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Although this column has discussed the necessity
for informed consent before, there have been some
changes in the law which suggest that this subject is
becoming even more difficult to understand. The
legal principles behind informed consent are clear.
Legally, any unauthorized use of force on another
person constitutes a "battery," and the threat of
unauthorized use of force is an "assault." (Black's
Law Dictionary)

Most surgical operations involve some use of
force. Therefore, there must be consent. Because
the nature of surgery is outside the experience of
most patients, the consent must be granted only
after the patient is properly informed. The most
famous description of informed consent is a quote
from Justice Benjamin Cardozo who, in 1914, stated
that: "Every human being of adult years and sound
mind has a right to determine what shall be done with his
own body; and a surgeon who performs an operation
without his patient's consent commits an assault for which
he is liable in damages." (Schloendorff v Society of New
York Hospital, 105 N.E. 92 (N.Y., 1914); overruled on
other grounds (Bing v Thunig, 143 N.E. 2d 3, N.Y.))

If a nurse anesthetist and surgeon were walk-
ing down the street and decided that someone stand-
ing on the corner would look better with a less
prominent chin, grabbed the person, anesthetized
him, restructured his chin, bandaged him up and
left him in front of a hospital, they could be in-

dicted for assault and battery. In terms of legal
principles, something which is illegal on the street
does not become any more legal when performed in
an operating room.

Like many other things in malpractice cases,
attitude is very important. Patients want to know
that their healthcare providers respect them and
treat them as important. Healthcare providers who
do not respect their patients, who treat their pa-
tients and their patients' bodies with arrogance
should not expect much sympathy or forgiveness
from their patients when things go wrong, even if it
is not the provider's fault. The healthcare provider
who is so arrogant that he or she does not seek the
consent of an informed patient for a procedure
which he or she is about to perform had better have
a perfect result. The provider who carefully ex-
plains the risks to a patient and shows a concern for
the patient, will be in far less trouble if things go
wrong because the provider allowed the patient to
participate in the decision.

What are the issues an anesthetist must discuss
with a patient? In general, there are certain subjects
which have to be explained to a patient for in-
formed consent. Four are relevant to anesthesia:

1. The general nature of the contemplated
procedure.

2. The risks involved.
3. The prospects of success.
4. Alternative methods of treatment.
The remaining required topics that are not

relevant to anesthesia are:
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1. The patient's diagnosis.
2. The prognosis if the procedure is not

performed.

Significant, forseeable risks
Not every conceivable risk must be disclosed.

Overwhelming the patient with information does
not allow the patient to make an informed consent.
The law recognizes that the patient will never know
as much about anesthesia as the anesthetist. What is
required is disclosure of the significant, foreseeable
risks. However, what is significant is relative. Less
frequent or less debilitating reactions may be more
significant the more elective is the procedure or
when there are other alternatives. In addition, if
the healthcare provider knows that a patient is sus-
ceptible to a certain risk, there may be an obligation
to disclose it even if it is remote to most people.

How does the healthcare provider determine
what risks are significant, foreseeable risks? Usu-
ally the courts say that what a CRNA is supposed to
do (the standard of care) is what another CRNA in
similar circumstances would do. This is also the
"traditional view" of informed consent. The health-
care practitioner discloses what other healthcare
practitioners disclose as the significant, foreseeable
risks. But this viewpoint has been criticized as
"medical paternalism." It is part of the arrogance that
many patients feel they encounter when they deal with
the healthcare system. The healthcare provider has so
much more education, knows so much more than the
patient, and it is really inconvenient to have to explain
these unlikely risks to someone when the healthcare pro-
vider already knows what is best for the patient.

This view does not recognize, as Justice
Cardozo required, that the patient has the right to
make the final choice, no matter how inconvenient
or ill-advised the healthcare practitioner finds the
decision. The same arrogance is also found when a
healthcare provider decides that the patient is too
nervous or "cannot handle" informed consent. A
healthcare provider who fails to respect the pa-
tient's ultimate right to make decisions on the pa-
tient's own body had better be sure nothing goes
wrong, because if the outcome is less than perfect,
the patient will "get even."

The modern view of informed consent
Justice Cardozo's statement has led to a so-

called "modern view" of informed consent. In the
modern view, what other providers disclose is irrel-
evant. What should be disclosed to patients are the
risks a reasonable person in the patient's shoes
would want to know. States are more or less evenly
divided between the traditional view and the mod-
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ern view in determining what significant, foresee-
able risks must be disclosed to patients.

Even the modern view has been criticized be-
cause it requires disclosure of only what a reason-
able patient should hear rather than what this pa-
tient needs and wants to hear. Ideally, informed
consent is a process in which the healthcare pro-
vider presents information and answers the patient's
questions. However, such a disclosure requirement
would probably prove too difficult for the courts
who are looking for the same easy-to-apply tests as
healthcare practitioners.

Helpful advice
Here are some practical points to keep in mind:
* The process is important. It is best if there is a

cooperative process. The healthcare practitioner
should answer questions and should preserve writ-
ten evidence of the discussion between patient and
provider. Because many drugs used in anesthesia
cause amnesia, without either a written document
or a witness, it will be the practitioner's word against
the patient's. If something has gone wrong, the jury
or fact-finder will be very sympathetic to the pa-
tient. By the way, the discussion is more important
than the written evidence of it. However, like so
many other things, it will be hard to prove that a
discussion took place without something in writ-
ing. The writing may not be enough if the patient
did not understand the document or had reason-
able questions which were not answered.

* Think about when in the process to get informed
consent. For example, informed consent from a
woman in active labor may be insufficient because
the patient is in too much pain to make an informed
decision. I am not suggesting that informed consent
is unnecessary in obstetrical cases. I am merely point-
ing out that in practically every labor case, there
was a period of at least 6 months when many people
knew that one day this patient was going to be in
pain. Therefore, there should have been a lot of
opportunity to get a proper consent prior to the day
when she presents for delivery.

* Do not make statements you may not be able to
keep. If you promise a patient you are going to do a
regional, what happens if you have to change your
mind ? In Lugenbuhl v Dowling, 1997 La. LEXIS 2498
(Oct. 10), a surgeon promised he would use surgical
mesh when he obtained the consent. The surgeon
changed his mind during the operation. As it
turned out, things did not go well and his patient
sued him based on the lack of informed consent.
Patients should not be misled that unanticipated
circumstances cannot arise. A healthcare practitio-
ner cannot rely on a change in circumstances to
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negate his or her conversation with the patient if
the change was foreseeable.

* Do not make statements you know to be untrue.
Some anesthesia departments have informed con-
sent forms which state that an anesthesiologist is
going to administer the anesthetic. Should some-
thing go wrong after the patient was incorrectly
told an anesthesiologist would administer the anes-
thetic, the form has "plaintiffs exhibit" written all
over it.

* Avoid omissions. Keep in mind that virtually
every informed consent case is based on a failure to
disclose something. If you have doubts about
whether to disclose a risk, err on the side of disclo-
sure. If you are afraid to disclose something because
the patient might not consent to the operation, go
back and re-read the quote from Justice Cardozo at
the beginning of this article.

* Beware of variations from state to state. There are
important variations in state law. In Pennsylvania,
the law provides that informed consent is only nec-
essary when performing a "surgical or operative"
procedure, but not a "non-surgical" procedure. Un-
fortunately, there is no definition of either surgical
or non-surgical. Because the distinction is largely
arbitrary (non-surgical procedures can still consti-
tute a use of force and be "batteries" and can still do
as much harm as surgical procedures), Pennsylva-
nia law on informed consent can be complicated
and illogical. See Morgan v MacPhail, 704 A. 2d 617,
(Penna., 1997) where the Pennsylvania Supreme
Court, in a 5 to 1 decision, held that informed
consent was not required in a case involving an
intercostal nerve block. The dissent criticized the
decision for "perpetuat[ing] an unfounded distinc-
tion in the law of informed consent [in Pennsylva-
nia] between surgical and non-surgical distinc-
tions." The case reports a recent Pennsylvania stat-
ute making significant changes in the Pennsylvania
requirements for informed consent.

Statutory enactments
Like Pennsylvania, other states have adopted a

number of statutory enactments designed to protect
healthcare providers against frivolous suits. Unfor-
tunately, not all new statutes are moving in the same
direction. Some healthcare reform laws deal specif-
ically with informed consent and spell out, with
specificity, what must be disclosed. Some statutes
now limit the requirement of informed consent to
only certain kinds of procedures. In some of the
new statutes, the legislature has abandoned both
the traditional view and modern view in favor of
disclosure of only those risks listed in the statute.
While this legislation may reduce the number of
frivolous suits, it does nothing to foster the type of

discussion which should be at the core of informed
consent. As long as the healthcare provider has
disclosed these identified risks, the patient cannot
bring suit, whether or not the patient understood
the risk and whether or not there may have been
other risks more appropriate to the patient which
were not explained.

Shift in legal principles
The other area of change has been a shift in the

legal principles which require informed consent.
As stated at the opening of this article, informed
consent was originally seen as necessary to obtain
permission to apply force to someone's body. It had
nothing to do with negligence, which is the failure
to meet a standard of practice. A provider who was
not negligent could still be liable if the provider
failed to respect the patient's ultimate right to make
decisions about his or her body. In some states, the
"consent to battery" aspect of informed consent has
become displaced by a theory of negligence. In-
formed consent has become such a common health-
care procedure that, in some states, the courts have
held or the legislature has determined that it is a
part of the standard of care. A healthcare practi-
tioner's obligation to obtain informed consent, in
these states, is not based on avoiding a battery, it is
part of the standard of practice expected of the
practioner. Failure to obtain informed consent
would be negligence.

Informed consent has generally required a de-
scription of risks that were foreseeable without neg-
ligence. Because informed consent only gives per-
mission to the practitioner to use force in the
conduct of the operation, disclosing that the practi-
tioner might be negligent was useless. A patient
does not consent to negligence, and a practitioner
who is negligent does not avoid liability no matter
what is disclosed. Disclosure of information about
the healthcare practitioner is rarely required. But,
there are exceptions.

In Faya v Almarez, 620 A.2d 327 (Md. 1993), the
Supreme Court of Maryland overruled the trial
court which had dismissed a claim that a physician
had an obligation to disclose his human immuno-
deficiency virus (HIV) status to his patients as part
of the informed consent process. The trial court
had ruled that because the patients were not, in fact,
infected by the physician, they were in no position to
complain that the physician had not informed them
of his HIV status. The Appellate Court (relying, at
least in part, on the position of the American Medi-
cal Association that physicians infected with HIV
should confer with a public health officer and re-
frain from performing procedures that posed a sig-
nificant risk of HIV transmission) ruled that
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whether or not a physician had an obligation to
disclose his HIV status was a question of fact to be
determined by a jury. There have now been two
more cases which consider whether healthcare
workers have an obligation to disclose their HIV
status as part of the informed consent process.
Courts in California and Minnesota have ruled that
if the patient is not, in fact, infected with HIV, there
can be no recovery. Ironically, in both cases a trial
court threw out the charges, only to have them
reinstated by an intermediate court and then to
have the cases dismissed again.

In Kerins v Hartley, 27 Cal. App. 4th 1062, 33
Cal. Rptr. 2d 172(1994), a patient brought suit seek-
ing to recover damages for emotional distress for
fear of contracting acquired immune deficiency syn-
drome (AIDS) after a procedure conducted by an
HIV-infected surgeon. The trial court entered sum-
mary judgment in favor of defendants. The Court
of Appeals reversed. Shortly thereafter, the Su-
preme Court of California ruled, in Potter v Firestone,
that plaintiffs could not sue for negligent infliction
of emotional distress in California unless it accom-
panied another tort. "Unless a defendant assumes a
duty to the plaintiff in which the emotional condition of
the plaintiff is the object, recovery for negligent infliction
of emotional distress is ordinarily available only if the
defendant breaches some other legal duty which threat-
ens physical injury, and the emotional distress is proxi-
mately caused by that breach of duty."(6 Cal.4th at pp.
984-985, 25 Cal. Rptr.2d 550, 863 P.2d 795) Because of
the California Supreme Court's decision in Potter,
the Appellate Court reconsidered the Kerins v
Hartley case and held that the statistically insignifi-
cant chance that a plaintiff could contract AIDS
from a surgeon precluded recovery of damages for
emotional distress merely for creating the fear of
contracting AIDS.

Similarly, in K.A.C. v Benson, 527 N.W. 2d 553
(Minn., 1995), a patient brought an action against a
physician who performed a gynecological exami-
nation at a time when the physician suffered from
AIDS and had running sores on his hands and
arms. The trial court granted the physician's mo-
tion for summary judgment. The patient appealed
and the Court of Appeals reversed. The physician
appealed, and the Supreme Court of Minnesota
reversed the Court of Appeals. The Minnesota Su-
preme Court ruled that a patient who did not allege

that she was actually exposed to HIV was not, as a
matter of law, in the zone of danger and could not
recover for negligent infliction of emotional dis-
tress. Discussing informed consent, the court said
that because the doctor's conduct did not signifi-
cantly increase the risk that the patient would con-
tract HIV, the doctor's failure to disclose his HIV
status was not material.

These rulings, especially the California deci-
sion, introduce more uncertainty into informed
consent. The California court did not rule, as the
Minnesota court did, that there was no obligation to
disclose the practitioner's HIV status. The court
merely ruled that the type of injury which resulted,
emotional distress, could not be the basis of a law-
suit without some other type of damage.

Requirements that practitioners disclose infor-
mation about themselves have remained unusual.
However, in 1996, the Wisconsin Supreme Court
ruled in Johnson v Kokemoor (545 NW 2d 495) that a
physician had an obligation to disclose his own
inexperience in performing a fairly rare procedure.
How does this compare to my assertion that in-
formed consent does not require disclosure that a
practitioner may be negligent? There is a differ-
ence between a practitioner who is inexperienced
and a practitioner who may commit negligence.
Johnson v Kokemoor and the AIDS cases, nonethe-
less, suggest that courts may impose a duty on
practitioners to disclose information about them-
selves in some circumstances.

Disclosure of information about a practitioner
While I am unaware of any case which has yet

dealt with it, an issue calling for disclosure of infor-
mation about a practitioner could arise under some
managed care contracts. Does a healthcare practi-
tioner have an obligation to disclose that, under a
managed care contract, his economic incentives may
be contrary to the patient's interest? For example, a
practitioner under a capitated managed care con-
tract could be paid more by not providing certain
procedures than if the procedure were performed.
Must this be disclosed? On the other hand, in the
days before managed care, nobody thought health-
care practitioners were under an obligation to dis-
close that they made substantial sums for perform-
ing operations which also might not have been in
their patient's interest.
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Brief Summary of Prescribing Information as of October 1997

ANZEMET® Injection
(dolasetron mesylate injection)
ANZEMET®Tablets
(dolasetron mesylate)
INDICATIONS AND USAGE
ANZEMET Injection is indicated for the following:

1)the prevention of nausea and vomiting associated with initial and
repeat courses of emetogenic cancer chemotherapy, including high
dose cisplatin;

2) the prevention of postoperative nausea and vomiting. As with other
antiemetics, routine prophylaxis is not recommended for patients in whom
there is little expectation that nausea and/or vomiting will occur postoper-
atively. In patients where nausea and/or vomiting must be avoided postop-
eratively, ANZEMET Injection is recommended even where the incidence of
postoperative nausea and/or vomiting is low.

3) the treatment of postoperative nausea and/or vomiting.
ANZEMET Tablets are indicated for:

1) the prevention of nausea and vomiting associated with moderately-
emetogenic cancer chemotherapy, including initial and repeat courses;

2) the prevention of postoperative nausea and vomiting.

CONTRAINDICATIONS
ANZEMET Injection and ANZEMET Tablets are contraindicated in patients
known to have hypersensitivity to the drug.

WARNINGS
ANZEMET can cause ECG interval changes (PR, QTc, JT prolongation and ORS
widening). These changes are related in magnitude and frequency to blood levels
of the active metabolite. These changes are self-limiting with declining blood
levels. Some patients have interval prolongations for 24 hours or longer.
Interval prolongation could lead to cardiovascular consequences, including
heart block or cardiac arrhythmias. These have rarely been reported.
A cardiac conduction abnormality observed on an intra-operative cardiac
rhythm monitor (interpreted as complete heart block) was reported in a 61 year
old woman who received 200 mg ANZEMET for the prevention of postopera-
tive nausea and vomiting. This patient was also taking verapamil. A similar
event also interpreted as complete heart block was reported in one patient
receiving placebo.
A 66-year-old man with Stage IV non-Hodgkins lymphoma died suddenly
6 hours after receiving 1.8 mg/kg (119 mg) intravenous ANZEMET Injection.
This patient had other potential risk factors including substantial exposure to
doxorubicin and concomitant cyclophosphamide.

PRECAUTIONS
General
Dolasetron should be administered with caution in patients who have or may
develop prolongation of cardiac conduction intervals, particularly QTc. These
include patients with hypokalemia or hypomagnesemia, patients taking
diuretics with potential for inducing electrolyte abnormalities, patients with
congenital QT syndrome, patients taking anti-arrhythmic drugs or other drugs
which lead to QT prolongation, and cumulative high dose anthracycline
therapy.
Drug Interactions
The potential for clinically significant drug-drug interactions posed by
dolasetron and hydrodolasetron appears to be low for drugs commonly used
in chemotherapy or surgery, because hydrodolasetron is eliminated by multiple
routes. See PRECAUTIONS, General for information about potential interaction
with other drugs that prolong the OTC 

interval. Blood levels of hydrodolasetron
increased 24% when dolasetron was coadministered with cimetidine (nonse-
lective inhibitor of cytochrome P-450) for 7 days, and decreased 28% with
coadministration of rifampin (potent inducer of cytochrome P-450) for 7 days.
ANZEMET Injection has been safely coadministered with drugs used in
chemotherapy and surgery. As with other agents which prolong ECG intervals,
caution should be exercised in patients taking drugs which prolong ECG inter-
vals, particularly OTC.
In patients taking furosemide, nifedipine, diltiazem, ACE inhibitors, verapamil,
glyburide, propranolol, and various chemotherapy agents, no effect was shown
on the clearance of hydrodolasetron. Clearance of hydrodolasetron decreased
by about 27% when dolasetron mesylate was administered intravenously
concomitantly with atenolol. ANZEMET does not influence anesthesia recovery
time in patients. Dolasetron mesylate did not inhibit the antitumor activity of
four chemotherapeutic agents (cisplatin, 5-fluorouracil, doxorubicin, cyclo-
phosphamide) in four murine models.
Carcinogenesis. Mutagenesis. Impairment of Fertility
In a 24-month carcinogenicity study, there was a statistically significant
(P<0.001) increase in the incidence of combined hepatocellular adenomas and
carcinomas in male mice treated with 150 mg/kg/day and above. In this study,
mice (CD-1) were treated orally with dolasetron mesylate 75, 150 or
300 mg/kg/day (225, 450 or 900 mg/m2/day). For a 50 kg person of average
height (1.46 ma body surface area), these doses represent 3.4, 6.8 and
13.5, and 3, 6 and 12 times the recommended intravenous (66.6 mg/m

2
) and

oral (74 mg/m
2
) clinical dose on a body surface area basis, respectively. No

increase in liver tumors was observed at a dose of 75 mg/kg/day in male mice
and at doses up to 300 mg/kg/day in female mice.
In a 24-month rat (Sprague-Dawley) carcinogenicity study, oral dolasetron
mesylate was not tumorigenic at doses up to 150 mg/kg/day (900 mg/mlday,
13.5 and 12 times the recommended human intravenous and oral dose,
respectively, based on body surface area) in male rats and 300 mg/kg/day
(1800 mg/mn/day, 27 and 24 times the recommended human intravenous and
oral dose, respectively, based on body surface area) in female rats.
Dolasetron mesylate was not genotoxic in the Ames test, the rat lymphocyte
chromosomal aberration test, the Chinese hamster ovary (CHO) cell (HGPRT)
forward mutation test, the rat hepatocyte unscheduled DNA synthesis (UDS)
test or the mouse micronucleus test.
Dolasetron mesylate was found to have no effect on fertility and reproductive
performance at oral doses up to 100 mg/kg/day (600 mg/m2/day, 9 and 8
times the recommended human intravenous and oral dose, respectively, based
on body surface area) in female rats and up to 400 mg/kg/day
(2400 mg/m2/day, 36 and 32 times the recommended human intravenous and
oral dose, respectively, based on body surface area) in male rats.
Pregnancy: Teratogenic Effects, Pregnancy Category B
Teratology studies have not revealed evidence of impaired fertility or harm to
the fetus due to dolasetron mesylate. These studies have been performed in
pregnant rats at intravenous and oral doses up to 60 mg/kg/day and
100 mg/kg/day which represent 5.4 and 8 times the recommended human
intravenous and oral dose, respectively, based on body surface area and
pregnant rabbits at intravenous and oral doses up to 20 mg/kg/day and
100 mg/kg/day which represent 3.2 and 16 times the recommended human
intravenous and oral dose based on body surface area. There are, however, no
adequate and well-controlled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, this drug
should be used during pregnancy only if clearly needed.
Nursin Mothers
It is not known whether dolasetron mesylate is excreted in human milk. Because
many drugs are excreted in human milk, caution should be exercised when
ANZEMET Injection or ANZEMET Tablets are administered to a nursing woman.

Pediatric Use
Four open-label, noncomparative pharmacokinetic studies have been performed
in a total of 108 pediatric patients receiving emetogenic chemotherapy or under-
going surgery with general anesthesia. These patients received ANZEMET
Injection either intravenously or orally in juice. Pediatric patients from 2 to
17 years of age participated in these trials, which included intravenous ANZEMET
Injection doses of 0.6, 1.2, 1.8 or 2.4 mg/kg, and oral doses of 0.6, 1.2, or
1.8 mg/kg. There is no experience in pediatric patients under 2 years of age.
Overall, ANZEMET Injection was well tolerated in these pediatric patients. Efficacy
information collected in pediatric patients receiving cancer chemotherapy are
consistent with those obtained in adults. No efficacy information was collected in
the pediatric postoperative nausea and vomiting studies.
ANZEMET Tablets are expected to be as safe and effective as when ANZEMET
Injection is given orally to pediatric patients. ANZEMET Tablets are recom-
mended for children old enough to swallow tablets (see CLINICAL PHARMA-
COLOGY, Pharmacokinetics in Humans).
Use in Elderly Patients

Dosage adjustment is not needed in patients over 65. Effectiveness in preven-
tion of nausea and vomiting in elderly patients was no different than in younger
age-groups.
ADVERSE REACTIONS-ANZEMET Injection
Chemotherapy Patients
In controlled clinical trials, 2265 adult patients received ANZEMET Injection.
The overall adverse event rates were similar with 1.8 mg/kg ANZEMET Injection
and ondansetron or granisetron. Patients were receiving concurrent
chemotherapy, predominantly high-dose (>50 mg/m

2
) cisplatin. Following is a

combined listing of all adverse events reported in >2% of patients in these
controlled trials (Table 7).

Table 7. Adverse Events 22% from Chemotherapy-Induced Nausea and
Vomiting Studies

ANZEMET Injection Ondansetron/
1.8 mg/kg Granisetron*

Event (n=695) (n=356)

Headache 169 (24.3%) 73 (20.5%)

Diarrhea 86 (12.4%) 25 (7.0%)

Fever 30 (4.3%) 18 (5.1%)

Fatigue 25 (3.6%) 12 (3.4%)

Hepatic Function Abnormal
t  

25 (3.6%) 12 (3.4%)

Abdominal Pain 22 (3.2%) 7 (2.0%)

Hypertension 20 (2.9%) 9 (2.5%)

Pain 17 -- (24% 7 (2.0%)

Dizziness 15 (2.2%) 7 (2.0%)

Chills/Shivering 14 (2.0%) 6 (1.7%)

*Ondansetron 32 mg intravenous, granisetron 3 mg intravenous.
t: Includes events coded as SGOT- and/or SGPT-increased (see also Liver

and Biliary System below)

Postoperative Patients
In controlled clinical trials with 2550 adult patients, headache and dizziness
were reported more frequently with 12.5 mg ANZEMET Injection than with
placebo. Rates other adverse events were similar. Follow ins a listing of all
adverse events reported in >2% of patients receiving either placebo or 12.5 mg
ANZEMET Injection for the prevention or treatment of postoperative nausea
and vomiting in controlled clinical trials (Table 8).

Table 8. Adverse Events >2% from Placebo-Controlled Postoperative
Nausea and Vomiting Studies

I ANZEMET Injection Placebo
12.5 mg

Event (n=615) (n=739)

Headache 58 (9.4%) 51 (6.9%)

Dizziness 34 (5.5%) 23 (3.1%). . . . ...-- i T . .

Drowsiness 15 (2.4%) 18 (2.4%)

Pain 15 (2.4%) 21 (2 8%)

Urinary Retention 12 (2.0%) 16 (2.2%)

In clinical trials, the following infrequently reported adverse events, assessed
by investigators as treatment-related or causality unknown, occurred following
oral or intravenous administration of ANZEMET to adult patients receiving
concomitant cancer chemotherapy or surgery:
Cardiovascular: Hypotension; rarely-edema, peripheral edema. The following
events also occurred rarely and with a similar frequency as placebo and/or
active comparator: Mobitz I AV block, chest pain, orthostatic hypotension,
myocardial ischemia, syncope, severe bradycardia, and palpitations. See
PRECAUTIONS section for information on potential effects on ECG.
In addition, the following asymptomatic treatment-emergent ECG changes
were seen at rates less than or equal to those for active or placebo controls:
bradycardia, tachycardia, T wave change, ST-T wave change, sinus arrhythmia,
extrasystole (APCs or VPCs), poor R-wave progression, bundle branch block
(left and right), nodal arrhythmia, U wave change, atrial flutter/fibrillation.
Dermatologic: Rash, increased sweating.
Gastrointestinal System: Constipation, dyspepsia, abdominal pain, anorexia;
rarely-pancreatitis.
Hearing, Taste and Vision: Taste perversion, abnormal vision; rarely-tinnitus,
photophobia.
Hematologic: Rarely-hematuria, epistaxis, prothrombin time prolonged, PTT
increased, anemia, purpura/hematoma, thrombocytopenia.
Hypersensitivity: Rarely-anaphylactic reaction, facial edema, urticaria.
Liver and Biliary System: Transient increases in AST (SGOT) and/or ALT
(SGPT) values have been reported as adverse events in less than 1% of adult
patients receiving ANZEMET in clinical trials. The increases did not appear to
be related to dose or duration of therapy and were not associated with sympto-
matic hepatic disease. Similar increases were seen with patients receiving
active comparator. Rarely-hyperbilirubinemia, increased GGT.
Metabolic and Nutritional: Rarely-alkaline phosphatase increased.
Musculoskeletal: Rarely-myalgia, arthralgia.
Nervous System: Flushing, vertigo, paraesthesia, tremor; rarely-ataxia, twitching.
Psychiatric: Agitation, sleep disorder, depersonalization; rarely-confusion,
anxiety, dreaming abnormal.
Respiratory System: Rarely-dyspnea, bronchospasm.
Urinary System: Rarely-dysuna, polyuria, acute renal failure.
Vascular (Extracardlac): Rarely-peripheral ischemia, thrombophlebitis/phlebitis.

ADVERSE REACTIONS-ANZEMET Tablets
Chemotherapy Patients
In controlled clinical trials, 943 adult cancer patients received ANZEMET
Tablets. These patients were receiving concurrent chemotherapy, predomi-
nantly cyclophosphamide and doxorubicin regimens. The following adverse
events were reported in >2% of patients receiving either ANZEMET 25 mg or
ANZEMET 100 mg tablets for prevention of cancer chemotherapy induced
nausea and vomiting in controlled clinical trials (Table 9).

Table 9. Adverse Events >2% from Chemotherapy-Induced Nausea and
Vomiting Studies

ANZEMET

25 mg I 100 mg
Event (N=235) (N=227)

Headache 42(17.9%) 52(22.9%)

Fatigue 6 (2.6%) 13 (5.7%)

Diarrhea 5 (2.1%) 12 (5.3%)

Bradycardia 12(5.1%) 9 (4.0%)

Dizziness 3 (1.3%) 7 (3.1%)

Pain 0 7 (3.1%)

Tachycardia 7 (30%) 6 (2.6%)

Dyspepsia 7 (3.0%) 5 (2.2%)

Chills/Shivering 3 (1.3%) 5 (2.2%)

Postoperative Patients
In controlled clinical trials, 936 adult female patients have received oral
ANZEMET for the prevention of postoperative nausea and vomiting. Following
is a listing of all adverse events reported in > 2% of patients receiving either
placebo or ANZEMET for prevention of postoperative nausea and vomiting in
controlled clinical trials (Table 10).

Table 10. Adverse Events > 2% from Placebo-Controlled Postoperative
Nausea and Vomiting Studies

ANZEMET 100 mg Placebo
Event (N=228) (N=231)

Headache 16 (7.0%) 11 (4.8%)

Hypotension 12 (5.3%) 15 (6.5%)

Dizziness 10 (4.4%) 0 (0.0%)

Fever 8 (3.5%) 7 (3.0%)

Pruritus 7 (3.1%) 8 (3.5%)

Oliguria 6 (2.6%) 3 (1.3%)

Hypertension 5 (2.2%) 7 (3.0%)

Tachycardia 5 (2.2%) 2 (0.9%)

In clinical trials, the following infrequently reported adverse events, assessed
by investigators as treatment-related or causality unknown, occurred following
oral or intravenous administration of ANZEMET to adult patients receiving
concomitant cancer chemotherapy or surgery:
Cardiovascular: Hypotension; rarely-edema, peripheral edema. The following
events also occurred rarely and with a similar frequency as placebo and/or
active comparator: Mobitz I AV block, chest pain, orthostatic hypotension,
myocardial ischemia, syncope, severe bradycardia, and palpitations. See
PRECAUTIONS section for information on potential effects on ECG.
In addition, the following asymptomatic treatment-emergent ECG changes
were seen at rates less than or equal to those for active or placebo controls:
bradycardia, T wave change, ST-T wave change, sinus arrhythmia, extrasystole
(APCs or VPCs), poor R-wave progression, bundle branch block (left and
right), nodal arrhythmia, U wave change, atrial flutter/fibrillation.
Dermatologic: Rash, increased sweating.
Gastrointestinal System: Constipation, dyspepsia, abdominal pain, anorexia;
rarely-pancreatitis.
Hearing, Taste and Vision: Taste perversion, abnormal vision; rarely-tinnitus,
photophobia.
Hematologic: Rarely-hematuria, epistaxis, prothrombin time prolonged, PTT
increased, anemia, purpura/hematoma, thrombocytopenia.
Hypersensitivity: Rarely-anaphylactic reaction, facial edema, urticaria.
Liver and Biliary System: Transient increases in AST (SGOT) and/or ALT
(SGPT) values have been reported as adverse events in less than 1% of adult
patients receiving ANZEMET in clinical trials. The increases did not appear to
be related to dose or duration of therapy and were not associated with sympto-
matic hepatic disease. Similar increases were seen with patients receiving
active comparator. Rarely-hyperbilirubinemia, increased GGT.
Metabolic and Nutritional: Rarely-alkaline phosphatase increased.
Musculoskeletal: Rarely-myalgia, arthralgia.
Nervous System: Flushing, vertigo, paresthesia, tremor; rarely-ataxia, twitching.
Psychiatric: Agitation, sleep disorder, depersonalization; rarely-confusion,
anxiety, dreaming abnormal.
Respiratory System: Rarely-dyspnea, bronchospasm.
Urinary System: Rarely-dysuna, polyuria, acute renal failure.
Vascular (Extracardiac): Rarely-peripheral ischemia, thrombophlebitis/phlebitis.

Prescribing information as of October 1997

ANZEMET Injection:
Manufactured for Hoechst Marion Roussel, Inc.
Kansas City, MO 64137 USA
Manufactured by Ben Venue Laboratories, Inc.
Bedford, OH 44146 USA

ANZEMET Tablets:
Hoechst Marion Roussel, Inc.
Kansas City, MO 64137 USA
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Hoechst Marion Roussel
The Phrmceuuctl Company of Hoechst
Knsas City, MO 64134
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