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ABSTRACT .

.
¢ \

. The Assessment and Treatment of Nausea and Vomiting

Associated With Cancer 'Chemotherapy

‘. Zeev Rosberger, Ph.D.

Concordia University, 1988
. :

A}

The reliability and validity of three measnlxres of cancer chemotherapy-
related nausea were evaluated in two studies. A third study investigated the
effectiveness of hypnosis as an intervention aimed at'reduciﬁg the side effects
of chemotherapy. In the first part of Study 1, experienced oncology physicians
and nurses rated the ﬂaus,ea-producing ‘potential of a number -of
chemotherapy drug/dose combinations. The ratings for each patient's drug
set' were used as éxternal validating criteria for the nausea measures. The
results of the vglidity studies indicated that two measures, the ovérall nausea
intensity (ONI), and a visual ‘analogue scale (VAS), demonstratéd strong
conéurrent, construct, and discriminative validity in Studies 1 ar\d 2. The
third measure, thg’Nausea Rating Index (NRI-am), was composed qf the
affective and miscellaneous subscales of the McGill Pain Questionnaire\;] The

NRI-am showed acceptable internal consistency and validity in Study 1, but

not in Study 2. It was hypothesized that this scale may be sensitive to’

symptoms caused by illness progression which may-~confound patients' choice
of word. descriptors solely related to their c'hemot};erapy experience. All three

measures demonstrated poor test-retest reliability in Study 2. This may have

/
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been due to sample heterogenexty, as well as uncontrolled chmcal factors‘
from initial test to retest. : o \_\ >

»

In Study 3, the hypnosis. intervention was effective }i\redﬁcing enxiety.

- and post-chemotherapy nausea, but not antxcxpatory n&usea, vomltmg
‘ frequency or voniting mten51ty Comparlsons with similar published studles
indicated that hypnosis was as effective as relaxation, but not as effectlve as: .
sys;;ematlc desensitization, in the reductxon of nausea symptoms. The results
were. dlscussed in terms of the role of “hypnotic abilities and cogmtwe
strategles in coping with chemotherapy side effects. The hypothesis that

hypnotxc susceptlbmty mlght be related to ant1c1patory nausea was not

o conﬁmed. In spite of the difficulties in workmg with thls‘.patxent populatlon,g C

it was -suggested that future studies should éontinue to evaluate

1

Systematlcally such variables as hypnohc susceptlblhty and anxiety to clarify -

igsues related to treatment' process and successful outcome.
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P The Assessment and Treatment of Nausea and Vomiting

Associated with Cancer Chemothérapy
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Cytotoxic chemotherapy is the art of differential poisoning, the aim
being to destroy the tumour before the drugs‘ kill the patient. . :

. . _ Priestman (1984)

-

-

The cancérs are a group of almost two hundred diseases which together
comprise the second largest cause of death in North-America, surpassed only
by coronary artery disease (Cancer Statistics, 1984, 1986; Silberfarb & Greer,

.1982)."The rise of the chronic diseases to the top of the mortality tables reflects

in part medical advances such as the use” of antibiotics earlier in this century, .
which sign\i{icantly reduced mortaliéy from infectious diseases such as
tuberculosis. Cancer has effectively . replaced tuberculosis. as the dreaded

/ "plague” of the present epoch (Sonté’g, 1978), although Acquired Immune
Deficiency Syndrome (AIDS) is méking significant in-roads.

Although recent advances in treatment have shown great promise in

both achieving cure for some cancers and in increasing life expectancy beyond
five years, the search for tl;e "magic bullet" continues (Cairns, 1978; Cassileth,
1979). One of four individuals in their lifetime will develop cancer. T wo-
thirds of these people will survive at least five years or longer. In spite of these

rather depressing statistics, survival rate, as well as the number of ostensibly

.curable cancers (in particular the leukemias and testicular cancers) has

increased significantly in recent lyears (Cairns, 1978). ’




2

Until approximately twenty-five years ago, the diagnosis of cancer implied
an almost certain death sentence. 'i‘he greatest difficulty encountered by the
diagnostician is that symptoms of cancer are tispally experienced after the
cancer has already proliferated ahd often metastasized to distal body sites.
Methods of primary prevention have been developed to stimulate public
awareness of/the importance of early; detection. Such techmiques as regular
breast self-examination may often result iﬁ timely and precise diagnosis of
breast cancer and sfaeed effective treatment (Alagna & Reddy, 1984). It is also
well known, however, that attitudes and beliefs about the potential disruptidn
to an individual's life and loss of feelings of control may delay help-seeking
behaviour and compromiée early detection (Timko, 1987). ‘

Once diagnosis has been ascertained, numerous techniques of surgery,
radiotherapy, and chemotherapy, used alone or in combination are available
- and continue to be developed as efi”ective treatment interventions. However,
all of these treatments have concomitant side effects which may severely
i‘mpair both the physical and psychological state of the patient. Surgery may
cause great distress due to potential bodily disfigurement, as in the case of
breast or head and neck cancer. Radiotherapy may leave the patient with
severe burns and pain, -usually but not always, of a temporary nature. Since
radiotherapy is time-limited and may usually only be admini'stgred once due
te its own carcinoggnic capacity, the transient side effects?are often well
tolerated by patients (Burish & Lyles, 1983; Peck & Boland, 1977).

Chemotherapy presents the pétient with a set of rather unique problems.
These extremely toxic medications are injected intravenously in one of two
ways: push injection which may take approximately fifteen minutes or, in the
case of the most toxic drugs, through an intravenous drip over a period of

hours. (Only one oral chemotherapy drug is currently available; intra-

=R



)

o

3

peritoneal and intra-thecal infusions are newer approaches). Chemotherapy
drugs are usually gi-ven on frequent schedules (e.g., daily, weekiy‘, monthly)
that may range over the course of as long as two years. Although the side
effect§ of an individual Chemothgrapy session may be_ short-lived, the patient
must endure these symptoms rep':eatedly over these lengthy periods (Burish &
Bradley, 1983; Melamed, 1984; Redd & Andrykowski, i982). In recent years,
some of ‘the chemotherapy protocols have been modified radically due to the
discovery that a reduced number of high-potency treatments given over
shorter periods of time are just as clinically effective as the more lengthy,
continuous, and potentially more stressful cherr{otherapeutic protocols [e.g.,
f\Iatipnal Surgicai and Adjuvant Breast Protocol No. B-15, (NSABP, 1984)]. The
extreme importance of being able to tolerate chemotherapy side effects has
been demonstrated in a étudy of breast cancer patients whose drug dosage was

reduced to below, optimum due to their intolerance of the side effects such as

" nausea and vomiting. Those patients reducing drug dosage had a significantly

higher relapse rate of their breast cancer after five years than patients who
continued on the maximally effective dosage (Bonadonna & Vélégussa, 1981). /
Thus the ability of a patient to endure the maximum toxic chemotherapy//
doses is of utmost importance in determining opfimal outcome.

The mode of action of chemotherapy drugs is not well understood.
Chemotherapy drugs act systemically in' a non-specific fashion by selectively
identifying and destroying rapidly dividing cells at various stages of the cell
life cycle, such as, for example, malignant cells (Cairns, 1975). However, there
are other rapidly dividing cells in the body, for éxample in the lining of the
gastrointestinal (GI) system, the dermis of the scalp, and the bone marrow. The
cells of the gastrointestinal (GI) tract are constantly being sloughed an~d

replaced, as are the cells of the hair follicle and the bone marrow which is

-
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/;>roduqir{g' blood cells to replace those that have lost their functional ability.
/ The chemotherapeutic drugs are unable to discriminate between these - °

Sy functional cells and those that are malignant. For these reasons, many of the

/ " chemotherapy drugs produce significant side effects, such as nausea and

/-
/ .
/ disease), alopecia (hair loss) and others. There is also some evidence that
\

vomiting, bone marrow suppression (resulting, for example, in drops in white -

cell count, platelets loss, anemia and increased susceptibility to infectious

/ cognitive functioning may be impaired in patients receiving chemotherapy,
independent of changes in mood or affect (Silberfarb, Pi\ilibert, & Levine,
1980). '
Whatever the physical consequences, all of these side effects may impair
the pétient's ps‘&ghological state and quality of life severely (e.g., Priestman,
1984; Priestman «& Baum, 19?6; Spitzer, Dobson, Hall, Chesterman, Levi,
Shepard, Battista, & Catchlove, 1981). Since a large majority of patients: will
eventually die from the consequences of their disease, a delicate balance must
- be struck between radical and often aggressive interventions affecting quarzzity

of life and the emotional and social copsequences of these treatments which

likewise affect its quality.

Coping With Cancer and Chemotherapy

There is considerable evidence that cancer patiex;ts experience emotional

reactions to, their illness similar to those of patients diagnosed with other

. chr;nic diseases (Cassileth, Lusk, Strouse, Miller, Brown, Cross, & Tenaglia,
1984; Craig & Abeloff, 1974; Frat‘[k-Stromberg,~Wright, Segalla, & Diekmann,
1984;#Hughes, 1982; Meyerowitz, 1980; Silberfarb & Greer, 1982). Some findings

indicate that age and the recency of the diagnosis are positively correlated with

incregsing psychopathology (Cassileth et al.,, 1984). These investigators

¢
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sample of 867 adult cancer‘patienté, both in-patients and out-patients.

Weisman (1976) has suggested that "a history of 'past depression, past

suicidality, the anticipation of little social support from others, and regrets
‘about the past predicts the "vulnerability" of the cancer patient, i.e., the patient
may be more likely to suffer from depression at some point during the illness.

The immediate anxiety and depression following diagnosis appears to be
followed by a period- of adaptation ang habituation for many patiénts,

\-although they may still have many illness or treatment-related concerns
(Meyerowitz, 1980). For example, breast cancer patients undergoing adjuvant
chemotherapy reported greater physical discomfort, but an equivalently high
number of specific symptoms such as fatigue, irritability, and‘ﬁiervousness,
when compared toa mastectomy-only group of women (Meyerowitz, 1981). A
rather striking finding is that sixty percent of womgn receiving adjuvant
chemotherapy feel that they would have been more anxious and depressed if

! theﬂr had not mn receiving further treatment (Meyerowitz, Sparks, & Spier,
1979). These patients are more réassured by continued and more frequent
treatments as indicating that Yheir disease is being controlled, than by the
uncertainty that might occur if they were receiving no treatment at all, in spite
of the fact that they may be experiencing greater overall discomfort
(Meyerowitz, 1981). ‘

From these data, it is clear that post—mastect(;my patients will experience
much ongoing psychologicél distress, whether they receive adjuvant
chemotherapy or not. Meyerowitz has concluded from these data that the
initial optimism of disease free, aggressive treatment is supplanted by

increased distress as chemotherapy progresses. This increase is due to

recurrent, stressful side effects and worries regarding the effectiveness of

o

. demonstrated that anxiety and depression correlated between .76 and'.81 in a " "

.
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continued treatment, in spite of the fact that decreased treatment frequency
might logically reduce patients' anxiety.
Because of this distress, breast cancer patients wish to develop both

cognitive and behavioural control aver their disease and its treatment (Taylor,

'Lichtman, & Wood, 1934a). On another level, however, they must be willing

to give up a measure of this control fo the physician, who ostensibly has the
expertise to control the disease procéss (Taylor, Lichtman, & Wood, 1984b).
The need for cancer patients to maintain some degree of mastery and/or
control over an‘illness whose tr'eatment invariably demands giving up some
control, combined with the unpredictable course qf the disease, make coping
with cancer spmewhat different from most other diseases (Silberfarb & Greer,
1982). Events that are perceived to be both undesirable and uncontrollablé are
ones that will most often lead to personal distress (Suls & Mullen, 1981). In
this regard, a solid and sdpportive working rapport with the treating physician
has always been of primary importance iin giving the patient this sense of
control (Sutherland,1956/1981).

It has been suggested that cognitive adaptation or control over a
fhreatening event such as cancer chemotherapy, which may involve such
factors as the placing of the experience in a meaningful context, assuming
mastery over this life threatening.and unpredictable situation, and refaining
self-esteem is-important in maintaining the motivation necessary to continue
with the treatment process (Taylor, 1983; Taylor et al.,1984a). This position has
been questioned by Nerenz, Coons, Lasky, Leventhal, & Love (1984) who

" surveved 238 patients with breast cancer or lymphoma over the course of six

chemotherapy sessions. In general, many of these patients were not

interested in why they had their disease or how to cope with it or its

.treatment, contrary to the findings of Taylor et al. (1984a, b). The patients in

&
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ll}Iere:’nz, Coons, et al.'s (1984) study were primarily fr;ym a rural Wisconsin
population, while Taylor et al.'s patients were urban Californians, indicating
that socioeconomic and possibly cultural differe/vn\czs may influence coping
processes. ‘ |

The number of side effects and not the duration or severity of
chemotherapy-relatgd symptoms correlate with perceived distress (Nerenz,
Leventhal, Love, & Ringier, 1984). _/Patients are resentful that they must
continue treatment even when there are no longer any palpgble physical
signs of the d.isease, but will still attribute vague side effects of treatment such
as fatigue, to indications of further disease progression rather than due to the
treatments (Nerenz, Leventhal, & Love, 1982). Older patients experience
fewer symptoms (especially nausea, vomiting, and fatigue), and report less
dis?ress in general (Morrow, 1982, 1984; Nerenz, Love, Leventhal, &
Easterling, 1986). /

It appears that the ability of. a cancer patient to cope wi;h the illness and
the subsequent vicissitudes of chemotherap‘y may depend on several factors.
First, the patient"s|h!story of coping with stressful life events, as well as
current factors such as social support will affect coping effectiveness. Second,
the patient's abi?ity to develop mastery over the course of the illness and
treatment by actively seeki,(t‘ out new coping stratégies or utilizing denial

' (Hackett & Cassem, 1974) will increase effective adaptation. Third, the' -
patient's perception that the disease is 'disappearing' either by objecfive

evidence (such as positive test results or the ending of a treatment) will allow

L}
— 3

the patient to return to more functional modes of living without the constant
preoccupatién with the illness and its symptoms, although this finding is,
somewhat equivocal (Nerenz et al., 1982). Undefstanding the myriad factors
affecting- the chemotherapy patient's coping abilities is_vital in the

[
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development of asséasment and treatment methods for more specific side

7 effects such as nausea and vomiting. . '

N by et

Nausea and Vomiting as zf;hem'otherag;g Side Effects ’ /

Nausea and vommng are probably the most severe, intense and least

dignified of the many side effects of cancer chemotherapy treatment.

? Although common, these side effects are not experienced by all patients nor
with all drugs. Patients undergomg radiotherapy treatments may also
experienée gastrointestinal effects, especially if the radiation is given over the
abd‘ominal or cranial areas (Kurohara, George, Levitt, & Rubin, 1966; Parsons,

Webster & Dowd, 1961; Peck & Boland, 1977; Stoll, 1962). _ ‘:

Nausea and vomiting, though often discussed .simultaneously or

interchangeapbly, should be carefully distinguishfd as\: separately occurring .

events which may or may not be independently observed (Morrow, 1984).

Nausea has been defined as "an experience ?f mental distress referred to the

gut, and it may or nfay not be accompanied by vomiting" (Borison &

McCarthy, 1981, p.33). Penta, Poster, Bruno, Abraham, Pinna, & MacDonald

{1981a) have’ defined nausea as the recognition of the desire to vomit.
& Retching is the forced rhythmic respiratory movement that may precede
K vomiting. Vomiting occurs when the stria“ée;l muscle;p of the body wall
contract (as in breathing), which forces the oral expulsion of the gastric
contents. The non-mechanical expressions of the emetic response are
autonomically mediated. For example, salivation, swallowing, yawning,
sweating, pallor, tachycardia, weak pulse, feehng of faintness, headache, and
diarrhea result from both sympathetlc and para-sympathetic discharges
(Borison & McCarthy, 1981; Ganong, 1979).

e
Nausei} and vomiting are \adaptive responses under - normal
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circumstances, such as the inadvertant ingestion of a toxic substance

(Weddington, 1982). In the case of chemotherapeutic drugs for cancer
treatment, this meghanismnbecbmes a maladaptive ~one. The severity of
' vomiting may be so intense that in eome cases skeletal fractures,(Whitehead,
1975) and tearing of the gastric mucosa have been observed (Penta et al.,
198ia) Some patients terminate therapy due to the extreme distress they
experience because of chemotherapy-mduced nausea and vomxtmg (Blotcky,
Cohen, Conaster, & Klopovich, 1985; Penta, Poster, & Bruno, 1983 Schulz, ~
1980; Taylor et al., 1984b; Wilcox, Fetting, Nettesq};eim, & Abelo‘:‘f, 1982). For
many patients, risking the inevitable consequences of stopping treatment in
spite of favourable disease response to the drﬁgs is often preferaf)lg to the
"living hell" they might experience every week or _t;vo for extended periods.
In these instances, finding adequate antiemeti¢ methods l?ecomes of
paramount importance. ' ,

Nausea and vomiting: associated with chemotherapy may vary greatly
from patient to patient in duration, frequency, and intensity (Durant, 1984;
Morrow, 1984). Great differences exist between drugs in their nausea and )
emesis-producing potential (I:aszlo & Lticas, 1981; Penta et al.,, 1981a, 1983;
Penta, Poster, Bruno, & Jacobs, 1981b).The toxicity of the chemotherapy ageng

is related pnmanly to the-dose of the drug. Tumour responsw1ty to the drugs

) 1s also dose related. The therapeutlc mdex is the ratio of the doses at which

therapeutic effect and toxicity occur. A higher therapeutic index is the best of
~all possibilities providing maximurr‘\. therapeutic benefit and minimum
gastrointestinal toxicity. For many drugs, however, the optimum index occurs
_at a hjghly toxic dose (Cadman, 1973). It has been suggested that effective
combinations of chemothxe‘rapeutic druge which maximize "the therapeutic/&

Y

index should be investigated (Wampler, Carter, & Williams, 1978).

Y
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» Drugs such as éis-platinum, adriamycin, and nitrogen mustayd are
generally considered to be the most toxic of the chemo‘thezrapy drugs. Efffcﬁve
and commonly used drugs for breast cancer such as 5-Fluorouracil, have
virtually no gastrointestinal effects ;\rhen given alone. There has been little

attempt to evaluate the relative nausea and vomiting-producing potential of

the various chemotherapy drugs (cf. Morrow, 1984c). The reasons for the

individual differences“in patients' responses are unclgar from the
physxologxcal perspectlve though such factors as age (e.g., Chang, Shiling, &
Stxllman,ﬁ979 Morrow, 1982, 1984; Nerenz et al,, 1986) and sust:eptxblhty to

- motion sickngss (Morrow, 1984b) may be important mtervemng variables.

Certain beha}ioural factors may alsp be-implicated (e.g., Morrow, 1982; Redd

& Hendler, 1984). These variables will be examined below in more degaij. .

Neurophysiology of Nausea'and Vomiting.

'I‘here is a vomiting centre located in the medullary rehcular formatlon of

the bram just pelow the-area postrem/ The area postrema is a group of

neurons located at the base of the fourgh ventricle and is in direct contact with
the cerebrospm flu1d This group of rieurons has come to be known as the
chemoreceptor trigger zone (CTZ). Experimentally, it has been demonstrated
that the area postrema is sensitive to chailenge byu known emesis-producing
substances, such as copper sulphate (Borison & McCarthy, 1§8l; Penta et al.,

1983). It is likely that circulaﬁﬂg chemotherapy drug metabolites may be

.carriaed systemically and be recognized as toxic by the CTZ. It is not as clear

whether the metabbliies of cell breakdown caused by the cytotoxic action of

“the drugs may also be recognized and stimulate the CTZ. Since the CTZ is

_-connected to the vomxtmg centre located lust below 1t ‘this obviates the need

for an exptanatlon of direct neural innervation- Qf\the vomit centre without

, &
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‘1\:*1 t@aossing of the blood-brain barrie?. In fact the reépiratory, olfactory, and
" taste centres are located in close ‘})roxiﬁ\ity, accéuhtix\g for the well-known
. involvement of these responses in the emesis cycle. In addition to the direct
' innervation of the vomit c'entre by the sympathetic nervous s'xstem, various
other visceral afferents and conngkctions from the limbic systém and the neo-.
corte{ influen’ce thé \de_w‘zelopment of .nausea and vomiting (Borison &
Mc?arthy, 1981; Ganong, i979; Penta et al., 1981a, 1983). The involvement of -
the limbic system accounts, at lea§t theoretically, for the emotional
' concomitants often obser\;eci in the development and maintenance of nausea
and vomi.ting.\Innerva‘tiori from cortical centres indicates that behavioural

influences are also important. These will be dis¢ussed in a later section.

{

'Pahr‘:meters of Chemotherapy-Induced Nausea and Vomiting
" The co\y%se of the development of post ‘chemotherapy nausea and/or
‘ Yomitih'g is' ratiler unpredictal?le and cirtainly not well understood.
«  Symptoms may be fairly mild at first and escalate in intensity and duration
with successive treatments. For éxample, 49 ¢hildren receiving 18 different

. , /
protocols of from 1-6 drugs showed no discernible pattern of the development

9? .naqsé; and Yomiting, even when a drug-was either added or taken away

' (Zéigzer, LeBaron, & Zeltger, 1984a). Ze.itzer{:‘ LeBaron (1984) difcovered that

. by chan%'ng the dose concentration and rate of administration of doxorubicin
to a childf they were able to reduce nausea, vomiting, and even alopecia’
~ Elgnificantly, aithough the advent of hcl)t summer wea;tl\l;-x' seemed to have

the opposite effect, regardless of the rates of administration.

Nausea and vomiting may begin anywhere from 1-12 hours subsequent to

" the plresen&ﬁ.én\ of the chemotherapy drugs, may last longer than 48 hours, .

and may often be unremitting during that time (Frytak & Moertel, I981;
R . C - ' T J . .
- - . ) P . ‘
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Harris, 1978; Holland, 1977; Holland, 1982; Morran, Smith; Anderson, &
McArdle, " 1979).: By contrast patients receiv'ng high doses of
cyclophosghamxde rated their lev§ of nausea and vomiting as highest
approximately 12 hours after the mfusmn (Fetting, Grochow, Folstein,
Ettinger, & Calvm, 1982). (Séme pahents may expenence these symptoms,

especially nausea for some days or even for a week, leaving little time for

recovery of strength and motivation prior to the anticipation of the next

treatment (Holland, _1977). As many'as 83% of women receiving a common -

treatment for Stage II breast cancer, a combination of cycloﬁhosphamide, 5-
fluorouracil and methotrexate (CMF), may e;perie’nce nausea and vomiting
(Morran et at., 1979). Generally, it has been found in most clinics that post
chemotherapy nausea and* vomiting occurs in 38% (Schulz, 1980) to 83%

(Wilcox et al., 1982) of patients depending on the diagnosis and the particular
treatment protocol.
b

The frequency, intensity, and duration with which patients experience

nausea and vomiting is clearly of great concern to both.the patient and to the

~ treating physicians, due to their severely disruptive effects on the patients'

lives. In recent years, psychological approaches to the reduction of nausea and
N 7

vomiting have evolved; these will be reviewed in a later section. The most

widely researched attempts to diminish nausea and vdmiting, however, have

~ N
been pharmacological. > ' , ‘

Pharmacol 1aTramn ausea Vv
A number of years ago, Whitehead (1975) severely criticized the efflcacy of
the available drugs (known as antiemetics) to combat the Qc;bl\en) of nausea

- and vomiting and made a plea for more research into this'most difficult of
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problems. Systematic studies evaluating the relative efficacy of the

antiemetics have since been performed and reviewed extensively (Morrow,

- 1984¢; Penta et al., 1983).

Numerous classes of drugs have been evaluated for their pbtential as

antiemetic agents. These classes have included minor tranquilizers such as

diazepam; major tranquilizers such as the phenothiazine chlorpromazine;
antihistamines; glucocorticosteroids such as dexamethasone or

methylpredﬁisolone; cannabinoids (THC) such as nabilone, which are

derivatives of the cannabis sativa plant; and other drugs such as

domperidone, and, metoclopramide (Eyre & Ward, 1984; Frytak & Moertel,
1981; Harris, 1978; Seigel & Longo, 1981). Overall results with these éugs
when evaiuatgd empirically in controlled studies have been discouraging. A

review of 57 studies published up to 1981 ‘concluded that the currently

. marketed drugs were of "marginal value for the treatment of nausea and

vomiting" (Penta et al., 1981a, p. 1).

Minor tranquilizers act as relaxation agents and are most likeiy to help

extremely anxious patients. The major tranquilizers are thought to act
centrall); as dpi)amine antagonists by blocking the CTZ. Reductions in nausea
vomiting by as much as 60% have been reported with this class of drugs
(Plotkin, Plotkin, & Okun, 1973). Other drugs such as domperidone, and
metoclopramide work by promoting gastric motility and empfying. It is felt
that gastric stasis is one of the problems contributin‘g to nausea and vomiting
(Penté et al., 1981a,1983). The glucocorticosteroids are thought to work by
inhibiting the production of prostaglandins, which may be implicated in the
genesis of nausea and vomiting (Rich, Abulnayoglu, & DiSaia, 1980). The
mechanism of action of the cannabinoid derivatives is unknown at present.

One of the greatest problems with many of these drugs is the fact that they

1
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have side effects of their own which may be difficult to tolerate (Clark &
Dundee, 1971; Eyre & Ward, 1984; Frytak & Moertel, 1981; Harris, 1978). Dry
mouth, somnolence, dizziness, and orthostatic hypotension are just several
of the undesi¥able effects which may prevent patients from taking these drugs
(Seigel & Longo, 1981). The cannabinoids have proved to be extremely

effective in controlled trials when compared to placebos (Sallan, Zinberg, &

Frei, 1975) or to a phenothiazine (Sallan, Cronin, Zelen, & Zinberg, 1980).

Also, they were preferred by some patients receivfng both types of drugs ina
double blind trial Sallan et al., 1980), but not by others (Ungerleider,
Andrysiak, Fairbanks, Godfar}ight, Sarna, & Jamison, 1982). Difficulties in
tolerating cognitive-perceptual changes and increasing age appear td be
limiting wsé\gf THC (.Chang et al., 1979; Frytak, Moertel, &
O'Fallon, 1979; Herma, Jones, Dean, Leigh, Dorr, Moon, & Salmon, 1977;
Laszlo, 1979; Lucas & Laszlo, 1981). The effgctiveness of the cannabinoids as .
antiemetics remains extremely controversial (Frﬁék,,1980; Sallan & Cronin,
1980). | |

Other Vantiemetics such as metoclopramide, droperidol, and the steréids
have shown promise in diminishing nausea and vomiting, especially at
doses higher than generally prescribed (Gralla, Itri, Pisko, Squillante, Kelseﬂ,
Braun, Bardin, Braun, & Young, 1981; Grosman, Lessin, & Cohe}\, 1979;
Mason, Dambra, Grossman, & Catalano, 1982).

In determining effective pharmacologic management of nausea and
vomiting, a numl;er of factors need to be considered carefully. First, it is of
greatest importance that patients be gi;en antiemetics propﬁylaciica'lly prior
to their first chemotherapy treatment (Frytak & Moertel, 1981). When patients
are given drugs knov;'n to have high emetic potential, contemporary

experience dictates that it is unethical to withhold effective antiemetics in the
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clinical situation (Laszlo, 1983). «
In addition, the longer the patient experiences nausea and vomiting while
undergoing chemotherapy without adequate antiemetic treatment, the more ,

likely that these side effects will become progressively more severe

"(Andrykowski, Redd, & Hatfield, 1985; Morrow, 1982; Nesse, Carli, Curtis,

&Kleinman, 1980). This-may result not only in greater suffering with an
increased possibflity of disco;\tinuing chemotherapy, but it could result also
in the development of a conditioned or anticipatory anticipatory nausea
and/or vomiting response (Holland,/ﬁg?; Redd & Andresen, 1981; Redd,
Rosenberger, & Hendler, 1982). This will be discussed in greater detail in the
following section.

Further, because of the progressive ﬁature of these side effects, it has been
suggested that patients should be provided with pleasant surroundings in

order to decrease their level of arousal. A sympathetic and supportive attitude

of the staff adds to this lowered stress level (Frei & Holland, 1982; Frytak g{?

Moertel, 1981).

Finally, the need for flexibility in the prescription of antiemetics is

-suggested by extensive clinical experience (Laszlo, 1983; Neidhart, Gagen,

Young, & Wilson, 1981). It has even been suggested that patients be allowed to
choose between antiemetic medications which they may have tried (Neidhart.
et al., 1981) as well as any other psychologic?approaches (such as hypnosis)

which may be available in a particular ontology clinic (Barr, Presant, Klein,

_ Mackie, Yonemoto, Keating, & Metter, 1981; Laszlo, 1983). Once these

principles of traditional medical management have been considered, any
additional treatment approaches need to be measured carefully against them
in terms of both treatment and cost effectiveness.

In spite of these considerations, pharmacolog‘ approaches to the’

-
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treatment of -nausea ahd vomiting have failed to stem an unrelenting
increase in the intensity, frequenc‘y, and duration of these symptoms for
.ma,ny patients. At the same time, little is known about the relative
effectiveness of psychological and pharmacological treatments. Much research
is needed to examine the effectiveness of the proposals described above, Whilf
déveloping new and perhaps innovative approaa\es to the reduction- of

‘¢ - - <
nausea and vomiting. . '

A

Anticipatory Nausea and Vomiting \

Because of the poor ability of antiemetics to diminish ppst‘-chemotherapy

" nausea and vomiting effectively,.the patient's degree of distress will continue
to increase with repeated treatments. This distress may include increasing
levels of anxiety and depression and other negative psychological changes
(Chang, 1981; Eyre & Ward, 1984; Frei & Holland, 1982; Frytak & Moer:el, 1981;
Harris, 1978; Holland, 1977; Holland, 1982; Penta et al, 1981a, 1983). In
particular, pafients often report experiencing nausea and/or vomiting prior to H
the infusion of their chemotherapy (Holland, 1977; Whitehead, 1975). This
may occur on the way to (Nicholas, 1982) or on entering the, clinic
(Whitehead, 1975), seeing the nurse or doctor, or perhaps even the "smell" of
the hospitai (Sci\ulz, 1980). Many patients eipress concern that they are
.somehow ‘crazy" because they experience these symptoms in such an
unusual fasilion (Nesse et al., 1980; Weddington, 1982).

Thesg nausea and vomiting symptoms may best be understood as
conditioned or anticipatory, and explained theoreticalfy b;/ a classical
conditicning model. In this theoretical model the unconditioned response
(UCR)’of nausea and/or vomiting following the presentation of the

‘chemotherapeutic agent, which is the .unconditioned stimulus (UCS),



R A MO L S AN T
K 12 AN ‘.‘{,,:\.(,A AR AN

17

5 . C

-

becomes a conditioned response (CR) to situational, perceptual and/or
somati¢ cues which are paired with the presentation of the the UCS. These '
cues become conditioned stimuli (CS) for the elicitation of the CR's (nausea
and vomiting). '

Classical conditioning theory states that the UCS-UCR interval should be
minimal and that the greater this interval, the less likely for conditioning tc;
occur by the UC%eing paired with a CS and eliciting a CR (Kimble, 1961). It
is well documented that nausea and vomiting will usually begin anywhere
from 3 to 12 hours after the infusion of the Chémotherapeutic agent (cf.
Holland, 1977). If this is so, then the UCS-UCR intervalfiﬁs far t&(: great to
allow conditioning to occur. However, according to conventional classical
conditioning théory, it he;s been shown that the universality of this view of
classical conditioning is subject to certain exceptions. Long UCS-UCR
intervals will still allow for conditioning to occur when the UCR is
gastrointestinal upset, e.g., nausea and/or vomiting. This has been reliably
demonstrated in experiments with animals, using such nausea-producing
agents as lithium chloride and radiation, which may only produce nausea
after a period of twenty-four hours (Garcia, Hankins, & Rusniak, 1974).

Bernstein (1978) and Bernstein & Sigmundi (1980) have shown that taste
can become a CS for the elicitation of the CR's' of nausea and/or vomiting in
patients receiving chemotherapy. Children receivingachemotherapy and

experiencing nausea and vomiting were provided with a novel flavoured ice

cream prior to one of their treatments. When provided with a choice of

.. flavours at a subsequent treatment session, only 21% of the children chose the-
novelly flavoured ice cream. This was significantly less than controls who *
had not tasted the ice cream previously or did not experience nausea and |

vomiting, indicating the likelihood of the development of a conditioned taste
PN -
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aversion. Other food aversiegs may also develop in patients with advanced

cancer due to the action of the toxic metabolites of canc}gg,cells as UCS's, thus:

causing conditioned avers;\n to various foods and promoting the anorexia

and cachexia associated w1th terminal illness (Bernstein & Sigmundi, 1980).

Parameters of Anticipatory Nausea and Vomitin
e

In a survey of 124 hospitals in the United States, Laszlo (1982) has

provided important information regarding the pervasiveness of the problem
of anticipatory nausea and vomiting Ninety-six percent of these hospitals
reported having patients who suffered from these symptoms. The percentage
of patients actually experiencing anticipatory symptoms at each institution
ranged from 1% to 30%. In another survey, of 406 patients receiving
chemotherapy treatment at a major regional cancer centre, 98 or 24% of the
pati‘ents experienced anticipatory nausea and 35 or \2% experienced
anticipatory vomiting (Morrow, Arsenau, Asbury, Bennet, & Boras, 1982).
‘These rates are fairly consistent throughout variou's studies (Burish, 1984;
'Dolgin Katz, McGinty, & Siegel, 1985; Morrow, 1984a,b; Nerenz et al., 1984b;
Nicholas, 1982). The reported frequency of anticipatory vomiting among
patiex{ts may rise to as much as 50%-65% when extremely powerful drugs
such as cis-platinum or combinations of drugs such as CMF are given (Coons,
1981; Wilcox et al., 1982). Only al‘)out one-quarter to one-third of patients who
develop anticipatory nausea{will also develop anticipatory vomiting.
Anticipatory nausea begins usually by the fourth chemotherapy session of
‘a treatment protocol or approximately between 2-4 months into the treatment
protocol (Dolgin et al., 1985; Morrow, 1982, 1984; Nicholas, 1982; Redd, 1984a;
Wilcox et al.,, 1982; Weddington, Miller, & Sweet, 1984). However, the

number of patients beginning to experience anticipatory nausea increases

#
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with time in treatment. 'Weddingto‘n et al. (1984) reported that 19 of 41
patients who experienced post treatment nausea experienced antici';)atory
nausea by two months. By six months of treatment, 74% experienced
anticipatory nausea. This figure did not change after ten months of therapy.
— Anticipatory nausea usually begins anywhere from a mean of 17 hours
(Morrow et al., 1982) to a mean of 5 hours prior to treatment (Nicholas, 1982).
Anticipatory vomiting usually begins about a mean of 11 hours prior to

treatment (Morrow et al,, 1982). Cella, Rupert, & McAdams (1984) showed

how powerful this conditioning can be by interviewing long term survivors

of Hodgkin's disease who had undergone chemotherapy. Many of these

patients still continued to experience coﬁditioned nausea to particular

eliciting stimuli even twenty years after the termination of treatment.

Patients with anticipatory nausea and vomiting differ from chemotherapy
! pa}tients not experiencing these symptoms in several ways. They tend to have
. Peen on chemotherapy for a longer period of time, have experienced more
'injections, have more advanced disease, more severe post/ chemotherapy
nausea and vomiting with a gradual onset (Nesse et al., 1981; Nicholas, 1982).

A study of 225 chemotherapy patients by Morrow (1982) confirmed these
b}

results. In addition, he found that younger patients, who were receiving
either dactinomycin or cis-platinuni and rated their post-chemotherapy
emesis higher were more likely to develop anticipatory nausea‘ and vomiting.
Patients receiving more than 2 chemotherapy drugs of any type also had this
experience. These paﬁenfs also experienced their worst post treatment nausea
3 and vomiting from 4-8 hours after treatment, whereas the no anticipatory
nausea and vomiting group experienced their worst nausea and vomiting

.between 0-4 hours after treatment. In a regression analysis, 26% of the

variance predicting the development of anticipatory nausea and vomiting

&+
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‘was accounted for by the following three variables: severxty of post treatment

, vomiting, taking cis-platinum, and the time when the nausea was worst, In a

discriminant analysis, 58% of the anticip%tory nausea and vomiting patients
were correctly classified by these parameters, whereas 91% of the no
anticipatory nausea and vomiting group were correctly classified by the
absence of these variables. The correlational nature of these ﬂ%sults mitigate
against firm causal predictions, which need support from replications of these
results. In’addition, 70% of this group of patients reported they felt that the
cause of anticipatory nausea and vomiting was psychological.

In a later study, Morrow (1984a) was able .to correctly classify 80% of the
anticipatory nausea and vomiting patients by adding variables relating to
patients’ reports of previous experienee in their lives with such symptoms as
sweating; weakness, motion sickness, and hot flushes. The possible
involvement of the vestibular system in the development of anticipatory
nausea and vomiting was suggested in a survey of 608 patients, 166 of whom
reported being prone to motion sickness prior to chemotherapy treatment
(Morrow, 1984b). Thirty-nine percent of the 122 patients wish antici;)atory
nausea and vomiting had reported experience of motion sickness in their
lives prior to the onset of chemotherapy treatment.

o Anxiety, as an indicator of heightened arousal, has been postulated as,an
intervening variable in the.development of anticipatory nausea ‘and
vomiting. Patients with anticipatory nausea, but not anticipatory vb‘miting,
report higher subjective anxiety but have heart rates during treatment similar
‘to patients with no anticipatory nausea (Ahles, Cohen, Little, Balducci,
Dubbert, & Keane, 1984). However, patients with anticipatory nausea and
vd‘miting report higher anxiety and have higher heart rates than patients

- without anticipatory symptoms. This discrepancy between self-report and
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\Q)hysiological measures of anxiety is also reflected for example, in the ‘greater
physiological arousal of patients receiving their chemotherapy via drip
infasion as compared to push injection, which takes a significantly shorter
time. These groups do not differ in reported anxiety, but they report
significantly more depression (Lyles, Burish, Krozely, & Oldham, 1982).

Schulz (1980) found patients with anticipatory nausea and vomiting to
have higher levels of state and trait anxiety scores on the STAI, and higher
scores on the neuroticism scale of the Eysenck Persénality Inventory. Using
the Spielberger State-Trait Anxiety questionndire, Redd (1984b) and van
Komen & Redd (1985) showed that there was a small significant correlation

‘ between trait anxiety and anticipatory nausea. Redd (1984b) has suggested that

there may be different reasons for the development of anticipatory nausea

and vomiting prior to the fourth session (about 20% of patients), between 6
and 10 sessions (about 70%), and more than 11 sessions (about 19%).

: Using a multiple /:eg&ession analysis, Andrykowski et al. (1985) have
shown that a significant proportion of the variance attributable to anticipatory

nausea was predicted not only by the severity of post chemotherapy nausea

i akii Vemitirig and a greater length of time receiving treatment but also by
higher level of state anxiety. This suggests that early development of
anticipatory nausea may be due to the development of conditioned aversion,
whereas late development of énticipatory nausea and vomiting may be
mediated by the increasing anxiety and stress of ‘proionged treatment
(Andrykowski & Redd, 1987). High anxiety may also be implicated in the
refusal to continue treatment by some adolescent patients (Blotcky et al.,
1985). ’ . v

Altmaier, Ross, & Moore (1982) found that patients with anticipatory

vomiting were more anxious and depressed but not more hostile, as

\
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compared to no anticipatory vomiting patients. These patients also had more
.negative thoughts about their ability to cope with their stress. This
' contradicts thé findings of Andersen & Tewfik (1985) who found that
radiation therapy patients who were more/anxious were also more hostile.
Some chemotherapy patients report a metallic taste in their mo’uth‘s whichq
is associated with and is the trigger for anticipatory nausea and vomiting
{(f\lerenz: Coons, Love, Leventhal, & Ringler, 1981; Weddington et al., 1984).
The specificity of, the stimulus conditioning propertieé of taste were
demonstrated experimentally in rats by Coil, Hankins, Jenden, & Garcia
(1978). They demonstrated clearly that various antiemetics attenuated a
conditioned taste aversion, but not a conditioned shock avefsion. Since the
- ability to reduce conditioned nausea and vomiting ‘with antiemetics has been
equivocal in cancer patients, mechanisms other than conditioned taste
aversion must also be involved (Morrow et al., 1982).
Approximately 50% of breast cancer patients on CMF who experienced
anticipatory nausea and vomiting, associated a, metallic taste with ‘the
chemotherapy (Fetting, Wilcox, Scheidler, Dc(n_ehower Grochow, &

Enterline, 1984; Fetting, Wilcox, Scheidler, Enterline, Donehower, &

Grochow, 1985). Other patients did not have this specific association, but weré\\

highly anxious (Nerenz et al., 1981). These results indicate that ‘

conditionability may be related differentially to tastés and smells and the
influence of anxiety as early as the.first session (Nerenz, Leventhal,
Easterling, & Love, 1987). In addition, some patients may (experience
anticipato;y nausea even prior t6 their first chemotherap& session (Dobkin &
Morrow, 1985). This finding indicates that that the pat'ient's expectations
regarding anticipatory nausea and/or t;he"possibility that extreme anxiety can

cause nausea as a direct consequence. More anxious patients tend to have
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visual and imaginal CS (e:;., seeing the nurse, or thinking about the trip to
the hospital the next day), while patients experiencing taste or smells as CS's
were less anxious (Katz, 1982; Nerenz et al., 1981, Nerenz et al., 1982; Redd &
Andrykowski, 1982). .

It has been suggested that a cognitive conditioning process may also be
involved in the developmenj of anticipatory nausea and vomiti;lg. Since
pahents with anticipatory nausea also have more intense post-chemotherapy
nausea, these patients may be remembermg their symptoms more actively

during the time period between chemotherapy sessions. This cognitive

activity during the time gap in the seemingly long UCS-UCR interval may -

account for the facilitation of the conditioning process by incubating the fear
response until a salient eliciting stimulus appears (Dobkin, Zeichner, &

Dickson-Parnell, 1985; Eysenck, 1982).

" Several authors have argued that prophylactic use of antiemetic

&

,medications given prior to the first chemotherapy session might diminish

the probability of the development of anticipatory nausea and vomiting

(Laszlo, 1982; Andrykowski et al., 1985). In a study evaluating this issue,
children given phenothiazines‘prlophylactically gave higher ratings and had
longer duratigns of nausea and vomiting than children not receiving tﬁese
drugs (Zeltzer, LeBa;on, & Zeltzer, 1984b). Many patients using marijuana
cigarettes (THC) as an antiemetic repeatedly reported that the odour and taste
of the smoke began to make them nauseated (Kutz, Borysenko, Come, &
Benson, 1980). Even the voice of a the;apist on an audiotape teaching
relaxation to patle ts on chemotherapy may develop into a CS if the
chemotherapy drug i powerful enotigh (Redd & Andresen, 1981).

In summary, the review of data on the development of anticipatory

nausea and vomiting indicates that multiple factors including personality,
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Qcogn‘itive, situational and drug-related cues, such as tasté and"ork smell are *
irhplicated. Effective intervention strategies are- only possibT? when a clear
understanding of the development of anticipatory nausea.and ‘vomiting for
an iﬁdividual‘patient is achieved. One area of ma’j:)r significance in this
regard concerns reliable And valid measures of na;xsea and vomiting. Lack of -
such measures only compromises the ability of ~clinical researchers to

evaluate treatment effectiveness.

e,
!

Assessment of Nausea and Vomiting. -

1)

Nausea and vomiting present measurement difficulties from both a

B f * R K

subjective and objettive perspective. As discussed above, although nausea

and vomiting are often discussed as, concurrent-events, they may be distinct
A

and separate and occur sequentially, simultaneously, or independently

(Morrow, 1984c). For this reason, reliable measurement is fraught with
’ N

difficulty.

Nausea is primarily a private event usually not discernible by external

(;l'a'servation’( Redd & Andrykowski, 1982), ex'cept perhaps when. it is so
intense that vomiting is inevitable and imminent. In this case, for example,
such behavioural manifestations as facial grimacing, increased respiration .
and frequenéy of éwallowing may be observed. When these behaviours are
not p‘resent, nausea presents problems of measurement not dissimilar to
those for other subjectively occurring events such as, for example, anxiety and)
'depression ' ' o “ .
Vomiting, on the other hand, is an observable event. The emptymg of the
gastric contents in pl;lsmg contractions of the gastromtestmal tract are easily
observed. Retching, which is vxrtually the same response, differs in that there

aré no gastric contents to be expelled (Laszlo, 1983; Morrow, 1984c¢). This

A}
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response is also.known as the "dry heaves", a response familiar to those who
have experienced the toxic effects of alcohol. In chemotherapy-induced
nausea and vomxtmg r‘?chmg occurs often, but is Iess frequent because

- oncology physicians encourage their pahents to eat at least small quantities of

foc_g‘d priorfo chemotherapy, which reduces the irritation of the esophogeal

tract-during orm’ﬁng. Because vomiting usually occﬁrs over short, repetitive
periods, its frequency may be easily measured by a simple count. This facility [
of counting is complicated when certain chemother;peutlc agents such as cis-
.- platinum are used+Cis- platmum has been known to cause almost continuous
Y
L vormtmg in mar\y patients, often’ w1thout(prodroma1 nausea. In this 1nstance,
duration’ may be a more significant parameter of the emetlc response. The

mechanism for this phenomenon is not well understoocf at this time.

* An animal model of emelis has been elucidated by Laszlo (1983). Using
this model, antiemetics are evaluated empirically using the number of
vomit; and retches observed behaviourally. In addition, intra-thoracic and

intra-abdominal venous pressure are measured as physiological correlates of

einesis. Sir:ce changes in respiration are associated w1th nausea and vomiting’

due to the proximity between the vomiting centre and the respiratory centre,

N tese measures _may provide’ some of the best physiological measures of the’

- | the vomiting response 'However, this technology does not provide any data

' on nausea, since the ability of laboratory animals to provide accurate yerbal
self-reports or ra}tingdmn Likert scales or visual analogue scales is |

. e proportional to their ascendance on the phylogenetic ladder. Moreover, these

‘physiological measures have not yet beén applied to man.
“ The literature on the treatment of nausea and vomiting inthumans has

focussed primarily on outcome and less on the empirical considerations of

-t
>

accurate measurement. This has lead to a plethora of measures of both nausea
N , e . r ‘ . ’ , -
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and vomiting . Morrow (1984¢) r@iewe;d 120 studies publ\ished fn')ivor to 1982
which involved the study of chemotherapy-induced nausea dpd vomiting.
These studies encompassed the treatment . of 1512 cancer patients. In
evaluating the various measures used, no consensus on a réliable and valid
‘measurement approach emerged.

The large majority of measares consisted of unvalidated self-reports.
Observer reports were much less common, except for occasional vomiting
reports. Often nausea and vomiting side effects were inferred from their
concomitant behaviours, for example,“appetite return, time when eating or

drinking returns, dehydration, wound deheiscence, fractures (secondary to

intense vomiting), and depression. These indirect measures are clearlxﬁ \'

inappropriate since they may be caused by many other factors. Stress fractures
may be caused by bone metastases; depression may'be a function of multiple
factors, such as fear of deéth, loss of functioning as well as a host of oth:r
reasons (Bukberg, Penman, & Holland, 1984; Plumb & Holland, 1977, 1982).
Self-report séales of various types and levels of pre.cision have been used
in 'most stu&ies c;f nausea and vorr'\'iting. These reports have included
nominal scales such as presence/absence, yes/no or persistent/limited or the
equ%tion oé treatment failure with the presence of two or more vomits after
'trgatment (e.g., Frytak & Moertel, 1981), These dependent measures are too

general and clea}ly do not add to the precision of measurement. Since each

chemotherapy drug has its own individual emetic properties and course,

mutually exclusive categories do.not allow for fine distinctions in change; it is

these which may be of greatest clinical significance.
Other approaches to measurement have included ordinal' scales with
anywhere from three to ten points and anchors such as "none” to "a great

. deal”; and one hundred point visual analogue scales with similar anchor
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points (Fetting et al., 1982; Redd, Andresen, & .—Minagawa, 1982). Each of these
scales have been used as measures of either nausea or vomiting or
occasionally and less precisely, as' a measure of a combined nausea/vomiting
index. In the latter, the separate contribution of nausea and vomiting to the
overall rating of what may be either intensity, frequency or duration ratings
becomes confounded. When combined indices are used, conclusions
regarding the efficacy of any antiemetic technique may be questioned for these
reasons alone. °

-y

\ The duration of nausea and vomiting is extremely important in that
overa;ll suffering and the ability of the patient to recover before the next
treatment may deter;nine, to a large extent, the patient's overall quality of
’\life“ One approach to gathering data on duration has been to obtain ratings at
various intervals after the infusion of the chemotherapy agents. These
1ntervals have included one, three, six, twelve, and twenty-four hour
intervals and/or end of treatment periods (e.g., Lyles et al,, 1982). If a
particular treatment can reduce the duration of side effects, but not the
intensity, the result will s;ill have important clinical significafnce, since maﬁy
patients experience extended periods"of post-chemotherapy nausea and

* vomiting, possibl); due to psychological factors, such as anxiﬁ}’y or depression

(Lyles et al., 1982). | o NG

Obierver reports have also been’uti’l\ized in attempts to validate the self-

)

reports of patieﬁts. In most cases, the nurse (Fetting et a}l., 1982; Lyles ;at al,,
1982), family, and/or physician are the primary observers. The difficulties
- with using external observers other. than trained professionals using wéll
constructed, valid, and reliable observation ;cale's lié in the lack of training in
obser;ration and in.tge relative access}bility of the patient to the ‘par‘ticular

observer. Nausea and vomiting do not always occur while the patient is
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receiving chemotherapy. Typically, a patient-may begin to experience nausea
andovomiting anywhere from immediately following the infusion of the
ehemo‘therapy drugs to twénty-four to forty-eight hours later (Ganong, 1979;
Laszlo, 1983). The‘ nurse or physician may only be able to provide ratings of
nausea and vomitiné while the paéient is pres:ent in the chemotherapy clinic.
Family or other community members who may be able to provide ratings
may not always be available or willing to‘cooperate, as their primary concern
may be‘ the comfort of the p‘atient who is suffering tt&ough the symptoms.
The need to devglop_ consistent, reliable, and valid measures of nausea
and vomiting is manifest. One recent attempf to overcome these'difﬁcu‘lties
was‘ made 'by Morrow (1984c), who has developéﬁ questionnaire to
encompass the three dimensions of naﬁsea and vomiting, i.e., frequency,
intensity, and duration. In-addition, this questionnaire prov'ides for separate
ratings of anticipatory and post-chemotherapy nahséa, and vomiting. The

Morrow Assessment of Nausea and Emesis (MANE) was first used in an

. outcome study of the effectiveness of systematic desensitization on nausea
. .

and vomit‘ing side effects of chemotherapy (Morrow & Morell, 1982). The
MANE assesses nausea ef)isodes and vomiting frequency via a folur point
scale with the anchor points labelled "never" to ;‘during and after every
treatment”. Severity of nausea and vomiting are assessed by a six point scale

with the anchor points "very mild" to "intolerable". Duration of nausea and

vomiting is measured by the number of hours that these symptoms persist. In’

addition, the point in time of the worst nausea or vomiting is assessed by a six
point scale with the anchorc\points labelled "during treatment” to "twenty-
four or more h&flirs after treatment".

Test-retest reliability for a subsample of twenty randomly selected patients

was extremely high over four chemotherapy sessions (r = .76 to 1 = .96). The

(=
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point in the ‘chemotherapy p;otdcol at which these patients were was not
specified. They were likely on a research protocol of at least one year of
consistent doses of drugs and well into their treatment. Since p;usea and
vomiting side effects usually peak between the fourth and sixth treatment
sessions (Redd, 1984a; Redd ‘& Hendler, 1984), these patients' symptoms had
probably reached their asympfote; this may account for the extremely higt{

reliability coefficients.,
. Convergent validity was provided by significant correlations (r =.33)
betweeﬁ patients self-raﬁngs and ratings made by nurses and pharmacists of
the emetic potential of cl{emotherapeutic drugs typically used in the
‘ chemotherapy clinic. Divergent validity was provided by extremely low
( correlations between self-ratings .of nausea and vomiting and ratings of
' fatigue and depression, indicating that the self-ratings were not confounded
by othe;' affective states. At present, this scale has been the most carefully
evaluated measurement tool for nausea and vomiting. One of the problems
with it is that it is completed when the symptoms of nausea and vomiting

have terminated completely. Different studies have indicated that

retrospective ratings of subjective states may be either biased or unbiased. For
instance, patients experiencing vomiting after GI bypass surgery for obesity,

" rated their subjective state at a later time differently from those made by them »
just after surgery (Stunkard, Foster, Glassman,% Bosato, 1985). In addition, in
a group of patients with chronic rheumatic disease, the longer the duration of
time from the original rating of pain, the less concordance there existed
between this rating and a current one (Scott & Huskisson, 1979). However, ir}

.a study of memory for pain ¢xperience, patients rated their pain in an
unblia}sed manner when questioned later (Hunter, Phillips, & Rachman, 1979). ) /

From these equivocal data, it becomes clear that the reliability and validity of

”
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retrospective recall of nausea and vomiting symptoms needs to be examined
more closely. '

The use.of visual analogue scales (VAS) to measure subjective affective
states is a fairly recent innovation (Priestman & Baum, 1976; Redd &
Andrykowski, 198i). In this approach, the patient is provided with a one
hundred millimetre horizontal ‘line with anchors to the ends of the line
denoting the subjective dimensions of the line. For example, if the VAS is
used to measure nausea, then the anchor points might be "no nausea” at the

left of the line and "worst nausea ever" or "extreme nausea" at the right of

the line. The degree of nausea is then measured by the position of thg check

mark on the -VAS line drawn by the patient from the left end of the line.
Although regression toward the mean is inevitable, the bias involved in
choosing a speéifig category of an ordinal scale is largely eliminated. |
The VAS has Been used in a variety of situations to measure anxiety,
depression, nausea and/vomiting, pain, qualin\of life of breast cancer patients
and a host of other sﬁbjéctive states with greate\r or lesser degree of validity
and reliability (Ahles, Blanchard, & Rucl;deschel, 1983; Ahles, Ruckdeschel,
& Blanchard, 1984; Priestman, 1984; Priestman & Baum, 1976; Redd &
Andrykowski, 1982). -

)

" Verbal descriptor scales provide another modality for the measurement of
subjective states. A prime example of this type of scale is the McGill Pain
Questionnaire (MPQ) (Melzack,‘ 1975; Melzack & Torgerson, 1971). This is one
of the most widely used psychometric instruments for the measurement of
pain—Fhe questionnaire consists of twenty gréups of words used by pain
patients to describe their pain. Each group of words is an ordinal scale of
anywhere from two to six words (e.g.,'dpll, sharp, stif\ging, intense). Patients
choxose words which they feel déscribe their pain. They also ;ate their current

B



31

overall pain intensity on a six point ordinal scale called the 'Present Pain
Intﬁnsity'. S ‘

Theoretically, the word groups are divided into three subscales which
encompass Melzack & Wall's (1982) tri-partite definition of the perception of
pain. According to this theory, paings composed of three dimensions or
qualities. These are variously referred to as sensory, affective, anfi evaluative.
The sensory words of the MPQ refer to the perception of the pain by the
patient in terms of the degree of actual sensory experience, i.e.,, how much the
pdin actually hurts. The affective scale contains words that express the
patient's emotional reaction to or concomitant feelings about the pain. The
evaluative scale contains words which denote the degree of suffering or
disruption that the pain is causing the patient. This approach to the
qualitative evaluation of pain stems from the gate control theory of Melzack
& Wall (1965) and is one of the most widely used measures of both chronic
and acute pain. '

The use of verbal descriptors may add a new dimension to our
understanding of the phenomenological experience of nausea and vomiting.
The relationship between this approach to measuring nausea and vomiting
and other single scales and their reliability and validity are unknown at the
present time. It may be possible to develop more sensitive measures of
nausea through the use of word descriptor scales such as the MPQ. These and
other approaches to measurement of nausea and vomiting, such as ordinal

and visual analogue scales, may provide researchers with more effective and
more sensitive tools to assess changes in what has alfeady been described as

multifact&ially determined symi)toms.
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Psychological Approach he Reduction of Nausea and Vomitin

From the evaluative review of antiemetics in an earlier section, it is clear
that these pharmacological agents by themselves Rave been unable to
adequately control the nausea and vomiting due to chemotherapy and, most
particularly, anticipatory nausea and vomiting in most patients (Laszlo, 1982;
Redd, 1984a). For this reason, other approaches have been investigated. It is
well known that medical procedures such as surgery are often perceived and
experiencec/l as stressful by patients and the degree of distress may adversely
affect overall outcome (Janis, 1958; Melamed, 1984). When these medical
procedures are repeated on a regular regime‘n such as hemodialysis for
patients with chronic kidney disease (cf. Devins, Binik, Gorman, Dattel, |
McCloskey, Oscar, & Briggs, 1982); repéated painful bone marrow aspirations
for leukemia patients (cf. J. R. Hilgard & LeBaron, 1982; 1984; Zeltzer &
LeBaron, 1982); or regular cancer Shemotherapy treatments, the distressin‘g
side effects do r\ﬁ%bituate or extii\guish over time, as might be expected.
Rather, they usually increase in intensity, frequency, and duration, in spite of
valiant attempts By patients to cope. This response may be understood in
terms of Eysenck's incubation theory of anxiety, where the patier'\t escapes
from the CS before -extinction may occur. For this reason, the CR slr'engthen\s.
rather than weakens (E.ysenck, 1982).

Any intervention which compromises the CS-CR connection successfully
will be of great irigortance in attenuating the nausea and vomiting of
chemotherapy. It hé; been suggested that antiemetics may be useful in a
prophylactic role by diminishing the intensity of the UCR, thus preventing
the creation of a ;;trong CS-CR connection through classical conditioning

(Laszlo, 1982; Andrykov;rslgi et al.,, 1985). In the past, oncologists have typically
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treated nausea and vomiting conservatively. They have not taken the
prophylactic approach for two important reasons: side effects of the
antiemetics and lack of data regarding the use of specific antiemetics with

' specific chemotherapy drugs.
Behavioural techmques such as relaxation and systematic desensitization,
. : blofeedback hypnosxs, as well as combmatxons of these and other cognitive
. approaches, have all been shown to have important effects in reducmg the
~ . distress {from dlsorders such as anxiety and phobias in both ‘analogue and
clinical studies. A number of researchers have successfully applied some of
these behavioural methods to control symptoms related to cancer and its
treatments. Hypnosis has been utilized previously in the successful reduction

" of pain related to cancer (Dempster, Balson, & Whalen, 1976; E. R. Hilgard & ].
R. Hxlgard 1983; Labaw, 1969; Schaefer & Hernandez, 1978). In addition to the

reducnon of pain, these studies have described also the use of hypnot\
techniques to significantly reduce nausea and vomiting in several patients
undergoing chemotherapy.

The first controlled study examining the effectiveness of a behavioural

intervention in the reduction of nauséa and vomiting was a single case,
within-subjects design, where the patient served as her own control (Burish
& Lyles, 1979). Over a se/ries of gen chemotherapy sessions, this patient, a 30
' _ ‘ )}ear-old woman with th)lrmic lymphoma, underwent either therapist-directed
. or self-directed relaxation ex;arcises. Self-feport ratings, questionnaires,
physiological measures (pulse and blood pressure), and nurses' observations

- -indicated that the patient was aI;)le to reduce, negative affect, frequency of

vomiting, and post-treatment physiological arousal. It was concluded from

this study that relaxation had significant salutary effects on the side effects of

chemotherapy.
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In a second case study, Burish, Sharteger, & Lyles (1981) combined

relaxation training with EMG biofeedback from four muscle sites to help a 44
year-old female suffering from undifferentiated adenocarcinoma cope with
nausea and vomiting. The measures used were similar to those of the
previous study. After four treatment sessions, the patient was able to
generahze her training to follow-up sessions successfully. She was able to
significantly reduce physiological arousal and reported feeling less anxiety
and nausea.

Redd & Andresen (1981) and Redd;, Andresen, & Minagawa (1982) taught
hypnosis to six patients undergoingchemotherapy and demonstrated that
patients experienced reductions in anticipatory vomiting and ratings of
nausea prior to, during, and post treatment. These results were reversed
when these patients were not given hypnosis instructions and asked to
unde’rgo their treatment. This reversal in symptoms may have been due to
factors other than the mere absence of hypnosis and.,would most likely have
depended upon how the withdrawal of hypnosis was perceived by the patient.

A less encouraging finding was that several other patients being treated
with cis-platinum developed a conditioned@versive reaction to the voice of
the therapist while listening to an audiotape of the hypnosis instructions
which was used for home practice. The authors concluded that this may have
been due to the strength of the UCS and they postulated a drug-dose
- relationship in the development of anticipatory nausea and vomiting which
may attenuate the salutary effects of an otherwise effective procedure such as
hypnosis. However, the particular style of the therapist, the effectiveness of
the hypnosis techniciue used, and the manner in which hypnosis was
represenied to the patients may have contribute\d also to this finding.

The success of relagcation": hypnosis, and biofeedback in controlled clinical
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A
case studies led to the examination of the effectiveness of these techniques in

larger groups "of patients using randomization and the selection of
appropriate control groups. Uéing the same procedure as in their previous
study, Burish & Lyles (1981) divided sixteen patients receiving cancer
Dchemotherapy into a relaxation group and a no treatment control. In addition
to receiving progressive muscle relaxation, the treatment group was taught
guided imagery to enhance and facilitate the relaxanon response. The results
demonstrated conclusively that patients in the relaxation plus guided
imagery group experienced significantly less anxiety and nausea, as well as
physxologlcal arousal both during the trammg and the follow-up sessions.

Nursés' ratmgs of nausea and anxiety also indicated s1gmf1cant reductions in

these twp parameters in the relaxation group, as compared to the control

o

group.

Lyles et al. (1982) divided fifty patient“s——‘hfventy-five receiving push
injections (lasting 5-15 minutes) and twenty-five patients receiving drip
infusions (lasting one-half to two hours)—into either a relaxation. plus
guided imagery group, a therapist suppor_t control group, or a no-treatment
control group. Patients in the relaxation phis guided imagery group showed
significant reductior;s in anxiety and nausea and physiological arousal during
treatment, and significant reductions in nausea, anxiety, and depression
following chemotherapy. \ . s

Morrow & Morrell (1982) canvassed five hundred cancer petients
receiv{ng chemotherapy. Of these, 60 patients fﬁlfilied the basic criterionl“bf
having experienced at least two chemotherapy sessions during which they

had suffered from anticipatory nausea. Patients were randomly assigned to

three groups: relaxation plus systematic desensitization, a counselling control
)

group, and a no treatment group. The patients in the first-group were ngen '

ey
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two one-hour training sessions in progressive relaxation and systematic
desensitization, i.e., the presentation in imagination of progre8sively more-
aversive scenes related to the chemotherapy treatments, e.g., driving to the
clinic, receiving-the injection, etc., while the patient remains in a relaxed state
(Wolpe, ‘1958). The counselling é\tdﬁp received information about nausea and
vomiting and general suggestions about coping with no direct instruction,
whiie the no tréétn\_'ent control patients mérely recorded their nausea .and
vomiting F?tings. All patients fi\lled out the Morrow Assessment of Nausea
and Emesis éMANE) (Morrow, 1982), as well as the Spielberger State-Trait
Anxiety questionnaire (STAI), the..vHealth Locus of Control Scalé (HLOC), and
VAS ratings for expectations of success and credibility of treatment. No
differences existed between grou};s on any parameter at baseline, including

various demographics.

The results indicated that fewer patients in the relaxation plus systematic ,

desensitization group experienced anticipatory nausea. Further, this nausea

diminished in severity and intensity as compared to the controls. Indeed, 6 of
9 patients in this group who also had anticipatory vomiting eliminatéd this
symptom. The remaining three patients were able to 'decrease the severity but
not the duration of the vom»iting. There were no changes in state or trait
anxiety or in any of the subscales of the HLOC. Interestingly, one half of the
untreated control patients e’xctually experienced increased anticipatory nausea
during the course of the study, providing further evidence that untreated
anticipatory nausea and vomiting symptoms worsen over time, rather than
habituating or extinguishing. There 'was, however, no signjficant decrease in
the use of antiemetics by patients in the relaxation plus systematic
desensmzatlon group. In an\eXtensxon of this study, Morrow (1986) added a

relaxation-only group to asses'}. the effectiveness of the cognitive hxerarchy

j
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(desensitization procedure). The findings indicated that relaxation plus

. systematic desensitization treatment was more effective than the relaxation-

3 +

only treatment in reducing nausea and vomiting symptoms.

Zeltzer et al. (1984c) divided 19 adolescents with cancer into either a
hypnosis treatment group or a supportive counselling group. Ovetall rattings
for nausea, vomiting and "bother" (a measure of the disruptive effects of the
treatment on the patients' life) were made. Patients were on various drug
protocols, from daily to monthly treatments. All of the symptoms were
significantly reduced from baseline to post-test with no sxgmflcant differences
found between groups These 1mprovements ‘remained after the treatment (
terminated and follow-up ratmgs were made.

This rather surpnsmg result contradicts the fmdmgs of the prevxously

described study by Morrow & Morrell (1982) angqnay be explained by

differences in the nature of the supportive counselling groups in the two
studies. In the Morrow & Morrell (1982) study, tha supportive counselling
group .patients were seen for two one-hour sessxons during which a
"Rogerian" approach was taken, i.e. ‘patients were glven support for their .

efforts to cope with their chemotherapy, but given no, specific advice

regarding new approaches to coping. In the Zeltzer et al. (1984c) study, the

supportive counselling group patients were seen during their .treatment (just

as in the hypnosis group); rather than being given a "neutral” type of support,

however, the children were asked to engage in various distraction tasks, such

as focusing on interesting objects in the roomj squeezing on the therapists

5 hand, or taking deep breaths. These activities may not be as "neutral” in

) charagter as the authors believed, and may have drawtx these children into,

utilizing their imaginative capacities to an extent comparable to the patients

in the hypnosis group (J. R. Hilgard & LeBaron, 1984).




o " . . .
‘Several theories have been advanced ta account for the sirnilar &dings of
researchers ﬁsing different behavioural methods to reduce the nausea and
vomiting side effects of chemotherapy (Redd, 1984a; Redd & Andrykowski,
1982; Redd, Rosenberger, & Hendler, 1982). Relaxation (induced through
\brogressivelmuscle relaxation as in the Burish and the Morrow studies, or
through direct suggestioné of warmth and heaviness a.‘s in Redd's studies)
appears to be one of the most common features of these-investigations.
Nausea and vomiting {nvolvg aspects of both the central nervous system ;\d
the sequential movement of gross muscle groups (Seigel & Longo, 1981).
Antiemetic drugs in"éeneral- have sedation as one t.heir most frequent side
‘effects. It is possible that the action of the various_relaxation techniques may
act in a similar wgy by mterruptmg these muscular movements. Since these
drugs are also thought to act on the CTZ d}ectly as well, it may be that
relaxation also acts in this manner. Findings contrary to this theory come

from studies"demgﬁstrating the poor efficacy of minor tranquilizers in

reducing nausea and vomiting.

. . :
Second, distraction may serve to turn the patients' attention away from .

the distressing symptoms by focusing on the feelings of relaxation or the
imagery which is generally some pleasant scene which is mcompatxble w1th
the chenflgtherapeutxc situation. Some evidence for the effectiveness of both
relaxation and distraction comes from the Zeltzer et al. (19§4c) study.

Third, the role of .,"non-specific" factors such .as sup‘port' and

encouragement may be easily discounted from the the evidence of studies

' (e.g., Morrow & Morrel, 1982) showing that attention and/or support withodt;

direct instructions in new coping mechanisms is ineffective. The typei)f
A

therapeutic relationship developed by treating physicians and nurses in the

clinic situation is usually warm and éupportive, but obviously this rapport

4
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has not had any attenuating effect on the developmignt of anti,cipaitory nausea

and vomiting (Redd & Andrykowsk1 1982). /

Questxons temain regardmg the effectlveness of these pre/cedures on post-

chemotherapy nausea & vomsiting, although some evidence exists that they

‘may be effective in treating these specific symptoms (Eyles et al., 1982;

Morrpw, 1982d; Redd & Andrykowski, 1982). Measures of personal control

have not proyen to:be predictive of therapeutic effectiveness (e.g., Morrow &

. Morrel, 1982), but additional studies need to be performed to examine the

aeveﬁopment of feelings of self-control over what is generally considered to

~

be a process which leaves the patient out of control.
, :

Hypnosis and Hypnotic Susceptibility ‘)/

Two major themes emerge from the review of the liferature o
behavioural approaches to the reduction of nausea and vomiting. First, all of
the most successful techniques use some form of relaxation or arousal
- reduction. Second, patients are asked to engage in 'some form of mental
_activity. This actlvxty may be the presentatxon of a éggmnve hierarchy of
events leadmg up to the actual presentation of the chemotherapy drugs so

that the patiént’ mxght learn active and direct coping ‘skills (Morrow &

Morrell, 1982) Alternative approaches have suggested that patlents turn

their attention away from the noxious event (i.e., the chemotherapy
treatment) through distraction (e.g., Zeltzer et al., 1984(:) or imagipal
in\(olvements, such as hypnosis (e.g., Re;id & Andrykow_ski, 1982). Although
Morrow (1986) has shown that relaxation plus Jdesenei'ﬁzation is..more
effective that relaxation alone, the relative effectivéfiess of hypnosis has not
been established. C ‘ .

The achievement of relaxation requires the patient to maintain passive

8,
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\
attention and a focused attitude (Benson, 1975). These abilities have been
associated with t}}é concept of hypnotic susceptibility, i.e., a set of cognitive

skills or capacities to focus attention (Van Nuys, 1§73; Karlin, 1979) or become

: fmaginatively involved (E. R. Hilgard, 1965, 1977; ].R. Hilgard, 1981) in certain

ideas, fantasies, or images. Hypnotic susceptibility has been operationally
defined and measured experimenfally{bwith high reliability and validity—e.g.,
Stanford Hypnotic Susceptibility Scale: Form C (Weitgeﬁhoffer & E.

Hilgard, 1962). It appeaxs to be a relafively stable characteristic of ‘the

individual (Memsy, 1977). FurtRer, it has been reported regularly that from 10-
15% of the population is high]x responsive to hypnosis (i. e., capable of

suggested post hypnotic amnesia), a further 10-15% is minimally responsive,

. while the remaining majority of 70-80% is moderately responsive, and to

. 5 A
. varying degrees (Bernheim, 1889; E. R. Hilgard, 1965).

In the laboratory, hypnotic susceptibility has correlated with the reduction
of bain fusing a number of different painful stimuli such as cold pressor pain
and pain produced by ischemia (cf. E. R. Hilgard & J. R. Hilgard, 1983). In
genergl», fesults have indicated a probabilistic relationship; that is, the greater
the level of a subject's hypn.otic,susceptibility, the greater the likélihood of
attenuation of self-reported pain. These reports are made ir\"spite of evidex;ce

showing that physiological reactivity to pain as measured by pulse and blood

. pressure may, in fact, not change at all (cf. E. R Hilgard & J. R. Hilgard, 1983).

Although desy:mln‘any between self-report and physiological measures in

* fear and avoidance is well known (Rachman & Hodgson, 1974; Hgdgson &

Rachman, 1974), it is less clear why highly hypnotically susceptible subjects

-report decreased pain after hypnosis when objective physiological measureés
* . :

P

indicate otherwise.

E. R. Hilgard (1977) has suggesfed that individuals may be experiencing

BB ;L‘sﬁ J!a
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the pain on two. levels. Subjects x‘na‘y be' experiencing the sensory aspects of
the p;ain, but perhaps through a cognitive process of dissociation, they are able
to separate the sensoi'y from the sufféring aspects of the pain. This theory has '
T séme s;xppport from studies with highly susceptible sgbje_cts usﬁ(;g an

g~ experimental technique called the 'hidden observer'. In this experimental
4

o paradigm, it is suggested to subjects that even though the}; are unable to

experience pain, there might be another part of them that might be aware of

pain reduction in hypnosis.

Hypnotic susceptibility has been rdlated to outcome in various disorders

~ /

- whether hypnosis was tised as a treatment or not. Distinctions have been

o o T SAA TS

made between habit oi volitional disorders—e.g., smoking, obesity—and
other, nop-volition'al' disorders—e.g., pain, asthma (DePiano & ‘Salzburg,
1979; McConkey, 1984; Wadden & Anderton, 1982) in evaliiating hypnosis as
an effective treatment and hypnotic susce.ptibigty‘as ;'an important
interyening variable. In general, disorders imvolving change in bodily
perceptions and sensations improve using any t;echnique which involves
teaching patients to alter their perception of the noxious state. Hypnotic
‘ susceptibility may be the factor which accounts for the success of the patient in
. reducing the symptomatic behaviour (e.g., Andreychuk & Scriver, 1975).

_ Phobic behaviour has been shown to correlate with hypnotic susceptibility

(Frankel, 1974, 1975; Frankel & Orne, 1976). This would appear to indicate that
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patients with higher hypnotic susceptibility may be more likely to develop

disorders: which involve altered somatic and cognitive perceptions. If this is
g
the case, then the logical corollary is that teaching patients how to control

_these distorted perceptions will provide them with a feeling of control over

these symptoms.
e
Since the development of anticipatory nausea and vomiting is related to
° 9/
the intensity of anxiety experienced by the patient and repeated exposure to
!

the noxious event increases the fear response rather than extinguishes it, it

may be hypothesized that those patients who are more highly hypnotically

susceptible may be more likely to develop anticipatory nausea and vomiting

_symptoms in a manner similar to the development of phobias (¢f. Frankel,

1974, 1975; Frankel & Orne, 1976). Data regarding hypnotic susceptibility is
available for patients in only one study of childrén undergoing cancer
chemotherapy (Zeltzer et al., 1984c). Since only the group of patients receiving
hypnosis was assessed on a scale of hypnotic susceptibility, no comparisons
could be made with the group of patients receiving distraction i’nstructions.

However, no significant relationship was found between hypnotic

susceptibility and the degree of reduction of nausea and vomiting for y

group of patients receiving hypnosis as a treatment. The spontaneous use of
I

- »
hypnotic abilities by patients receiving only distraction instructions and the

relation of these abilities to the development and treatment of nausea and

vomiting is unknown.

e
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The Present Study - . ,
Theﬂpresent study was designed to examine two basic issues. Although
. N 4
numerous outcome studies have been carrigd out, very few attempts have

been made to determine the reliabilify and validity of the measures of nausea

and vomltmg used. Because nausea fis a subjective experxence much like the.

-experience of pain, it wasielta that the measurement of nausea by smgle

multi-point leert-type scales or even visual analogue scales might not
adeguately tap the overall character of the patient's’phenomenological
experience. |

In a“pilot project for the pr'esen‘t research, patients in chemotherapy were
asked to choose word déscriptors to describe their experience of nausea. The
findings were surprising in that many patients chose words which were on
the McGill Pain Questfonnaxre (MPQ). gt was decided to assess the use of the
MPQ as a measure of nausea and compare its rehabihty and validity to
ordinal scales and a visual analogue scale (Redd, Andresen, & Minagawa,
1982; Scott & Huskisson, 1979). . 4 '

Two studies were carried out to examine this question. Study 1 had two

~ parts. In the first part, oncology physicians and nurses rated the nausea-

producing potential of various .chemotherapy drugs and doses on a
questionnaire designed for this fﬁurpose. These ratings d as external
validating criteria for self-reported nausea ratings of the patients. In the
second part of this study, patients at a chemotherapy clinic were asked to
complete the nausea measures. Study 2 was a replication of study 1. Patier';ts
undergoing éhemqthera‘py treatment at a different hospital were asked to
complete the snausea measures after 2 consecutive treatments. Concurrent

reliability and consistency of the measures over time were examined in this

¥




e

study.

,Study 3 addressed the second basic issue of this research. It was
hypothesized that teaching patients self-hypnosis would have an attenuating
effect on the intensity, frequency, and duration of nausea a;\d vomiting was
examined. In additidh, Study 3 examined further the reliabili{y and validity
of the MPQ as a measure of nausea. In order to evaluate the more specific

effects of the hypnosis intervention, patients rated their level of anxiety,

nausea and vomiting at designated time intervals befo{g.; during and after

%

t;eatmeﬁft

Standardized -assessments of anxiety and hypnotic susceptibility were also
obtained. }t was hypotliesized that more moderate degrees; of subjective /\
distress and higher hypnotic susceptibility would correlate with the reapction/ _
of both’anticipatory and post-chemotherapy nausea and vomiting. In
addition, hivgher hypnotic susceptibility was hypothesized to be correlated

N

with the de\;elopment of anticipatory nausea and vomiting.

-

-
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Study One

Study 1 was essentially a pilot investigation into the development,
reliability, and Aalidity of several measures of nausea and was divided into 2
sections. In the first part, physicians and nurses experienced in the ,tr;aatt'r\ent
of cancer patients and 'administration of chemotherapy drugs were asked to
rate the nausea-préducing potential of a number of these drugs based on their
experience. These ratings were then used as external validating criteria for the
nausea measures which were collected from the patients solicited to
participate in the second part of the study. This latter part involved the
administration .ofa the nausea measures to cancer patients currently receiv$ing
chemotherapy treatment. Subsequently, reliability (internal consistency), and
validity (construct, concurrent, discriminant) were evaluated for the various

e,

nausea measures.

Method

Subjects
In the first part of Study 1, 17 physicians and 8 nurses in the oncology

departments of the Montreal General and Royal Victoria Hospitals agreed to

participate by completing a rating scale of the nausea-producing potential of

‘various chemotherapy-agents.

In the second part, the subjects were twent);-five patients, 7 men and 18
women (mean age = 56 years; range = 23-70 years) who were waiting to receive
cancer chemotherapy treatment at the Oncology (Chemotherapy) Clinic of f{e
Montreal General Hospital. As they arrived, an investigator who identified
himself as a researcher, /approached patients and indicated an interest in
discussing the side effects of chemotherapy with them. (The investigator was

the present author, a 33 year-old male psycholagist with sevefx’years clinical

°
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experience.) They were asked if they had experienced any nausea after their
‘ : v

. last treatment. If tshey responded affirmatively, they were asked to complete a

short questionnaire evaluating their nausea symptoms. The first 25
consecutive patients who were appréached in this manner agreed to
participate. Eight patients were receiving one chemotherapy drug; 5 patients
received a combination of 2 drugs‘;éjl pa'tients received 3 drugs; and 1 patient
received 4 drugs.

Measures N

The questionnaire used to assess ;1ausea consisted of a modified form of

the McCill Pain Questionnaire (MPQ; Melzack, 1975) in which the word
/

"pain" was replaced by the word "nausea". Pain has long been understobd to

have differential subjective qualities, e.g., burning, itching, or stabbing. In

. compiling the MPQ, Melzack & Torgerson (1971) evaluated a list of 102 words

describing various pain qualities. In a series of studies, samples of physicians,

medical students, and patients were asked to cluster the words into distinctly -

different qualitative groups in terms of the qualitatige aspect of pain eac
descriptor represented. Subsequegtly, intensity rankings for the individual
words within each group \:vere made by these individuals. Although the 3
subject samples rated the absolute intensity of the words differentially, the |
relative position or ranking of the words within each word grouping was

highly consistent for 84 of 102 original words. These 84 words were utilized in

the final form of the pain questionnaire. In addition, the word groups -

clustered into three major categories or dimensions: words that describe the
senscry quality of pain, such as pressure, temporal, or thermal pro‘f)erties;
words that desaribe affective qualities, such as fear or autonomic reactions;
and words that describe an evaluative dimension, an expression of the

overall subjective intensity of the pain experience. Also, a Present Pain

§
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"extreme nausea" at the right, was added.
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Intensity scale was developed in conjunction with the MPQ as a six-point

scale in which: 0 = none; 1 = mild; 2 = discomforting;' 3 = distressing; 4 =

horrible; 5 = excruciating. Although clearly ordinal, the order of the words in
this scale wére felt to have interval quality (Melzack & Torgerson, 1971).

" The MPQ consists of 20 groups of word descriptors which are used i)y
patients to describe their pain. These 20 groups of words were included
without modification in the nausea questionnaire. (See Figure 1.)

Each group is an ordinal scale, with each word receiving a rank value
based on the the position of the word in each set as determined by the ratings
of the physicians, students, and patients. There are 4 subscales: sensory
(groups ‘&1:10); affective (groufaé 11-15); evaluative (group 16); and
miscellaneous (groups 17-20). Patients choose the words from each set which
they feel describes their pain. Only the word chosen with the highest value
for each group of descriptors is scored. The individual group scores are then
summed for each subscale. From early pilot work with cancer patients
receiving chemotherapy, it was found that man}: of the words found (;n the
MPQ were chosen by these individuals to describe nausea. It was decided to
evaluate tﬁe reliability and validity of the MPQ as a nausea questionnaire. It
was' renamed the Nausea Rating Index (NRI).

In addition, the Present Pain Intensity Scale of the MPQ was renamed the
Overall Nausea Intensity scale (ONI). Further, a visual analogue scale (VAS),

which consisted of a 10 cm line with the words "no nausea" at the left and

»

%u

W

Procedure
In the first part of study 1, the intensity of nausea produced by 17
¢ .
chemotherapeutic drugs, some at two dosage levels, was estimated by the 17

physicians and 8 nurses. The nausea rating scale they employed was identical




NAUSEA QUESTIONNAIRE

Patlent's Name
Date Time

‘ 1 Flickering  ___ 11 Tiring —
Quivering - Exhausting

Pulsing —
!  Throbbing  __ |12 Sickening  __
Beating —_— Suffocating z<sd
\ Pounding —— 113 Fearful —_—
2 Jumping — Frightful —_—
Flashing —_— Tenifying —_—
Shooting ——_] 14 Punishing -
3 Pricking —-— Gruelling —_—
Boring —_ Cruel —_—
Drilling — Vicious —
Stabbing —_— Killing —
R ‘ Lancinating ___ 18 Wretdhod —
4 Sharp —_— Blinding —_—

Cutting —_—
Lacerating ___ |16 Annoying
Troublesome ____
‘ 5 Pinching -~ ___. Miserable —
Pressing —_ Intense —_—
Gnawing —_— Unbearable .

Crampl -
c,.:m:: |7 Spreading —
- Radiating —
6 Tugging —_ Penetrating
- Pulling —_— Piercing - —_

- Wrenching —
18 Tight -—
7 Hot —_— Numb —
Burning —_ Drawing —
. Scalding — Squeezing ——
‘ Searing — Tearing —_
8 Tingling — |19 Cool —_
ltchy —_— Cold —
Smarting —_— Freezing —

Stinging —
20 Nagging —
9 Dui —_— Nauseating __.
Sore —_— Agonizing —
. Hurting —_— Dreadful —_—
*  Aching — Torturing —

Hoawy —— ONI

10 Tender = ] O NoNsuses ___
Taut —1l 1 Mg —_
Rasping L_ | 2 Discomforting __.
) Splitting —— | 3 Distressing
) ; 4 Horrible —_—
8 Excruciating ___

VISUAL ANALOGUE SCALE

2

|
No Nausea

Elgure 1, Nausea questionnaire including OVERALL NAUSEA INTENSITY

(100 mm)

]
Extremes Nausea

scale (ONI) and VISUAL ANALOGUE SCALE (VAS), .

-
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to the 6 point ONI (described above); ratings ranged from 0 = none to 5 =

excruciating. (See Appendix A).

These data were used to generate external validating criteria for the
evaluation of the nausea measures used in this study. Following the logic of
Melzack & Torgerson (1971) in construcéing thé MPQ, it was felt that ratings
from both physicians and nurses might provide different and possibly more
accurate information about the emeticproperties of these chemotherapy
agents. This is because nurses tend to have more experience both in
administering the medications and in speaking to the patients about them.

After the physician and nurse ratings had been collected, the investigator
asked the 25 chemotherapy patients who were solicited for this stud)} to
complete the NRI, ONI, and VAS. For each set of nausea descriptors, “the
patient was instructed to put a tick beside any word that described his or her
experience of nausea after the last treatment. The investigator se{t~ next to the
patfent and pointed to each group of words, going down the list until the
patient had completed the questionnaire. The patient then completed the
ONI and made a mark on the VAS line at a point which corresponded to his
or her perception of nausea. J

Several measures of nausea were obtained in this way. Where a patient
had chosen more than ene, w'f)rd in any of the 20 categories of nausea

experience, the word indicating the most severe aspect was chosen. The

.Nausea Rating Index (NRI) was obtained by adding the rank values of the

words chosen. The rank values were then totaled for each of the subscales.
Separate scores for the sensory (NRI-s,) affective (Nﬁl—a), evaluative (NRI-e), |
and miscellaneous (NRI-m) subscales were calculated. The ONI i'ating was
recorded, and the léng f the_‘VA‘S line’ was measured from the left end in

millimetres. In additic;n, the chemotherapy dfugs and doses currently being
-
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taken by the patient were recorded. .

The nausea ratings made by the physicians and nurses were used,

separately to calculatejnausea scores for the drug or drug set receivefi by each
patient. One nausea score was%he sum of the ONI estimates for all th&drugs
in a drug set taken by the patients (SUM). The second ONI estimate was for
the highest rated drug of the set (HIGW patient rece:ived only one drtig,
the SUM and HIGH nausea scores were obviously the same. The SUM score
was used in the validation study on the assumption that the emetic-
producing potential of a chemotherapy drug set was additive. By contrast, the
HIGH estimate was based on the hypothesis that patients might gxpefience no
greater nausea than the nausea-producing potential of the highest rated drug

in the set.

Results
The mean nauéeé ratings for 29 chemc;therqpy drugs and doses by the
' physicians and nurses are ShO\N;\ in Table'1.

The mean nausea rating made by the nurses (m = 2.3) was significantly
higher than the mean ONI ratifg made by ti\e physicians (m = 1.9), t (56) =
1.69, p < 05.1 The estimates were highly correlated, however, reflecting the
high degree of agreement between the two professional groups, r (29) = .89, p
< .01. It is possible that nurses rated the drugs higher because they tend
generally to be the ones who éctually administer the chemotherapy
medications, observe the patients during the treatments, and discuss the side
effects with therr} and each other more frequently. This may provide them

with more direct information about the patients' subjective experience.

1 All of the p values reported dn this thesis are two-tailed
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Table 1 L
Mean Physicians' and Nurses' Estimates of the Overall Nausea Intensity
(ONTI) Produced by 17 Chemotherapy Drugs , . ‘
- Mean ONI Estimates
*
Physicians " Nurses *
Drug* Dose (mg) - (n=17) (n=8)
Bleomycin | - © 15-30 0.3 - 1.3
Carmustine - 150-200 2.7 1.9
Cisplatinum 50-70 31 34
. ’ 71-100 39 4.6
" Cyclophosphamide , -
Given orally 50-100 0.9 1.6
. 101200 , 17 24
Given intravenously 300-600 . 11 2.7
« . - 601-1200 ' 21 27
Decarbazine 200-300 ' 26 2.2
. 301-400 - 3.3 33
Dactinomycin 0.5-0.9 21 2.1
‘ : 1-2 2.9 32
Doxorubicin Hydrochloride , ! N
(Adriantycin) . 2050 . 19 . 2.3
. , ’ 51-90 28 3.6
Etoposide 150 1.7 ~ , 23
5~Fluorouracil 250-600 0.8+ b 08
. " 601-1500 1.9 16
Lomustine , 50-75 21 22
) : 76-100 ¢ 2.7 - 3.1
Methotrexate 15-50 - 06 | L1
51-70 1.3 20
Mitomycin 8-15 1.1 1.6
' . - 16-20 19 ~ 25
Semustine 80-100 2.2 22
L 101-150 2.7 ‘ © 31
Streptozocin | . 1000 © 19 — 23
Teniposide . 100 1.6 3.0
Vinblastine sulphate 8 0.7 1.0
Vincristine sulphate "1-2 - 02 . 0.6

* All drugs are given intravenously except for cylophospharmde, which may
be given orally on a dally basis.’

B
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o«
. However, in spite of absolute dlfferences in the ratings, the data indicate quite

strongly that both groups rate the relamfé nausea-producmg potential of the

rug9 similarly.

A

eliability and Validity of the Nausea Measures

The correlations amiong the various subscales of the nausea questionnaire
(NRI) and the ONI and VAS are shown in Table 2.-

The nausea rating index (NRI) for the sensory (NRI-s) evaluative (NRI e),

and mxscellaneous (NRI-m) subséales did not correlate significantly thh the :

ONI and VAS scales. (See Table 2). The affective subscale (NPRI-a), however,‘

was significantly correlated with these measures, but accounted for a. smaller

' poruon of their overallvariance (ONI, 12 = .28; VAS, 12 = .37). The lack of

association between the sensory subscale and the ONI and VAS, indicates that

~

experience of nausea reflects affective dimensions and is not necessarily

"painful" in the sense that a cut or burn might be. This result is, consistent

P U Sl St

with the findings that patients were choosing words from the questionnaﬁz‘?"

whicﬁ» reflected more the emotional impact of thejf nausea. ’As can be seen in
» v
Table 2, there was a highly significant correlation between the ONI and VAS

: sq * : 2
scales suggesting t;\a these twar measures share much common vanance'(_ =
\

.56). Therefore, they ay be evaluatmg the intensity of the nausea expenence

similarly. | : {

ay . ' » .
Of the various subscales of the nausea questionnaire, only the NRI-a and

NRI-m scores correlated 51gn1f1cantly with the physxﬂns and nurses'

estimates, mdxcatmg high construct (convergent) vahdxty for these measures.

(See Table 3). In contrast, the NRI-sensory and NRI-evaluative scales did not

correlate significantly with the estimates of these professionally trained

individuals. The ONI and VAS also eorrelated highly with the physician and -

*r

]
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Intercorrelations Among the Subscales of the Nausea Questionnaire (I\fﬁuse%n
Rating Index-NRI), Overall Nausea Intensity (ONI): and Vis ogue ~ -
. Scale{VAS) for Patients (N = 25) in .

J

Nausea chle

y

' -, NRI-s NRI-a NRI-e NRI-m Total. ONY VAS
Nausea Scale T
: 3
_Sensory (NRI-s) 55%  43*  46* . .89* 11 .19
. . /\ .
Affective (NRI-a) \55“ TAXEE B4¥er B3R G H%
v ’ - : 2N .
Evaluative (NRI-e) < 29  .61* 35 _ 11
. . Yo
Miscellaneous (NRI-m) ~ . 75%* 36 .31
' " Total (s +a + e+ m) "7 ' . .34* 35
Overall Nausea
Inténsity' (ONI) , VA b
. L . ~
' Visual Ahalogue .
*Scale (VAS) ¢
{
*p<.05 « <
*p <01 .
. - ** p < .001
v oy : ’ / !
\ %
' , - ¢ o
‘g\
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ONI Estimates
| Physician; Nurses
n=18) - (n=8)
SUM HIGH SUM  HIGH
. Sensory (NRI-s) 27 a5 32 23
7 ‘ : N
g Affective (NRI-a) ~38F © .45* A1 51
~ ‘ ~
Evaluative (NRI-e) 26" 15 28 . .18
, Miscellaneous '(NRI-m) 44 46** 44 51+ ..
Total (s +a + e + m) 400 34 aam 40r :
. . . : .
Affective + Misc (NRI-am) ( 44 R:3° 46* 54
ONI . o T D7 .56*’; S7** H2%F% T
VAS « ' 55w 55w 55w —— 3w
. Note. , “ : )
a _'SUM-sum of ONI estimates of all the gt in a drug set ' ’ ‘
HIGH-ONI estimate of the drug thh the hi*ghest nausea-producing potential
"in a drug set
Total-total of sensory, affective, evaluative, and miscellaneous scales <
ONI-overall nausea intensity
q VAS-visual analogue sdale N
- o *p<.05 v - .
*% Al ' > o
r : p< .01 ) : . . . .
' 4+ p<.001 ' e \ T > N
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e
s - " _
“ ‘ Y
N L Y -‘ ' . . ‘:"{1
- R . ‘
‘» ’ M ‘5“:
' : ( S T 1 0



A

55

nurses' estimates implying that these measures also demonstrated acceptable
construct validity, since greater nausea should be associated with greater drug
toxicity.‘ The correl(ations for the HIGH values were similar to those for the
ST:IM values. This may have been because eight of these patients received
only one drug, so that their HIGH and SUM values were the same, or thgt the
nausea-producing effects of chemotherapy drugs are not additive. It is also not
smprisiﬁg that the HIGH and SUM for both physicians’ and nurses' correlate
similarly with ¢he nausea measures, since they rated the individual drugs
similarly in part 1 of this study, as indicated in Table 1.

l Since :the NRI-m contains word descriptors that may be considered
affective in quality, it was decided to combine this scale and the NRI-a scale
into a singi§e measure. This resulted in the most reltiable and valid word

descriptor scale (NRI-amS. In an attempt to demonstrate the reliability of this,

scale whigh co?sisted of 9 NRI categories, Cronbach's test of internal
consistency was applied (Cronbach, 1951). The scale was found to have
satisfactory internal consistency, alpha = .83. .

The number of f)ﬁatients choosing each word is shown.in Table 4. In

7 addition,‘the ONI was described as mild by six paéients, discomforting by

Seveﬁ, distressing by six, horrible by five, and excruciaiing by one.

Finally, the discriminating power of the various nausea measures was
tested by dividing the patients into two groups. The first gr‘c?up consisted of 5
patients who received cis-platinum (the highest rated chemotherapy drug by
tfle physician's and nurse's) as thejr most toxic medication. The second group
consisted of 8 patients who received 5-Fluorouracil (the low;st rated
chemothe;'apy drug by the phys'ician's and nu;se's) as their most toxic
medication. If the nausea measures were indeed valid, then they should

discriminate between these two groups of patients. The mean values and SD's

N
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Frequency of Patients (N = 25) Choosing Word Descriptors on the Affective

“

¢ 96

and Miscellaneous Subscales of the Nausea Questionnaire in Study One

Scale Number of Patients (percent)
’ \\
Affective . ’ :

1. Tiring - 12(48)
Eﬁausting - 832

2. Sickeging 12 (48)
Suffocating 1(4)

3. Fearful 4 (16)

Frightful 1@
Terrifying 0(0)

4. Punishing 1@
Gruelling "1(4)
Cruel 0(0)

. ~Vicious 0(0)
- Killing 14)
+ . 5. Wretched 4 (16)
Blinding ' «' 0(0)
Miscellanegus

6. Spreading )

. Radiating ' N 0(0)
Penetrating 0
Piercing 0(0)

7. Tight 1(4) -
Numb 0(0) :
Drawing 0(0)

Squeezing 2(8) )
Tearing 0(0)
~  8.Cool 0(0)
Cold 2(8)
Freezing 2(8)

9. Nagging 0(0)
Nauseating 16 (64)
Agonizing ' 0(0)

Dreadful \ 2(8)
Torturing: ¢ 14
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for the various measures are shown in Table 5..

Separate t-tests performed using the NRIra and the NRI-m as dependent
measures indicated that only the NRI-a dlscnmmated between the low and’
high toxicity 'drug groups (NRI-a, t(11)=2.7, p < 202 NRIm, £(11)= 199, p >
.05). However, when the NRI-am was used. as the de;endent me;:asu're, it did -
discriminate between the two criterion groups, t(1 1) 2.33,p< .04
. Independent t-tests for the - remalmng two dependent measu{'es
dxscnmmated significantly between the two groups: for the ON], t(11)= 4.16, P
< .002; for the VAS, {(11) = 8.9, p < .002. These results indicate that the three

nausea measures appear to be reliable and valid indices of nausea.
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Table 5 *
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Means and Standard Deviafions on the Nausea Questionnaire, ONI, and VAS

for All Patients, ° Dru Inclu isplatin, and those
receiving 5-Fluorouracil as the Drug With the Highest Estimated ONI

Mean score\(SD)
" Al patients  Cisplatinum 5-Fluorouracil
(n = 25) (n=5) (n=8)
Nausea Scale |
Affective (NRI-a) 24 (2.3) 4633) 1.3(1.0)
Miscellaneous (NRI-m) 26 (2.7) 54 (4.6) 2.0 (15)
NRI-4 + NRI-m (NRI-am) 5.0 (4.7) 10.0 (7.8) ?33(24)
. . ‘ N . . N ( ,
ONI S . 25(12) 3.6 (0.6) 1.8(0.9) -
. -~ N A Q
VAS™ . 50 (30) 73@r ©  24(10)
J \ ot ~
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Study Two
. Study 2 was designed to replicate and extend the significant, yet
. preliminary findings of Study 1. In Study 2, a test-retest design was employed

-

to examine the stability of the nausea measure over 2 chemotherapy sessions
in a second sample of chemotherapy patients attending a different hospital

oncology clinic. A second goal was to gather more data on patient, treatment,

)
™ and demographic variables which might relate to the subject's experience of

nausea and to extend understanding of the parameters of nausea. Validity

>

~ and reliability measures examined in Study 1 were repeated to assess their

comparability with those observed in Study 2.

Method

o

Subijects ~

The drug toxicity ratings used for the validity analyses in this study were

1

. the ones obtained from the sample of physicians and nurses in Study 1.

The subjects were 27 patients who were attending the oncology clinic at
thve Jewish General Hospital. Their mean age was 54.2 years (SD=11.8) with a
range of 30-77 years. Six patients were taking one chemotherapy drug; 5 were
receiving 2 drugs; 15 were receiving 3 drugs; and 1 was receiving four drugs.
Thié distribution was similar to that of the i)atients in Study 1. The drug
protocols received by the individﬁal patients are summarized in Table 6. ™
S(;ven patients (twenty-five percent) were receiving a combination of

cyclophosphamide, adriamycin, and cis-platinum, one of the most highly

toxic combination of chemotherapy drugs. *e rest of the sample received
chemotherapy drugs in various other combinations and doses.

ﬁ
Antiemdtic (anti-nausea) medications are often given intravenously with

R
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. Table 6
Chemotherapy Pr. ls of Patients (N = 27) in Two -
.’ Protocol 3 | % Number of Patients
/
Cyclophosphamide/ Adriamycin/Cis-Platinum 7 / |
Cyclophosphamide/5-Fluorouracil/ Methotreia}te 3
+ Adriamycin ) | o . -3 ‘
" Methotrexate/ 5—Fluoroura,c'il - 2 2
/ Cyclophosphamide/ Adrian().:cin ) . , | 2 “
Cyclophosphamide/ Adriamycin/ Vincristine 1
Cyclophosphamide/Methotrexate/5-Fluorouracil / : 1
- Vinpristine
Cyclophosphamide/5-Fluorouracil ‘ '
; Adriamycin/5-Fluorouracil ‘ 1
{ Adriamycin/5-Fluorouracil/Methyl CCNU 1
| Cyclophosphamide/ Adriamycin/5-Fluorouracil - 1
Cydbphosphamide/ Adriamycin/VP16 | . 1,
. Cyclophosphamide . . T 1.
Mitomycin/Vinblastin o,
" 5-Fluorouracil . 1 .
- ' F i

Y v L

Pl e
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the chemotherapy drugs for the prevention of nausea and Yomiting. These -
medications are generally prescribed on the basis of the intensity of the side

effects experienced bythe patient in previous séssions. Twelve gfrtients' were

‘ "

using no antiemetic medications either during or subsequent to treatment;. 3

were ox}ly using 1 antiemetic; 6 were using 2 antiemetics; and 6 were using 3
antiemetics (a combination of 10 mgmé. each of Reglan, Dexamethasone, and
Stemetil) as indicated_in Table 7.

The sample appeared to be heterogeneous, as indicated by the observation
of various demographic variables in Table 8. Since this study was designed as
a peplication of Study 1, more demographic and descriptive data was‘obtai’ned
to allow for further comparison and generalization, in particular to the
ir;{erventi‘on study described in a later section. ‘

) Although fifty percent of the patients had previously received less than six
chemotherapy treatments, some patients had received as many as 48,

indicating a rather skewed distribution. This was also true of the number of
4

&

*months sigce diagnosis, with one patient having been diagnosed originally
twelve years earlier who had recently recurred. In effect, this patient had been
"cured" by most standards (Cairns, 1978; Cassileth, 1979), but had now
received nine courses of chemotherapy for the‘recﬁrrence of her breast cancer.
Of course, a large number of che@herapy treatments, or the fact that a ¥
patient is receiving active treatment a long time after diagnosis may indicate”
poor disease control, recurrence, or even progression of the disease. This

patient was not excluded from H%tudy ixw\l an additional attempt to assess

whether such variables might affect the stability of thé nausea questionnaire

_in the clinical context.
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S Table 7 A b : .
' . i . \f\ . ’)
: : Distribution of Antiemetic Drugs Given During Chemotherapy Treatments to i
Lo, , Patigntﬁ in ﬁ:gﬂ! T!!Q ) . . o
) Antiemetic Drug _ Number of Patients ,
| ® (n = 15) : .
. Reglan, (Metoclopramide) 9 - )
Dexamethasone " 11 )
Stemetil . 12 ) -
~ LA .
. Ativan (Lorazepam) . 1
A Note. Twelve of the 27 patients comprising the entire sample of study 2 were
taking no antiemetic medications. Some patients were taking a combination -
of up to 3 drugs, usually 10 mgms. each of Reglan, Dexamethasone, and ~ .
Stemetil. -
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- Demographic Characteristics of Patients (N =27 in Stucix Two N ’
Measure \
. Mean (SD) Median Range . &"\'
Variable = Co
Age A -54.2 (11.8) 56.00 © 3077 4
LE
Number of previous ‘ ——
chemotherapy - ( " ’ .0
treatments 9.6 (11.7) ' 525 . 0-48
J
Time since diagnosis - ' ;
- (in months) 32.0 (44.3) 1000 2-156
Number of Patients Percent '
f i .
Sex - C,
Male 7 26
Female | 20 74 v ‘
Diagnosis~ ’ . ’ "
Breast . 14 52
: . g - - T
Ovarian ) 6 22
Gastric ' 2 ) 7
Others .4 15 -
‘ , ' e C g - -
Unknown 1 4
. - -
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Procedure

The procedure used in this study was similar to that of Study 1. Patients
attending the clinic were approached by a researcher while they were waiting
for their appointment and asked if they had experienced any naused after
* their last chemotherapy treatment. If they answered yes, they were then asked
to complete the same nausea measures used in Study 1 concerning their
experience. The measures were presented to the patients in the exact same
manner as in the previous study. The patient's next chemotherapy treatment
appointment time was noted and arr!ngemenfs made to meet with him or
her. At that time, the patient was asked to complete the same nausea
. measures, thus permitting an additional evaluation of reliability in terms of a
test-retest criterion.

: Using this procedure, it was hoped that by the replicatior of the results of
Study 1 on a new sampleof patients at a different hospital, further data on the
stability and consistency of the NRI-am, ONI, and VAS might be obtained. In
addition, further information about diagnosis, length of time since diagnosis,
number of previous chemotherapy jreatments, and the chemotherapy and
antiemetic drugs used by the platienZ was obtained in order to evaluate their
possible influence on the nausea measures. .

’

Results
Of the 27 patients who completed the questionnaire initially, 8 were
unavailable for the second questionnaire presentation after their subsequent

chemotherapy treatment. Of\the 8 patients, two had a change of

chemotherapy regimen. One patient stopped chemotherapy due to extreme

toxicity and another because of the ineffectiveness of the treatment on the

progress of the disease. The 4 remaining patients were unavailable for follow-

¢
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up because of scheduling difficulties. The data were analyzed seiaarately for
both the initial test and the retest phases of the study, so that variables which
might affect the stability of the nausea measures such as time and attrition
* could be e;camiﬁed.
This sample of patients was similar to the sample in Study 1. They" were
comparable in age (m = 56.0 in study 1;:m = 54.2 in'study 2). Further, there

" were 7 men and 18 women in Study 1 and 7 men and 20 women in Stidy 2.

t

Reliability
The results of this study in general provided suppért for the reliability and
@'dity of the three nausea measures, thodgh the results were not as
consistent as those of Study 1. The NRI-am showed acceptal;le inte‘rnal‘
consistency for both'the initial test, Cronbach's alpha = .66, and the retest
. presentations, alpha = .63, thougl; these values were lower than in Study 1.

il w—
Test-retest reliability for the 3 nausea measures did not support the

hypothesis of stability over 2 consecutive testing sessions, with only the VAS
demonstrating significance (NRI-am, r (19)= .15, p < .27; ONI, r (19) = .14, p<
.29; VAS, £ (19) = .51, p < .02). |

’ I

L]

The intércdrrelations.among the three nausea measures for the initial test
were surprisingly not in agreement with the previous study. Although the
correlation between the ONT and the VAS was highly significant, r (27) = .76, p
< .00{, the; correlaiions between the NRI-am and the ONI, r (27) = .15, p > .05,
and the NRI-am and the YAS,@ (27) = .28, p > .05, were not. They are
presented in Table 9. ;

The results of the retest, however, provided results similar to those found -
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m Study 1." The correlahon between the NRI—am and the ONI, 1\(19) =.57,p<
>

01~and the NRI-am and tne VAS, r (19) = .69, p < .001, were sxgmfxcant The .
correlatlon between the ONI and the VAS, r (19) .86, p < .001) was similar to . :

N

3]

* the result obtained in the mrtlal questlonnalre presentaﬁon. The discrepahcy
between the twp results was thought t6 ‘be related to the loss ef the elght

patiernits from the initial test to the retest an@rs possxblhty is examined in a
r , / . ’ .
[

later sectron - : o .

.

<The correlatlons between the rausea measures and the sum of the physician

o

- andfy urse ratmgs ratmgs (see Table 1) ‘of the patient’ s chemotherapy drug set

}

- (SUMY, the K ighest ratmg of the drug set (HIGH), and the mean raling of the .

-

drug set (M AN ) mthe initial testmg are reported in Table 10.
There re no srgmfxcant correlauons ‘between the NRI-alm and the

physxcrans ar\d nurses' ratings for S.UM HIGH, and ‘MEmwhereas the

- correlatxons between the: ONI and the VAS and the drug ratings were

generally in the expected dmectlon for the nurses' ratmgs only. They were not, ~\

r’ -. [N

»

AT however as strong as’ §£mrlh‘r ﬁlarrelanons in study 1. Thevcorrelatlohs
' e 4 \ '\\\c
. between the SUM and the rra‘usea measures were extremely low and non-

Lo : srgmﬁcant in this study for both thWt and retest phases (see Table 11). This

‘..“ was'a rather surprising result which dlf.fered from the rgsults ‘of Stutyt 1. ‘The -
{ R results of the retest phef‘ Se ‘are consxderably more’ similar to the results of Study P
. o 1 They are presented in Table 11. .;‘/‘-"@ - e

., The correlations between the’ NRI-am and the drug mtensxt)g ratmgs dxd

| o not qulte reach sxgn‘;ﬁcance The ONI. fand VAS measures, however,

. - )Cued significantly 'with the MEAN and HIGH indicating that these

’ measures in all likelihood do reflect ‘the patients’ experlence of the nausea
~ u .. symptoms relateda to the chemotherapy drugs they are takmg Although the
.o ’ correlatldns for the SUM were now in the expected dlrectron, they were sull
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Table 0 | L .
W S
Correlation Coefficients Among Three Measures of Nausea and thsxman . ;

and Nurse Ragngs in the Initial Test (N = 27) of Study Two ., . ,
v ‘ : , N h .
. " .

[

. ’ Nausea Measures

. N ) {\ " . \ ' "
) e

ONI

* " NRI-am ,

o Co-32 19 =02 ‘ -
-20 , 31 .30

. "l ' e t ( .

HIGH S . =01~ 26 27 ' J

SUM R 21, ;00 ~ .

‘ $ . ¢ : ‘ ]
' MEAN =18 /37 38* . - i
. HIGH ' 05" 37+ A48t . \ '
- ° | ';\"AQ 4 ‘
"~ *p<.05 ‘ ‘ \ . N
s . . Lot » 9 ‘ . " .
v Note. i ‘ : . ' i Co . * . ) "
o~ SUM-, Sum of the estimated drug values of the patient's drug set. ' o
MEAN- Mean of estimated nausea values of the patient's dru)} set, C s
» _J-HGH— nghest rated drug. of the pahent’s drug set o e -
‘ e 4 . o L} 4 ~ S}f“‘
’ ' s - : I .‘; S . J X
- s v , \“ " ' - M l" :
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Table 11"

¢
v

~ Correlati_ém Coefficients Among Three Measures of Nausea andPhysician and
. Nurse Ratings in the Retest of Study Two (n = 19) | .
- \ ) ' - '

..

"
. ? . '

“ ) Nausea Measures .°

- v

. Jg NRI-am ONI VAS
, kO n N
_Drué Ra.tings o 4 ‘ : '

& 1‘, ' - ) £
| - : ' .
o SUM .10, a7 2 :
’ . MEAN : 33 66 6ar L
. _HIGH 34 53w 48*
IS ? » ;?"7
) [y ',‘ ] .
) " Nurses N\ (
L - sim T 09 2 a8
MEAN N L Oy " 66% 617 1
\ . _. 1 v -~ i
o HIGH =~ [ R R
P : { C ¥ “ ' -
\ ° —
*p < .05 . . \ .
‘ “p< .01 _ T o \

: , p o _ ‘
o Note. - s : o

o SUM-Sum of, the esumated nausea values of the pauent's drug set. A
'+ .. ' «.HIGH- nghest rated drug of the patient's d;x‘ps S AR
o \ MEAN- Mean of estimated nausea values the patient's drug set. "7 - ) L1
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quite low and failed to reach significance, as they did in Study 1. (See Table 3).

It is curious that tke, MEAN correlates so highly with the nausea

¢

measures. Since it is unlikely that the toxicity of chemotherapy drugs is

diminished becduse ‘they are given in combinatgon, it is reasonable to

conclude that being given,a drug of lower: toxicity would not reduce the.

tox1c1ty of the most powerful drug of a particular set. Conceptually, it is more
hkely that the SUM would be a valid external validating varlable although
there is no evidence that the toxicity of chemotherapy drugs is in any way
cumulative (Penta et al., 1981a). Tﬂe best estimate of the nausea-producing
potential n;ay be the HIGH ratin,.g. Thié conclusion is supported/by~an
examination of the mean and med’dian values of the physician and nurse
i‘atings of toxicity obtained in Study 2. (See {Table 12).

The mean HIGH and MEAN values lare virtually identical for l;et

physmlans and nurses indicating that the additional drugs taken by those

patlents having more than one drug in their set had nausea ratings quite

similar to the value of the HIGH. That is, if patients are given more than 1.

drug, they are more 1ikefy to be of equivalent nausea-producing potential. If

they are given-a single dfug, it is more likely to be a more powerfu] and -

therefore usually more toxic drug, such as Adriamycin or Cyc{lophoéphamide.
(See Table 6). I)Soth HIGH and MEAN appear to be normally distributed with
relatively lowlvariability. On the other hand, the SUM scores showed much

hfgher variability. This may be due to the fact that the SUM tends to vary

according tQ.ie number of chemotherapy drugs faken, in addmon to their

toxicity. Since patients in this study and Stuﬁ; 1 were taking anywhere from

one' to four drugs (see Table 6), this would severely affect the stability of the -

SUM and leaves this variable as e{ questionable external validating criterion

since patients, receiving more drugs may not necessarily experience greater
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' Table 12 . ' , o ‘ .
| Mean and Median Values of the Ratings of the Nausea-Producing ,
ntial of th motherapy Drugs e Patients in S T
¥
L ' . .
Variable ’
’ . : .
. Mean (SD) Median - .
Nausea Ratings ' -
. . Physicians
- HIGH: | 211(093). . 192
r o . s ‘ ‘ L ,
MEAN ' 1.97 (0.68) 1.91
-~
, SUM - -~ .  484(251) 150
) . )
. .
Nurses .
HIGH 2.33(1.13) . 2.22 -
. }
K T : . ” . *
MEAN - - ' 2.40 (0.80) 230 "
( . -;“ | 1- Ao, ' q
. SUM, | i 595303) . - 580 A
o Note. : . .
R HIGH-nghest nausea value of the drug set. ‘ %
. : . MEAN-Mean of the nausea vajues of the drug set. L

' ' SUM-Sum of the nausea values of the [drug set. ' . s

v 'v ) i ‘ L] . M




. correlations were more positive and in the right direction than in the

nausea, as the data suggest. 2

Since.only the HIGH'c‘onsistently correlates significantly with the nausea
measures in both stuaies, and since it is likely that the nausea-producing
potential of the various chemotherapy drugs is not additive, the highest rated
drug is probably the best estirr}ate of the emetic potential of any chemotherapy
émg set. . : . "
. -Further analyses examining the discriminant validity of the various
nausea measures were made by comparing the nausea ratings of those
patients who received a highly toxic drug as their highest rated chemotherapy
drug (Cis;platinum) and those patients who received one of the least toxic
drugs a,q é’heir highest rated chemotherapy drug (5-Fluorouracil). The,data are
presented for both the initial test phase and for retest in Tables 13 and 14.

The results of these comparisons only partly confirmed the resul\zs of
Study 1. The NRI-am did not discriminate between the two groups of patients
in either phase of the study (initial test- {(12)= .68, p > .05; retest-{(12)= .29, p >
.05). Howfever, the ONI (initial test-t (9) = 1.97, p < .06; retest-t (9) = 2.28, p <
.04) and the VAS (initial test-t (9) = 2.13, p < .04; retest-£(9) = 1.96, p < .08) did

tend to discriminate between these two groups of patients, even though 2 of

2 Five of the 27 patients were receiving only 1 chemotherapy drug so that’

their HIGH, SUM, and MEAN were all the same. The validity correlations

were reanalyzed after these patients were eliminated’to assess the-passibility
that the correlations are affected by their scores. The results of the correlations
between the HIGH and MEAN and the nausea measures were virtually .
identical to those in the original analysis. (See Tables 10 & 11).-The results for
the SUM were more problematic to interpret. For the in]itia)' test, the

iginal
analysis, but quite small ( between r = .20 to r = .30) and clearly not signifjcant.
For the re-test, however, the correlations between the SUM and O
(physicians, 1 (16) = .62, p < .01; nurses, r (16) & .60, p < .02) and VRS
(physicians, r (16) = .51, p < .04; nurses, 1 (16) = .45, p < .08) were more

"\ consistent with the results in Study 1. &ee Table 3). :
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Table 13
Means and Standard Deviations on-t-he‘NRI-am, ONI, and VAS for Patients
Include latint or th ing 5-Fluorouracil as the
Drug With the Highest Estimated Nausea Rating for the Initial Test
in Study 2 Yo .
‘Mean score (SD)
‘ Cishplatinum " 5-Fluorouiracil
n'=7) (n=£7)
‘Nausea Bcale |
NRI-am 6.9 (2.7) 56(3.8)
- ONI | / 2.7(1.1) 1.7(0.8)
. ' 5
VAS ' . . 51.0(23) - 30.0(12)
J
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" Table 14

Means and Standard Deviations of the NRI-am, ONI, and
VAS for Patients Whose Drug Set Includes Cisplatin

; or those rggiying 5-Fluorouracil as the Drug With the Highest
| ' Estimated Nausea Rating in The Retest Phase of Study 2

i -

‘ ? A\ B : xl‘

: ~
o rggr ' : " Mean score (SD)

, Ciéplatinum - 5-Fluorptiracil -
: o " (n=6) . (@=5) \

+  Nausea Scale ' . .

>

- . NRFam = . 62 (26) - 54(6.1)

ONI - .o ‘br08 ;12(1.3)
.. - -

. . VAS . 50013 - 270027 .
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the tests' failed to refich statistical significance. These results indicate that the
the ONI and the Vt are superior to the NRI-am in discriminating between
high and low toxic chemotherapy drugs but that even these results' must be
evaluated with great caution.

- pe e f
Discrega;ﬁies Between Initial Test and Retest

-

There are three possibilities for the incon.gruity between the initial test and
retest phase corrélations of the ONIJ, VAS, and NRI-am. The first hypothesis
is that, in fact, the NRI-am is measuring a different aspect of nausea which
may be only modestly related to the other two measures. This hypothesis is
not likely given the strong results of Study 1 and the trends in the retest phasew
of study 2. If the NRI-am did measure something other than the subjective
experience of nausea, consistently low correlations would have been more'
likely in the-various reliability and validity comparisons of both studies. It is
possible, however, that the. NRI-am is measuring distress related not only to
the patients' nausea, but also to various disease-related affective symptoms,
e.g., anxiety and depression. »

The secongl possibility is that patients completed the NRI-am
inappropriately during the initial phase as in the first possibility described
above and then learned that the experimenter was expecting 'th‘e three
measures to coincic\ie during the retest. High test-retest correlations wbulc}“'
indicate that no such learning process occurred and that patients were ratiné
their nausea in a consistent fashion. Low test-retest correlations for the three
measures were found indicating that this was so in this study. It might also be~

inferred from these results that the nausea measures are not particularly

stable from one testing to another. The law correlations are more likely, . .

however, to be expressions of-other factors, such-as thanges in rate of
N - ‘- .

! 1

-

L /

A
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3

11

———

administration 6f the drugs or even the weather (Zeltzer & LeBaron, 1984),

though the chemotherapy drugs were the same from initial test to retest. For
example, mild nausea in two patients was eliminated completely when they
asked their physician for previcusly unprescribed antiemetic medication.
These patients were under ti\e erroneous, yet not uncommon, misconception
that the experience of nausea ‘was a normal and untreatable phenomenon
associated with chemotherapy. Morrow (1984) has demon:t;ated high test-
retest reliability for his nausea measures over as many as 4 consec&ive
chemotherapy treatments. However, these excellent results (r = .70 to .90) are
most likely to occur with patients receiving adjuvant chemotherapy, who are
clinically stable, and receiving invariant treatment on a research protocol. It
was not clear from Morrow's (1984i) papgr that this, in fact, was the case. This
was not the case in the present séudy, which accepted any patients at any sta@
of their disease or treatment.

From these results, it is evident that great caution must be taken in
deriving conclusions about the level of any patient's nausea from the
assessment of only one chemotherapy session alone. Further, it ig clear from
these and other data (Morrow & Morrell, 1982; Zeltzer, LeBarf)n, & Zeltzer,
1983), that for any intervention outcome study, more than one baseline
chemotherapy session must be evaluated in order to establish firmly the level
of nausea experienced by a patient.

The fi?\él hypothesis regafding the test-retest discrepancy may be related to
the eight patients who were unavailable for assessment at retest. Ther may
have been some characteristics of these non-corr;pleters which might account
for the })OOI‘ correlations betweert the NRI-am and the ONI and VAS in phase

one. Several variables which might have been responsxble for the differences

between the nineteen patients who completed the study and the eight

1

-

.
S
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/

patients who ;iid not were examined and summarized in Table 15.

There was no difference between the groups in age, [t (25) = 48, p < .6; sex,
xz (1, N =27) =.001, p < .9]; time since diagnosis, [t (25) =4/.33, p < .7;.and
diagnosis, x2 (1, N = 27) = 245, p < .3]. However, completers experienced
significantly fewer previous chemotherapy treatments, t (25) = 2.48, p < .02.
The degree of variability in this measure suggests that several patients with
more extreme scores may have contributed excessively to the significant
difference in number of chemotherapy treatments between groups. The
greater number of chemotherapy treatments may indicate poorer disease
control in at least some of the non-completers, since thereswas no other
significant difference betv.veen them and the non-completers, and the median
number of chemotherapy sessions was similar for the 2 g'roups. .

Table 16 presents the means, standard deviations, medians, and rz{nges of
the nausea measures. It can be seen that there is considerable variability
which might also account for the poor nause; measuz?é intercorrelations in
the initial test. The mean NRI-am score for the initéal test for all 27 patients
was higher than that for the 19 patients of the 27 who were available for the
retest. When the initial (M = 6.63, SD = 4.24) and retest (M. = 5.95, SD = 3.95)
NRI-am scores for the 19 patients who completed the study were compared,

no significant difference was found, t (18) = .56, p > .5. 3 The mean values for

3 The validity correlations were reanalyzed for the sample of (n = 19) patients
who completed the nausea measures at both the initial testing and the re-test.
All of the results, for both the intercorrelations among the nausea measures
and the correlations befweein the nausea measures and the SUUM, HIGH, and
MEAN were virtually the same for the initial test and the re-test phases. This
finding further supports the conclusion that the unavailability of the 8
patients in the re-test phase of the study did not affect the original conclusions
made for the entire sample (n = 27).-

3
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Table 15
Demographic Characteristics of Patients in Studv Two Complg___g or Not
Completing the Study >
Completers " Non:Completers
(n=19) (n=8)
Demographic Co ” . -
Characteristic Mean (SD) Median Mean (SD) Median
S /
Age .549(129) 568 = 525(9.4) > 53.1
. ; ° /
Number of previous . .
chemotherapy -
treatments * ' 6.3 (6.1) - 4.0 17.5(17.7) 6.5

Time since diagnosis , ‘ x
(in months) © 30.1(44.0).. - 100 36.6 (47.7) 75

. (Number of Patients)

— o ~/i’fequency

Sex :
Male \ | - 5
Female . . S 14
Diagbnosis - B
Breast , . 8
'Ov'arian‘ . . 5 )
Gastric o ﬁ . 2
chers‘ : ‘ | 4
Unkhown - -0 ‘4
*p<.02
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- Table 16 . \\ ’ /

Central Tendencies of the Nausea Measures Completed at the Initial Test Test and
Retest Phases for all Patients in Study 2

Central Tendency Measures e

. 9
: . ‘Mean SD Median Range .
Nausea Measure ’ .
NRI-am - B
Initial Test . . -

, (N =27) \ . 7.48 4.99 7.00 0-20 B
Re-Test - . / . |
(n=19) " 595 3.95 5.25 0-14 ,

ONI y v
In}:tial Test D ‘
(n=27) 2.11 093 . ' 2.04 1-5 ,
Re-Test : ' . o
(t=19) 2.11 ©1.10 2.10, 04 '
VAS. .

' Initial Test _ o o B <
n=27) 42,6 219 43.0 R 12-86 g ‘
Re-Test , ) ; ) :

‘,s(n =19) : 43.2 21.6 48.0 0-75 " >

Note. A zero score for the initial test of the NRI-am mdlcates that the patient
chose words only from the sensory or-evaluative subscales; but not from the
affective or miscellaneous subscales of the nausea questionnaire.

miscellaneous subscales of the nausea questionnaire. :
The ONI is the six point Overall Nausea dntensity Scale, L
The VAS is the 10-cent1meter Visual Analogye Scale. .
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' the ONI, and the' VAS for both phases of the study were virtually identical {n

= 27 and n = 19), indicating that there were no differences between phases on
these veriables, as Well. o ‘ ® ' ‘ . . ’ .

/(n examination of the scatterplot between the NRI-am and the ONI
variables for the initial phase revealed heteroscedasctic'ity.- Four data points
clearly ‘contributed to this result. In an attempt to reduce the variability of the
nausea sc&'es, these 4 outlier scores were eliminated from a final analysis of
the phase one intercorrelations. Three of these patients had *t'he highesf scores
on the NRI-am and low scores of 1 or 2. oﬁ the ONI. The fourth patient was
the only subject to record a score of 5 on the ©ONI, while,havi‘lng a rather
modest score of 11) on the NRI-am. Similar results occurred for the correlation
between the NRI -am and\‘ the VAS. These 4 sub]ect; were eliminated,

reducing the sample to (n = 23) for further analysxs The central teftdency

‘measures of the sample without the scores of these four patients for both-

phases of the study are presented in Table 17. e :
" The elimination of these 4 subjects led to the means and medians of the
NRI-am scores becoming virtually identical for both phases of the study. A re-

analysis of the intercorrelations between the three nauseh measures now
I

resulted in 31gn1f1cant correlatxons between the NRI-ain and the ONI and

e,

VAS comparable to those obtaified in Study 1 (See Table 18).y ' ‘ :ﬁ;
A closer examination of the clinical charactenstxcs &uﬁ\e four patlents 3
females and 1 male) with the outlier scores, provided further ev1dence that

the NRI-am 'may, in fact, be a valid mea§ure of nausea, but, perhaps only

within certain limits. Three of the four subjects were patients who also-did ?

not complete the retest phase. The male, who was a non-completer, had the
™ ’ . « ‘ . .
rather rare diagnosis of advanced metastatic breast cancer. He was receiving

adriamycin, one of the most toxic drugs, as a:palliative measure after having
2 ) . L [ .
. e ‘ L
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Table 17 . o o S
\\0 / ‘
y
B . . a ’ ’J '
7 - . ) : AN
. 4 ’ Central Tendency Measure- B}
' i . ¢ -
' - Mean (SD) Medi’fm ‘ n
, Nausea Measure A ‘ 4
Initial Test
- . o
NRI-am . . 6}4&6) 55 - 23
ONI 2107) . 2.1 23
VAS Y { 420(20.0) 430 23
. ~ . \ ‘
Retest
- NRI-am | 6.1(4.0) " 55 - 18 / . |
ONI 2.1(1.1) 21 18
SN
VAS S0y - 0% 1
Note. Four subjects with outlier scores on the nausea measures dropped from
. the analysis. See text for further discussion and details of this procedure.
. . . o . -
' -
b ° .L
N ! \ \
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Table 18

-

4

‘

Analysi lation Coefficients Among the Three Nausea Measur
in Study Two After Elirhinating Four Patients Having Outlier Scores
- » Nausea Measure "
\ Initial Test (n = 23) Retest (n = 18)
# ’ L
ONI VAS . (?II VAS
7 Nausea Measure
L
NRI-am 48* .A45% . 56** .64** :
ONI - 76%** 86***
5\
;A *p < .05 - | [
‘ . "p<.01

***p < .001
k] i ~
3 . : _

\ /ﬂ' . .
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. of the fem‘ales,' 4who had breast® cancer, were non-completers. One of

.8 s

previously undergone 48 chemotherapy treatments over a 4 year period. T‘jo

thesepatients, although rating her nausea as rather low (ONI = 1; VAS = 19),
chose 1 word from each category of the NRI-am during the initial test,
resulting in a rather high score of 17. (Compare with Tables 16 and 1-7:) She
appeared quite depressed during the initial test, and may have had difficulty
in understanding the instructions oyt theﬂ mganing of ‘the words on the NRI-

am since English was not her first language. The former is more likely since
her NRI-am scorejon the rBtest was 4, more consistent with her scores on the

\ .

. ONI and VAS. The patient who was diagnosed with ovarian cancer was

' receiving extremely high doses of cis-platinum and adriamycin. She had rated
L .

her nausea as 'unbearable’ on the ONI and subsequently terminated her
'treatment. Another patient was a non-completer who had been diagnoseci 12
years earlier. In summary, I{ appeérs that 3 of/ these patients may have been
quite ill from their disease or at the very least, extremely distress;d at the

-~

disease's ldat‘e recurrence. One patient may have had a language problem or
been‘qt.lite depressed.

From this closer exa\mination, it })ecomes more apparent that the NRI-am
may be sensitive not only to chemotherapy-related nausea symptoms in
essentially ciinically stable patients, but may also reflect aspects of the
affectively-lad.en‘ symptoms which may be associated with advancing disease.
These observation/are consistent with the fact that the word descriptors of
the NRI-dmn scale dre adjectives which easily could be used by patients to
describe other similar affective experiences and not only those caused by

chemotherapy-pfoduced nausea. TKis possibility may confound the use of the

NRI-am as a 'pure’' measure of clemotherapy-related nausea.

4
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' g Study Three
The purpose of Study 3 was to provide further validation of the nausea
- » mmeasures in an out.comelstudy‘ 'designed to evaluate the clinical effectiveness

- ) o
~ of hypnosis as an intervention’ in the reduction of the nausea and vomiting

‘, - Al

side effects of chemotherapy /; B
- vt ¢ ! '
A Method .
Subjécts - |

Patients were recruited from the adult out—patieht oncology: clinics of four - ’

. health care institutions irt the Montreaj area. Forty patients agreed to
‘ part1c1pate in the study: Montreal General Hospital (n = 22), St. Marys
Hospxtal (n = 5), Queen Ehzabeth Hospxtal (n = 6), and the Jewish General
Hospxtal (n = 7). (See Table 19 for breakdown of demographxc and patient
characteristics.) In order to quahfy for the study, they had to have experienced
symptoms of nausea and/or vomiting\ in one or more of their most recent
chemotherapy sessions. Since a wide variety of diagnoses and chemotherapy

.agents were associated with nausea and vomiting, no diagnostic category or

chemotherapy drug class was excluded. Indeed, as Table 19 indicates, 85% (n =

34) of the patients were undergoing their first chemotherapy protocol.

-Prgcegure / _
Ifatien‘fs were told that a study examining the effects ~of hypnosis and ’
relaxation on side effects of chemotherapy was taking place in' their
department. A bilingual handout describing the nature of the study was

" placed near the registration desk of the_respective chemotherapy clinics of the ‘3

hospitals involved in this study (See Appendix B). On registering, paﬁehts-

were given this handout for examination whi fere waiting for-their
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. n Percent
5 , , : ’ :
" Sex _ | S
" Men 1 ‘ ©.5 - 125
Women S 3. . &5 T L ‘f
Type of Cancer - : : ’
’ ) ! R N
Breast = =~ 21 525 - o
- . Lung 5 125 ‘
Bowel 2 5.0 ‘ ‘ !
Ovaﬁan o L6 15.0
<y - , K « o
Head and Neck 1 - 25 i
Testicular 3 75 ‘
Unknown 2 5.0 T
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Previous Treatment ’ g 7r o
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appointment. Other patie:ts Were told by their physicians-or. ﬁea'fing nurses
aboﬁt. the"study, becau§e fhey hg’d been,idenﬁfied' as l{aving: i)articular
problems with chemotherapy side effects. The ration;l\e of the studkv}as
explained to them by the hospital staff and they wex?e encouraged to

! participate, They were told that further information could be obtained from

the investégator, If they showed interest in the ;_)roject,‘ their names were

éiven to him; he then telephoned each one of them. He again explained thea

( . nature of fhe project to them on the phone, invited them to an initial
 interview ‘and made an'ap;pqintment.‘ —

. Session One . .
At this initial appbintment, the patients.were given the opportunity to j '
discuss their illness and its treatment with the investigator, who was a

clinical psychologist with 7 years of éxperience working in a general hospital

setting with both psychiatric and medical patients. The study was described to
the patient again, and informed consent obtained (see Appendix C).
Subsequently, demographic and other data concerning-the illness, its course
and treatment, were obtained from patients, as were data regarding side
effects, especially nausea and vomiting. These data :lve;e summarized on the
patient intake form (see Appendix D). During this first session, patients were
asked to complete; a number of questionnaires: _

1) The McGill Nausea Questidnnaire (MNQ), which provided the NRI-am .
measure, had been investigated extensi\‘zely earlier in Studies 1 and 2:
Pat{ents' ch,ose, word'? fror;\ the various word groupings to describe their
experience of nausea. The procedure in Studies 1 and 2 required patients to

read the word groups to themselves while the investigator pointed to them.

Following this, they then chose the appropriate word, if ar&, from that group

AL o e

10
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which described their e.xperience of nause; Studies with the 'Mchxll Pam N
"Questionnaire (MPQ) however, have shown thagpatients tend to I/ hopse
more words if they read them than if the words are read to tho/a‘m (Klepac,
Dowling, Rokke Dodge, & Schafer, 1981): In the present study, the groups of
words were read to the patient by the investigator a% 7; alternatlve
presentation procedure. In addmon, the researcher began with group 20 and
- read the words in descending order. Since the NRI-am was, comiposed 'of the
affective (groups 11-15) and miscellaneous {groups 17-2/0) subscales, this
procedure was utilized to give patients the opportunity to choose words first
from these groups (rather than from the sensory subscal¢ as in Studies 1 & 2).
The six-point Overalle Nausea Intensuy.(ONI) scale, bu/ not the VAS, was a,lso(
completed ' /

2) Theé Spielberger State—Tralt Anxiety Questlon aire (STAI) is a forty-item
scale which provides two measures of anxiety;/state anxiety (which is the
anxiety e>tperienced by the persoxl in a particol r situation); and trait.anxiety
(which is the person's general level of anxiety) (Splelberger, Gorsuch, &
Lushene,  1970). In this study patients W/ere mstructed to rate anx1ety
_ experienced prior to and during the tlme/of their last chemotherapy session
on the state anxiety,scale. This was pdssible since it has been shown that
correlation coeff1c1ent§ between state ratmgs made retrospectively and those
made at the time of the anx1ety-evol<mg situation aregulte high (Spjlelberger
et al., 1968). T | )

3) In addition, patients were /i;rovided with I;ackets of self-report forms.
These packets contained seVe/n’{point rating scales for anxiety, nausea, and
vomiting intensity. Each poi&rt on the scale had a word descriptor attached to
it (0 = none, 1 = mild, ;/—/ discomforting, 3 = distressing, 4 = horrible, 5 =

‘excruciating, 6 = worst eyer). In addition, the patients recorded the number of
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experienced any prol‘)'lemiiﬁa filling out the self-report forms.
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vomiting episodes they experienced. They were asked, further to complete a

- self-report forms iacket during each of the next two chémothgrapy sessions

(sée Appendix E). Ratings for each of these variables were to be completed for
six different time intervals prior to, du;ing," and following each of the
qhembtherapy sessions. The various time intervals Wex\e:

3D- during the tﬂree days pribr to the cﬁemptherap}; session

’
EV- the evening before the chemotherapy session

AR- the day of the chemotherapy session untillarrivimg at the clinic ™

WT- while u;éitin;g for the chemotherapy treatment ~ -
DU- during the injection’ of the drugs -,
PS- post-chemotherapy; until the side effects remitted completely

The various time intervals were of particular interest since little research

' regarding the topography of the patientt's subjective experience exists in the

literature.
In addition, patients recorded such data as the time of initiation and

termination of nausea and vomiting and the number of antiemetic

" medications taken. These data were Sought in order to obtain information’

along three relevant dimensions of the respective dependent measures, i.e.,

‘ frequency, intensity, and. duration {Morrow, 1984c), thus permitting closer

examination of the effects of the intervention.
Pa;ients'we{re then given an appointment subsequent to the next two

chemotherapy sessions. They were told to contact the - researcher if they
e

+

Session Two . ‘ v

v

After having completed two baseline chemotherapy sessions, each patient

returned for the first of two hypnosis treatment sessions. In the first of these
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* sessions, his or her self-report forms were examined for accuracy and
completeness. Patients were then introduced to the concept of hypnosis and «’

* its usefulness in the treatment of vario'tsxs types of medical problems. A

number of common misconceptions about hypnosis were discussed with
. J

them and reassurance was provided particularly with respect to the i‘ssue of
loss of control in hypné)sis: Hypnosis was described as aymethod of learning to
relax and use one's imaginative abilities either to aiter the percep't\ion and/or
to distract the person away from the sunpleasant sen:ations of nausea. It was
suggested to patients that they v;/ould be able to utilize these hypnptic abilities

in attenuating their anxiety, nausea and vomiting by practising their skills

and utilizing them during the chemotherapy treatments. Previous experience

~ with imagery in everyday life, as well as any previous experience with
hypnosis were discussed. From this information and fr@l the history gained

through the various discussions with each patient, imagery and fantasy

material were incorpbrated into th(e hypnotic treatment. .

Once a patient was com‘fortablé a;nd reassured about the rﬁisconcept'ions
regarding hypnosis, the induction procedure began. The patient had the
choicevof either sitting or reclining in 4 comfortable "lazy boy" chair. The
therapist sat to the sidte\ar}d slightly behind him or her. The hypnotic
induction procedure was adapted from the relaxation instructions' of the
Stanford Hypnotic Susceptibility Scale: Form C (SHSS: C) déveloped by
W1eit\zenhoffer and E. R. Hilgard (1962). (See Appendix F). After initial

suggestions of comfort and relaxation, an eye closure procedure was

presented. Subsequently, specific suggestions for muscle relaxation’ and -

further deepéning procedures were introduced. Ego strengthening
suggestions (Hartland, 1971) were given just prior to specifically tailored

imagery designed to deepen the h);pnosis {And allow each individua?l “patient

’
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. to deve}op varioud coping ' techniques to ‘c’oml'aat the side effects of
chemotherapy. Finally, posE—hypnoﬁc sugg%«;tions were given to remind the
patient that what had been learned during hypnosis could be experienced atw .
later time, particularly jt;st prior to, during, and subsequent to t " next

chemotherapy session.

During this initial practice session, an audioEMding was ma:ie of . #
the hypnosis instructions. This tape was given to t}}e patie}{t for home '
practice. Although little gvidence is available to indicate that the use of
audiotapes as adjunct_s' to hypnosis or relaxation erthance outcothe
(Hoelscher, Lichstein, Fischer, & Hegarty, 1987; Morrow, 1984d), it was felt that
N th}ﬁr\appﬁach might facilitate hypnosis practice. The patient was instructed to
| practise at least once per day by findiqg\ga comfortable place at home and C. )
playing the tape. The importance of doing this daily was emphasized.

Following these instructions, another a=ppointment was made.

; o

Session Three

Prior to the next chemotherapy treatment, the patient was seen for a
se‘c;nd hypnosis treatment session. Discussion of previous practice, was
discussed and any difficulties were elucidated and 'reviey;red: Another
treatment was céngiucte . with changes being inserted into the content of the
. session based upon feedback provided by each individual patient. If necessary,
a new tape was made of the hypnotic treatment; it either repldced the
previous tape or was constructed for use as additional practice in conjunction )

_ with the original tape. _ Y L

Instructions were given on how to use the hypnotic techniques during the

next chemotherapy session. These instructions included such suggestions as

using self-relaxation, self-suggestions, imagery, distraction or focusing of -
) | n‘ | C \/
.’ « /' L

CAALY .tl‘.,' "2 . .
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attention away from the stimul\whlch may have béen cues to a partxcular ‘
patient for the elicitation of anxiety, nausea and/or vomltmg Each patlent /
was; e,ncouraged to utilize as many of these techniques as were felt to be
/ helpful and easy to apply. All patients were told that since each of them was
an individual with unique hypnotxc talents, they should z\no'c be afrald to
choose those techmques taught by the therapist which appealed to them most.

¢

Examples of the ‘t‘ypes of interventions employed are provided in_Appendix F
N
Each patient was then -reminded to record ratings of the various

. . &
| *  dependent measures on the self-report forms during the next twoy
chemotherapy sessions. In addition, he or she could phone the therapist at
any time for advice or help regarding any aspect of the program L7\ further |

appomtment was arranged following the second chemotherapy treatment ’

Session Four
M 4

. ¢
’ At this final appointment, patients returned to discuss the results of the

hypnotic intervention during the two follow-up chemotherapy sessions. The

e zélf-report forms were collected and examined for completron Followmg this,
they completed the follow-up questlonnalres whxch included the STAI and
the MNQ.

Each patient then underwent the SHSS: C to evaluate hypnotic
susceptibility. In its original form, this test consists of an hypnotic induction
procedure followed by the\presentation of 12 items reflecting a range of
hypnotic abilities (ideomotor, challenge, and cognitive-perceptual) which the
subject is asked to experience. The SHSS: C used in the present study was
modified in order to shorten the time spent in examining patients, while, stxll
obtammg a reasonable samplmg of his or her hypnotic abilities. A number of

items were deleted. taste hallucination, dream, arm immobilization, anosmia

F R S S S o . . .
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‘to ammonia, h:llucinated voice, and’ negative visual hallucination. These
. were replaced by two others of comparable dxfﬁculty glove analgesxa and post-
hypnotlc suggestion. This resulted in a modified SHSS: C consisting of 8 \
items. (See Appendix G). The number of item[s passed dby the patient ‘ .
consﬁtutefi the measure of hypnotic responsivity.' (See Appendix H). Patients
were told that this test was useful m determining the: skills underlying
7 hypnosxs «wwhich may be contributing to 1ts effectiveness in nausea and .
vomltmg treatment. . | ) ’
' The reason for the inclusion of a scale of hypnotic susceptibility is related '
to recent findings that anxiety-related disorders, such as phobias may develop
more frequently in individuals with higher hypnotic SUSCeptlbllltS’ as
measured by standard scales (Frankel, 1974, 1975; Frankel & Orne, 1976; Iohn ’
Hollander, & Perry, 1983). If the development of anticipatory nausea ‘and o
- vomiting is a ‘conditio@ggxenon, which may be mediated by anxiéty,
then it is possible that some of the same cognitive processes (such as ﬁ
dissociation, imagery, and absorption) which mediate phobic behaviour may =~
alscl) be important in the development ?)? nausea and vomiting.v This 7

understanding may facilitate the development and tailoring of clinically

effectlve treatments, such as hypnosis, as well as help to predict which

patxents might beneﬁt from psychological treatment (e'g., Andreychuk &

Scriver, 1975); In addition, performané on the SHSS:C may perhaps identify -

W

patients at risk for the "devélopment of nausea and vdmiting symptoms.
Following the administration of the modified SHSS: Form C, the patient
was thanked for participating in the research project and invited to call the

! ¢

investigator if he could be of any future assistance. . :
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Results e ' .

AWt

- Of the forty péﬁents who agreegi initially to par%icibafe in this study, ‘
twenty-fvvo of them did not compleafe the study for the folloxn;inﬂ reasons: o
deterioration in physical status due to 1llness progressxon (n= 5>)/change in-
chemotherapfy treatment frotqeol n = }1), or an 1nab1hty to complete the.
program due to other, treatment-related obhgatlons, such as multiple
appointments for various medical tests (n = 6). Initial interview and . \
questlonnalre data were available, however, for most of the patxents The
dlfficulnes m recruiting cancer ;)anents ang\ th%ttrmoi\/ over the course of -
thxs study reflected the problems found in v1rtua11y all psychosocial research ~
w1th cancer patients (Blotcky et al., 1985; McCorkle, Packard, & Landenb‘urger
1984; Morrow & I\iorrell, 1982). For these reasons, the available N for each : " .
variable of 1nterest in thls study varied, but was utilized for statlsnbal analysis ~ °

‘wﬂvherever possible.

In addition, some of the patients were unabl€ to complete all "of “the

neceseary data ?.nd questionnaire forms whoich were requi;ed throughout the
course of the research pﬁocol.-‘Although the investigator encou;‘age-d them
_to do this, many of them still found it.exceedinély difficult to comply. Their -
major preodccupation and priority was, understandably, to follow the
treatment and dlagnoshc plans that had been organized by thel.? doctors and
nurses. This led to scheduling problems for some of thém; they did not wish
to come to their respective hospitels: any more often than required. Many
;essie_ﬁe wereo scheduled to coincide with other a’ppointxnents and 'severai
sessio;’@\ were carried out at the ﬁaﬁents‘ homes in_ order to facilitate data . 8

LY ' by

collection.

In the case of the the self-report forms (see Appendix E), only 11 patients

“filled out the symptom ratings (anxiéty, nausea,vomltmg frequency, and "

et
vomltmg intensity) completely without any- mlsemg data pomts An " -

L}

> T » .
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- -additional 3 patients accounted fof* 12 missing data p&ts collectively. Four

/or one post-hypnosxs session). Two of these panents had only 3 chemotherapy
sessions left in their protacol when they agreed 'to enter the study. It was
dec1ded nev%rtheless to include them in the study and to use. only one

o baselme session in these two cases so that two post—hypnosxs sessxons would
be avarlable for follow-up, analysxs The.other two patients who rmssed a post-
hypnosis cherhotherapy session had their chemotherapy protocol changed

after.session three, -

Since the missing data appeared to be random- across data points, the

" recommendations of Coheh & Cohen (1983) were’. adopted.to increase the

sample size, and to ptili'ze as much of the available-data as possible. They
' suggest replacement of fhgseﬂ(s,.sing data points by the means of the
resiaectiye values for the remainagr of the group. This procedure allows for
thé mgan values Sf the repiaced data points to renfain unchanged. Since the
, deviations of the replaced data from, the group mean are zero, it must also be
_true’ that the value of the regressmn coeff1c1ent of the independent variable
on the dep\endent variable will-remain unchariged from the one calculated
“only from chses with known data present, thus ehmmatmg distortion ‘of .the
resultg: Ih_ese authors suggeshfurther that when the proportion of missing
data is small (t at is less than 10%, as in the present study), then the variance
accounted for by the independent effects-of thé® missing data on the dependent

aridbles will be extremely small. Also, because the N is small, this variance

is highly' unlikely to be- significant. Under f;heée circumstances,. the
o ,

Y
" independent effect of the missing data is negligible and need not be accounted

for in the statistical analysis (Cohen & Cohen, 1983). This missing data,

* replacement teclinique is often acceptable in repeated measures designs where

[}

atings (one baseline ,

S
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actri\iien and other data collectlon problems, as frequently occurs in

. psychosoc1a1 and medical research will reduce theé sample size sxgmﬁcantly,

' thus eliminating the use of partlal data available for some subjects {cf. Cerny,
Barlow, CPaske, & Himaldi, 1987). P

In effect, out of a possible 1728 data points collected (i.e., 6 time points x 4

sessions x 18 subjects x 4 dependent measures, 108 .(6'25 percent) were repla'ced

_ in this manner..The percentage of missing data for each of the'eix time points

was approximately equal, ranging from 15-20%.

: The implementation of this technique allowed for the inclusion of data

from thpse patients who were unable to complete the entire protocol and
whose available data would .otherwise have been lost. This permitted the
sample size to be increased from (n = 11) to (n ='18) thus enlarging the data
base for the analysis of the self-report symptom data. In order to evaluate the
effect of inclnding patients fqr :whom there were no data for an entire session,
separate analyses were performed in which these 4 patients were eliminated.
This approach resulted in a sample of 14 patients in which 396 (384 plus 12
from other patients) missing data points out of the origin’al‘1728 (23%) were
eliminated leaving 1332 data points for the analyses. The purpose of this .

companson was to evaluate the possibility that the data replacement
technique might have restlted in spurious. statistical 51gn1f1cance All of the
. statistical analyses described later on in this section 'were repeated for this -
smaller sample of (n = 14), patientsl From -the resultg of these separate
analyses, no outcome was found which differed from the analyses of the
larger group (n = 18). Therefore, only the results of the an'alyses‘ for the larger

- group are presented. 5

Patients' self—xreport symptom -ratings of anxiety, nausea, vomiting

‘frequency, and' vomiting intensi‘ty on the seven point scales (see Appendix F)
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were analyzed using a multivariate analysis of variance (manova) for
repeated measures procedure. A within-subjects design was employed, using
the patients as their own control. There were two within group vanables

chemotherapy session (two baseline and two post-hypnosxs) and hme (3D EV.

AR, WT, DU; PS) within’ chemotherapy session. Overall manovas were
computed for each dependent variable. Pillai's criterion will be reported along

with the correnspors.ng exact F values (O'Brien & Kaiser, 1985). The

multivariate approach is an especially useful procedure because it reduces the °

possibility of fI‘ype‘ 1 error by beingsensitive to the possibility of

intercorrelations among the dependent measures which may lead to the '

violation of the assumption of compound symmetry.

i

Furthermore, planned orthogonal comparisons were performed in order

-to examine the location of-specific within-chemotherapy session differences

for each of the four main dependent variables: anxiety, nausea,. vomiting

<

frequency, and vpmiting intensity. These analyses permitted the
exathination of:
a) possible differencés between the two baseline sessions (mean of sessions

1 and 2). Here, a fixding of no difference would confirm the stability of the

.

dependent measure during baseline. By contrast, a significant difference

between the means of session 1 and 2 could indicate that baseline drift
¢ <, - . . e 'rq‘\\\

confounds conclusions about any significant treatment effects.

b) In the second comparison, the combined mean of the two baseline and

two post-hypnosis chemotherapy sessions were compared to evaluate the

-

¢) A third comparison tested for ‘differences between the Tirst three

chémotherapy sessions and the last. This sought to determine whether the

symptoms continued to reduce further into the fourth chemoti\erapy session

>
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of the current protocol. o

The following sections present detailed findings for the .dependent
variables-namely nausea (anticipatory, post-cfiémotherapy, and global),
Anxiety (anticipatory, post-chemotherapy, and global), and vomiting
frequency and intensity (anticipatory and post-chemotherapy). Following this,
a discussion of the control issues raised by a within-subjects design such as
this one, which raises controversies rel;ting to the treatment of clinical
patients as opposed to experimental subjects, is included. The means and

standard deviations fer each dependent variable is presented in Appendix L

‘Nausea ’

Nausea ratings made by patients at each of th% six time iaeriodsh within
each of the four chemotherapy sessions are shown in Figure 2.

The curves indicate clearly that nausea increases during each

chemotherapy session, with the the most severe nausea occurrmg during the

the post treatment (PS) phase. Trend analysis for the time variable collapsed -

over the four sessions confirms the finding of a significant linear trend, F(1,
17) = 48.38, p < .0001, but no higher order trends. This result is as expected,
. since the unconditioned reséon§e (UCR) of the nausea produced by the actual
physiological effect of the chemotherapy drug is bound to be stronger than

any conditioned effects which might be experienced prior to the

- administration of the drug. Also, the nausea becomes progressively more -~

_severe as the treatrrgent appointment approaches and continues to increase
after the chemotherapy drugs are administered.

Thé results of the overall manova testing for differences in nausea ratings
~betw$en sessions was significant, Pillai's criterion = .47, F(3,15) = 4.20, p < .02.

Planned orthogonal comparisons showed that during baseline chemotherapy

4
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-sessions, there was actually an increase in mean nausea rating between
chemotherapy session 1 and chemotherapy session 2, 5(1;13) =57, p < .03,
supporting other findinés that nausea appears to worsen over time‘(Nerelnz‘
et al., 1982,1984; Wilcox et al., 1982) .

Nausea ratings decreased mgmflcantly between baseline (mean of sessions
1 and 2) and post-hypnosis (mean of sessions 3 and 4) chemotherapy sessions,

E(1 13) 6.77, p < .02, indicating that overall nausea decreases significantly -
after treatment with hypnosis. By contrast, there was no difference in nau‘sea
ratings between the first three chemotherapy sessions (mean. of sessions 1, 2,
and 3) and the fourth (m&an of session 4), F(1,13) = 3.09, p <.10. This a"ppears to
indicate that the decrease in rgported nauséa f;om baseline to post-hypnosis i's

not reflected in a further decrease in nausea in §ession 4.

I) * 1Y
Anticipatory Nausea ‘ -

" It is of clinical and theoretical ir‘nportancea to determine whether the
reductions found in the post hypnosis sessions were due primarily to changes
in’anticipatory nausea and/or post-chemotherapy nausea. Anticipatory
symptoms were defined as the prhases during which symptor'ns occur prior to
the actual injection of the chemotherapy drugs (i.e., 3D, EV, AR, and WT),,
Injection of the chemotherapy drpg, which constitutes the DU (dun\g\
treatment) phase as defined in this study, is the demarcation po;pt between
the anticipatory symptoms and the post-chemotherapy symptd‘ms.,lfosf[
chemotherapy (physiological) symp?oms of nausea were defiped by the DU
and PS phases. Se;')arate manovas were performed on anticipatory nausea
symptoms and post-chemotherapy nausea symptoms. Grouping of the
dependent variables in, this manner to specify comparisons of theoretical

importance has been suggested by Stevens (1986).

H L)
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The overall manova testing for differences between sessions Iin
anticipatory nausea was not significant, Pillai's criterion = .29, G, 15) = 2.07,
p< .15. Since two imporfant*qssumptions about the homogérreity of variances
were met (Bartlett's test of sphericity = 5.4, p >.05; F max criterion (3, 17) =
18, p > .05), it was p0551b1e to employ a univariate analysis of variance
approach without compromxsmg ‘Type 1 error (Stevens,l986) 4 The result of
the univariate analysis indicated an overall result which also just failed to
reach significance, F(3,51) = 2.37, p < .08. No significant differences were found
for mean nausea ratings between sessions one and two, F(1, 13) =2.1, p < .IZ\
However, anticipaltory nausea was significantly reduced from baseline (mean
of sessions 1 and 2) \to post-hypnosis (mean of sessions 3 and 4) phases, F(1, 13)
-; 462, p < .05. This lack of a significant omnibus manova severely prohibits
conclusions which I;my be drawn from this result.

Further, there was no difference between the mean of the nausea ratings
of sessions 1, 2, and 3 and session 4, F(1,13) = .99, p < .33. Indeed, anticipatory
nausea appeared to increase in session 4 relative to session 3. (See Figure 2).
This latter finding indicated that any reduction in mean nausea rating
- occurred between baseline (mean of sessions 1 & 2) and post-hypnosis (mean
of sessions 1 & 2) only and that the gains did not continue through session 4.

Post-Chemotherapv Nausea

. A . [
The overall manova test for differences between sessions in post-

4. Bartlett's test of sphericity is used when there exists a concern about
compound symmetry. Essentially, it tests the hypothesis that the covariance
matrix of the transformed variables is a diagonal matrix. In other terms,
under sphericity, for "all possible pairs of treatment levels, differences of the
form X; - X; have'the same population variance where X; and X)- are two

distinct levels of the repeated measure" (Jaccard & Ackerman, 1985; p. 426).
The F Max criterion is a test of homogeneity of variances.




SASE R - . R A R A R R
. / : o
101 )
che;fnotherapy nausea indicated significant effects, Pillai's criterion = .43, F(3,
1/ ) = 3.73, p<.03. No significant difference was found for mean nausea ratings —
/ between baseline sessions 1 and 2 for post-chemotherapy nauséa, _E(l, 13) =
) / 2.65, p. < .12. Post-chemgtherapy nausea was reduced significantly from

/ baseline (mean of sessions 1 and 2) to post-hypnosis (mean of sessions 3 and
/

/

/ 4), E(1, 13) = 6.72, p < .02, and continued to decline from sessions 1,2,and 3 to

’ . 7 Y
/
/ M\ession 4,F(1,13) = 7.62, p < .0L.
/ .

J These results indicate clearly that the overall reductions in nausea are
/o accounted for by slight, though non-significant, reductions in anticipatory
nausea symptoms, and more impressi\;ely by a substantial reduction in post-
chemotherapy nausea. This finding is som®what unexpected in that the
. original hypothesis was that tl{e hypnosis intervention would serve
'primarily to reduce \anticipatory nausea symptoms, given that these
symptoms were thought to be conditioned responses to eliciting stimuli of
the chemotherapy treatment situation. The post-chemotherapy nausea
symptoms, considered to be primarily physiological in origin and due to the
biochemical effects of the chemotherapy drugs, were thought to be mo\re
resista;nt to psychological intervention. However, the findings are consistent
with other studies using various relaxation procedures for post-
chemotherapy nausea reduction (e.g., Burish & Lyles, 1979, 1981). In addition,
'orher studies have.shown that hypnosis, for example, can help to reduce the
pain of bone.marrow aspirations and lumbar punctures (cf. J. R. Hilgard & Le

Baron, 1984) or even the nausea associated with the first trimester of

Pfeg“ancypfel Kelly, & Frankel, 1%&)# Therefore, the dlstmctlon between

STy

~ 'conditionéd’ symptoms and physmlog}a‘f symptoms is in need of further
& study.
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Global Mgasures of Nausea

One of the major goals of —this' thesis w'as to develop and evaluate reliable,
valid, and efficient .measures of; nausea. The effectiveness of the hypnosis
intervention was evaluated by the administratiqon of the nausea
questionnaire (NRI-am) and the ONI during the first interview session and
again at the fourth interview session. Central tendency and dispersion
measures for thehNRI-am and the ONI for baseline and post-hypnosis are
shown in Table 20. Not all patients completed the questionnaire at all phases
of the study. (See note b in Table 20 for further e/l/abqre_gion of this point). 13

~ Of the 18 patients who provided sufficier?\t‘ data to be 4conside'red as
completers,16 of them filled out the follow-up questionnaires at the post-

hypnosis intervie 2 The data are presented separately for completers (those

" patients who cOmpleted the protocol by filling out all the relevant\

questionnaires at the initial and post-hypnosis interviews; n = 16) and non-
completers (those patients who completed only the initial interview
quesfionnaires; n = 23). Correlations between the NRI-am and ONI measures
for the baseline [r (39) = .54, p < .002] and post-hypnosis testings [r (16) = .82, p
< .002] clearly support the earlier findings of concurrent validity in Studies 1
& 2. ‘ | T )

Although the mean NRI-am rating at baseline for non-completers (M =
12.70) wa; higher than the rating for completers (M = 10.19), this difference
was not significant, t (37) = 1.40, p > .05, and was most likely due to high

variability between subjects. For completers, there was no change in the NRI-

¥

5 Two patients, although completing the self-report forms for the post-
hypnosis chemotherapy sessions, declined to attend the final meeting with
the investigator.
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" nausea questionnaire.

Table 20 . | S
|

. sttnbuhons of the Nausea Measures Used in Studz Three

Central Tendenc¢y and Dispersion Measures

Mean - SD  Median. Range
Naused Measure - . : :

NRI-am 2 ‘ g
Baseline
Non-Completers b
(n =23) 12.70

. 626 1100 1-26
. ‘ : Lo
Completers ‘ J ’ :

(n=16) - . 1019 " 493 /850 - 525
Post-Hypngsis E ‘
(n =16) | 913 . 679 - 95 . 021

. 4

Baseline N . "
Non-Completers . !

(n = 23) 3.44 112 333 15

Completers | :
(n=16) : 3.06- 1.06 290 2-5

. Post-Hypnosis ‘

(n =16) © 213 - 120 217 04

Note. @ NRI-am is the sum of the affective and miscellaneous subscales of the

. A
b Of the 40 patients originally agreeing to patticipate in this study, 39
completed the nausea measures at the initial session. One nausea ™
questionnaire was lost. Non-completers were those patients who did not
complete the study (n = 23) and for whom only the baseline questionnaire
data, but not the post-hypnosxs questionnaire data were available. Those
consicered completers in this table are 16 of 18 patients who completed 4
chemotherapy sessions and for whom both baseline and post-hypnosxs
interview data were available.

¢ The ONI is the six point Overall Nausea Intensity scale.
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am from baseline (m = 10.19) to post-hypnosis (m = 9.13), t = 0.69, df = 15, p >

.50. This result contrac{icts the findings presented earlier that patients in the
\ they were asked to make nausea ratings at specified-time intervals.

By contrast, the results for the ONI rnatings were mare consistent with
earlier findings. There was no difference in the baseline ONI rating between
non-completers (M = 3.44) and completers (M = 3.06), t (i’y?) = 1.05, p > .05. For
completers, howeve: there was a significant reduction in ONI fating from
baseline (M = 3.06) to post-hypnosis (M = 2.13), t (15) = 3.53, p < .003.

]

. These results are consistent with the conclusions reported in’study 2 that

4
the NRI-am may be sensitive not only to the effects of chemotherapy but also _

' / to other patient and treatment variables (e.g., disease Pprogression to brain or

gastrointestinal tract), and that the ONI is a less contaminated measure of
chemotherapy-induced nausea. Drop-outs in study 3 may have had higher
(though not significant) and more variable-hausea ratingé for similar reasons.

There is another potentially important finding related to absolute levels of
nausea ratings. Comparisons between the mean NRI-am rating for the initial
l;est of study 2 (M =7.48) and the baseline mean NRI-am of the patients in
stucfy 3 (_ = 11.67) showed that the former ratings were sxgmfxcantly lower, t
(64) =3.13, p < .01, This result held as well for the ONI scale (study 2, M = 2.11;

study 3, M = 3.28), t (64) = 4.66, p < .001. One possibility is that the /pdtients

agreeing to the hypnosis intervention in Study 3 were, in fact, experiencing
greater nausea and hence the greater motivation to participate, than the
/{5at1ents in Study 2, who were asked only to fill out the nausea questlonnalres
on 2 occasions. A second possibility is that since the nausea questionnaire and
the ONI were presented differently in studies ‘2& and 3 (as outlined in the

procedure section of study 3), the absolute differences in nausea ratings

-~ T E
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hypnosis group did reduce their post-treatment nausea significantly when -

e
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[

between the two studies may be ‘due to the artifact created by the dissimilar
14
presentations rather than any teal différences in nausea, especially since the

_relative values within each study do not appear‘ to be affected. If the latter case

. is true, a strong argument exists for adopting strict and consistent procedural

guidelines when administefing nausea rating scales.

-

o

’

bl
Anxiety

The anxiety ratings made by the 18 patients for each of the six time periods
evaluated d’uring each chemotherapy session are shown in Figure 3.

As was the case for nausea, anxiety increased in the periods };rior to the
actual inject’ion" and appeared to peak whilé the patie_‘-:nt was waiting or during
the ‘infusion of the drugs. It diminished during the Jpost—injection phase, in
spite of the fact that during this period the patient was usually experiencing
increased nausea and vomiting. Trend analysis for the time variable collapsed
acroés sessions indicated significant linear, E(1;13) = 12.02, p < .003 and
quadratic components, E(1, 13) = 5.54, p <.03.

| These results indicate that anxiety increases incrementally during.the pre-
injection phase, and decreases during and after the chemotherapy drugs are
given. Thisv/Curvilinear function may be contrasted with the linear
progression of nausea described in an earlier section. Patients may be relieved
‘to have finally undergone the ordeal of anticipating and waiting for their
tréatment, but in spite of the fact that they were significantly more nauseous,
the feeling of being 'over the ’hump' and the expectation of the eventual
di—minution of the nausea ar}d vomiting might account for the reduction in
anxiety. h
The overall manova testing for giffer\ences between sessions in anxiety

was significant, Pillai's criterion = .71, £(3,15) = 12.21, p <.0003. Planned

o,
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orthogonal compans(?s between the mean anxiety ratings of chemoﬁnerapy .
sessions 1 and 2 indicated that there was no difference in reported anxiety
between the two sessions .at baseline, F(l 17) = .11, p. < .74. ‘There was a )
51gmf1cant decrease in anxiety ratmgs from basehne (mean of sessions 1 and 2)
to post-hypnosis chemotherapy sessions.(mgan of sessions 3 and 4), EQ1, 17) = n
24.97, p < .0001. The decrease in anxiety continued when tt_le mean anxiety
raﬁng of chemotherapy sessions 1, 2, and 3 are compalreél to the mean anxiety
rating of session 4, F(1,17) = 13.65, p < .002. ‘
In addition, separate manovas were performed for the an}lapatory anxiety

. and post-chemotherapy amgety symptoms m,the same manner as the nausea )

symptoms in order to examine the separite effects of the };ypn‘osis treatment.

8 ‘ -
.

”

Anticipatgey Anxiety

The overall maﬁova testing for differences between sessions “in

\ anticipatory anxiety was SIgmflcant Pillai's criterion = .63, E(3, 15) =8.5, p <

- .002. Planned orthogonal compansons resulted in no significant difference in
. mean-anxiety ratmg between the two baseline ses\sxons, F(1,13)=.19,p< 7
There was a highly significant reduction in antlcipetory anxiety symptoms
from baeeline ( /?n of sessions 1 and 2) to post-hypnosis sessions (mean of
sessions 3 and 4), (1, 13) = 20.6, p < .0003. This decrease in anticipatory anxiety
continued when the mean anxiety rating of. sessions 1, 2, and 3 is compared

with session 4, F(1, 13)’= 6.9, p< .02. Thus, énticipafqry anxiety 'coﬁtinued to

decrease through session 4. ' ¢

TN Post-Chemotherapy Anxiety
The overall manova testing for differences between sessnons in post- ‘

chemotherapy anxiety was also significant, Pillals cntenon = 63 E(@3, 15) =

+
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: >
8. 60, p < .002. At baselme, no dxfferences were found between the mean
anxxety ratings of sessxons 1'& 2, F(l 13)=.02,p < 87 There was a s1gn1ﬁcant
decrease in post-chemothex‘apy anxiety from pre-(mean of sessxons 1and 2) to
post—hypnosxs. (mean of sessions Biand 4): F(1, 13) = 1545, p < .001.
Furthermore, when the mean anxiety rating for sessions 1, 2, -and 3 was

compared to the mean anxietyffrating of session 4,.a further significarit-

reduqﬁpn in anxiety was observed, F(1,13) = 1441, p < .001. A

Global Measures of Anx1e§y
Of the 40 panents initially recrulted for this study, 37 filled out the STAI

correctly at baselirie. Fifteen of the 16 patients- attending ‘the post-hypnosis ~
interview completed the STAI appropriately fof analysis. (See Table 21).
State' anxiety did not change s¥gnificantly from baseline to post-hypnosis, t

(14) = 71, p < .49, despite 51gn1f1cant reductions in reported anxiety for the .

anhc1patox\f and postﬂchemotherapy anx1ety ratmgs made by the patients. This
may have been’ due in part to the factL that the STAI was filled out

«  retrospectively by patients who were asked to rate their anxiety at the time of
their chemotherapy treatment. Asu expected, there was also no change in the
level of reported trait arixiety, t (15) = .36, p < .72.

At

N
However, state, but not trait anxiety correlated highly with the nausea

+

measures. The data are summanzed in Tabl\Zl

These large and significant correlations indicate that a sizable- proporuon

of the .variante (as much as 20-40%) related to the assessixlent of nausea may

l accounted for by state anxiety. This point is of considerable impertance,
both theoretically .and practically, since techniques such as hypnosis are
known to be powerful anxiety-reduction interventions. .

In summ \a'rys, these results indicate that the hypnosis treatment may have

an ? .
. .
-~ . ¢ ‘ v
-
N
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Table2t ° . - . | 5
Correlations Between NRI-am, ONI and STAI-State and STAL-Trait Anxiety
for Pati i . ] .
Lo f | I N
‘ o ‘ Anxiet){ Measure ’ J
2 (\t -
‘ — State Trait
-~ : Nausea Measure 4
— \ ‘
NRI-am ' . )
. ' Baseline ‘ _J ;
. ) n=37) : 44t 20 ’
| Post-Hypnosis N _ : ’
, _ (n =15) . .58+ 207
- ) v
"~ 'ONI b :

Baseline ' . :

. (n=37) ‘ ~.55%* 16 : o

| Post-Hypnosis o '
(n =15) ~ .63

*p<.05 e ‘ o _ o
"p< 01 . .. ) ' \ "4
STAI-Spexlberger State-Trait- Anxiety Inventory. o

NRI-am is the sum of the affective and miscellanecus subsules of the nausea .
questionnaire. o :

o ONI-Overall Nausea Intensity scale. A o .

- . b
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had a significant effect in reducing the anxiety of these patients both in-terms

of anticipatory and post-chemotherapy symptoms.

~Vomiting Frequency
The vomiting frequency datg is based on the 18 patients completing the

’v
1 3
i
5

hypnosis intervention and filli g out the self-report forms The number of
vomiting episodes for each time period were recorded by patients for each
chemothe;apy session. The results are shown in Figure 4.

It is evident from Figure 4 that the frequency of anticipatory vomiting is
quite low and that vomitfng begins to increase while patients are receiving
their chemotherapy treatment and peaks during the period after they leave
the clinic. The overall /a;\ova testing for differences in vomiting freq
was not significant, Pillai's criterion = .13, F (3,15) = .72, p < .55, indqicaﬁng tﬁat

there JNas no significant change in vomiting frequency between sessions.
1

Vomiting Intensity i

Vomiting intensity -was rated by the same 18 patients who recbrded the

other dependent measures on the self—report forms. It was recorded for each

of the six time perlods during each of the four chemotherapy sessions. The
| ts of these ratings may be seen in Figure 5. . .

E : Vomiting intensity is potentlally related, at least conceptually, to vomiting ‘

’ frequency. One could hypothesize that the more one vomits, the greater the

»

intensity of the distress which may accompany it. Alternatively, vomiting
may be only gagging, belching or retching without the ejection of the

stomach's contents; or be as powerful as several hours of intermittent gastric’

convulsions, which may be so intense that they result in the tearing of the

gastric mucosa or abdominal .muscles. Patients were asked to choose the
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yhumber on the 7 point vomiting intensity rating scale corresponding most
closely to whether their vomiting was more lik'e the former (lower ratings)
or the latter (higher ratings). It would be of great clinical interest and
importance if patients were able to control the intensity (or distress) of the
vomiting experience through hypnosis, if not being able to control the actual
number of times that the vomiting occurs.

This hypothesis clearly was not supported. The overall manova. testing for
differences between sessions in vomiting intens.ity was not fignificént, Pillai's
criterion = .11, F (3,15) = .63, p < .6. It may be that p‘atients were unable to
discriminate accurately between the frequency and the intensity of the
vomiting ratings or that the two variables are so highly correlated as to make

them conceptually identical.

The Problem of Experimental Control

Although repeated measures designs with subjects as their own contto
are often used in clix)ical research (Hersen & Barlow, 1976), the use o::H
baseline-reversal procedure (i.e., to undergo chemotherapy treatment without
using hypnosis) as a control procedure was not possible. Hypnotic skills once
discoveréd cannot be 'unlearned’, since they are?c;;ceptualized as residing
within the individual and as being tapped by training with various
techniques. Patients cannot be instructed not to use hypnosis as a self-control
procedure,‘witﬁout concern that they might, in fact, be utilizing their
hypnotic talents anyhow (Hilgard, 1965). This request is similar to asking
someone to not think about a pink elephant. The lack of a control or
comparison group, to which patients have been randoml);» assigned, might
mitigate aggnst firm conclusions about the efficacy of _the hypnosis treatment,
in spite of the significant results which have been reported thus far.
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Several factors precluded the usé of a formal control group in this study.
First, the directors and staffs of the oncology services involved in this study
felt that if their patients were to participate, they should be offered a plausible
treatment approach. Furthermore, patients undergoing active chemotherapy
treatment are often involved in man}’r other treatment-related activities,
including multiple appointments for tests and recovery activities from the
chemotherapy side effects. The oncblqu clinic personnel felt that the
additional burdengpf collecting data with no perceived payoff (such as a
plausible treatment like hypnosis) might be too stressful for many patients
and waquld limit participation even further.

Second, it has been well established in the psychosocial oncology research
literature that attrition is a major problem (McCorkle et al., 1984). The drop-
out rate is affected by many factors including the vicissitudes of the illness
process, changes in chemotherapy treatment protocol or type, and patient
motivation.

A good example of the attrition problems encountered in this type of study
is provided by Morrow & Morrell (1982). For a study on the effects of
systematic desensitization in rey‘(cin'g anticipatory nausea and vomiting
Morrow and Morrell screened 500 consecuti'vel\ patients receiving
chemotherapy. Of this group, one hundred twenty r(eported anticipatory
nausea side effects. Thirty-three did not meet eligibility criteria. After
eliminating other patients having alimentary canal or brain involvement
with the 5isease, being hospitalized for further .evalu:;ion, refusing to
participate, and living too far from the treatment site, only sixty patients (12%
of the original sample) remained available for randomization to the three

groups in their study. Of these sixty, seventeen patients had to be replaced

because their chemotherapy protocof/was changed during the study. Finally,

“
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each patient was given ten dollars for ea¢h of the sessions attended in order’to
help defray the patients' cos /sf e.gl, transportation, baby-sitters, etc.) of
attending the study's sessions (G R. Morrow, personal communication,
December, 1986 ). ‘ L ~

The difficulty in obtaining arelatively homogeneous group of patients‘ for
study in this area of research is evident (Andrykowski,‘1986). Furthermore,
even when such a group of patients is assembled‘ and the results of such a
study are significant, questions may be raised as to the general applicability of
these techniques to other patients undergomg cancer chemotherapy For these
reasons, the present study was open to any patient undergomg chemotherapy
who was experiencing nausea and/or vomiting side effects. 'This procedure
allowed for a more realistic evaluation of not onlyithe assessment measures,
but also the wider applicability of the intervention. The value of an open
study was };ighlighted in study two where several factors limiting the value
of the nausea questionnaire as a pure measure of chemotherapy-related

nausea were identified using this sampling procedure. >

N vt

Comparison of Qutcomes of Nausea and Vomiting Between

the Present Study and Morrow & Morrell (1982) and Morrow (1986)

In an aftempt to examine further the effectiveness of the hypnotic
approach takée_n in the present study, data were compared with that from
Morrow & Morrell (1982) and a later extension of this study (Morrow, 1986).
This comparison was uppropriate for two reasons. First, the protocol used ‘in
the present hypnosis study was similar to the one used in these studies.

Morrow & Morrell's (1982) study used two baseline and two post-treatment

-chemotherapy sessions to examine the influence of their intervention, as in

the present study. In addition, the study had two control groups. One group
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attended 'Rogerian‘-tyée 'gro&' counselling sessions in which patients
discussed various ways to co;;e with chemotherapy treatments, but were
.given no specific instructions. The other group recorded data for four
consecutive chemotherapy sessions :a\S\a..eontrél for the reactive effects of
recording only. Morrow (1986) later added a relaixation;only group to examine
the relative effectivenés of the hierarchy in the systematic desensitization
group. e
Second, the interventions used in both the comparison studies and the
present study were similar in many respects. The intervention consisted of
two sessions of relaxation training and systematic desensitization carried out
by a therapist after data were collected from the two baseline chemotherapy
sessions. Patients were asked to imagine scenes.related to their actual
treannént (e.g., going to the clinic, waiting for treatment, etc.) in a progressive,
hierarchical fashion while remaining as relaxed as possible. This technique
was developed by Wolpe (1959) and has demonstrated efficacy in numerous
anxiety-related disorders, especially phobiaé (Leitenberg, 1976). The patient
s then underwent the two follow-up chemotherapy sessions without the
presence of the therapist. The ,resul‘ts for the reduction of antiéipatory nausea
and vomiting were extremely impfessive for the systematic desensitization
group.
The hypnosis intervention used in fhe present study involved two
sessions of hypnosis training which included relaxation and guided imagery.
JThese instructions were similar to those used by Redd & Andrykowski (1982)
in a study of the effects of what these authors described as 'relaxation-
hypnosis' on nausea and vomiting. In both studies, patients were asked to
focus their attention away from the chemotherapy situation by engaging in

distracting imagery.
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One of the major differences between the two studies may lie dn the focus
of the treatment process itself. Morrow & M;)r;'ell‘s (1982) systematic
desensitization approach asked patients to focus on the treatment situation,
#e., imagining themselves relaxed in situations progressively approaching
the chemotherapy treatment. Patients ing the present study were asked
essentially to focus away from the treatment situation' by using distraction
and other techniques to change the nature of their‘ perception of the
chemotherapy experience and to reduce the aversiveng§s qf the attendant side
effects. Ti\ese differences must be considered when ¢ pm‘Ung outcomes for

O

|

these 2 approaches (Morrow & Dobkin, in press).

Demographic Comparisons Between
Morrow & Morrell (1982) and the Present Study

Pri_or .to a comparison of outcome with the Mo~rrow studies, an
examination waé made of the similarity between the two sa?nple-s.
Comparisons were made on a number of patient variables. The Morrow &
Morrell (1982) sample did not differ in any respect from either the entire
sample of the present study (N = 40) or the subsample of (n = 18) patients for
which self-report outcome data was available and réported above. (See Table
22) S, ' ‘

Chi square analyses werej performed on patient variables comparing




.. . .

R A R , . . .
M - N . ,_I
e : I ’ ' [N ‘

. ., 118 S BN
Table 22 o o Ve ' T o
¢ omparison of Demog :-,1, and \Patient Chara eristics Between Samples in
' dy b orrow and Morrell|(1982) and the Presen d .
Morrow & Morrell Present Study Present Sfudy
(1982; N =60_) N (N = 40) h=18) -
: _ Patient '
e - 'Characteristic
- Years
Age
Range . 19-76 19-72 30-70 -
1 h . - {
Median :~ 53 50 50.5
> . o
- Number of Patients
Men . 18 5 .3
—~ Women 2 3 15-
Type of Cancer
“ Breast 2 2 - 11
Lung 8 5 1
\ N~
Other : 23 “ 14 : 6
! Previous Treatment ‘ . | ‘
Chemotherapy -~ 20 ‘ 6 .03
Radiotherapy 21 18 8
‘ : ! -

* Note. There are no significant differences between the Morrow & Morrell
sample and the whole sample (N = 40) or the (n = 18) sample of completers of
the present study for sex, type of cancer, or previous treatment using chi

. square analysis with correction for continuity for 2 x 2 taples. See text for more
complete description of the statistical analyses. -
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and the subsample of the present study (n =18) yielded the following results:
there were no differences in sex, X2 (1, n = 78) =67, p > .05; type of cancer, X2
(2, n = 78) = 1.26, p > .05; previous chemotherapy treatment, X2(1,n=78)=
1:14, p > .05; or radiotherapy treatment, X2 (1,n=78) = .2, p > .05. Statistical
éompérisons fvor differences in age between the; groups could not be made due
to the lack of raw data, but inspection of the ranges and medians in Table 22
indicate comparability.

. In summary, the Morrow & Morrell (1982) sample patients were similar -
on all thc; demographic characteristics to patients in the present study, and
were also similar to the subsample of (n = 18) patients. These results indicate
that any differences found between the systematic desensitization' group in
Morrow stu\ﬁgs and the hypnosis group in the present study are uniike{y to

be due to differences in demographic characteristics.

Comparison of Qutcomes of Anticipatory Nausea and Vomitin

The data reported by Morrow & Morrell (1982) were primarily categorical

" in nature and were the only data available for comparison (G. R Morrow,
personal communication, December, 1986). Morrow & Morrell (1982) used the
Morrow Assessment’ of Nausea and Emesis_(MANE)-a self-report form

, completed by the patient retrospectively-to assess outcome. The present study

" used seven-point rating scales to assess the nausea and vomiting outcome
measures at various time intervals prior to, during, and after. the

. chemotherapy treatment. Statistical comparisons between the two samples®
were made by categorizing the paéiex\ts as improved, unchanged, or worse on \
measurfsof anticipatory nausea and anticipatory vomiting, <as in the Morrow ‘ -

.’ I& Morrell study. K .

4

Anticipatory. nausea and anticipatory vomiting were estimated by

»

+
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summing the ratiﬁgs made by patients at the 3D, EV, AR, and WT time points
for each chem/éﬁx,erapy session. The mean nausea rating for chemotherapy
sessions 1 and 2 was used to give a pre-hypnosis score. Similarly, the mean
nausea rating of chemothuerapy sessions 3 and 4 were calculated to provide a
post-hypnosis ‘score. The difference score between the the pre- and post-
hypnosis mean nausea ratings indicated whether patients symptoms were

reduced, increased, or stayed the same.

- ¢
*

Anticipatory Nausea. There was no significant difference in the

distributions of patient improvement between the Morrow & Morrell (1982)
and the present sample for anticipatory nausea, sz(l, n = 37) = .89, p > .30.

(See Table 23).

However, it should be noted that of 17 out of 20 patients in Morrow &
Morrell's (1982) systematic desensitization group who reduced their
anticipatory nausea, 10 reported none after treatment. Only one of the
patients in the present study managed to reduce their anticipatory nausea to

o

this level. Clinically, this finding is of extreme importance. It is unclear from

Morrow & Morrell's (1982) data, however, what the baseline level of nausea
»

4 4

was for those patients who eliminated their nausea completely. It might be
hypothesized that the lower the'baseline level of nausea, the more likely the
patient might be able to totally eliminate the symptom.

More detailed comparisons for anticipatory nausea were made by
examining the data as présented in Morrow (1986). In this study, a relaxation-
only training group was added in an attempt to clarify whether the cognitive

hierarchy (a series of situations gradually approaching the chemotherapy

treatment session, e.g., seeing hospital, entering the clinic, etc., which are -

presented to the patient in® imagination) was a necessary and effective

L]
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Table 23 © ’ ' ”
arison — \
¥ - k ’
AL
. ‘ B
" - Morrow & Morrell | Present Study
(Systematic_ (Hypnosis)
" " Desensitization) .
o Number of Patients (percent)
) A .
Anticipatory Nausea : ’
o n =§0 . . h=18 s
: Less Severe 17 (85) « 12(67)
No Change " 1 .2(10) " 2 (1)
) 'Y . .
More Seyere 1(5) 4(22)
Anticipatory Vomiting
. n=9 ’ n=14
Less Severe 8 (89) S 5(36) . - '
No Change 0 (0)- 0@ °
: More Severe 1(11) . 9(64) . N
¥ : )
" ", <.
N . (" N 2% ' ’ ,
' Lo LN
— . ’ . 2} ;’é
. s _ R ,f'{
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addftion to the relaxation component of the systematic desensitization
technique. Outcomes for the relaxahdn—only group and the four other groups
from Morrow (1986) were compared

Themeasure of naus®a sevent)_r from the MANE is a se\ven point sc'ale,
from 0-no~Rausea to 6-into'lerab1e nausea.‘The scale us¢ed to measure navsea
sev‘erlty he present study was almost identical: from 0-no nausea to 6- "

worst eVer\Only the word descriptors were c( ifferent. This similarity made

gross comparlsons between the data of the present study and the Morrow
s l

1

(1986) study possible even though statistical "eValuq}ions were not.
| ‘"The MANE ask: patients to rate their /overall (and therefore the-highest)
level of anucxpatory nausea séverity on one seven-poth scale. Since the
present study asked patlents to rate thelr anticipatory nauseé’ severity on the -
seven-point scales at four dlfferent time mterVals, the data po%nt used for
cqmpauson was the WT (vs?hlle waiting in the clinic and just prior to the

chemotherapy injection), since this point was probably the best estimate of the

- patients' highest level of anticipatory nausea. The data for anticipatory nausea

y comparing the hypnosis group of the present study with the groups from the

- Morrow (1986) study are presented graphically in Figure 6. .

¢ Only the systematic desensitization group showed significant reduction in

the severity of anticipatory nausea from baseline to post-treatment. It has

already been demonstrated that there was no significant reduction. in

ar_tti'éipatory nausea severity for the hypnosis group of the present.study.' In
addition, it may be obsggved rather clearly in Figure 6 that the baseline mean

. ]
for the WT variable (m = 1.7) was lower than the means of the-four

‘comparison groups , -although whether this observation was statistically

. -“significant is not known. However, it appears that the mean hrseline values -

of Morrow's four groups are quite comparable (approximate m's between 2.25
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and 2.75). Although this finding may indicate that the patients in the present
study experienced lower levels of ant‘ilcipatory nausea, another explanation is
possible. . : -
Because the post-chemotﬁerapy (PS) rating in the present study was
defined as the period beginning from the timé the chemotherapy injection
ends and the patient leaves the clinic, to the time of cessation of the side
effects, this rating was used for comparison as the patients' highest level of’
post-chemotherapy nausea (see below). Thebrétically, the DU (the time
during which the patient was actually receiving the chemotherapy drugs) is

_considered most Eonservétively to be part of the post-chemoti\erapy phase as

opposed to the anticipatory phase (Andrykowski, 1986). It is usually of short

- duration-ten to fifteen minutes for a push injection and one to two hours for
. Lo N ?

a drip infusion, Typically, patients do not experience physiological nausea

1

J
o
1
i
1
3
3

(during the first few chemotherapy sessions at least) until several hours after

they leave the clinic (Penta et al., 1981a). When anticipatory nausea symptoms
develop with succeeding chemdtherapy treatments, this time delay

diminishes until the patient may actually experience nausea symptoms prior

" to the injection. Thus the rating that the patient makes at the DU data point

P s Ao’ e £ 0 ULt e S g R

may, in fact, be an evaluation by the patient of the highest level of their

i ’ . anticipatory nausea symptoms, which is confounded.by«:}he inability to
A ‘ discriminate between physiological and anticipatory natiseei symptoms. In
order to maintain theoretical parsimony and to maximize comparisons
betweéi\ studies, Andrykowski (1986) has argued that anticipatory nausea be
considered only prior to the actual injection. '

_ Morrow 's patients only had to rate their post-chemotherapy nausea j '
symptoms (defined as the period from the time of the injection until the-

symptoms completel)'rf remit) with one rating as opposed to the twq_ratings

'ot Q
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(DU and PS) of the present study. Since the DU ratings could never be as high
as the PS ratings (since the ‘DU period lasts from 10 minutes to a maximum of
several hours, whereas the PS may last for days), and may certainly be
confounded by both anticipatory nausea and post-treatment nausea
‘symptoms, it may be the best measure of the highest level of anticip'atory
nallsea. For this reason, the DU data point was used-as an alternative estimate
‘ of the highest level of anticipatory nausea for comparison with the Morrow
study. The data are shown in Figure 7.

When the DU data point is used in this manner, the baseline value of
anticipatory nausea for the hypnosis group (m = 2.22) 1s more comparable to
that of the Morrow groups than the WT data pomt Although the the

-\ hypnosis group does still not demonstrate a sigrﬁﬁqant reduction in
\qnticipatory nausea, F(3, 15) = 1.3, p > .3, the results are r;ore comparable to

those of Morrow's relaxation group: (See Figure 7).

Anticipatory Vomiting. The results for anticipatory vomiting were slightly
€a. At baselin/e,o;lJy seven
)

ymptoms of anticipatory vo

more complicated than those for anticipatory,

of the patients in the present stud

Of these seven, five reported feduéed anticipatory vomiting post-hypnosis,
while two patients reported increased symptoms. When only these patients
were compared to those in Morrow & Morrell's (1982) study 'who had
anticipatory vomiting (see Ta_bie 23), it was found that there was no
signifiéant difference between the two groups in the distributions, Fisher's
Exact Probability = .34.. However, a closer examination of the data for thAose(
patients who reported no afiticipatory vomiting during baseline indicated
that thiee of them developed these symptoms during the follow-up

chemotherapy sessions. When these patients were included in the

' <

s

S



%
d
.
o
e

L
b
E
%
9]

b

iz <
e

usamiaq Ajuanaes easneu Aiojedonue ul mm,cm:o JO sewoono jo uosuedwon *Z dinbig

-

-

‘(9861) moLIopy

wouy sdnoib pue (easneu Aiojedionue jo [9Ae] isaybiy eyl jo elewise
-~ ey} se juiod ejep Na eyl Buisn) Apnis uasaid eyt jo dnoib sisoudAy eyy

uswieas] ON x

Bulgesuna) o

uolexejey o
uoneziusuasaqg
(nQ) sisoudAn

i

swlj

-dn moji04 suijeseq

N ; — 1 0

N ]

-

Aiuieneg
BasneN

A

LR

=
¢



B

127

compérisq;}, a significant difference between the two dietributions appeared,
Fisher's Exact Probability = .02. This result indicates that Morrow & Morrell's
(1982) patients reported less antiéipatory vomiting overall after intervention,
than the patie;nts in the present study. In fact, more patients in the present
study had more severe anticipator'y vomiting after hypnosis intervention
than at baseline (see Table 25), although there was no significant change in
vomiting frequency, as reported in an earlier section of this study.
Post-Chemotherapy Nausea. A categorical comparison of the numbers of
patients repotting reduction of post-chemotherapy nausea was made between
Morrow's (1986) systématic desensitization (taken 'from/ Morrow &

Morrell,1982) and relaxation-only groups, and the hypnosis group of the

present study. The distribution of patient improvement for the three groups

15 shown in Table 24.

Most of the patients in all three groups reported less severe post-treatment
nausea. When the 'no change' and 'more sey re' categories were combined
due to small cell frequencies, there was no si‘giﬁcant_ difference between the
distributions of the hypnosis and systematic desensitization groups, X2 (1, n =
44) = .84, p > .30, or the hypnosis and relaxation groups, X2(1,n= 44) =.17,p>
.30. It may be concluded from these results that the three therapeu&iﬁc
techniques are equally effective in reducing the freqt;enéy of post-
chemotherapy nausea among patients.

The actual degree of post-chemotherapy nausea reduction reported by

patients in the three groups is shown graphically in Figure 8.

Morrow (1986) reports that both the systematic desensitization and the

relaxation groups significantly reduced their post-chemotherapy nausea from

L/

baseline to follow-up. There was no significant difference between these -



Table24 |
<

3 En
S RO TR, QR RRREINGH /1, 7k .
TS s o ,_‘\{‘ﬁyt’,,.v}i A% i

N * . P

. w
i s
s
et
oty

‘

Comparison Between Morrow (1986) and the Present Study of the Qutcome

f

P ‘
: | Morrow (1986) ‘Present Study
Systemati_c‘ # Relaxation > Hypnosis
- Desensitization ' . .
Number of Patients (percent)
n =26 n =26 ‘n=18
, j’
Less Severe 14 (59) 16 (61) - 13 (72)
“No Change . 509 3(12) 16 '
More Severe 7(27) . 7(27) - 4(22) .
. \ ‘ , - .
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groups in the degree of reduction—The hypnosis group also reduced their

post-chemotherapy nausea significantly, as reported in an earlier section.

"From observation of the graph in Figure 8, the slope of the hypnosis group's

data was virtually identical to that of the systematic desensitization group. It
is also quite similar to the slope of the relaxation group, indicating a similar
degree of post-chemotherapy nausea reduction. The systematic

desensitization and relaxation groups were significantly more effective in

reducing these nausea symptoms than ejther the counselling or no treatment

control groups. Neither of the control groups had any effect in réducing post-
chemotherapy nausea. From these results, a likely conclusion is that the
hypnosis treatment group also was better than the control groups in reducing
post-chemotherapy nausea.

Post-treatment vomiting was not assessed by Morrow & Morrell (1982) or

Morrow (1986) and therefore was not available fqacomparison with the

\

Duration of Nausea and Vomiting. Patients in Morrow & Morrell's (1982)

Ppresent study. <

14

study who filled out the MANE recorded the duration of nausea and
‘}omiting separately for anticipatory and post-chemotherapy periods. In the
present study, however, patients were asked to record separately the time that
their nausea and vomiting began and the time at which these symptoms
ended without differentiatin§ between anticipatory and post-chemotherapy
stages (see Appendix E). From these data, the total duration of nausea and
vomiting in hours was calculated. Because of the differences in the manner
in which the duration data ’vere collected, comparisons with Morrow_&
Morrell's (1982) data were not possible. Results for the duration of nausea and

vomiting, and antiemetic use in the present study is summarized in Table 25.
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- Table 25 . ,
. - . ;
Central Tendencies of Nausea and Vomiting Duration and Antieme o
ication for (N = 18) Pati i r S !
b ] 4 ’ ) o
v ‘Central Tendericy Measure
. Mean (SD) Median - '
| ~ Dependent Measure -
Bageline - .
(mean of sessions 1 and 2)
Nausea Duration (hours) 7338 (61.22) 54.75
Vomiting Duratign (hours) , 31.64(39.05) 17.50
Number of Antiemetics 597 (6.13) 3.75
Pos{-Hypnosis
(mean of sessions 3 and 4) .
) -Nausea Duration (hours) - 45.01 (43.10) : 32.25
Vomiting Duration (hours)§  24.18 (31.56) 7.00 .
. Number of Antie;\etics 4938.21) Cam
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Nausea Duration. Thirteen of the 18 patients; (72%) in the present study
reduced their total nausea time. Although this finding did not differ from
chance, X2 (1, n = 18) =3.56,p > .05‘: the result still indicates at least clinical, if
not statistical significance. An overall manova testing differences between
sessions performed on the nausea duration data.did not yield statist?cal
significance, F(3, 15) = 2.36, p < .11. However, since the assumptions regarding

sphericity (Bartlett's test of sphericity = 2.28, p > .52) and homogeneity of

variance were met, (F max = 1.62, p > .05), the univariate approach could be
used (Stevens, 1986). This approach yielded a significant overall analysis of °
vériance, F(@3, 51) = 3.70, p < .02. As expected, there was no significani
difference between sessions 1 and 2 in the mean number of hours of nausea
endured by the patients, E(1, 17) ='1.03, p > .30. There was a significant
reduction i\n the mean number of ho'urs of nausea experienced by the patients

_ from the baseline sessions (M = 73.38 hours) to the post-treatment sessions (M
= 45.01 hours), E(1, 17) = 5.51, p < .03. Patients reduced the duration of their
nausea by a mean of 28.37 hours or approximately from 3 days to 2. (See Table

25).

L2

Vomiting Duration. Thirteen patients in the present study reported

reductions in their total vomiting duration. Two of them had increases and a
further 3 reported no change in this par“gi?\eter. Again, an overall manova
testing for dﬂifferences between sessions in nausea- duration did not reveal
statistical significance, F(3, 15) = 2.84, p <_.07. Despite non-significant tests of
sphericity (Bartlett's test of sphericity (3, 17) = 3.17, p =..37) and homogeneity
. of variance (F Max (3, 17) = 3.03), the univariate anova also was not
significant, E(3,51) = 1.19 p > .30. However, ;>rthogonal comparisons showed v
the expected results. There was no difference befween sessions 1 and 2 in

vomiting duration,” E(1, 17) = .53, p > .47. There was a significant reduction in

-
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vomiting duration between baseline (mean of sessions 1 and 2) and post-
hypnosis (mean of sessions 3 and 4) from 31.64 hours to 24.18 hours, K(1,17) =
6.26, p > .02. Although the statistical significance of these results is
questionable, this 24 percent reduction in vomiting durlition (approximately
7.5 hours) must be considered important clinically, just as was the case for

nausea duration. (See Table 25). )

. . <
Use of Elective Antiemetics. Reductions in any of' the nausea and

vomiting parameters could not be accounted for by the amount of oral or
suppository antlemehc medications taken electively by patients after thexr
. chemotherapy treatment. Patients took similar amounts of ‘antiemetic pills
and/or suppositories during the baseline (mean of sessions 1 and 2 = 5.97) and
post-hypnosis (mean of sessions 3 and 4 = 4.93), F(1,17) = .06, p < .80. (See
Table 25). )

Hypnohc Susceptibility

Sixteen of the 18 patients:who completed the study were tested on the
SHSS: Form C. The scores on this scale were falrly normally distributed and
comparable to those found in the general population (Hilgard, 1965). Two
patients had low hypnotic susceptibility, i.e., scores of 0-2; 11 patients- had
medium susceptibility, i.e., scores of 3-6; and 3 patients had high susceptibility,
i.e., scores of 7-8. However, there was no relationship between hypnotic
susceptibility and -any of the various nausea and anxiety measures. (See

Appendix J). This finding indicat;es that the patient's level of hypnotic ability

as measured by the SHSS: C may not be helpful in understanding the’

development of anxiety, nausea and vomiting, as these symptoms relate to

cancer chemotherapy. ,

\ ‘ ‘.
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Discussion
Measuremrent of Nausea P

The results of studies 1 & 2 demonstrated that both the ONI and VAS and,
to a lesser degree, the NRI-am, are reliable and vahd mstruments in the
measurement of nausea associated with cancer chemotherapy The data of
Study 3, however, provided further validating evidence for the ONI, but not
for the NRI-am. All three measures were found to have good concurrent,
construct, and discriminative validity, though the latter was weaker in this
respect. The NRI-am showed reasonable internal cdnsistency, but test-rete;t-
reliability was problematic for all 3 scales. It is important to note, however,
that these data appear to have been confounded b;' uncontrolled clinical

{
\ /
7 A

variables. : . ] {

\

The ONI and the VAS appear to be quite robust, _measures of nausea

<

intensity; by contrast, the NRI-am may be more prone fo contammatron by
the patient's p:erception of somatic symptoms which reflect the extent of
disease progession rather than the toxicity of the chemotherapy drugs. Since
disease progression or stage\was not an exclusionary criterion in any of the
three studies, some patients in Study 3 were known to be in advanced states
of metastic disease, while others may have had undiagnosed metastases.

This appears to have been the case in study 2, where it was clearly shown
that the outlier scores of several apparently more ill patients accounted for ]

discrepancies in correlations amongst the three nausea measures. Future

studies utilizing the NRI-am should examine the ‘stability of scores for

- patrents at different stages of disease in order to clarify this point. This may be

a difficult task, however, since d1agnosrs of metastatic diseasé is made often
well after the spread of the disease and symptoms, such as pam and nausea,

w {

have appeared The sites of these metastases is also an important
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n

consideration since brain or gastrointes;tinal metastases are more likely than ’
o%er sites to produce nausea symptoms. | _ "
The heavy loading of the NRI-am on affective words rather thg\ sensory
words may be explained in two ways. First, it may be that words on the ‘
sensory subscale of the McGill Pain Questionnaire’(MPQ) may not be
appropriate descriptors of the physical nausea experience; that is, the words
may lack face validity. Other~words, such as 'whirling', ‘twirling’, or
'diizying' (as suggested by some patients) might be more a}’)propria‘te
descriptors.
Alternatively, there may be a built-in bias for certain words in the NRI-
. am. This measure was presénted to patients with thé original 4 subscales of
the MPQ intact. (S€e Figure 1). It may be important to ‘recapitulafe the
methodolpgy of Melzack & Torgerson (1975) and Qdeve‘lop a nausea word
. descript;r scale, gbviating the problems in adapting pain descriptors to a
nausea scale. “Névertheless, the internal co‘sistency of the affective and
miscellaneous subscales and correlations with concurrent measures indicate
that this measure vzas tapping some aspects of the nausea experience.
The ability of a nausea scale to differentiate I;retween anticipatory nausea
rand post-‘ch_emotherapy nausea has important theoretical and clinical *
implicaticzxs. In a strictly clinical context, a unidimensional scale of nausea
intensity such as the ONI or the VAS, may be the most efficient and
parsimonious measure: for the oncologist or nurse to gather information
about the degree of nausea experienced by the patient. The results of Study 3 -
show, however, that it is possible to use a Likert-type scale to measure |
anticipatory nausea and. post-chemotherapy nausea separately with equal

reliability and validity, even for specific time periods. Controversies continue /

to exist regarding the exact definition and parameters of anticipatory nauﬁ

v
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-

For example, AndrykoWwski (1986) has provided a detailed analysis of how
’ & . .
prevalence rates can be altered drastically depenging on an investigator's
criterion for anticipatory nausea. In spite of this problem, future studies using ,

the NRI-am might attempt to evaluate anticipatory and pést-chemotherapy

x

Examination of other dimensions of distress associated with cancer‘(e.g.,
depression and/or physical status) might provide further information on the 5
construct validity of the NRI-am. For exainple, a recent large scale
epidemiological study (Mer, 1987) compared 3 groups of cancer patients; those"
newly-diagnosed, those currently undergoing chemotherapy treatment, and
patients in terminal stages of their illness. It was found that the degree of
physical disability experienc:cd b;l “patients accounted for over 35% of the
variance in reported depression scales.

In addition, newer chemotherapy research protocols are follow.i’ng a trend
of les$ frequent, but stronger treatments often given in two phases separated
by a several month waiting period before’ reinduction of the treatment
(NSABP, 1984). This chanée in Jrotocol may be seredgipitous, in that some
pauents may not have enough chemotherapy treatments to allow for the
development of antxcxpatory nausea. On the other hand protocols involving
the reinduction of a second round of chemotherapy may create new and
unexpected complications. Coates, Gebsk1 Bishop, Jeal, Woods, Snyder, etal.
(1987) have recently shown that when breast cancer patients were randomly
assigned to intermittent versus continous chemotherap)f groups, the former
group demonstrated a significantly worse disease Jrespox_l.seto therapy. Of
greater interest to the present discussion, howe¥er, was the finding that
patient self-ratings of increased pain, lowered mood and appetite, and a

T ] a /
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<

diminished sense of well-being, also were predictive of poorer disease
response in patients undergoing intermittent chem(\?therapy. This finding
élso highlights the necessity for thé careful evaluation of not only disease '
response to treatment but also th;e concomitant measurement of the
psychosocial consequences of these treatments. Factor analytic and
correlational studies on larger samples using the NRI-am and measures of
depression, fatigue, and physical status , for example, should prc;vide relevant
data on this issue. ,

Several mitigating factors must be considered when. t;‘ying tf/ draw firm
conclusiormefgom the reswlts of' these studies. First, the relatively.small

sample sizes in each of the

studies limits the variability of the nausea
measures as well as the possibilityNof finding significant results. Further, it has

already been suggested that homogeneous samples are almost impossible to

. obtain in this area of research (Ahles, Cohen, & Blanchard, 1984; McCorkle et

al., 1984), therefore careful examination of the data from the available
Isiamples{must be made in ‘order to evaluate results. For éxample, although
most cancer sites are well represented in all three studies in proportions
comparable to other studies (e.g.,, Morrow & Morrell, 1982), hematologxcal
cancers are not. Finally, since the choice of chemotherapy drugs (and
therefore, the degree of toxicity) will in part be de‘termmed by the diagnosis,
future studies must include as wide a wariety of diagnostic categories as
possible. '. )

f

-

| .
The Role of Hypnosis in the Treatment of Ch herapy Side Eff
Hypnosis in the clinical context may be conceptualized In two ways. First,
hypnosis may be defined and labeled as a treatment context in which patients

dre instructed in relaxation a;\d guided imagery. Second, hypnosis or hypnotic

1]
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abilities or strategies that a patient may draw on in the clinical context to
overcome distress. Clearly, the former is designed to facilitate the latter, at

least theoretically. There is some evidence that these hypnotic abilities may be

elicited when other treatment techniques are used, such as biofeedbackf for _

example, and that hypnotic susceptibility may be more predictivé of treatment
response than the particular treatment employed (Andreychuk & Scriver,

| 1975; Nace, Warwick, Kelley, & Evans, 1982). Others, however, have argued
that biofeedback in fact, may be tapping into a different set of cognitive skills
(Miller & Cross, 1985; Qualls & Sheehan, 1981).

The implications of these conceptualiztions will be addressed in light of

N

the results of Study 3. » R

. L3
Hypnosis.as a Treatment
]

Hypnosis is generally viewed as a powerful process by the lay public, who

may link this technique with the uncovering of repressed memories and '

feelings associated with age regression, amnesia, or post-hypnotic suggestion
\(Hendler & Redd, 1986). However, less well known are the aspects of kypnosis
which place it in the domain of othex‘"cogx‘\itive-behavioural interventions.
To an extent, what A subject expects from h;rpno will contribute to what is
subsequently experienced, with the correlation bgtween expectation and
hypnotizability = .30 (Hilgard, 1965). Hendler & Redd (1986) examined this
issue in a group of cancer patients undergoing chemotherapy. Their results

indicated that patients were more afraid of the label 'hypnosis', but were quite

1 }repared to undergo the specific procedures (i.e., relaxation & imagery) which

are subsumed under it. These beliefs were unrelated to the dbgree of distress

that the patients were experiencing from chemotherapy. ,

Mu¢h care was taken in the present study to discuss the individual

susceptibility rﬁay'bg defined as that set of unique and individual cognitive ®

%
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patient's beliefs and previous experiences with hypnosis, to clarify any

misconceptions, and to allay any fears that she or he might have méuding

such issues as loss of control. In spite of this fact, many patients were still .

apprehensive of the technique, even after having experienced it and

discovering for themselves how essentially benign it was, thus con@%

Hendler & Redd's (1986) observations. Allowing patients to choose a suitable
intervention from those available with the labe] which is least threatexﬁ?:g, —
might even enhance outcome. One experimental study has-shown that the :
particular strategy used by a subject to control an aversive symptom, in this

case pressure pain, may be less important than the fact that the subject has the

1

choice of strategy (D'Eon & Perry, 1984).
\

{The\ results of Study 3 indicate that hypnosis treatment produced
sigﬁfficant reductions in post-éhemotherapy nausea and both anzic?patory and
post-chgmotherap_y'anxiety. Although findings for the reduction of
anticipatory nausea were not s;tatistically significant, the trend was in the '
predicted direction, even though the changes were not as large as those in
Morrow (1986). Perhaps more important was the clinical finding that 12 of the
18 patients reported less severe nausea overall. ‘Also, patients learning
hypnosis reduced the duration of both their nausea and vomiting.

. No significant reductions were observed for vomiting frequencﬁ s
vomiting intensity. This result was surprising since, in another stud¥y,

anticipatory vomiting was completely elimipated in 6 patients with the use

- of hypnosis (Redd, Andresen, & Minagawa, 1982). More worrison{é is the fact

that, in the present study, 3 patients reported antitipatory vomiting-after the ¥
hypnosis treatment, where they had none during the baseline. One possibility

is that these patients may have developed a conditioned response to the tape

-(Morrow, 1984d; Redd, Andresen, & Minagawa, 1982, 1983). Several patients

 hiad
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stopped listening to the tape because they found that they were begmmng to
feel nausea associated with the therapxsts voice. Another p0551b111ty is théxt
the therapist was present with the patient during the chemotherapy session
" in the Redd et al. (1982) study, but not in the present study. |
- These findings generally support the results of other studies using
hypnosis as an intervention technique. Several differences between the
present study and others using various psychological approaches (e.g., Lyles et
al., 1982; Morrow, 1986; Morrow & Morrell, 1982; Redd, Andresen, &
Minagawa, 1982; Zeltzer et al., 1984a) demonstratmg reductions in both
anticipatory and prost-treatment nausea might account for the differential
findings. First, patients in the present study were taught hypnosis in just 2
sessions, were instructed -to practise at home at least daily, and were then
asked to utilize the technique in the way they felt most comfortable, i.e., to
practise self-hypnosis. Sorme patients were able.to practise regularly; others
practised only minimally, as they felt reluctant to pay too much attention to -
their illness and treatment side effects between chemotherapy sessions.
Unfortunately, data regarding compliance with practice was difficult to obtam.
Second, the therapist was not present after hypnosis training during
: chemotherapy sessions 3 and 4 to guide the patient through the hypnosxs
practice as was the procedure in some studies (e.g., Burish & Lyles, 1979, 1981;
Redd, 19’81;\ Redd, Andresen, & Minagawa, 1982), but not others (Morrow,
‘ , 1956; Morrow & Morrell, 1982). Some patients reported finding great difficulty
in performmg self-hypnosis during their chemotherapy treatment. Others
attempted to circumvent this problem by hstemng th the audiotape that had
been prepared during the training sessions by the therapxst, prior to and
during the chemotherapy treatment.‘ It has been shown, however, that the

o

addition of audiotapes to the training procedure may not add to outcome
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effectiveness in reduction of nausea‘ (Morrow, 1984d) or hypertei\sion
(Hoelscher, Lichstein, Fischer, & Hegarty, 1987)%;I'apes remain widely used
clinically, however, but further research on their effectiveness needs to be
pe;'formed.

. Third, patients in the hypnosis intervention developed imagery consistent
with their experxence and beliefs, in consultatlon with the investigator. It was
hypothesxzed that they might choose distracting i 1magery or pléasant thoughts
and feelings which would absorb them, and contrlbute to the reduction of

anxxety and alter the unpleasant perceptions of the nausga (Frankel 1975). In
q\ n

a pilot study, an attempt was made to develop a standard set of audiotaped “

instructions. The imagery chosen for the tape was as follows: patients were

asked to imagine that their nausea was like a a log floating away from the

edge of a lake, and as it moved away, the nausea receded. This apprdach failed -

4

when sgme patients reported that a log would not float away, but rather

would tend to float in to the shore as the waves carried it. Other patients,

seemingly unperturbed by this éxperience, reported changing the image
spontaneously to conform with their own previous experiences. These

observations confirmed that imagery should be developed in concert with the

_patient. In Study 3, a 39 year-old woman with breast cancer chose to imagine

herself walking along a country road near her summer home. She repox:ted
becoming so absorbed in this image that she could feel the sun warming her
and smell the pine fragrance that permeated the forest. This };atient was a
high susceptible as measured by the SHgS: ‘C. She was able to reduce her
anticipatory nausea to almost imperceptible levels. Another 45 year-old breast

cancer patient claimed that she enjoyed listenening to her tape, but noticed no

perceptible increase in relaxation during practice sessions at home. Fof her,

the most noticeable aspect of the practice was that time appeared to pass

N
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quickly. Whil\e waiting for her chemotherapy treatment. in thei adjoining
radiotherapy waiting room, she sought to distract herself by thinking about
leaving the clinic as soon as possible. She found it impossible to concentrate
on either self-hy. /pnosxs or llstenmg to the tape and was able to make only
modest reductions in her nausea in spite of scoring 6 (medium suscept%‘blhty)
on the SHSS: C. ‘

The reduction of post-treatment nausea is, in so;ne ways, most surprising
though consistent with other studies using various arousal reduction
methods (e.g., Burish & Lyles, 1981; Cotanch, 1983; Lyles et al.‘, 1982; Morrow,
{986; Morrow .& Morrell,1982; ﬁedd, Andresen, & Minagawa, 1982; Wechsler
& Dela;\ey, 1984; Zeltzer, Kellerman, Ellen’éerg, ‘& Dash, 1983). Post-
chemotherapy nausea is thought to be primarily physiological in origin, i.e.,
the nausea is caused by the physiological action of the chemotherapy drugs on
the patient's system. Nausea can increase dramatically from one session to
another, increasing the risk of the development of anticipatory nausea
(Andrykowski, 1986).

Two recent studies: have demonstrated that the development of post-
chemotherapy nausea and vomiting can be slowed significantly by employing
relaxation with guided imagery (Burish, Care'y, Krozely, & Greco, 1987) or
systematic desensitization (Dobkin & Morrow, 1985), prior to the initial
chemotherapy session. Since the intensity of post-chermotherapy nausea is the
major contributor to the development of anticipatory nausea, this type of
primary prevention may decrease the likelihood of the development of
anticipatory nausea symptoms. Further research comparing hypnosis mt’f\
the- #forementioned techniques should be carried out to evaluate its

effectiveness in the prima{y prevention of nausea.




The Role of Hypnotic Abilities | '\ : ‘

Distinct from hypnosis as an intervention techniﬁue is the importance of
hypnotic susceptibilit;, the set of skills necessary to pf%ssively focus, selectively
attend to, and become imaginatively involved and absorbed in the hypnotic
experience. It had been hypothesized that the abilities\‘\underlyiﬁg responsivity
to hypnosis might be related to the development of anticipatory nausea a;ld
vomiting in the same way that other.disorders involving cognitive and
perceptual distortions, such as anfety disorders and phobias (Frankel, 1974,
1975; Frankel & Orne, 1976), or even anorexia and bulimia (Pettinati, Horne,
& Staats, 1985), were related to it. The lack of significant findings between
h}?pnotic susceptibility and nausea in the present study indicates that this

variable may not be implicated in the genesis of the symptoms nor predlctlve

of response to hypnotic intervention (cf. Frischholz, D. Spiegel, H pregel

" Balma, & Markell, 1982). The small sample size as well as the vanablhty of -

the dependent measures, however, may not have permitted a fair test of this
hypothesis. In a recent study, Challis (1987) found that two variables, high
levels of absorption, which correlates significantly “‘rith_,susceptibility, (r= .4;0;
Tellegen & Atkinson, 1974), and perception of autonomic changes were
predictive of the development c# anticipatory nausea and vomiting. Tl’ﬁs
finding is encouraging, but is in need of further replication.

In spite of this, a number of the patients reported profound experiences in
hypnosis, such as time distortion and perceptual changes (e.g., smelling the
flowers in a garden), which enabled them to endure their symptoms with less
distress. Others reported only feelings of relaxation with no subjective
impression of cognitive change.The importance of this variable is in need of
further examination in larger group studies.

J. R. Hilgard & LeBaron (1984) have shown that even children with low
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measured hypnotic susceptibility could still benefit from relaxation and

distraction, while undergoing painful bone marrow aspirations. Likewise,

_engaging in a competing activity may serve as a distraction from nausea

symptoms, leading to a reduced feeling of distress. Zeltzer, Kellerman,
Ellenberg, & Dash (1983) have shown that hypnotic suggestions to counteract
nausea and the use of post-hypnotic suggestions resulted in the reduction of
the intensity and frequency of post-chemotherapy nausea in 12 adolescents.
Zeltzer et al. (1984a) found no difference in reduction of post-chemotherapy
nausea between groups of children receiving either l\m%nosis or supportfve
counselling, which included distraction techniques. A:n impor}ant finding
was that higher hypnotic susceptibility was related to greater improvement in
thedhypnosis group. ¥ ‘ '

In addition, involvement in video games has been found effective in
reducing adversé effects of chemothera.lpy in children (Kolko & Rickard-
Figueroa, 1985; Redd, Jacobsen, Die-Trill, Dermatis, McEvoy, & Holland, 1987).
When the video games were removed using a reversal design, the symptoms
of distress returned. All of these approaches involved distraction by an
outside agent, i.e., the therapist or the video machine. On the other hand,
self-hypnosis implies the utilization of distracting or absorbing imagery
without the presence of this external agent, perhaps a more formidable task
for patients experiencing such distress.

The results of the studies employing distraction as a coping mechanism

also support the notion that nausea may be reduced even though no arousal

reduction methods were émployed. Indeed, it has been demonstrated clearly

that hypnotic phenomena may be experienced while the subject is in an
aroused state while riding on a stationery bicycle (Banyai & Hilgard, 1976).
Distraction and absorption are clearly related phenomena, and may be best

-
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understood in terms of the context in which they are described and the degree
c;f subjective involvement the subject experiences. The more profound the
experience, the more likely the patient is deeply absorbed in the image and
experience cognitive and perceptual distortions. This may occur only in
patients who are more highfy hypnotically sus&ptib‘}gaand therfore, have the

requisite cognitive skills that make up the construct of hypnotic susceptibility.

Distraction, on the other hand, may occur when an outside agent is actively

encouraging the subject to shift attention away from the noxious event, and ’

may occur even in subjects who have lower hypnotic susceptibility. The
measurem_eht of hypnotic susceptibility with larger samples would provide
important data on this trait.

} P -]

Experimental Design l

) - *
One of the major criticisms of the design of Study 3 might be the lack of

app:qopriate control groups. Since a reversal (ABA) design (Hersen & Bérlow,
1976) is impossible when utilizing hypnosis as an intervention, only an AB
pre-post design could be applied. In one éense, although inferential statistics
were'used, Study 3 could be considered as a series of (N = 1) case study
replications (Hersen & Barlow, 1976). Hayes (1981) has argued that iX the

stability, level and trend in a series of datapoints has been established in the

. . I . . -t
baseline phase, then an abrupt change in the series in the intervention phase

may be attributed to this factor. In addition, since it has been established that
the course of nausea and vomiting is progressive, the likelihood of
uncontrolled factors contributing:to the change is minimal (Kazdin, 1981).
Since 12 ot 18 patients in the present study wex:e able to reduce their nausea
after learning self-hypnosis, the clinical significance of thisa approach is

considerabie and the absolute necessity of a no-treatment control group is

Y 3
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minimized.

Future studies in this area should bg of two types. Intensive single subject
case designs should ‘not be neglected because of concerns about obtaining
significant differences in group means (Kazdin, 1981). The empirical
observation and evaluation of the single case in a particular clinicai situation
may provide information and clues as @6 the operative variables (Cronbach,
. 1975). Group comparison studies should also be carried out, employing
repeated meaéures designs and multirvariate (e.g., MANOVA) procedures,
which are less likely to compromise assumptions (such as sphericity), and
Type 1 or experiment-wise error rates (Hummel & Sligo, 1971; Jaccard &
Ackerman, 1985; O'Brien & Kaiser, 1985; Shaffer, 1979). |

This approach would provide investigators with the best opportunity to
develop and evaluate effective interventions, without neglecting the needs
and concerns of the individual patient who nis suffering from the side effects
of chemotherapy. ”

A
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MCcGILL UNIVERSITY

Department of Psychology

Stewart Biological Sciences Building
392-4599

@

- November 1982

4
Dear Colleague, . N
I would be vefy grateful if you would help me with a study on
' nausea related to chemotherapy. My co-workers and I have developed a
paper-and-pencil questionnaire to obtain measures of nausea, and we now
need to validate patients' responses in terms of the drugs they are taking.
I would appreciate it very/much if yodwould rate the drugs .
listed on the attached sheet and return the completed form to me in the !
enclosed envelope. 3
b * With many thanks, :
., l W 1 .
.
. ‘ ' | Rona‘lld Melzack N
' : ' - . ‘ ¥ f
¢ 7/ ,3
: LA
1205 Docteur Penfield Avenue, Montreal, PQ, Canada H3A 1B1 - . A
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‘ Progr?m Description and Infofmation Handout Given to Patients ~
. .,

Attending the Chemotherapy Clinics at the Participating Hospitals
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CONCO_RDIA UNIVERSITY
A tous les pati.e?\ts de la Clinique de Chimiothérapie.

Si vous etes I'une des nombreuses personnes qui souffre de fortes
nausées et de vomissements dus au traitement par chimiothérapie, nous .
savons quelles épreuves physiques et émotionnelles vous devez encourir.
Ceci est également un élément de dérangement dans votre vie de tous les
jours. :

Tout en sachant que ce traitement est le meilleur que vous puissiez
recevoir pour enrayer votre maladie, il n'en demeure pas moms que nous
voudrions réduire les effets secondaires dudit traitement. Pouf certains
d'entre vous, les différents médicaments antinausée existant vous soulageﬁ
Cependant, vous savez bien que les médicaments ne conviennent pas a tout
le monde. .

C'est pour cette raison que nous avons décidé de faire, pour le Céntre
de Chimiothérapie, une étude sur les problemes de nausées et de
vomissements. Nous portons notre recherche plus partxcuherement sur les
traitements alternatifs des médicaments antinausée. Les techniques de
relaxation et d'autohypnose se sont avérées efficaces quant a la facon de réagir o
aux effets secondaires des nausées et des vomissements. Nous examinons
tout autant l'efficacité de ces techniques dans la diminution de ces
symptomes, que les autres facteurs existant dans ce domaine.

Si vous etes intéressé(e)s a participer a ce programme en espérant qu'il
puisse vous aider, veuillez en parler a votre médecin ou son infirmiere.
Vous serez alors contacté(e) par Zeev Rosberger, psychologue en charge de
cette recherche. I vous donnera les détails au sujet de votre participation et
répondra a vos questions. Il n'y aura aucun changement dans votre
traitement actuel, aucun nouveau médicament ne vous sera dontné. Ce
programme vous est offert parallelement au traitement qui vous est .
actuellement prescrit.

!

Merci de votre intéret et de votre coopération.
(English 5‘% the other'side)

SIR GEORGE WILLIAMS CAMPUS »
1455 de Maisonneuve Blvd. West
Montreal, Quebec H3G IMS8
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> CONCORDIA UNIVERSITY

TO: All Patients on the Chemotherapy Clinic

If you are one of the people who suffers from the severg hausea and
vomiting side-effects of chemotherapy treatment, we know that this problem
may be causing you both physmal and emotional hardship. This may also be
an extremely disruptive element in your day-to-day life.

In addition to ensuring that you are receiving the best treatment for
your illness, we are also interested in minimizing the side effects of this
treatment. For some of you, the different antinausea medications may be of
help. However, as you know, these medications do not work for everyone.

For these reasons, we are engaged in a study at the Chemotherapy
Centre into the problem of nausea and vomiting. In particular, we are
investigating alternative treatments to the’antinausea medications. .
Relaxation and self-hypnotic techniques have been found to be useful ways of
learning to cope with the severe side effects of pausea and vomiting. We are
examining the relative effectiveness of these techniques in diminishing these
symptoms, as well as other factors in this problem area.

If you are interested in participating in this program, and hopefully
achieve some benefit, please speak to your doctor or nurse. You will then be
contacted by Zeev Rosberger, the psychologist who is conducting this research.
He will discuss your participation in this program fully and answer all your
questions prior to your involvement. There would be no changes in your
regular treatment and no new drugs are involved. This program is offered as
an addition to your prescribed treatment program.

Thank you for your interest and cooperation.
(Frangais au recto) ’ ' .

SIR GEORGE WILLIAMS CAMPUS . .
< 1455 de Maisonneuve Blvd. West -
- Montreal, Quebec H3G 1M8 ‘ -
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CONCORDIA UNIVERSITY

Nausea an'd\gomiting Research Program

Informed Consent

I agree to participate in the research program into the problem of nausea and
vomiting associated with chemotherapy conducted by members of the
Psychology Department, Concordia University, Montreal, in association wi
the Chemotherapy Centre, Montreal General Hospital, Wthh includes the

- following stipulations:

1) I understand that the present treatment of my illness and its side effects, as
prescribed by my physician and the Chemotherapy Centre at the Montreal
General Hospital, will not be compromised or changed in any way and that
the hypnotic treatment offered me will be in addition to my regular
treatment.

2) I agree to fill out questionnaires and keep records of my progress, and
comply with the therapeutic sugge?ans made by the investigators.

3) I understand fully the details of the invéstigation described herein, and hag
any questions answered to my satisfaction.

4) I understand that some information regarding my treatment from my

hosy .tal record will be made available to the investigators, and that t}us
mformahon will be held in the strictest confidence.

5)1 underStand that I may terminate my participation in this study at any
time, and that this in no way will affect my treatment program as prescribed
by my doctor and by'the Chemotherapy Centre at the Montreal General
Hospital.

Signed _. ‘ . Date

Wfktness | .

. _ .
SIR GEORGE WILLIAMS CAMPUS Y
.1455 de Maisonneuve Blvd. West

Montreal, Quebec H3G 1MS8
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- | " Addendum to Iriforn nsen .

". Program Description
" ¥
}n/agreemg to parnapate in this program, I understand that:

- !

1) - Twill attend four separate sessions.

»

2)- I'will be asked some questions concerning my history and illness.

3) I will complete a number of qu§ﬁomahes to assess e.g., certain attitudes,

beliefs and moods. . . s
4y Durmg the second and third sessions, I will be taught self-hypnotic -

techniques to help me cope with my nausea and vomiting and be provided , .

with a tape recording of these instructions in order to practise at home.

i
o

- - 5)- I will complete severad short questionnaires around the time of my next
, four chemotherapy sessions. . v ’
’ 6) ' I may be telephoned by the therapxst and given the opporotumty Yo' discuss
any difficulties with the data collection or the application of the treatment
\ techmques
t ) .
e 4
\ - - !
! ':.’ , " ‘ r l
* . N \ ‘ - 1
Signed: = Mmoo Date: ‘ SRSV
, - . ¥ o o L o ! .
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" N and Vomiting Research Progra ’ ' ‘
. Infg‘rmgg ggpgent( ' .
y .
) #  Addendum - '
Further to the,informed consent, I have alréaciy siéned ‘iegarding my
participation in this research project. I understand:'
1) That my being seen at the Jewish General Hospital is only a matter
of convenience to me and the researcifer.
2) That in no way am I to assurpe that I have become a patient of the
Jewish General Hospital. I reméain %fient of the Oncology (Chemotherapy)
Centre of the '
. \ '
’ '. ‘
Signed: -
Date )
Witness: ﬂ ~-
Date °
i . . _ . T
‘° i ‘. » [y ?:
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Na } n . itin:
Patient Datg Summary )
N | -
Date: 1\
NAME: _____ DOB. % AGE _ . .
ADDRESS: MARITAL STATUS:____ |
HIGHEST GRADE: REACHED:___

TELEPHONE: (H) W)____ " OCCUPATION:

'HOSPITAL CHART Néz g N
HISTORY OF ILLNESS ) |
INITIAL DIAGNOSIS MADE (date) - Diagnosis: _
TREATMENT HISTORY: Surgery (Dates): 3 ' ,

N w . , , /
Radiotherapy (}éates): o F
Chemotherapy (start date) : ] '/ ‘
CHEMOTHERAPY HISTORY:
Dr\igs & Dose . Number of Treatments ~ Dates . Diagnosis
including anti-emetics
1) ‘ oy
)
'3) e
™ ’ » ‘ : ‘

4) . : e

5__ . - o

. Number of Months of Chemotherapy: c ;',

y
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. Total Number of Injections: . . -
C 1) Reaction to Dllness:  Personal? * Family? . - R
. “ R / f)
) 3 . L . .
—_— ‘ - ’ ,
;] ’ ‘ ‘ ) ’ 4 .
2) Side-Effects (general) of Chemotherapy. What did you know prior to
treatment? ’ : .
| -~ “ ¢ ‘ - b

Nausea History: . )

3) Whendid nausea and vomitingllstart? How did it progress? I\{dw'{ ) ,

Pre -, during and/or post-? What triggers it? . / :
A
- 4) Coping Strategies: What do you do or think about?' Thoughts, Images?
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’. . . 8

" ‘ +
First of all, mal& yourself comfortable in the chair -- and then, look at

the dot on the wall. Just begin staging at it. In the meantime, I am going to

" give you some sgnple instructions which will help you to experience
hypnosis. You'll find that you can qmckly learn to follow these instructions
and to experience the things I describe to you. ‘With practice on subsequent

days you will find that you can experience these things with greater

vividness, with greater intensity that-you do at first.

“

As you stare at the dot on the wall, you may find that occasionally your -

gaze may wa{faer. And that your vision may even blur. If this happ'ens,

&F . simply refocus your eyes and continue staring\ evenly at thﬁ dot on the wall.

Nov(take a deep br;eath in, and hold it: Hold it until it startis' to'feel‘
uncomfortable and then, when it starts go fqel_hncomfortable, just Tet it out
very slowly. (Long pause) You find that yoﬁ are starting to experience a
comfortable feeling;'-- a feel{ng of well-being begins to develop as you
continue to rest in the chair. Just looking at the dot on the wall, fistening to |

¢

my voice. Now take another deep breath in and hold it --
N .

v

. 1
1

~ Notice the feeling of tightness and tension in your chest and abdomen -
- and then, as it starts to feel uncomfortable )ust as you did before, let it out

very slowly. (Long pause)

Notice that with breathing out -- with letting the tension out of your
‘ © M ’\
lungs - you become even more aware of a feeling of comfort and well-being

settling over you.

..
:
[
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Just sink deeper into the chair, and focus your attention closely on’
feelings of relaxation in various pﬁrts of your body ~ in your head and your
neck, in your arms and in your legs, in your chest and in your back. And just ' -
breathe freely and evenly and deeply -- freely, evenly and deeply, not too ’
quickly, not too slowly.« Just at a comfortable rate for you to notice that -

relaxation increases gradually as you breathe out.

You may even be aware of the walls of your chest growing looser -- just
rest there for a moment experiencing the sensation. Continue relaxing your

chest so that feelings of warmth and comfort radiate to your back and your

shoulders and your neck and your arms and your legs.

\
e RN

You're probably startingfo notice certain changes in the dot on the wall

_---~changes that occur from staring at it for so long. Sometimes the dot on the

wall looks like it's moving up\and down, or from left to rig;\t. Sometimes it
may not look like a colopred'do on the wall, but a small hole in the wall: At

other times it might seem like

the wall. You may see somejof these things or even all of these things.
Whatever you see, just continue staring at the dot; continue listenihg fo my

voice. Continue to become more deeply relaxed, more deeply relaxed. AN

And as you watch the dot on the wall, your eyelids become heavier and
heawer and your eyes are becommg tired from staring. Your eyelids start to
’ . feel very tn'ed and heavy, as you sit there breathing freely and evenly and
* ' _deeply - breathing in, breathing out, freely, evenly, deeply. The eyelids are

becoming so heavy, so tired that soon they will just close of their own accord,
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as if they were coated with a lead peste; as if there were magnetic fields in the

eyelashes drawing the eyelashes together.

Concentrate now, even more closely on feelings of relaxation and
comfott i in vanous parts of your body. First of all, think of relaxation in the
muscles of your left arm ~ the hand, the fingers of the left hand . . . the left
forearm . . . the left upper arm . . . the left shoulder. Think of relaxation in
each of these areas and as you think of the relaxation, the muscles become

progressively more relaxed.’

Then . .". relax the muscles of your right arm . . . the right I{ai{d, the
fingers of the right hand, the right forearm, the right upper arm, the the tight
shoulder. '

And then . . . relax the muscles of your neck . . . your chest. . . your

back. Relax each of these muscle groups . .. the neck . .. the chest. . . the back.

And'as yeu relax these muscles, your facxal muscles will also relax and
loosen of their own accord. Thex; relax.the stomach muscles by doing this: .
tighten your stomach muscles . . - make your abdomen hard.. . - and then,
when you're readir, let the tension out . . . notice the feeleing of well-being
that comes with relaxing your stomach . . . like a gentle massaging action all
over your stom?ch and even perhaps up to your chest.

Then'relax the muscles of your legs . . . the right leg . . . the right foot . .
 try to feel it in the toes of your right foot .". . and then the right calf . . . the

right thigh. .
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L

Then the left leg . . . left foot . . . the toes of your left foot . . . the left calf .
.. and the left thigh o '

Just thinking about relaxation in these ar;eas causes the muscles'to
becoﬁxe more relaxed and you méy even feel an.interesting thing happens.
That the feelings of relaxation ydu feel in each of tl;esg areas of the body start
to spread and irradiate so'that'they. may seem to join up like the parts of a
jigsaw puzzle and you feel-a deep feeliﬁg of (;ve;éll relaxation. Of

/ contentment and of well-being permeating the whole of your-body.

-
-

And your eyes will prob:;lbly have closed now from concentrating so .

”éﬁrefully on the dot on the wall, but, if they havén;t, just close them gently

now of your own accord and take a deep breath in and hold it and then, when
it starts to feel uncomfortable just as you've done-before . . . just let it out
. slowly. . |

- . . c e

With your eyps closed, you are ready to experience hypnosis - to

expgrience it more profoundly - but you will find an interesting thing is
h“?g)ening. That no matter how deeply relaxéd you ever fegl, no matter how
deeply in hypnosis you ever feel, your mind is always clear. You're always
aware of ;y voice and of what I am saying to you. You ate completely aware
of everything that is happening around you even though you are deeply-
relaxed -- deeply in hypnosis.

\ “~

You can now go even deeper into hypnosis. Say to yourself — just by

) thinking it ~ "Now I am going deeper and deeper.” Think it to yourself. And
. , 8 :

i
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imagine yourself standing at the top of an escalator. Visualize the scene of

t

the escalator - of the steps moving down - and picture the moving hand rail.
" Count backwards slowly from ten to zero, imagining, as you count that
you are stepping onto the first step of the escalator and standing with your
hands on the railing while the steps move down carrying you deeper and
deeper into hypnosis. You can play it so that you reach zero just as you reach

the bottom and step off the escalator. It will take you about 1 minute. '

(Pause 60 seconds)
. .
You have now become so deéply relaxed -- so deeply in hypnosis — that
your mind has become s0 sensitive -- so receptive to what I say -- that
everything I say to you --will sink so deeply ir;to the furthermost recesses of - . 4

your mind -- and will make so deep and lasting an impression there.

And because these things will remain - firmly embedded in the
deepest parts of your mind —/after you have left here -- when you are no
Jonger in this room -- they will continue to exercise the same profound
impression - just as strongly - just as surely -- just as powerfully -- when you
are back at home -- or anywhere else you happen to be -- as when you are -
ac;tually here in this room, listening to my voice.

As a result of this deep relaxation -- this deep hypnosis -- you are going |
'to feel physically stronger and fitter and heathier in every way. You will feel ' " *‘
more alert - more wide awake -- more energetic. You will become much less :
easily tired - must less easily fatigued -- much less easily discouraged.

8
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Every day you will become so deeply interested in whatever _yoﬁ are
doing -- in whatever 1s going on around you - that your mind will become
completely distracted away from everything else — you v‘vill no longer think
nearly so much about yourself -- you will become much less conscious of
yourself - much less concerned wéth yourself and with your own feelings.

Everyday your nerves will become stronger and steadier -- your mind
calmer and clearer -- more composed -- more placid -- more tranquil. You
will find that it takes a lot for things to worry you -- that it takes a lot for

things to upset you even slightly.

You'll be able to think more clearly - you'll be able to concentrate more
easily -- you'll be able to give up your whole undivided attention to whatever
you are doing -- to the complete exclusion of everythi%lse‘. As a result you
will find it easier to remember things than you do now -~ you will be able to
see things in their true perspective -- without mahgnifying them -- without

ever allowing them to get out of proportion. ,

Every day you will become and you will remain emotionally more

calm - much more settled -- much less easily disturbed. Every day you will ./

become -- and you will remain -- more and more tompletely relaxed - much

less tense each day -- both mentally and physically -~ wherever you are - at

home - or anywhere else you happen to be.

v B ¢

And as you'become -- and as you remain -- more relaxed and less tense

s L3

each day - so -- you will develop much more confidence in yoﬁrself.
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/ More confidence in your ability to do — not only what you have to do
ea¢h day -- but more confidence in your ability to do whatever you })ught to

/do - without feeling that you might fail -- without feeling uneasy.
/ Because of this -- every day -- yopu will feel more and more \/ ’
/ mendent -- more able to stand up on your own 2 feet -- more able to hold

/ your own -- no matter how difficult or trying things may be.

/ Every ciay — you will feel a greater feeling of personal well-being —-.a

greater feeling of personal serenity ~ than you have felt for a long, long time.

And because all these things wiﬁ begin to happen -- more and more
rapidly -- more and more powerfully -- more and more completely -- every
time you hearJ my voice on this tape -- every time you practice these hypnosis
exercises by yourself -- you will feel much happier - much more contented -
much more optimistic if e(rery way. ¢ .

You will, consequently be much more able to rely up-on and depend
upon - yourself -- your own efforts'-- your own judgements - your own
opinions. You will feel -- much less need to have to rely upon -- or depend

- upor: - other people.

— e
o

o . N

And now just rest there enjoying the feeling of warmth and comfort
and relaxation that have been developing during this hypnosis session.
Think particularly about those sensations I've described to you that you find

especially pleasant.

' s w
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TWO MINUTES OF SILENCE

Ay 1

In a moment you will be able to wake up. All you have to da is say to

_-yourself "Now I am going to wake up" and then count from 1 to 3. You will
e .

wak{a up feelin& refreshed and buoyant, as \though yoﬁ have been in a Eiéep
and dreamless sleep. You will have a feeleing of vigor, of vitality — vigor --
vitality. |
3 -
At the same time, you will find that you are less and less aware of your
nausea. The unpleasant quality of the nausea will tend to fade away. You

may still be faintly aware of it, but it won't worry you very much, if at all.

4

To help this processalon‘g try imagining something like this: Imagine

yourself at t?@ of a like. Thesun is shining on you, and you feel its
warmth, its comfort on your body. It's pleasant, and very lovely. Imagine
now, that you see a log on the lake. Imagine too, that the log somehow
represents your nausea. As you w‘ratch the log, it is floating away from you ...
bobbing in the water, and receding from yqu. And as it recedes, your nausea
i*srgzgi'ng further .and further away. Thelog may float so far away that you can

only just see it, or it may float so far, that you cannot see it at all.

When you do this exercise - and you can do it as many times as you

wish - you may find that the nausea does not change immediately -

. sometimes it takes a little time. But every time you practice you becomie better

able to control your nausea — it becomes less intense — until you find that you
v

can control it almost at will.

AN
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When you aré practicing these hypnosis exercises by yourself it is very
important that you always wake yourself up at the end, rather than just gding

off to sleep. You will find that you get much better results this way. Now,

just rest there for about one minute and t

hen {;er 1 minute say to yourself
“Now I am going to wake up” and then coGt ftom one to three. °

/

And remember to do these exercises in your own time and to practice
* them regularly. '

[

ONE MINUTE OF SILENCE
\ -
Py

And now that the minute is up - say to yourself "Now I'am goiﬁg to

waké\up"‘and count from 1to 3. .
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Modified Stanford Hypnotic:
, yrodizled oraniord Hypnotic

Susceptibility Scale:'Form C ~
J- v T . |

Induction

First of all, just gét yourself eo,mfortable in the chair ... just move around

until you fmd a comfortable ¢Qsihon . notice that the back of the chalr is

ad)ustable ... just get comfortable and relaxed ...

At

optional: and unclasp (you;' hands and let them jlst rest loosely

on your lap, or on the arm of the chair.

'ogtional:‘ and uncross your 1eg‘s and let them find a comfortable

position on the footrest of the chair.

... and if at any time during the session you find that this position is

uncomfortable you can simply adjust it to a more comfortable one without in

any way disturbing the hypnosis. I'd like you to look at your hands and find a

spot on one of them ... like a fingernail or a knuckle ... and just focus your
vision on it. It déésn't matter which spot you choose ... just, select some spot
to focus upon. I shall refer to the spot as the target. In the meantime, I'm

going to give you some simple instructions that will ‘help you experience

hypnosis. You'll find the instructions easy to follow and that you'u be able to -

experience the things I describe to you. Indeed, you will probably find that

you'll be able to experience these things with great vividness ... with great

intensity...

"

optional: more so than you did on earlier sessions ...

S RS
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As you stare at the target you have chosen, you may find that |

* occasionally your gaze may wander or that your vision may even blur... If this

happens, simply refocus your eyes and continue staring evenly at “the‘ target...

Now, take a deep breatzl in and hold it... hold it until it starts to feel a-
little uncon\fortable ..and then ... when it starts to feel uncomfortable ... just
let it out vefy slowly.. You find that you start to exf)é{ience a comfortable
feeling... a feeling of well being begins to develop as yc;p continue to rest in
the chair ... looking at the target... listening to my voice .. Now take another -
deep breath in and hold it ... notice the feeling of tightnéss and tensi‘on in
your abdomen ... and then ... as it starts to feel uncomfortable ... just as you did

“before let it out very slowly ... notice that breathing out ... with letting The
tension out of your lungs ... rﬁakes yoti become even more aware of a feeling
of comfort a;ld well being settling over you... Just sink dgeper into the chair ...
and focus your attention closely on feelings of warmth and relaxation in

various parts of your body ... in your head and in your neck ... in your arms

and in yeour legs ... in yourd chest and in your back ... and just breathe freely )
and evenly and deeply ... freely ... evenly ... and deeply ... not too quickly ... not
too slowly ... just at a comfortable rate for you to notice that the relaxation
increases gradually as you breathe out ...
You may even be aware of the walls o; your chest growing looser ... just
. 7: rest there for a moment experiencing the sensations ... éfmtinue relaxing

- your chest so that feelings of warmth and ‘comfort irradiate to your back ...

your shoulders ... and your neck ... and your arms ... and your legs...

<
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You're probably stytmg to notice some changes in thé target .. chanées ,

that occur from staring at it for so long . sometimes the target may look as

though it's moving up and down or from left to right ... at times it may
-éppear vefy distinct and clear .. at other times it may appeévr’ fuzzy and ]
kb'hnjred ... and it may change color ... y'ou" may(see one of these things or even
all.of these thingé ... Whatever ;ou see'iuet continue sharing at the target ...

continue listening to rhy voice ... continue to become mc;'re deeply relaxed ...

more deeply relaxed.

i

And as you watch the target your eyelids become heavier ... your eyes .

become tired from staring ... your eyelids start tofeel very t{red and heavy ...
as you sit there breathing freely and evenly ... and deeply breathmg in’.
breathing’ out ... éeely and evenly and deeply ... Your eyehds are becoming so
heavy ... so tired ... that soon they will just close of their own accord"... as if '
they were coated with a lead paste .., as if there were magnenc fields in the

eyelashes ... drawing your eyelashes togethen

 ° 2

&

\

-

Concentrate jow . . even more carefully ... on-feelings of relaxation and

comfort in various )uts of your body . « " -

First of all think of relaxation in the muscles of your left arm ... the left
hand ... the fingers of the left hand ... the left forearm ... the left upperarm ...
the left shoulder .. And then relax the muscles of the right arm .:- the right -
hand ... the fmgers of the right hand ... the right forearm ... the right
1 upperarm the right shoulder ..

<
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" the left calf ...
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. Think of relaxation in each of these areas . and as you'think of K

n,the muscles become progressxvely more relaxed -and then relax

the mscles of your neck ... your chest.. and your back ... relax eachof these

muscle groups .. the neck ... the chest ... and the back ... relax the lower back

mudcles ... And as you relax these muscles .. - your faaal muscles will also

relax and loosen of their own accord ... Then relax the stomach muscles by.

doing this ... Tighten your stomach muscles ... make your abdomen hard ..

A : . . .
and then, when you're ready ... let the tension out ... Notice the feeling of

well-bei'ng that comes with relaxing your stomach muscles ... like a- gentle
massagmg action all over your stomach and even, perhaps . up to your chest

And then relax the muscles of your legs ... the right leg .., the right foot... try
it 18

to feel it in the toes of the nght foot ... and then in the,righ“t calf ... and then
the right th'igh‘... then the le}t leg ... the left foot ...

‘the left thigh. ) o

R\

the toes of the left foot ...

\ . : .

Just thinkir\:g aboluit relaxation in each ef these aﬁ‘eae causes the muscles
te become more relaxed ... and you may even find 4n mterestmg thing
happens that the feelings of relaxat;on you feel in each of these areas of me
body start to spread and irradivate ... 50 that they may seem to join up ... like \
the parts of a jigsaw puzzle ... and you feel a deep feeling of overall relaxation
.. of contentment ... and of well being ... permeatiné the whole of your body...

And- your (eyes will probably have closed now from concentratmg
carefmdy on the target ... but if they haven't ... just close them gehtly now of -

youy own accord ...

i
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With your eyes closed ... you're ready to experience hypnosis ... to
experience it more profoundly ... bug you'll find that no Enatter how deeply
relaxed you ever feel ... now matter how deeply in hypnosis you ever feel
your mind is alwa!ys clear ... you' re always aare of my voice and what I'm
saying to you ...-you're aware of what is happening to you ... even though you
are deeply relaxed ..,deeply in hypnosis...

o
You will remain deeply in hypnosis until I ask you if you would.like to

come out of hypnosis ... You will experience many things ... you will
experience many things just for as long as I ask you xperien m..
’ 1

S .
And you will be able to speak to me when I speak to you™. Koimn

your eyes ... and to move around while remammg deeply hypnoh d
whatever you experience or do . you will remain deeply hypnotized deeply

in hypnosx_s

If necessary: You can now go evert deeper in hypnosis .. Say to
yqurself, just by thinking it, "Now I'm going deeper and\ deeper’. Think lt to
yourself ... and imagine yourself standing at thgtop of an escalator. Visualize
the scene of the escalator ... of the steps moving down ... and picture the
moving hand rail ... Count backwards slowly from 10 to 1, imagining as you
count, that you are stepping onto the first step of the escalator and standing .
with your hand on the railing while the steps move down ... carrying you
deeper and deeper .. .into hypnosis. You can plan it so that you reach 1 just as
you reach the bottom and step off the escalator. And to indicate to me that QL
yots have reached 1, the index finger of your right hand will left up slowly ...

and I'll know that you have reached 1 ... more and more deeply re {, as

%
ok
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yoix start counting ackwards ... (PAUSE) You can just relax your finger now ...

deeply relaxed ... deeply hypnotized ...
1. HAND LOWERING (RIGHT HAND)

Now hold your righ_t arm out atéhqulder height, with the palm of

your hand up. There, that's right ... Attend carefully to his hand, how it feels,

what is géing onin it. Notice whether or not it is a little numb, or tingling;

the slight effort it takes to keep from bending your wrist; any breeze blowing

on it. Pay close attention to your hand now. Imagine that you are holding
something heavy in your hand ... maybe a heavy baseball or a billiard ball ...
something heavy. Shape your fingers around as though you were holding ‘
this heavy object that you imagine is in your hand ... That's it... l <

. 4

Now the hand and arm feel Heavy, as if the weight were pressing

N

down... and as it feels heavier and heavier the hand and 'arm begin to move

more down ... heavier ... heavier ... the arm is more and more tired and
strained ... down ... slowly but surely ... down, down ... more and more down

#

... the weight is so great, the hand is so heavy ... You feel the weight more and

more’... the arm is too heavy to hold back ... it goes down, down, dows,...
more and more down ... w\

(Unless all the wa}; down, allow ten seconds;

3 note ,eitent of movement, then continue:)
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(f not all the way down:). That's good ... now let your hand go back to f i
its original position on the arm of the chair, and relax. You probably |
»éxperienéed much more heaviness and tiredfless in your arm than you

would have if you had not concentrated on it and had not imagined

somefhing trying to force it dqv\;n. Now just relax ... Your hand and arm are

now as they were, noFfeeling tired or strained ... All right, just relax. '

«

" (If all the way down:) That's good... now let your hand réturn to its

original position. Just let it rest there, and relax. Your hand and arm are now

o

as they were, not feeling tired or strained. All right .. just relax. ‘

2. ,MQVING HANDS APART
A L
‘ Now extend your arms ahead of you, with palms facing each other,
hands close togethejbut not touching. Let me show you.
(Take hold of subject's hands and position them
about two inches apart.) : .
I want you to imagine a force acting on your hands to push them apart,
as though one hand were repelling the other. You are thinking of your hands i
being forced apart and they begin to move apart.. separating .., sepai'a.tiur_\g“,.. t
xi\oving apart ... wider apart ... more and more away from each other... more’

and more ...

4

t——

ev“."‘ * .. ‘
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-

" (Allow ten seconds without further suggestions

and note extent of motion.)

' .(If hands have moved very little:) That's fine. You notice how closely

thought and movement are related. I'll take hold of your hands and bring
. thsm together so that you can feel how much they have moved apart.
! o

(Take subject's hands and move them togéther

fairly sloyl'/)/ '

(If hands have moved apart:) That's fine. Just put your hands back on

the arms of the chair and relax.

(Record score. Score (+) if hands are six or more inches
apart at the end of ten seconds. -

- Go to Instruction 3 below.) ‘ ‘ (?
- ’ © 3. MOSQUITO HALLUCINATION

You have Seen listening to me very carefully, paying close attention.
You may not have noticed a mosquito that has been buzzing, singing, as
e rhosquitos do ... Listen to it now ... hear its high pit¢hed buzzing as it flies
° around your right hand ... It is landing on your hand ... perhapS it tickles a
. 'iittle .. there it flies away again ... you hear its high buzz ... It's back on ;rpur
hand tickling ... it might bite ymi .. you do%t’t like this mosquito ... You'd like e

t

Iy
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to be rid of it ... Go ahead, brush it off ... get rid of it if it bothers you ... (Allow
\
10 seconds).

. It's gone ... you are no longer bothered ... the mosquito has disappeared.

Now relax, relax completely. 0

(Record score. Score (+) for any grimacing,-any
movement, any acknowledgement of éffect.

u

Go tolnstruction 4 below.)

4. ARM RIGIDITY (RIGHT)

Please hold your right arm straigh.t out, and fingefs straight out, too.
That's right, right arm-straight out. Think of your arm becoming stiffer and
stiffer ... stiff ... very stiff ... as you think of its becoming stiff you will feel it
become stiff ... more stiff and rigid,)as though your arm were in a splint so the
elbow cannot bend ... stiff ... held stif;, so that it cannot bend. A tightly
splinted arm cannot bend ... Your arm feels stiff as if tightly splinted ... Test
how stiff and rigid itis ... Try to bend it ... try ... (Allow 10 seconds).

. (If_arm bends:) That's fine. You will have an opportunity to experience

many things. You probably noticed how your armbecame stiffer as you

thought of it as stiff, and how much effort it took to bend it. Your arm is no

longer at all stiff. Place it back in position, and relax.

(If arm does not bend:) Relax ... don't try to bend your arm any more/«
It is not stiff any longer . Let it relax back into poslﬁon. Just relax,

v
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o
(Record score. Score (+) if there is less
than two inches of arm bending in ten seconds.

] m

Go to Instruction 5 below.
5. AGE REGRESSION
Material needed: a;l/ 2 x 11" pad of paper and a }?encil.
( Continue to enjoly the feelings of being deeply relaxed. I am going to
give you a pad and a pencil. Let's see, w\hich hand do you write with? Good,

here you can hold the pad in your (left, right) hand and the.iaencil in your™
(i'ight, left) hand in such a way that you can easily write on the pad with the

pencil. (Place pad and pencil in hands being sure eyes remain closed.) Now, _

please write your name ... and while you are at it; why don't you also write
| your age and the date. That's fine. Keep the paid and pencil in your hands
and listen closely to me. I would like you to think about when you were in

the fifth grade of school; and in a little while you will find yourself once again

a little boy (girl) on a nice day, sitting in class in the fifth grade, writing or

drawing on some Jpaper .... 1 shall now count to five and at the count of five

you will be back in the fifth grade .... One, you are going back into the past. It
1i$ no longer (state present year), not (state an earlier year) or (state a still ~

' " earlier year), but much earlier. Two, you are becoming mcreasmgy younger

and smaller .... presently you will be back in the fifth grade, on a very nice day.
Three, getting younger and younger, smaller and smaller all the time. Soon -
you will be back in the fifth grade, and you will feel and experience exactly as

you did once before on a nice day when you were sitting in class, writing or
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drawing. Four, very soon you will be there....
fifth grade class. You are nearley there now |.. In a few moments you will be

right back there. Five! You are now ‘g 'smallvboy (girl) in a classroom in

school ... : -~
R\
How old are you?.... )
. Where are you? . . .. (Record on scoring sheet.)
What are you doing? . . |

9

Who is your teacher?. .. ..

(Continue, even if there is no evidence of regressionl.) ‘

You have a pad of paper and are holding a pencil., I would like you to
write your name on the pad with this pencil .... That's fine, and now please
write down your age .... and now the date, if you can ... and the day of the

~ week.... | ~
Presently you will no longer be in the fifth grade, but you will be still
‘younger, back in the second grade. I shall count to "two", and then you will
" bein the second grade. One, you are becoming smaller still, and going back to
’ Q a nice day when you were in the second grade ... Two, you are now in the
second grade, sitting happily in school with some paper and pencil .... You are
in the second grade ....

¥

What is your name? .... /
And how old are you? .... "(Record on scoring sheet,)
J

Where are you? ... S

Who is yoﬁr teacher? ....

.
B ity o .
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Would you please write your ngfrie on the paper .... That's good ... And
can you write how old you are? ... That's fine .... and can you tell me what the
date is today? .... Or the day of the week?....

3 o
(Regardless of what the responses have been:)

- -

—

That's fine.'...y And now you can grow up again a;ld come right back to
(state current day and date) in (name of locale of testing). You are no longer a |
little boy (girl) but a grown up person of (state age) sitting in a chair deeply
hypnotized. How old are you? .... And what is the date? .... Where are you? ....

That's right .... Today is (correct date) and you are (correct age) and ‘this is

(name place where subject is being tested). Fine, everything is back as it was.
Now I'll take the pad and pencil you have been holding .... (Remove pad and

pencil).... Now just continue to be comfortably relaxed ....

~ (Score (+) if a clear change in handw;'iting

.~ . Dbetween the pfeser_xt and one of the regressed

ages. Go to Instruction’ 6, below.)

— ‘ 6. GLOVE ANALGESIA

-—

'y
- This time, I want you to imagine that someone is wiping a littlg liquid

over your right hand ... this liquid is anesthetizing your right hand ...

( making it very insensitive .... perhaps you feel thed coolness.of the liquid as it "
dries on the skin of your right hand .... and then .... very soon, you'll start to
feel a slight tingling in the hand ... a slight feeling of pins and needles as the
anesthetic starts to take effect.... makmg the hand feel different .... making thé

: ‘.
o v ", .



* longer your fingers.... no loﬁger your thumb.... no longer your knuckles.... no \
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skin tingle .... making the muscles .... and fibres.... and tissues feel slightlg
numb and dull.... as if someone has applied a torniquet at the wrist.... so that
it might feel as if .... from the wrist downwards the circulation in the hand is
being slowly cut off.... And you feel this increasing sensation of dullness and
numbness gradually spreading throughout the whole of the right hand v in
the fingertips .... in the joints of each finger.... and of the thumb.... in the
knuckles.... in the palm.... throughout the whole of the right ha}nd up’ to the

wrist.... ' ‘ .

As the hand becomes more and more neumb.... more and more

insensitive to touch .... and to pressure.... and to warmth.... and to cold.... and

”

to pain ... the hand is bécoming devoid of all sensations.... as if it was encased

in a heavy bandage .... or a gauntlet right up to the wrist.... that's how numb

’ . I M 1 4
and insensitive it's become.... .

!
So numb.... s6 insensitive.... that the hand feels that it no longer

belongs to you.... is no longer a part of you.... no longer your hand .... no

longer your I-Jalm.... the hand is no longer a part of you.... the hand is now so

numb.... 50 insensitive.... so devoid of 'all sensations that in a little while I'm

- going tp apply an electric shock.... one that is completely harmless.... but

{ which ordinarily would be painful.... =

The hand is no longer your hand.... the hand is no longer a part of

you.... it is numb and insensitive to pain....
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I want.you to report what you feel, on a1 to 10 scale; where one is .
totally painless and ten, is unbearably painful... When I'll apply this
harmless.... but ordinarily painful pinch on the ba%}of your hand.... Now.... 0

(Apply pinch by twisting skin on back of hand between thumb and ‘

. forefinger; Count to 4) : [

On a 1 to 10 scale, how would you rate if? (If 0, Did you feel anything at
all?) (Record rating)
Now to show you just how numb and insensitive your right

hand is .... I'h going to apply the same pinch to the left hand now ...
ey :

(Apply pinch to other hand)

-4

. Tell me, using the same 1 to 10 scale... tell me how it felt? (Record
Rating)
That's good. Now you notice that the feeling is returning... everso -

slowly.... to the hand.... your hand is beginning to lose the numbness... the

insensitivity, Meginning to become sensitive again.... as if the bandage

has been peeled off....... Move your right hand a little and notice the feelings

’

_init. Fine ... - R

(Make sure score is recorded and go to Instructions 7 and 8 below.)

7. POST-HYPNOTIC SUGGESTION (ITCH)
— : ' o i

(9

-

[
Far o oA s -
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8. AMNESIA

 TERMINATION - -
' {

~
~

Stay completely relaxed, but listen carefully to what I tell you next. In a

- little while I shall begin con{mg forwards from one to ten. You w1ll awaken

gradually, but you will still be in your present state for most of the count. |
When I'reach "seven" you will open your eyes, but you will not be fully -
awake. When I get to "ten” you will be entirely roused up, in your normal
state of wakefulness. You will have been so relaxed, however, that you will
have trouble recalling the things I have said to you and the things you did or
experienced. It will prove to cost so much effort to recall that you will prefer
not to tr);. It will be much easier just to forget everything until I tell you that
you can remember. You will forget all that has happened until I say to you:
"Now you can remember everything!" You will not reme‘mber anything
until then. After you wake up you will feel refreshed and relaxed. You will
notice, however, that I will drop my pen on the floor. At that point, the skin
under your (watchband, ring, cuff, sleeve,-collar) will feel itchy and you will
wish to rub it a little. This will happen when I drop my pen on the floor.

You will scratch a little, but you will forget that I told you tg. do so, just as you

will forget the other things, until I tell you "Now you can remember
everything." I shall now count from one to ten, and at seven, not sooner you
will-open your eyes but not be fully aroused until I reach “ten”. At "geﬁ" you

will be fully awake. Ready,now:l-2«3-;1-5-6-7-8-9-10.

(If subject has eyes openU ) How do you feel? Do you feel wide awake?
(If drowsy:) The feeling will'go away soon. Now you feel wide awakel

\\

Al
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'

(Hypnohst busies her/himself with papers and notes 1f

subject responds to post-hypnotic suggwhon Allow

d L 10 seconds.) -
h . " Now I would like to ask you a few quesfions about your
_ experiences. . N

(Record score of post-hypnotic response. %core (+) if any
movement is rma'de in response to the suggestion,
‘ o ie. sub;ect turns watch or ring or scratches under “

- " cuff. Goto Amnesxa part of scoring sheet.)" |
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o - SHSS:C Modified - 8 Items
L o SCORING SHEET
“* Name ' C Date )
. € AN o - . , -
, ¢ K
‘Hypnotist 7 ’ » - " Score . :
o oIem: - ' . . Score
© 1HAND Lowak‘qvc ‘Right hand - “
‘ Score (+) if hand has lowered at least six
inches by end of 10-second wait (1)
. C . #
Comment: ' : Y
; -, . .2 MOVING HANDS APART. S o 9
- ‘ Score (+) if ‘hands are six or more inches apart. )
A ) Comment: L
»
3. MOSQUITO HALLUCINATION .
\ + Score (+) for any grimacing, any acknowledgement
- . of effect. C . @)
| . , . .
’ ) - Comment: ° - '
N ) ) ’ g ' -
. . 4 ARMRIGIDITY (RIGHT) : . | B §
' * " Score (+) 1f there is less than 2 inches of arm (4) L , e
‘ bending - _ o
Comment; . - : ~
' ~ N »
L ) \
s ' § 3 ’ - 7/ ]



5. AGE REGRESSION R

Grade5  How old are you?
‘ Where are you?

‘ . What are you doing?
. Who is your teacher?

Grade 2: - W};a,t is your name?
' How-old are you?
Where are you? )
Who is your teacher?_

. Score (+) if a clear change in handwriting between
the present and one of the regressed ages. 6)___

6. GLOVE ANALGESIA

Record rating on analgesic right.hand (1-10) (6a) _.
Record rating on left hand - control  (1-10) - (6b)__
Score + if more than 2 points difference (b-a) ____

Comment:

7. POST-HYPNOTIC SUGGESTION (ITCH)

Record .(+) if any movement is made in response
to the suggestion i.e. subject turns watch or

rmg, or scratches under cuff. @

8 AMNESIA

Please tell me now in your own words everything that has
happened from the time you cdosed your eyes.
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(Place numbers according to order of recall.) (Give 30 seconds.)

M §

, - __Hand Lowering (1)
. : ~_Moving Hands Apart (2)
: Mosquito hallucination (3)
~ Arm Rigidity (4)
Age Regression (5) .
Glove Analgesia (6) ¢
Post-hypnotic Suggestion (7)
Amnesia suggestion (8)

Other:

Anything else? (Leave 10 seconds after final item recall) ?

Listen carefully to my words” NOW YOU CAN REMEMBER EVERYTHING.

Anything else now? (List'in order of mention.) B

-

Remind subject of omitted items.

Score (+) if subject recalls no more than two items
before memory is restored, and recalls at least two new
items after memory is restored.

(8

———

S . , B
' Tell subject that you would liketo discuss the experience with him/her. .

Durmg the age regression, when you went back to the 5th and N
grade, I'd like fo know what that was like. I'm gomg to read some
phrases to you which describe some of the experiences that people
have during the age regression item. I'd like you to pick out the -
statement that best describes your experience:

'1.1did not go back at all. :
2. 1 was thinking about when I was that age, but had
no visual experienceg.

LI
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3. Altheugh I did not go back, I could see myself as

__a young child reliving a past experience.”

471 knew I was really my present age, but I felt in
part as though I was reliving an experience. .

5. Iactually felt as though I was back at the
suggested age, and reliving a past experience.

(Ask only if subject responded to post-hypnotic suggestxon )
You rubbed (or scratched) your arm (or finger) near the end of
this session.

1. Do you remember why?

2. Did you know why at the time? -

3. If you remembered thail said you would do this,
why did you carry out the suggestion?

4. Would you say it was voluntary or involuntary?

Is there anything else you would like to discuss about this”
session? (Record responses under item categories.) “~

o
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: ; ndard L ations for Nausea Ratings
Made By Patients at Eag of Six Time Points

- ) ' Chemotherapy Treatment ‘
: | .
; . \
Session 1 Session 2  Session 3  [Session 4 ‘
Time of Rating* ' o ‘ B
3D ’ .?8(.46) .75(.93) 28(.58) - .56(.89)
EV 50(86)  1.06(118) . .39(61)  .63(89)
AR 100(91) 137125  .67(1.09)  1.06(93)
WT ' ‘2.00(1.78) 2.38(1.82) - 1.78(1.59) . 1.94(}.39)
DU . 225(.58)  .2.58(43) ' 1.90(64) ~ .2.40(.48)
PS 278(1.83). 3.19(1.64) 227(1.78)  2.13(1.41)
"\ Note. : i _ .
~+ *3D- For Three days prior to chemotherapy session 5 '
EV-Evening prior to chemotlﬁrapy session /\ -
AR-On arriving to clinic '

WT-While waiting for chemotherapy treatment
'DU-During the chemotherapy treatment -
PS-From the end of the chemotherapy treatment until the nausea ends

-
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- Means and Standard Deviations (SD) for Anxiety Ratings
c : Made By Patients at Each of Six Time Points
# .
Chemotherapy Treatment
o )-
Sessidn 1  Session2  Session 3 Session 4
- Time of Rating*
_. "
3D 1.44(.86) 1.63(1.03) 1.11(1.02) 94(.77)
EV . 1.89(.90) 1.69(1.08) | 1.33(1.03)  1.25(1.25)
AR 2'.28(1.18) 2.‘13(1.09) 1.39(1.04)  1.56(1.21)
WT 260(1.10) 2.43(163) 1.18(1.09)  1.81(1.47)
DU 2.83(1.54) 2.56(1.67) 1.67(1.28) , 1.56(1.37)
PS 2.17(1.95) 2.5(1.71) 1.56(1.50)  1.44(1.46)
. Note. )

* 3D- For Three days prior to chemotherapy session
EV-Evening prior to chemotherapy session

AR-On arriving to ¢linic

WT-While waiting for chemotherapy treatment
DU-During the chemotherapy treatment

PS-From the end of the chemotherapy treatment until the nausea ends




‘,W"r.‘1l-76;‘;i«“(jx Wt ‘.t'r'»,\'"
L PR -

and Standard Deviations (SD) for Vomiting

Made By Pg'en s at Each of Six Time Points

e

Chemotherapy Treatment !

’ Session 1 Session 2  Session 3  Session 4

Time of Rating*

3D - 11(.47) . .18(.54) .28(1.18) 0(0)
EV. A47)  156125) 1147 O(0)
AR o 22(94) 00)  44(114)  .25(68)
WT 50(99) - .63(203)  .61(191)  .31(101)
" pu . 83201)  119234) 1.06(218)  131(2.30)
PS 11.06(13.35) 8.63(12.72) 9.41(13.03) 7.64(8.43)
Note. - . | _ .
* 3D- For Three days prior to chemotherapy session
. EV-Evening prior to chemotherapy session
AR-On arriving to clinic
WT-While #aiting for cliemotherapy treatment
DU-During the chemotherapy treatment P

PS-From the end of the chemotherapy treatment until the nausea ends
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ans an andard Deviations (SD) for

n
R Made By Patients at Each of Six Time Points

Ratin:

Chemotherapy Treatment

——

Session 1

~ Session 2 Session\(.B ' Session 4 \
Time of Rﬁti‘ng* “ '
;
3D 0(0) .19?.34) ©.11(47) 0(0)
— EV 1 s n4n oo
AR = ° A8(73)  25(1.00) . .50(1.20)  .25(.68)
WT . 47(118)  .31(1.01)  .50(1.47)  .38(1.09) '
, DU f 7144) 81164 67(150)  .75(1.29) |
Ps - 217(207)  213(189)  1.71(1.83) 1%(1 62)
\ ' Note. -

EV-Evemng pnor to chemotherapy session

AR-On arriving to dlinic

* 3D- For Three days prior to chemotherapy session

WT-While waiting for chemotherapy treatment
DU-During the chemotherapy treatment
PS-From the end of the chemotherapy treatment until the nausea ends
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. CAPPENDX] - - C

Correlations Between Scores on the Stanford Hypnotic Suscep'tibility Scale-

Form C (SHSS) and Global Measures of Nausea and. Anxiety
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_ SHSS N

Baseline

NRI-am | -3 16

ONI 11 6
STAI-State v 1 16
-~ " STALTrait = 1B 16
_ Post-Hypnosis |
NRI-am -11 15
ONI — ~ 777 -n 15
STAI-State | 210 15

. STAI-Trait 24 15

~ Note. All the correlations are non-significant, p > .05.
NRI-am is the sum of the affective and miscellaneous subscales of the nausea
questlonnaure ONI is the Overall Nausea Intensity scale. .
STAI-State is the state anx1ety subscale of the Spielberger State-Trait Anxiety
questionnaire. STAI-Trait is the trait anxiety subscale of the Splelberger State-
Traxt Anxiety questionnaire.
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