products that quickly come to
mind, where even after the great
weight of research showed them to be
highly lethal, manufacturers resisted
disclosure of the dangers and long
attempted to refute the science.
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eparin, a blood thinner administered to
decrease the clotting ability of the blood,’
may soon join the list of infamous prod-
ucts with risks of unrestricted uses far out-
weighing benefits. In early 2008, after
Baxter Healthcare Corporation recalled
several lots of its heparin products due to contamination, the
drug was brought into the limelight.” In the months following
the initial reports of contaminated heparin, personal injury
and wrongful death cases began hitting both state and feder-
al dockets. On June 9, 2008, the United States Judicial Panel
on Multidistrict Litigation centralized contaminated heparin
litigation pursuant to 28 U.S.C. § 1407 for coordinated or con-
solidated pretrial proceedings, and assigned the multi-district
litigation (MDL) to the Honorable James G. Carr of the Unit-
ed States District Court for the Northern District of Ohio.?
On June 9, 2011, a Cook County, Illinois, jury awarded
$625,000 to the estate of a 63-year-old Chicago area man who
had been administered contaminated heparin. The verdict was
the first against Baxter and its supplier, Scientific Protein Labo-
ratories.* As of May 2, 2011, there were 264 contaminated
heparin cases pending in the MDL.* However, more significant
than the hundreds of pending contaminated heparin cases, the
publicity surrounding heparin appears to have uncovered
another potential mass tort. The deaths and injuries alleged to
have been caused by contaminated heparin pale in comparison
to the estimated tens of thousands of deaths and injuries that
apparently occur annually as a result of ‘normal’ heparin usage.
Heparin is administered to approximately 12 million
patients each year.® Of those 12 million patients it is estimat-
ed that up to five percent (600,000) develop heparin-induced
thrombocytopenia (HIT).” Of those patients who develop HIT,
approximately half develop thrombosis, a life- and limb-
threatening side effect that, if left untreated, can result in seri-
ous adverse events.® Heparin-induced thrombocytopenia with
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thrombosis is commonly referred to as
HITTS.” Without prompt treatment, the
likely outcome is limb amputation in 10
to 20 percent, death in 20 to 30 percent,
and residual deficits in survivors related
to strokes, myocardial infarctions, and
pulmonary emboli."

Congress has entrusted the Food and
Drug Administration (FDA) with the
responsibility to ensure that drugs mar-
keted in the United States are both safe
and efficacious." However, heparin has
been marketed in the United States
since the early 20" century,'” long before
FDA regulations on drug safety went
into effect. As a result, heparin has
never gone through the rigorous FDA
regulatory approval process. The drug
was originally produced from beef liver,
but over the years the source of choice
has become pig intestines, with produc-
tion of raw heparin now largely per-
formed in China.” Given what is now
known, it is doubtful heparin could
obtain FDA approval, or at least an
approval that did not come with
instructions severely limiting its use.

Despite HITTS being perhaps the largest
cause of drug-induced injury and death in
modern times, heparin-related immune
injuries are almost always under-diag-
nosed and untreated." This medical crisis
has gained the increasing attention of the
research community, with leading experts
asserting that dangerous myths and mis-
conceptions about HIT need to be correct-
ed.® Many of the myths and misconcep-
tions in the medical community about
heparin are perpetuated by the manufac-
turers’ labeling and use instructions,
which remain dangerously outdated and
fail to disclose the risk of harm from unre-
stricted and routine use of heparin.'

In the 1970s and 1980s, a body of
research had developed showing that
heparin caused an adverse reaction in
some patients, known as white clot syn-
drome (because of the white thrombus
or clots observed in these patients). By
the 1990s, the adverse reaction was
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being called heparin-induced thrombo-
cytopenia syndrome II (HITT), and the
cause of the syndrome had gained con-
sensus in the medical research commu-
nity as an immunological response
where antibodies form. With continued
heparin therapy, those antibodies react
with platelets (a coagulation compo-
nent of blood), causing them to clump
together and creating potentially lethal
clots (thrombosis).

During the last decade, tests for
heparin antibodies and protocols for
identification of HITTS have gained
attention in the medical research com-
munity. As the research on causes and
responses to HITTS has advanced, so too
has an ancillary body of research show-
ing that developing heparin antibod-
ies—even without the clotting syn-
drome of HITTS—could be linked to a
greatly increased number of deaths and
poor outcomes, particularly among car-
diac patients. The increased rates of
death and poor outcomes have been
tied to circulating heparin antibodies
caused by heparin exposure."”

While the research on this issue is
compelling, this information has not
been making its way to the average
healthcare practitioner, with most of
them continuing to believe heparin is
relatively safe for most uses. Likewise,
this information has not resulted in any
changes to product labeling that would
alert healthcare providers or the public
to this extraordinary danger. Several
pre-eminent research scientists have
written about this knowledge gap and
the possible lethal and adverse out-
comes for patients.'

And, while the medical research com-
munity still publishes protocols on HITTS,
the protocols can be best described as
Under
accepted protocols, HITTS can only be

reactive medicine. currently
‘diagnosed’ once the syndrome has
begun, meaning the circulatory system is
already likely experiencing micro-throm-
bosis and injury at the cellular level.”

The protocols do not set forth any
guidance on prevention, and are rather
complicated and convoluted. Even
detailed guidance in the protocols is
often compellingly flawed. For example,
the longer the HITTS syndrome goes
unrecognized and untreated, the greater
the likelihood of severe injury or death,
and yet the protocols do not recom-
mend any routine testing for heparin
antibodies that could alert the practi-
tioner to the potential for HITTS before
the syndrome fully develops.”

Nor do the research literature protocols
give a reasonable schedule for platelet
counts. The protocols rely heavily on a set
drop in platelet counts for an initial suspi-
cion of HITTS, and while almost all med-
ical research scientists would agree that
catching HITTS at the earliest stages is crit-
ical, it may evade detection during that
all-critical early period for up to 24 hours,
even where the recommended schedule
for platelet counts in the protocols is fol-
lowed exactly.”

Perhaps most distressing, current pro-
tocols give no consideration to prevent-
ing the high risk of injury and death
associated with heparin antibodies that
into HITTS. While
research literature strongly supports the

never develop
contention that the immune response
and development of circulating heparin
antibodies, standing alone, puts patients
at grave risk for death, injury and other
poor outcomes, the research protocols
remain silent. Research literature proto-
cols, such as they are, have not been
the
heparin labeling, nor widely adopted by

comprehensively placed into
the healthcare community.*

Product labeling instructions are one
of the primary drivers of institutional
decisions by the government, insurance
industry and healthcare corporations.
The aforementioned decisions affect the
flexibility of the practitioner to order
tests or alternative medicines that may
be warranted by medical research.

FDA regulations require manufacturers
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to update the FDA with major research
developments about the risks of drugs
they produce, and as the United States
Supreme Court has made clear, a plain-
tift’s state law rights and the drug manu-
facturers’ state law duty to issue current
and adequate warnings are preserved
under the FDA regulatory scheme.?
Despite this, due to the lack of pertinent
information in product labeling and
instructions, many of the necessary tests
and alternative medicines have been
administratively deemed unnecessary.
Using pharmaceutical industry and
research statistics, it can be interpolated
that the unrestricted use of heparin
annually causes 100,000 HITTS-related
deaths and severe injuries. This figure
does not include the known increase in
and deaths
heparin antibodies (i.e., heparin anti-

injuries from isolated
bodies not progressing to defined
HITTS).” However, these injuries and
deaths from both HITTS and isolated
heparin antibodies remain hidden
because the injuries mimic the symp-
toms, conditions and outcomes already
expected in patients, meaning the vast
majority of heparin injuries and deaths
routinely go unnoticed and undocu-
mented by most healthcare providers.”

As more has become known about
the high risk of death and injury from
heparin, and as a many alternative
blood thinners come to market, the
more obvious it becomes that continued
uses of heparin in a broad area of spe-
cialties should be reevaluated.

While commentators can be found
who will opine that heparin injuries are
over-diagnosed, contemporary medical
research continues to show that a stag-
gering number of heparin-related deaths
and injuries remain hidden from both
the medical and public view.”® As recent-
ly as 2008, a retrospective study of thou-
sands of patients from numerous
healthcare facilities found that diagnos-
tic criteria suspicious for HITTS was

rarely given any consideration (less than
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10 percent of the time), and even when
the criteria was evaluated, the response
was almost always inappropriate.” A
review of the manufacturing labeling,
even with recent updates, reveals the
cause of this continued lack of an
informed medical community, with lit-
tle being done in the labeling to alert
the medical profession to the risks from
heparin and the need to restrict its use.
To date, approximately 20 cases have
been filed throughout the country
against heparin manufacturers, assert-
ing injuries and deaths due to defen-
dants’ failure to adequately warn of the
risks associated with the drug. In
defending the litigation, heparin manu-
facturers have argued that product label-
ing and instructions are adequate, and
that the risks associated with HITT are
fully disclosed. However, as literature
continues to mount, and public aware-
ness of the hazards of heparin increases,
it appears increasingly likely that litiga-
tion will burgeon into a mass tort. &2
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