INTRODUCTION

chaps among ll}c most prcvaler?l apd distressin
red in patients with cancer. Ps.)'chmtnc and psychological con.
"+ ion in the PS}‘cho-oncolngy setting must take into account the
gu:;d;m[ relationships between pain and psychological and psychiatric
lm?;fd_m_‘ Uncontrolled pain can mimic psychiatric disorders, so men.
o 'th- Jinicians must be knowledgeable about pain and its appropri-
h:mctmfm to recognize cancer-related pain when it is present. In
z[‘rjﬁ“;on“ps‘-chiatrists and psychologists can play a vital role in the mul-
%;Ldp]inar&'appmm:h to managing cancer pain at all stages of disease,
'[[:“L fﬁa}"’fer reviews ‘the prevalence of pain in cancer, pain syndromes,
od i assessment issues, as well as pharmncolog@ and nonpharma-
logic interventions. for cancer-related pain. Psychiatric and psycho-
Jogical interventions 1n the treatment of cancer pain have now become
o integral part of a comp_rehenswe approach to pain management, and
isece are highlighted in this chapter.
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PREVALENCE OF PAIN

pain is a common problem for cancer patients, with approximately 70%
of patients experiencing severe pain at some time in the course of their
flaess! It has been suggested that nearly 75% of patients with advanced
cancers have pain,? and that 50% of terminally ill patients are in moderate
tosevere pain.’ It is also estimated that 25% of cancer patients die in severe
pain There is considerable variability in the prevalence of pain among
dferent types of cancer. For example, approximately 5% of leukemia
patients experience pain during the course of their illness, compared to
e-75% of patients with tumors of the lung, gastrointestinal (GI) tract,
of genitourinary system. Patients with cancers of the bone or cervix have
been found to have the highest prevalence of pain, with as many as 85%
of patients experiencing significant pain during the course of their illness?
p‘j?ftt‘ the high prevalence of pain, however, studies have shown that it
§Irequently underdiagnosed and inadequately treated.* It is important
0 temember that pain is frequently only one of several symptoms that
bcuras part of a “Cluster” of physical and psychological symptoms.® With
iﬁeie progression, the number of distressing physical and psychological
o Eftl!lms increases so that patients with advance disease report an av;;:r‘
iﬁm symptoms. A global evaluation of the symptom burden allows for
*¢ omplex understanding of the impact of pain.”

PAIN TYPES AND SYNDROMES IN CANCER

Th .
sste damg : Motional experience associated with “aactu:_al grﬁpc‘,tion of
Fan hag isic or described in terms of such damage. This de ntll —
FoMtiong] ¢, [l’:‘.nec_f'?d the concept of pain intensity being directly P[he
by ¢ objectively observable tissue damage, lemph?SlZl“lEi y
e, ismrc' of the pain experience. In cancer pain patients (t);;-
:'*éu;aljy re a‘:ﬁplca]iy Lll‘a_maiic evidence of tissue damage t'hai 151 ¢ the
Boneny ' Lo the pain complaint. This definition, particularly I
g tich emphasizes pain as an emotional experience as we
e i dL:)nc, clearly demonstrates the need for psychosoc:al involve-
.ht"_mﬂ i5 o -lj]““lb-"“ltm and management. as
by - Pathyp “laracterized by type on the basis of tempqml factors 2
b baseg Physiology. Pain is often subtyped as acute pain of chronic
tHempory] characteristics, A well-defined temporal pattern of

Table 30-1. Classification of pain

Nociceptive pain

ﬁecs]l:llés from stl‘mul:.mo‘n of intact “nociceptors” (pain receptors)
.1C¢S somatic pain (involving skin, soft tissue, muscle, bone);
Visceral pain (involving internal organs, hollow viscera)
Responds to opioid and nenopioid analgesics

Neuropathic pain

Results from stimulation of damaged or compromised nerve tissue

R“:SPOHIdS to opioid and nonopioid analgesics AND adjuvant
medications

onset and termination characterizes acute pain. Generally, it is associated
with subjective and objective physical or behavioral signs (e.g., grimacing,
guarding, restlessness) and evidence of hyperactivity of the autonomic
nervous system (e.g., rapid pulse, sweating). In contrast, chronic pain is
pain that is experienced for longer than 3-6 months, or pain that persists
beyond evidence of tissue damage healing. Patients with chronic pain
often do not “look as if they are in pain” because adaptation of the auto-
nomic nervous system occurs, and acute pain behaviors become replaced
by depression, disability, and dysfunction. Chronic cancer pain can lead
to significant changes in mood, personality, quality of life, relational
problems, and functional ability As such, this type of pain requires an
approach that includes treatment of the cause of the pain as well as treat-
ment of its psychological and social consequences.’

Pain can be further classified into two major categories based on
pathophysiology: nociceptive and neuropathic pain (Table 30-1)."
Nociceptive pain derives from the stimulation of intact “nociceptors” or
pain receptors in afferent nerves and is further subdivided into somatic
pain (involving skin, soft tissue, muscle, and bone) and visceral pain
(involving internal organs and hollow viscera). Nociceptive pain may be
well-localized (common in somatic pain) or more diffuse (common in
visceral pain), and may be sharp, dull, aching, gnawing, throbbing, con-
stant, or spasmodic, with varying intensity. Neuropathic pain involves
stimulation of damaged or compromised nerve tissue, and may be burn-
ing, tingling, stabbing, shooting, with a sensation of electric shc:cl::, or
allodynia (the sensation of pain or dltscomforr: produ_cet} by a m_mn_mal
stimulus such as light touch to the skin). The differentiation 9f pain into
one of these subtypes (particularly nociceptive vs. neuropathic) can help
in determining appropriate therapy, as discussed below. e

Foley' has categorized cancer pain syndromes based on temporal,

4o | factors (Table 30-2). This approach to under-
etiologic, and contextua ides clinici rith a useful clas-
standing cancer pain syndromes provides clinicians w

sification when considering therapeutic approaches.

F PAIN
DIMENSIONAL CONCEPTO
Mot IN TERMINAL ILLNESS

is not a purely nociceptive or ph?'si-

lves complex aspects of human functioning,
iy nition, behavior, and social relations."
use of, analgesic drugs alone does not

Pain, and especially pain 10 cancer,

i but inv
cal experience but \
including personality; affect, J(Lg
It is important to note that th
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. o
Tablo 30-2, ‘Types of patients with pain from cance

«Patients with acute mncrr-rrllnlrrd |m|||r
Associated with the diagnosis of cance
Associated with l‘\\llt‘(‘flllll‘l'ﬂl‘)' (surgery, chemotherapy, or
radintion)
< Patients with chronie cancer-related pain
Associated with caneer progression
Associated with cancer therapy (surgery, chemotherapy, or
radiation)
- Patients with preexisting chronle pain and cancer-related pain :
- Patients with o history of drug addiction and cancer-related pain
Actively involved in illicit drug use
In methadone maintenance programs
With a history of drug use

i

2w

- Dying patients with cancer-related pain

] Cognitlon
“—* | Meaning of pain
N
S Psycho-
Somatic i social
therapies| | ¢ Emotion therapies
T ;‘; T Suffering “—
1
i
0
n T
<—) Socioenvironment
_J Soclal support

Fig. 30-1. The multidimensional nature of pain in cancer,

always lead 10 pain relief and that the psycholo
est but important role in pain intensity! The interaction of cognitive,
emotional, socio-environmental, and nociceptive aspects of pain shown
in Fig. 30-1 illustrates the multidimensional nature of pain in terminal
illness and suggests a model for multimodal intervention. The challenge
of untangling and addressing both the physical and the psychological
issues involved in pain is essential in developing rational and effective
management strategies. Psychosocial therapies directed primarily at
psychological variables have profound impacts on nociception, while
somatic therapies have beneficjal effects on the psychological aspects of
nociceptive pain. Ideally, such somatic and psychosocial therapies are

used simultancously in a mu]lidisciplinary approach to pain manage-
ment in the cancer patient.™

gical factors play a mod.-

PSYCHOLOGICAL FACTORS IN THE ¢

Among the many stressors faced by patie
disability, and fear of painful deat}
the level of psychological dj
factors, social support,

ANCER PAIN EXPERIENCE

u“c:;?]alr“;l:zp alntfid‘ Ist ress.anuccr-rc!n:cd Pain has profoung effects
ogical distress; gy psychological fact

depression, and the meani i 5 dbient i ity

@ nmng of pain for the atie i ‘

chression, and 1l nt ca /

cancer pain CXperience, Daut an Clecland» dimonstr ln(;m!EHSif) pe

I;:utll_:ms \fvhu attribute a pew pain 1o 1:;5101 ctlmt i

e85 Interference wi), their activ 1 i otlont, o

bl e oo Y and quality of Jjf, than patiengs |

represents pr 3 S oy

Progression of digeqse, Spiegel and Bloom?

found that women with metastatic breast ¢ “"Ccrcxp".
pain if they believe their pain represents SPread of tl}:“.c
they are depressed. Belief about the Meaning of

a mood disturbance were better predictors
site of metastases,

ain 5 o,
*rilg e
Wind,
c““”P”"mT?"m"VM”h-mﬁﬂmmmt
clationships between cancer pain 4ng .
;f:::mr[a et alte (I';und that lhc‘rc were pain-rclaid Ql?::l?f iy,
ables in three domains: physical Wll.‘]!-bcing‘. ps},chnlngi) of i
(consisting of affective fnc(o::s. cognitive factors ' iri ué‘? W
munication skills, coping SkI”S: and meaning attrify ma
cer); and interpersonal Wc‘II-bcmg (fOCusing On Socig] 5, pz
functioning). The perception of mark_ed i"‘P-'!irmem T
daily living has been sh?wn m'be associated with increggeg
sity.” Mcasures of emotional disturbance haye been r. P3
dictors of pain in the late stages of cancer, and canc

t

= 2 5

r-i."'..l
Cportedy,,

: neer patjgny, , it
anxiety and depression are less likely to report pain iy, . pt:oh‘}' Iy
study of cancer patients, it was found that maladaptiy, i e,

gies, lower levels of self-efficacy, and.dis'tress specific ma,i e
discase progression were modest but significant Predictorg Ofrc::: ¢
pain intensity.” PO

Psychological variables, such as the amount of control pegpy, .,
they have over pain, emotional associations and memories of pain 6.
of death, depression, anxiety, and hopelessness, contribute t, the erpe
ence of pain and can increase suffering. Singer ang colleagues? o
an association among the frequency of multiple pains, infmsedd:
ability, and higher levels of depression. All too frequently, psychologs
variables are proposed to explain continued Ppain or lack of responce
therapy when in fact medical factors have not been adequately s
ated. Often, the psychiatrist is the last Physician to consult on 3 g
patient with pain. In that role, one must be vigilant that an accurate s
diagnosis is made and must be able to assess the adequacy of the mei.

cal analgesic management provided. Personality factors may be qu

distorted by the presence of pain, and relief of pain often results it |

disappearance of a perceived psychiatric disorder

CANCER PAIN AND PSYCHIATRIC DISORDERS

There is an increased frequency of psychiatric disorders in ane

Patients with pain. In the Psychosocial Collaborative Oncology G2 |

Study® on the prevalence of psychiatric disorders in cancer pitic?

39% of the patients who received a psychiatric diagnosis (Table & |

reported significant pain, whereas only 19% of patients mﬂput:?’;’:
chiatric diagnosis had significant pain. The psychiatric qgord-!:%
cancer patients with pain primarily included adjustment duso..'d;]f T
depressed or anxious mood (69%) and major depression (l?'.clzzlf‘»'
finding of increased frequency of psychiatric disturb?'nceul?}‘ei:r.-
Pain patients alsg has been reported by other investigators.™ “.‘- ol

ence and patterns of psychiatric disorders may vary 5>‘F*'t“d‘[h¢ g
subgroups of patients, For example, Steifel et al.* descnb et £
chiatric complications seen in cancer patients undergoing T hi::h-v"fz
epidural spinal corq compression (ESCC), which may inclu coh: "
dexamethasone (g much as 96 mg/day for up to a week Utor‘riﬁf""'
tapering course for Up to 3 or 4 weeks). Twenty-two pmen.:ornl'-”""l .
With ESCC had 5 major depressive syndrome diagnosed asom n?™

% in the comparison group, Also, delirium was much f:q, g™
in the dexamcthusonc-treuted patients with ESCC, with 2 oot
with delirjum during the course of treatment as compa .
in the comparison group, of i

Although there is limited information about P“"?rn‘:c sl

other subpopulations, it js apparent that advanced dls,?,}‘- y high T
among patients with cancer, is associated with a “tl‘f,::‘,\-, of 819
alence of depression and delirium # Approximately h the P
Patients experience severe depressive symptoms, ug”w prevs<
incrensing t0 77% in those with advanced illness. atient® “‘:u;-\"'
Organic mental disorders (delirium) among """Ccr,'f::m 2 Qq-r:‘i'-“"
Psychiatric consultation has been found to e of illnes*
and to be ag high as 859 during the terminal stages
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-3. Rates of DSM-IIT psychiatric disorders and prevalence of pain observed in 215 cancer patients from three cancer centers

able 30
Jic category Number in diagnostic class Percentage of psychiatric diagnoses Number with significant pairt®
il &
69
at disorders ” i
,«djusl.r‘n,‘:_ﬁ\.e disorders 13 : .
"Wi‘ mental disorders 8 4 :
Or'i-lzgliw disorders - 3 ;
P dicorders _ 4 ; 4
APEE L oh psychiatric diagnosis 101 2 g
TcTi ::-ilh no sydxia‘tric diagnosis 114 e 9 9%
T:alpnicnt population 215 100 60 (28%)
ater than 50 mm on a 100 mm VAS pain severity.
.S‘O:‘fﬁno\‘: VAS, visual analogue scale
AB8RE !
Jeesics and many other drugs can cause confusional states, particu- INADEQUATE CANCER PAIN MANAGEMENT
i the elderly and terminally ill.¢ ‘ =
Jarly in Inadequate management of cancer pain is often a result of the inability

CANCER PAIN AND SUICIDE

Uncontrolled pain is a major factor in suicide and suicidal ideation in
ancer patients.’ The majority of suicides observed among patients
with cancer had severe pain, which was often inadequately controlled
of tolerated poorly.” Although relatively few cancer patients commit
wicide, they are at increased risk. Pain is both a unique and synergis-
tic contributor to suicide risk in cancer patients. For more details on
wicide and desire for hastened death in cancer patients, please refer to
Chapter 43.

CANCER PAIN ASSESSMENT

The initial step in cancer pain management is a comprehensive assess-
ment of pain symptoms. An important element in assessment of pain is
the concept that assessment is continuous and needs to be repeated over
the course of pain treatment. There are essentially four aspects of pain
experience in cancer that require ongoing evaluation, and they include
pin intensity, pain relief, pain-related functional interference (e.g.
mood state, general and specific activities), and monitoring of interven-
tioneffects (e.g., analgesic drug side effects, abuse).* Table 30-4 outlines
Ih? principles of pain assessment as described by Foley.! The Memorial
Pam Assessment Card (MPAC)® is also a helpful clinical tool that allows
Patients 10 report their pain experience. The MPAC consists of visual
@1zlog scales that measure pain intensity, pain relief, and mood. Patients
@ complete the MPAC in less than 30 seconds. Patients’ reports of pain
Wensity, pain relief, and present mood state provide the essential infor-
Tation required to help guide their pain management. The Brief Pain
I?'e”“’f)'“ is another pain assessment tool that has useful clinical and
“earch applications,

Table 30-4. Principles of pain assessment

L Beljey,
) elieve the Patient’s complaint of pain
¢ 2 detailed history

* fiSge : .
i erf:- the psychosocial status of the patient -
5 Opaor @ careful medical and neurological examination

Order apng ! : . :
Proge durcsPcrsunally review the appropriate diagnostic

~ SValuate the roaps

" Tregy t;t‘lht- Patient’s extent of pain

E‘(““\idt Pain to facilitate the diagnostic work-up

Witj5) T the alternative methods of pain control during the
9 Pui “Valuation
€5 5 &

P — ¢ the pain complaint during the prescribed therapy

e

to properly assess pain in all its dimensions." All too frequently, psy-
chological variables are proposed to explain continued pain or lack o
response to therapy, when in fact medical factors have not been ade-
quately appreciated. Other causes of inadequate pain management
include lack of knowledge of current pharmacotherapeutic or psycho-
therapeutic approaches; focus on prolonging life rather than alleviating
suffering; lack of communication between doctor and patient; limited
expectations of patients regarding pain relief; limited communication
capacity in patients impaired by organic mental disorders; unavailabil-
ity of opioids; doctors' fear of causing respiratory depression; and, most
important, doctors' fear of amplifying addiction and substance abuse. In
cancer, several additional factors have been noted to predict the under-
management of pain, including a discrepancy between physician and
patient in judging the severity of pain; the presence of pain that phy-
sicians do not attribute to cancer; better performance status; age of 70
years or more; and female sex.™

Fear of addiction and Inadequate cancer pain management. Fear
of addiction affects both patient compliance and physician manage-
ment of narcotic analgesics, leading to undermedication of pain in
cancer patients.” Studies of the patterns of chronic narcotic analgesic
use in patients with cancer have demonstrated that, although tolerance
and physical dependence commonly occur, addiction (psychological
dependence) is rare and almost never occurs in individuals without
a history of drug abuse before cancer illness.”? Studies of the patterns
of chronic narcetic analgesic use in patients with cancer have demon-
strated that, although tolerance and physical dependence commonly
occur, addiction (psychological dependence) is rare and almost never
occurs in individuals without a history of drug abuse before cancer
illness” reported on their experience in managing cancer pain in such
a population. Of 468 inpatient cancer-pain consultations, only eight
patients (1.7%) had a history of intravenous (IV) drug abuse, but none
had been actively abusing drugs in the previous year. All eight of these
patients had inadequate pain control, and more than half were inten-
tionally undermedicated because of staff concern that drug abuse was
active or would recur. Adequate pain control was ultimately achieved

in these patients by using appropriate analgesic dosages and intensive
staff education.

Concerns over respiratory depression and inadequate cancer
pain management. The risk of inducing respiratory depression is too
o.ftcn overestimated and can limit appropriate use of narcotic analge-
sics for pain and symptom control. Bruera et al.™ demonstrated that,
in a population of terminally ill cancer patients with respiratory failure
and dyspnea, the administration of subcutaneous morphine actually

improved dyspnea without causing a significant deterioration in respira-
tory function.
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nt
Lack of concordance between patient and lcaregi\;erc ::;sis::;ebc
of pain Intensity. The adequacy of cancer pain rpat: rgmn et
influenced by the lack nfia;ncordan;: }';;“;::&irli?:npcmiu%nl o
plaints of their pain and those mac : ) n-“ o eoriesond
in is often ascribed to a psychological cause whe . ‘
Fc?lrr:-c:t?nﬁcm attempts. In our clinical expcr:cpcc..l\{\'tl: 'hmtien\(v)i:;e\ge:lh;;
patients who report their pain as severe are quite li cely tgmﬁ' et
having a psychological canlributif\n to their complmnl'sl. < ftied
ability to empathize with a patient’s pain compla::ﬂ maz] 5}8 i
intensity of the pain complaint. Grossman et‘al.- found tha . W i
is a high degree of concordance between patient and cut;:gn er ra rdg,mct
patient pain intensity at the low and .m‘oslcrlate ]‘c.vcls, this ‘conco t..mt‘s
breaks down at high levels. Thus, a clinician’s a'hlht)' to assess a.p:: i i
level of pain becomes unreliable once a patient’s report of pain inten t}t
rises above 7 on a visual analogue rating scale of 0-10. Plh}mcums mt;;s
be educated as to the limitations of their abilit?' to oh]eqtn'cl}' assess the
severity of a subjective pain experience. In addition, patient education is
often a useful intervention in such cases.

PSYCHIATRIC MANAGEMENT OF PAIN IN CANCER

Optimal treatment of pain associated with cancer may requirc‘a
multimodal strategy, including pharmacological, psychotherapeutic,
rehabilitative, and interventional approaches. Psychiatric partici-
pation in pain management involves the use of psychotherapeutic,
cognitive-behavioral, and psychopharmacologic interventions, usu-
ally in combination.

PSYCHOTHERAPY AND CANCER PAIN

The goals of psychotherapy with cancer patients with pain are to pro-
vide support, knowledge, and skills (Table 30-5). Utilizing short-term
supportive psychotherapy focused on the crisis created by the medical
illness, the therapist provides emotional support, continuity, informa-
tion, and assists in adaptation. The therapist has a role in emphasizing
past strengths, supporting previously successful coping strategies, and
teaching new coping skills, such as relaxation, cognitive coping, use of
analgesics, self-observation, documentation, assertiveness, and commu-
nication skills. Communication skills are of paramount importance for
both patient and family, particularly around pain and analgesic issues,
The patient and family are the unit of concern, and need amore general,
long-term, supportive relationship within the healthcare system in addi-
tion to specific psychological approaches dealing with pain and dying,
which a psychiatrist, psychologist, social worker, chaplain, or nurse can
provide,
Utilizing psychotherapy to diminish symptoms of anxie
sion, factors that can intensify pain, empirically has bene
cancer pain experience. Spiegel and Bloom™ de.
ran.dumlzr:d prospective study, the effect of both supportive group ther-
apy for metastatic breast cancer patients in general and, ip particular, th
effect of hypnotic pain control exercises, The : e

: - Their support group focused
on interpersonal processes or self-exploration, but mlﬁcr cI))n a ';eriesm:'
themes related to the practical and existentia] P \ .

ty and depres-
ficial effects on
monstrated, in a controlled

Table 30~5. Goals and forms of psychothcrapy for pain in patients
with advanced disease

Goa Is FOm 1

Supportn-provide continuity Individuals—g,

;i Pportive/crisis
Intervention

Family-—-palienl i
and famij
the unit of concern yare

K“_"chdg‘?-pmvide
information
Skills— ) "
cupinr:um?n Ctigmtwe Group—share experi
use of analgec; ( : erien
oh .08 gesics identify ¢ ) Cf':s
Municatjon ¥ Successfy| coping

‘The treatment patients experienced significantly less pain thy,, the

patients. Those in the group that cnmbintid a sel r’};}?n‘mh excrci::n"ir"‘
showed a slight increase, and the control group showed q large in:'r:;;}
" Ig::u interventions for individuals with cancer pain (even i, ads
stages ol?discnsc) area powcrful‘mt.‘f‘.lls ‘I‘f 91.‘““_“8 eXperiences anda;:’
tifying successful coping strategies. Ill_w “‘}“““0“‘5 of using gro,, iy
ventions for patients with advanced disease nre}pnmnnlyv- ngnmic.-;‘.-
patient must be physically comfortable €nough to F"artmpatc and fr‘
the cognitive capacity to be aware of group dlscussmn.. 1Uis oftey, h:‘.;'
ful for family members to attend support groups during th, termic
phases of the patient’s illnpss. h?terventmns aimed at Sl’f}uws and f:_:_
ily members of cancer pain patients can “15_0' be bc‘f_wﬁt:ml (see seqy,
on Novel Psychosocial lnte:‘rvent}ons). Passik et al.;' have Worked yi
spouses of brain tumor patients in a psy:chu::du'cahnn?,l BTOUp thy},,
included spouses at all phases of the pahent:s diagnosis ang treatme.,
They have demonstrated how.hcn:a\'cr-ncm 1ssues are often q foq,, py
such interventions from the time of dmg'nosm. The leaders have beey
impressed by the incrcased_quaht}' of patient care that can be given 2
home by the spouse (including pain management and all forms of nur,.
ing care) when the spouses engage in such support. .
Psychotherapeutic interventions l.hat have multiple foci may
useful. On the basis of a prospective study of cancer pain,
behavioral and psychoeducational techniques based on increasing suppos
self-efficacy, and providing education may prove to be helpful i assigy.
ing patients in dealing with increased pain.® Results of an evaluation of
patients with cancer pain indicate that psychological and social Variahly
are significant predictors of pain. More specifically, distress specific to the

illness, self-efficacy, and coping styles were predictors of increased pain

be Most
COgnitiys.

Cognitive-behavioral techniques. Cognitive-behavioral techniquy
can be useful as adjuncts to the management ofpain in cancer patients
(Table 30-6). These techniques fall into two major categories: cognitive

Table 30-6. Cognitive-behavioral techniques used by pain
patients with advanced disease

Psychoeducation

Preparatory information
Self-monitoring

Relaxation

Passive breathing

Progressive muscle relaxation
Distraction

Focusing

Controlled by mental
Cognitive distraction
Behavioral distraction

Combined techni

magery

B ques (relaxation and distraction)
‘e/progressiv. i i i
Systcmal?ic gesensiiirzjil:};?itmn gty
Meditation

Hypnosis

Biofeedback

Music therapy

Cognitive therapies
Cognitive distortion

ognitive restrucmring
Behaviorq) therapies
Modeling

. Mmanagement
gontapgch)' Management
chaviora] thearsal




Table 30-7,

i‘;:\:ioml therapy

iherspy A focused interve
engages the client jp
and corrected
Pain behaviors resultin
because of secondary
Pain behaviors resultin
€Xperiences can elicit
Redefinition of some or
resulting in decreaseq distress,
Written or audiotaped chronicle
associated with pain
Focusing of patient and family
by the patient. Method invo|
A hierarchy of tasks, i.e, physical, co
sequentially in manageable ste
Relaxation and distraction exerci

(ognl itive

Oj‘”:ml pain

gespondent pain

Cognitive restructuring

glf-monitoring (pain diary)

Contingency management

Grade task assignments

Systematic desensitization

techniques and behavioral techniqucs.‘B olh-techniqucs: comprise a range
oftechniques including passive relaxation with mental imagery, cognitive
distraction or focusing, progressive muscle relaxation, biofeedback, hyp-
nosis, and music therapy.” The goal of treatment is to guide the patient
toward asense of control over pain. Some techniques are prim arily cogni-
tive in nature, focusing on perceptual and thought processes, and nt'hers
are directed at modifying patterns of behavior that help cancer patients
cope with pain, Behavioral techniques for pain control seek to mnd{fy
physiologic pain reactions, respondent pain behaviors, and operant pain
behaviors (see Table 30-7 for definitions).

Relaxation techniques. Several techniques can be I.ZISEd to acluex:c
amental and physical state of relaxation. Muscular tension, autonomic
arousal, and mental distress exacerbate pain.***' Some spcc_lﬁc relaxation
techniques include (1) passive relaxation focusing attention on (slensg)
tions of warmth and decreased tension in various parts of the ;Do dy, (of
progressive muscle relaxation involving active tensing and relaxing
muscles, and (3) meditation.

Hypnosis. Hypnosis can be a useful ac.:ijuncl_m li:e m:cfjl]ﬁlﬁc“;?ltel‘;f
Gncer pain ¥4 Hypnotherapy, usually m\.,'o]\-mg the te: men%gfpain
hypnotic techniques, can be used effectively in the nlmdm:?:eal i
associated with invasive procedures.* In a conu:ol € lieving mucositis
self-hypnosis with cognitive-behavioral therapy il SRS lstﬁf.hyanSiS
r°”0“'ing a bone marrow transplant, patients utlllle‘l[gienls A
'tported a significant reduction in pain comPaFEd e pz is essentially a
Cognitive-behavioral techniques.® The hypnotic tran}tl: s it can be used
Sate of heightened and focused concentration, and thu
o Manipulate the perception of pain.

it i ief in 2
Biofeedback, Fotopoulos et al.*’ noted SIS“‘ﬁcama plf:l: (lriil{G) and
§10up of cancer patients who were taught electro ’?‘Y‘:f;eruauo n. Only 2
”“mfnwphalographic (EEG) biofeedback-assiste ’at‘mcnt ended. A
Mo 17 were able to maintain analgesia after thtf Lr‘i)iofeedhack tech-
" of generalization of effect can be a problem wit longed training
Niques, Although physical condition may make a Pr(: cancer patients
Pering iniposSib]e. especially for the terminally ill, m?msniqut‘s for learn-
1 olten uge EMG and temperature biofeedback tec

In N
"% rcla*‘“mcm-assistcd pain control.**

¢ noted that nontra-

reat pmmise.
hold %uided Vi)

dirﬂwel Psychosoclal Interventions. It Shou]di:
P(,d'ma] Psychosocial interventions for canccrrpa e
" SXample, Keefe et al.* tested the efficacy of a p

changing maladaptive beliefs and dy

8 from operant |
Bain, i.e, increag
8 from respondent lear
Ncreased pain and ay
all aspects of the patient’s inter
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Le. learning and

catment of physical disease or physiological dysfunction
; sfunctional attitudes. The therapist
ative empiricism, where these underlying beliefs are challenged

arning or conditioning. Pain behavior is reinforced and continues
ed attention and caring

ning or conditioning, Stimuli associated with prior painful
oidance behavior

pretation of the noxious or threatening experience,

anxiety, and hopelessness
that the patient maint

ains to describe specific agreed-upon characteristics

member responses that either reinforce or inhibit specific behaviors exhibited
ves reinforcing desired “well” behaviors

gnitive, and behavioral are compartmentalized and performed

Ps ultimately achieving an identified goal

' ses paired with a hierarchy of anxiety-arousing stimuli presented through
mental imagery, or Presented in vivo, resul

ting in control of fear

pain management protocol. The partner-guided pain management t.rain-'
ing protocol was a three-session intervention conducted in patients
homes that integrated educational information about cancer pain .\-nlh
systematic training of patients and partners in cognitive and b‘ehawor‘al
pain coping skills. Data analyses revealed that the p:_lrtner-gmd'ed pain
management protocol produced significant increases in partners’ ratings
of their self-efficacy for helping the patient control pain and sel f-efficacy
for controlling other symptoms,

AROMA THERAPY

Aromas have been shown to have innate relaxing and stimulating quali-
ties. Our colleagues at Memorial Hospital have recently begun to exp!m:e
the use of aroma therapy for the treatment of p_rocec.iure-related anxi-
ety (i.e., anxiety related to magnetic resonance imaging [MRI| scaps).
Utilizing the scent heliotropin, Manne et al% reported that two-thirds
of the patients in their study found the scent especially pleasant and
reported feeling much less anxiety than thos_e who were not exposed to
the scent during MRI. As a general ‘rclaxatlon technique, aroma ther-
apy may have an application for pain management, but this is as yet
unstudied.

PHARMACOTHERAPIES FOR PAIN

Although the management of analngiF medicatim}sl.is q:qre Gﬂeril
undertaken by the oncologlst.or palliative care specmést, i erif:ssenf
tial that the psycho-oncologist have a thorqugh understan 1n§ of
the analgesic medications most often used in _the_man;nsg:{ng)n h;’s
cancer-related pain. The Wo.rld Health Orga?lzatlon ( e
devised guidelines for ana]gesw management of cancer E[::un da ¢
s for Health Care Policy and Research (AHCPR) has endorse

e f pain related to cancer.® These guidelines, also
il m'amgcmeatco\f’)g?) Analgesic Ladder (see Fig. 30-2), have
oo \;?d-ellxdaastedlﬂ This approach advocates selection of analge-
b'cen ity ‘El is oflscverity of pain. For mild to moderately severe
et e ‘a?ll analgesics such as nonsteroidal antiinﬁammatop’
pai, ﬂﬂﬂ(:fllfl))l() an‘dgacctan‘linophen are rccummended.lF.or pain
drug§ G4 i St and moderate to severe in intensity, opioid anal-
tha.t N pefswtcn ing potency (such as morphine) should be used.
gesics Ol eI 1? as laxatives and psychostimulants, are us'cful
Adjuvant REERLh 2V ] i ioid side effects such as constipa-
i ting as well as treating op : ki
7 pre\;es!ldaﬁom respectively. Adjuvant analgesic drugs, such as

tion o
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Freedom from cancer paln

Oploid for moderate to severe pain
+ Nonoplold
+ Adjuvant

Paln persisting or Increasing

Oploids for mild to moderate pain
1 Nonoploid
+ Adjuvant

Palin persisting or Increasing

Nonopioid 1
+ Adjuvant

Pailn

Fig. 30-2. WHO Analgesic Ladder.
source: Adapted from Cancer pain relief, with a guide to opioid availability. 2nd
ed. Geneva: World Health Organization; 1996,

antidepressant analgesics, are suggested for considered use, along
with opioids and NSAIDs, in all stages of the analgesic ladder (mild,
moderate, or severe pain).

Portenoy™ have described the indications for and the use of three
classes of analgesic drugs that have applications in the manage-
ment of cancer and acquired immunodeficiency syndrome (AIDS)
patients with pain: nonopioid analgesics (such as acetaminophen,
aspirin, and other NSAIDs), opioid analgesics (of which morphine is
the standard), and adjuvant analgesics (such as antidepressants and
anticonvulsants).

NONOPIOD ANALGESICS (NSAIDs)

The nonopioid analgesics (Table 30-8) are prescribed principally for
mild to moderate pain or to augment the analgesic effects of opioid
analgesics in the treatment of severe pain. The analgesic effects of the
NSAIDs result from their inhibition of cyclooxygenase and the subse-
quent reduction of prostaglandins in the tissues. The concurrent use of
NSAIDs or acetaminophen and opioids provides more analgesia than
does either of the drug classes alone. In contrast to opioids, NSAIDs have
a ceiling effect for analgesia, do not produce tolerance or dependence,

have antipyretic effects, and have a different Spectrum l
At

effects.” ey,
‘lhe NSAIDs' mechanisms of action, pharmacokie i,
macodynamics influence the analgesic response, .”w: % ang "
NSAID should take into account the etiology ang gy, "tion e
concurrent medical conditions that may be relay ) M
(e.g- bleeding diathesis), assnciat‘cc_l symptoms, and faw,m]}t,r‘md”"'-‘f "
by the patient as well as the physician. From a practicy| o XPerie
NSAID should be titrated to effect as well as to side effects NLofy, }
variability in patient response to both relief and adverse r.c‘ ere i
results are not favorable, an alternative NSAID should 1, 1:ietllnn‘] ™

) t\.’cr“ : |i
Ve ¢y b,

'
t

MAJOR ADVERSE EFFECTS OF NSAIp

'The major adverse effects associated with NSAIDs include gy
ation, renal failure, hepatic dysfunction, and bleeding, The ugge tf"'f_ Ulcey
has been associated with a variety of GI toxicities, inciuding :1‘1\5 Iy
pepsia and heartburn, as well as major gastric erosion, pepic c::'ll' ¢
tion, and GI hemorrhage. The nonacetylated salicylates, such g Jnr:,-,,.
sodium salicylate, and choline magnesium salicylate, thcnrcticjj}f”a?t\
fewer GI side effects and might be considered in cases where Gl dr hay,
is an issue, Prophylaxis for NSAID-associated GI Ssymptoms ingtrfu
H2-antagonist drugs (cimetidine 300 mg tid-qid or ranitidine 150 m ;“r.
misoprostal 200 mg qid; omeprazole 20 mg qd; or an antaciq pfti;,d,
should be informed of these symptoms, issued guaiac cards wig, e
and taught to check their stool weekly. NSAIDs affect kidney functi,
should be used with caution. Prostaglandins are involved in the a
lation of renal blood flow, glomerular filtration, and the tubular
of water and ions. NSAIDs can cause a decrease in glomerular fiiry,.
acute and chronic renal failure, interstitial nephritis, papillary nem;q’;;
and hyperkalemia.*! In patients with renal impairment, NSAIDs shouldfc
used with caution, since many (i.e., ketoprofen, feroprofen, naproxen, 174
carpofen) are highly dependent on renal function for clearance. The
of renal dysfunction is greatest in patients with advanced age, preexisting
renal impairment, hypovolemia, concomitant therapy with nephrotor;
drugs, and heart failure. Prostaglandins modulate vascular tone, and the
inhibition by the NSAIDs can cause hypertension as well as interference
with the pharmacologic control of hypertension.* Caution should be useé
in patients receiving B-adrenergic antagonists, diuretics, or angiotensi-
converting enzyme inhibitors. Several studies have suggested that theres
substantial biliary excretion of several NSAIDs, including indomethac
and sulindac. In patients with hepatic dysfunction, these drugs shou!
be used with caution. NSAIDs, with the exception of the nonacetylud
salicylates (e.g., sodium salicylate, choline magnesium trisalicylate), pre
duce inhibition of platelet aggregation (usually reversible, but irreversb
with aspirin). NSAIDs should be used with extreme caution or avoidedi?
patients who are thrombocytopenic or who have clotting impairment

geny
nand
Oreqy.
traﬂs n

Table 30-8. Oral analgesics for mild to moderate pain in cancer

__-_._._,_-—"
Starting dose Plasma Half-life
Analgesic (by class) (mg) duration (hrs) (hrs) Comments
———"_—.'/
Nonsteroidal
Aspirin 650 4-6 4-6 The standard for comparison among nonopioid
Ibuprof ) _ analgesics !
Cl:lt?lrizec?nagnesium 388—550000 - _ Like aspirin, can inhibit platelet function al side
trisalicylate - ESS?“gIY no hematologic or gastrointestin
effec
Weaker opioids
Codeine 32-6 - ;
- 3-4 = Metabolized to morphine, often used to f;;ppff“
Oxycodone 5-10 34 cough in patients at risk of pulmonary ion With
= Available as a single agent and in combind
Proxyphene 65-13 4-6 _ aspirin or acetaminophen Jates With

Toxic metabolite NOrpropoxy accumu
repeated usage




- SAIDS in patients with cancer and
se lﬂhi’ i-,cight‘-"md awareness nftoxu:lt}' and adverse effects,
..mi‘"“if.dl1i'l'hl7" protein lmund..and the free fraction of avail-
ar¢ -n(}‘-cnst’ll in cancer patients ‘."l.m. are cachectic, Wwasted,

‘ll Jrug ;Ltllminic, often resulting in toxicities ?"d adverse effects,
N ppodl T ncer are frequently hypovolemic and op concur-
3';ie=‘ ‘_ “ﬂ;xic drugs and so are at !ncrca‘scd risk for renal toxic-
p.nd nrphr«:1 NSAIDS. Finally, thF antipyretic cffcct‘s of the NSAIDs
: f‘l,‘“::rfere with early detection of infection in patients i,

AIDS must pe

r 2 inhibitors have an analgesic action equal to that of conven-
X~

0N IDs, but with fewer GI complications and have been wide]
: ’J-:\"hcu matic diseases.* COX-2 inhibitors are associated with an
wed lo-'d‘ risk of adverse cardiovascular events, including infarction,

incred +d new onset or worsening of preexisting hypertension, G[ irri-
e 8 \ceration, bleeding and perforation, and are contraindicated

ptions reatment of perioperative pain in the setting of coronary artery
£

g;’is graft (CABG

an’t

OPIOID ANALGESICS

. d analgesics are the mainstay o_f pharmacotherapy of moderate to
Opioid tensity pain in the patient with cancer (see Table 30-9).
sﬂleﬁzmi“g the appropriate opioid analgesic for cancer pain, Portenoy”

lhr; hts the following important considerations: opioid class, choice of
h'* iﬂ versus “strong” opioids, pharmacokinetic characteristics, dur-
a::i of an;;]gcsic effect, favorable prior response, and opioid side effects

(Table 30-10).

Opiold classes. Opioid analgesics are divid_ed into‘two cl_asses: th.e
aonists and the agonist-antagonists, on the basis oftl_mr affinity to opi-
oid receptors, Pentazocine, butorphanol, and rfalbuphme.are examples of
opioid analgesics with mixed agonist-antagonist propertics. These drugs
anreverse opioid effects and precipitate an opioid wnhdra\\'al‘swd:iome
in patients who are opioid tolerant or dependent. They are of limite use
in the management of chronic pain in cancer and AIDS. Oxycodone (13
combination with either aspirin or acetaminophen), hydro.cor%one. a;l
codeine are the so-called weaker opioid analgesics and are mdlcated' or
usein step 2 of the WHO ladder for mild to moderate pain. Morf se*;ueir;
pain is best managed with morphine or another of the stron?er rc;gma_
analgesics, such as hydromorphone, methadone, levorphanol, o e
ml Oxycodone, as a single agent without aspirin or acefammo_;:l e
avilzble in immediate and sustained-release forms and is :Im:;lorphan.
sronger opioid in these forms. Oxymorphone, lnC]'UdlrfLS ! :ct ¥ okl
Opana, and Opana ER, is a potent opioid analgesic. i ?Y thag oy
vhen taken orally and have significantly longer half- 1\ets: sl
Phine. Rectal administration is an alternative for those gaelftfo S ocais-
© ke oral medications. Equianalgesic dosages may be du
wkinetic differences.

inetics of
Pharmacokinetics. A basic understanding of thtii P:;‘S;‘ iﬁ?: ;nrgﬁder.
“9pioid analgesics* is important for the cancer an done and levorpha-
Pioid analgesics with long half-lives, such as metha Onte Despite their
1L, require approximately 5 days to achieve a steady s:? i; Considerably
i(;lng half Jives, the duration of analgesia that th“?)' pro‘;'}li edrug every 4-6
ofler (ie., most patients require administration of the ccumulate with
ourS). A both methadone and levorphanol tend to ﬁ( rimarilysed“‘
Ut';rh' it dosing, delayed effects of toxicity can develop P
"% more rarely, respiratory depression)-

Dy ; sic €
iy ':s!iun of effects, The duration of analge

R ey se prep
mwg 15 Varjes considerably. Immediate T:ﬁlars fp of and must
be pree OF 0xycodone often provide only 3B k basis
6

. -cloc
Prescribye on an every 3-hour, around-the-¢

!‘.ttd ide u 1
¢ ovide up f opioi

¢ - Metha . anol may Pf ism of P!

lalge i done and levorph he metabol o individ-

glg, . Nere s individual variation 10 ety

L SBesice . ifferences dto@

L.al" Cs, dlld 1h|:|-l_x can I)C Siglnﬁcﬂnl d];'gezsc diﬂ-crcnces ea
fug ahsurptiqn and disposition. )

need for alterations d PAIN 221
In dosi
Ing for mayj 8. route of adminictoas:
’ AXimum 5 : mlmstmmn, a i
administr nalgesia in individua| patients, W iiriisaie

- While parenteral
» th uration of analgecia ; aneous) yields a faster onset
ioid dgesia s shorter unless a continuous

‘ of continuous subcut
' opioids, wi : 5 L utaneous
Besia (PCA) devj .p o With or without patient-controlled anal-

ittty roh B come commonplace in caring for cancer
late stages of disease,

Routes of administration,
route of administration of opio
convenience and cost, Immedia
phone preparations require th
Longer-acting. sustained-relea
codone preparations are now
analgesia (or longer), minim

The oral route is often the preferred
id analgesics from the perspectives of
te-release oral morphine or hydromor-
at the drug be taken every 3-4 hours,
s¢ oral morphine preparations and oxy-
available that provide up to 8-12 hours of
izing the number of daily doses required
for the control of persistent pain. Rescue doses of immediate-release,
sh'ort-acling opioid are often necessary to supplement the use of sus-
laln.ed-releasc morphine or oxycodone, particularly during periods
of titration or pain escalation. The transdermal fentanyl patch system
(Duragesic) also has applications in the management of severe pain in
cancer. Each transdermal fentanyl patch contains a 48- to 72-hour sup-
ply of fentanyl, which is absorbed from a depot in the skin. Levels in
the plasma rise slowly over 12-18 hours after patch placement, so, with
the initial placement of a patch, alternative opioid analgesia (oral, rec-
tal, or parenteral) must be provided until adequate levels of fentanyl are
attained. The elimination half-life of this dosage form of fentanyl is
long (21 hours), so it must be noted that significant levels of fentanyl
remain in the plasma for approximately 24 hours after t.he removal f’f
a transdermal patch. The transdermal system is not opll_mnl for rapid
dose titration of acutely exacerbated pain; however, a variety oqusagc
forms are available. As with sustained-release morphine preparations,
all patients should be provided with oral or parcnltcral rapidly acting
short-duration opioids to manage brcakthrough pain, 'ilu:. trrmsde.rma‘:
system is convenient and eliminates the remmd.crs of pain assncmted
with repeated oral dosing of analgesics. In patients with cancer 11nl
AIDS, it should be noted that the absorp:'mn of transdermal fcnlan):l
can be increased with fever, fresulti}?g in 1}:1crcascd plasma levels an
ion of analgesia from the patch.
S}u;:tiesrig':;)r:gg:toto nots that opioids can be administeer thro.uglll varé
ious routes: oral, rectal, transdermal, IV, subcutaneous, intraspinal, a'nll
even intraventricularly.”” There are ad\'fnntages and dlsadvnnc;.:xges. as we :
as indications, for the use of these various routes. Further |scu'5513nl(l}
ch alternative delivery routes as the intraspinal route are beyond the
B is chapter; however, interested readers are directed to the
aepe OE th;; alt;pCar,e Policy and Research Clinical Practice Guideline:
i:[gacnr:\?en(i:nt eof Cancer Pain® available free of charge through 1-800-4

cancer.

. The adequate treatment of pain in cancer

Appropriate ds?ds:rgfi"“ of the e‘}quianalgesic doses of Opio(ild drugs,
; d using morphine as a standard. Cross-

which are.ge:gtracl(l))m ‘;all:tlélzﬁ ong thgese d?ugs. Therefore, one-half to
tOlfl’aﬁlei is f the equianalgesic dose of the new drug should be given
two-thirds © dose when switching from one opioid to anot_her._‘“
as the starltmfi;f 2 patient receiving 20 mg of parenteral morphine is
For examp ‘l?'; d to hydromorphone, the equianalgesic dosc. of par-
to be 5\.,-;33 emorph""e would be 3.0 mg. Thu§, the staftmg dose
enteral hy rloh dromorphone should be approximately 1.5 to 2 mg.
of parentera Y siderable variability in the parenteral-to-oral ratios
There is also FO_I.‘d analgesics. Both levorphanol and methadone have
among the OPI;” Joral ratios, whereas morphine has a 1:6 and hydro-
1:2 immmuscusal;mmmusctll“mml ratio. Failure to appreciate these

I ini i lead to inadequate
morphone 2 . te of administration can lea quate
. nces in rou
dosage differe

Pain control.

also requirES con

" ing”) scheduling of
duling. Regular (“standing ).sc g
Stanq|(;18 :{IZ:;CSS ci:lethe fofndnlion of adequate pain control. It is
the opioid an
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Morphine
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Oxycodone

Hydromorphone

Methadone

Levorphanol

Meperidine

Fentanyl
Transdermal
System

Oxymorphone
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Table 30-

Equianalgesic routé

PO IM, IV, SC

PO

PO
PO
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IM, IV

PO
IM, IV

PO
IM

PO
IM
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IV

PO
IV, IM, SC

MPTOMS
9. Opioid analge

Dose (mg)

30-60"10

90-120

20-30
20-40

20
10

[ 35 TN N

0.1-01

10 mg

Analgesic onset

(hrs)

1-1%
14-1

12-18

ABBREVIATIONS: GI, gastrointestinal tract; PO, per oral; IM, intram

preferable to prevent the return of

it reo 4 eded”

e ,::lcurs. As needed” orders for chronic cancer
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ar administration of opioid

notable excepti

methadone js 4

and staff that is eas
analgesics, The typical Prescribing of

on. It j i
50 Y prescribed on ap

ften initial]

—— e
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ate to sev

Duration (hrs)  life (hrs)

rere pain in cancer patients

Plasma half-

% 2-3
3-6

8-12 THRESE
3% 2-3
§-12 Z:3
3_4 2-3
3-4 2-3
4-8 15-30
S 15-30
3-6 12-16
3-4 12-16
3-6 3-4
3-4 3-4
48-72 20-22
1-6 8

and Sustained. |
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accumulate with injyyy
dosing, requires care.
ful titration. Good orl
potency
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careful dose titrationp
first week. Note that
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4 hrs

Active toxic metabolite,
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accumulate (plasma half-
life is 12-16 hrs), especialy
with renal impairment d
in elderly patients, causirz
delirium, myoclonus, 2n¢
seizures

Transdermal patchis
convenient, b)?ﬁ-SSi“SGI
analgesia until depot &
formed. Not suitable fr
rapid titrationw

Long half-life butlow o
bioavailability 3‘ ]
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fable 30-10 Principles of opioid analgegic e

6 ropriate drug P s (R
| (‘h(‘"‘f;hn|:f;?cst dose possible
W

+ itrate d";‘:i od" doses selectively

e 80 ropriate route of administration

Use dn n‘r gr equivalent analgesic doses

& Fga"‘f;‘mbinatiou of opioid, nonopioid, and adjuvant druge
s Used ¢ o of tolerance g
g Bed™ and physical and psychological dependence

9, n

_—-____ﬁ‘__-_--——-—'_'

onus, nausea and vomiting, and persistin

1% d rotation using equianalgesic doses h

ofOP;Oin managing pain while decreasing the
e d severity of opioid toxicity.5

8 pain, Severg] strategies
ave been reported to be
tolerance as wel] a5 the

frequency an

effects. While the opioids are extremely effective analgesi
it side cﬁ‘ec‘ts are common and can be minimized if anticipa%edmii;
ad\.;,nce.Sed:qwn isacommon central nervous system (CNS) side effect
lly during the initiation of treatment. Sedation usuall A
ient has been maintained ; Y res.-olves
Jfier the patient has ! ned on a steady dosage. Persistent
sedation €an be a!lewated with a PS)_’Chostimulanl. such as dextroam-
hetamine, pemoline, or methylphenidate. All are prescribed in divided
doses in early morning and at noon. In addition, psychostimulants can
improve depressed mood and t::nhancc analgesia.® Delirium, of either
an agitated or 2 slomnole.nt variety, can also occur while the patient is
on opioid analgesics and is usually accompanied by attentional deficits,
disorientation, and perceptual disturbances (visual hallucinations and,
more commonly, illusions). Myoclonus and asterixis are often early signs
of neurotoxicity that accompany the course of opioid-induced delirium.
Meperidine (Demerol), when administered chronically in patients with
renal impairment, can lead to a delirium resulting from accumulation
of the neuroexcitatory metabolite normeperidine.? Opioid-induced
delirium can be alleviated through the implementation of three pos-
sible strategies: lowering the dose of the opioid drug presently in use,
changing to a different opioid, or treating the delirium with low doses
of high-potency neuroleptics, such as haloperidol. The third strategy is
especially useful for agitation and clears the sensorium. For agitated
states, IV haloperidol in doses starting at between 1 and 2 mg is useful,
with rapid escalation of dose if no effect is noted. Gastrointestinal side
effects of opioid analgesics are common. The most prevalent are nausea,
vomiting, and constipation.** Concomitant therapy with prochlorpera-
zine for nausea is sometimes effective. Since all opioid analgesics are not
tolerated in the same manner, switching to another narcotlic can be help-
fulif an antiemetic regimen fails to control nausea. Constipation caused
by narcotic effects on gut receptors is a problem frequently en'com:xterei,

and it tends to be responsive to the regular use of senna c.lerwqtn:s.
careful review of medications is imperative, since anuchoh_n?:igfcdl‘:egé
such as the tricyclic antidepressants (TCAs) can worsen oplmd -in u-‘Jn

constipation and can cause bowel obstruction. Respiratory e
isa worrisome but rare side effect of the opioid analgesics. Bcs‘pllra‘gg
dificulties can almost always be avoided if two gelfcfjl Pr.!\?:lpaéims.
adhered 10; start opioid analgesics in low doses in opiol :n_al(; anF:ll esics,
and be cognizant of relative potencies when switching opio! g »

foutes of administration, or both.

side
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“PPropriate and maximal utilization ofpsychotd. :
ugs, Particularly the TCAs, are useful as adju¥

) ropathic pain.
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Table 30-11, Psychﬂtropicn PAIN 223

djuvant analgesic drugs

with advanced discase

for pain in patients

Generic name Approximate daily
dosage range (mg) Route

:rlc.ydic antidepressants

mitriptyline
Nortriptyline 10-150 PO, IM
Imipramine 10-150 PO
Dastpimis 15.5-150 PO, IM
Cl p 10-150 PO
5 omipramine 10-150 PO

P 12-150 PO, IM
Heterocyclr‘c and

noncyclic

antidepressants
Tmzodcln?e 125-300 PO
Maprotiline 50-300 PO
Serofanfn-rcupmke

inhibitors
Fluoxetine 20-80 PO
Paroxetine 10-60 PO
Sertraline 50-200 PO
Citalopram 10-40 PO
Escitalopram 10-20 PO
Newer agents
Nefazodone 100-500 PO
Venlafaxine 75-300 PO
Duloxetine 20-90 PO
Mirtazapine 7.5-60 PO
Psychostimulants
Methylphenidate 2.5-20 bid PO
Dextroamphetamine 2.5-20 bid PO
Pemoline 13.75-75 bid PO
Modafinil 100-400 PO
Phenothiazines
Fluphenazine 1-3 PO, IM
Methotrimeprazine 10-20 q6h M, IV
Butyrophenones
Haloperidol 1-3 PO, 1V
Pimozide 2-6 bid PO
Antihistamines
Hydroxyzine 50 gdh-q6h PO
Anticonvulsants
Carbamazepine 200 tid-400 tid PO
Phenytoin 300-400 PO
Valproate 500 tid-1000 tid PO
Gabapentin 300 tid-1000 tid PO
Oxcarbazepine 300 bid-1800 daily PO
Pregabalin 50 tid-150 bid PO
Oral local anesthetics
Mexiletine 600-900 PO
Corticosteroids
Dexamethasone 4-16 PO, IV
Benzodiazepines
Alprazolam 0.25-2.0 tid PO
Clgnazepam 0.5-4 bid PO

ABBREVIATIONS: PO, per oral; IM, intramuscular; IV, intravenous; g6h, every 6
hrs; Bid, twice a day; tid, three times a day; qid. four times a day.
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\0 are in pain, but also
ave innate anal-

t analgesics is t0

the course of advanced disease in P“ﬁ.“.l(ljsd“: sand h
potentiate the analgesic effects of the opioid drug

djuvan
gesic properties of their own.*! A common use nf,?“;]piuid adjuvant drugs
manage neuropathic pain, In this population, n

ment
' MAY ded to comple

that are neuroactive or neuromodulatory may .be :::nnticonvulsant an
opioid therapy. The primary adjuvant mm]gcslmsr drugs are used.®
antidepressant medications but a variety of othe

ANTIDEPRESSANTS .
antidepressants as adjuvant

The current literature supports the use of ide variety of chronic pain

analgesic agents in the managcme:ﬂ of aw
. X P
syndromes, including cancer pain.

p ied, and proven

Aicylcs. Auitdpylne & e B0 mf();ltinsi::t;hti?als, nddfessing
effective as an analgesic, in a large number 0 bet have been shown
a wide variety of chronic pains.* Other ITC'AS t .a[ @ desipramine
to have cfficacy as analgesics indu.dc-llmlpmm:]?' ™ In 5 placebo-
nortriptyline,™ clomipramine,” doxepin,’ :{nd sertraline. el ingoet ]
controlled double-blind study of imipramine in ch}-onuc canc Pl
Walsh™ demonstrated that imipramine had mmlgcs.lc effects md:{' 2
dent of its mood effects, and was a potent co-analgesic when}:lsc. c:ﬂg’
with morphine. Sertraline has been showed to reduce hot flashes in early

i aking tamoxifen; however, compared to a
stage breast cancer patients t King a - TCAs are iséd
placebo the reduction was not significant.” In general, the Foai
in cancer pain as adjuvant analgesics, potentiating the 'eﬁ:c:ctf 0 ?‘p':jd
analgesics, and are rarely used as the primary ana]gn_:s:c.' Ventafridda
et al.™ reviewed a multicenter clinical experience with nm:dcp.rcssant
agents (trazodone and amitriptyline) in the treatment o.f chronic can-
cer pain that included a deafferentation of neuropathic component.
Almost all of these patients were already receiving weak or strong opi-
oids and experienced improved pain control. A subsequent randomized
double-blind study showed both amitriptyline and trazodone to have
similar therapeutic analgesic efficacy. Magni et al.” reviewed the use
of antidepressants in Italian cancer centers and found that a wide range
of antidepressants were used for a variety of cancer pain syndromes,
with amitriptyline being the most commonly prescribed, for a variety
of cancer pains, In nearly all cases, antidepressants were used in asso-
ciation with opioids. There is some evidence that there may be a sub-
group of patients who respond differentially to tricyclics and therefore
if amitriptyline fails to alleviate pain, another tricyclic should be tried.
The TCAs are effective as adjuvants in cancer pain through a number of
mechanisms that include (1) antidepressant activity, (2) potentiation or
enhancement of opioid analgesia,” and (3) direct analgesic effects.”

The heterocyclic and noncyclic antidepressant drugs such as tra-
zodone, mianserin, maprotiline, and the newer SSRIs, fluoxetine, and
paroxetine may also be useful as adjuvant analgesics for cancer patients
with pain; however, clinical trials of their efficacy as anal gesics have been
equivocal. There are several case reports that suggest that fluoxetine
may l?e_ a useful_adjuvam analgesic in the management of headache,®
fibrositis,* and diabetic neuropathy.® In a recent clinjcal trial, fluoxetine

was shown to be no better than placebo as a ic in paj
' n analgesic in ia-
betic neuropathy, gl e

SSRIs. Paroxetine is the first SSRI shown to be 3 hj
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been cicmoﬁ;e has been shown by Tasmuth etal# cr:» A moq
and .'.enla.f- intensity following treatment of breast Cancer e the,
imum pain ::k?: inhibitor of serotonin and nnrcpinep},,i' "Ie{f"
a dual reup ffective treatment for depression and fop - Nas h‘.\

tobeane e : Uz 0
Sh?r:‘;;l however, there are no trials in cancer patients. At thig ,, Pt
ain®%

" S Doy y
tidepressants have analgesic PrOperties ~ 0 j.

My
)

!

at many an , i i ey
det?r':}cl indication that any one drug is more eff'ec.:m-e tha cr( L
e he most experience has been accrued with AMitripy, . "ty
although the : Ptyling .
ith duloxetine. "y

tly w .
moISt ;ms:::m!l} sample, mirtazapine has been shown to i, ,',
n {

X Pro
‘tically significant, pain, nausea, appetite, insomn: Ough
! G:lt:;u‘c‘il:z ::Eall' but orfc must consider that paticm_gr}l:f[ i’;it-’t
ety. likely to show decline in these symptoms, not i, Tovegy .
;:Zynhagen et al’? has shown that in a.lac;ge sample of 594 Paiii?
from baseline to endpoint (a 6-wee k.rglﬁ ) mc{rtazapmf_- Signiﬁq;.f
improves pain, sleep disturbances, irritability, and exhaustion :

not st

Hate dosage of antidepressant adjuvant ang|
tera:IPsP:;l: ppropriate fio,sage’. there is evidence !hat the li:iafumi
analgesic effects of amitriptyline are correlat_ed with serum level e
as the antidepressant cﬁ'cc;ts are, and a'nalgesm treatment failurci;du;
to low serum levels.” A high-dose regimen of up to 150 mg of amijy;,
tyline or higher is suggested.”* As to the time course of Onset of gy
gesia or with antidepressants, there appears to be a biphasic Proceg
that occurs with immediate or early ana.lgcslc effects that occur wiky,
hours or days™ and later, longer analgesic effects that peak OVera 4.y,
6-week period.’

Treatment should be initiated with a small dose of amitriptyline, f;,
instance, that is, 10-25 mg at bedtime especially in debilitated patients
and increased slowly by 10-25 mg every 2-4 days toward 150 mg ¥ith
frequent assessment of pain and side effects until a beneficial effect
achieved. Maximal effect as an adjuvant analgesic may require contiry
ation of drug for 2-6 weeks. Serum levels of antidepressant drug, whey
available, may also help in management to assure that therapeutic serun
levels of drug are being achieved.

Both pain and depression in cancer patients often respond to lose
doses (25-100 mg) of antidepressant than are usually required in the
physically healthy (100-300 mg), most probably because of impairel
metabolism of these drugs,

Choosing the appropriate antidepressant adjuvant analg!}it
drug. The choice of drug often depends on the side-effect profil, mﬁj
ing medical problems, the nature of depressive symptoms if?“““tji.:‘
past response to specific antidepressants. Sedating drugs like amiry
tyline are helpful when insomnia complicates the presence of pain &
depression on a cancer patient. Anticholinergic properties of so:neh
these drugs should also be kept in mind. Qccasionally, in patients *>
have limited analgesic response to a tricyclic, potentiation of ar’lsi‘]i‘fJ
can }ae accomplished with the addition of lithium augmentation.”

. Tricyclic antidepressants haye been shown to be as effective 2522
sics for mucositis when compared to opioids and for patients for*™*
opioids are contraindicated TCAs may be used.

MONOAMINE OXIDASE INHIBITORS

Monoamint‘ oxidase inhibitors (MAOIS) are less useful in the al;:;i
ltnl:t%v because of dietary restriction and potentially dangerous in M
. :En I\f{AOIs and narcotics such as meperidine. Anl?i".“snI i
Pro::;g v ,able' Phenelzine has been shown to have adju¥7
PETties in patients with, atypical facial pain and migrain®

ANTICONVULSANTS ot
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i:leflted anticonvulsant drugs appear to be analgesic fof TI i 1;
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with parﬁpemnce also supports the use of these n%i::ci"*‘ﬂm{:' e
to a far el neuropathic pains that may not be 2% e
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esser extent, in those with neuropathic punt
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; rsesthesias. Although, i %
-y continuous g)‘c:usc of the oudg r::-:n L0 P ocHtidites
lelf ) amazepine DTS & SPonse rates observed in

ged 7 neuralgia. it is, -gc]:‘lfim]!}', not cgrrcntly perceived as a fipst.
™ alsant analgesic. Carbamazepine must be used cautious|
Jine nn“‘l‘ with thrombocytopenia, those at risk for marrow faily :
i pati€ . vhose blood counts must be monitored to determine dis re,
ond tht’:“_cml newer anticonvulsants are now commonly used in‘:‘z:lse
atis ‘nct of neuropathic pain,lparti.cularly in cancer patients with ch:,f
v-induced neuropathic pain syndromes. These drugs includ
o tin, p,cgabalin. nxc:irbazepmc. .Iamotrigine, and felbamate, ()L;'
g aticonvulsants, anec otal experience has been most fav
3 pentin, which is now being widely used by pain special

;mal - curopathic pain of various types. Gabapentin has a relativel
I3

orable
ists to

. : L . high
o of safety, including no known drug-drug interactions and); ]:ll%k

T aatic metabolism.®* Treatment with gabapentin is usually init:
::f :] dose of 300 mg per day and then gradually increased to a 30;:1;:;;?:
H0-3200 mg per day in three divided doses. Pregabalin is Food and

rug Administration (FDA)-approved for neuropathic pain associated
vith dizbetic neuropathy as well as for postherpetic neuralgia. A ran-
domized p]acebo-coptmllcd trial reported by Dworkin et al** demon-
rated that pregabalin at doses of 300 mg or 600 mg daily, significantly
reduced pain by 30% after 8-week treatment. Oxcarbazepine has shown
in small clinical trials to be effective in the management of trigeminal
neuralgia and diabetic neuropathy.”

PSYCHOSTIMULANTS

The psychostimulants dextroamphetamine and methylphenidate are
useful antidepressant agents prescribed selectively for medically ill
ancer patients with depression.” Psychostimulants are also useful in
diminishing excessive sedation secondary to narcotic analgesics, and are
potent adjuvant analgesics. Bruera et al*® demonstrated that a regimen of
10 mg methylphenidate with breakfast and 5 mg with lunch significantly
decreased sedation and potentiated the analgesic effect of narcotics in
patients with cancer pain. Dextroamphetamine has also been reported
to have additive analgesic effects when used with morphine in postop-
erative pain.!™

In relatively low dose, psychostimulants stimulate appetite, promote
asense of well-being, and improve feelings of weakness and fatigue in
ancer patients. Treatment with dextroamphetamine or methylpheni-
date usually begins with a dose of 2.5 mg at 8 a.m. and at noon. The dos-
geis slowly increased over several days until a desired effect is achieved
or side effects (overstimulation, anxiety, insomnia, paranoia, confusion)
intervene, Typically, a dose greater than 30 mg per day is not necessary
dthough occasionally patients require up to 60 mg per day. Patients
Usually are maintained on methylphenidate for 1-2 months, and approx-
imately two-thirds will be able to be withdrawn from methylphenidate
Without a recurrence of depressive symptoms. Those "f'h" do recur can
¢ Maintained on a psychostimulant for up to ] year without 51gn1ﬁcaé1:

use problems. Tolerance will develop and adjustment of doseTIRY OS
Mecessary, A strategy we have found useful in treating canccr pain a;;os
Caled with depression is to start a psychostimulant (starting dose ?I'C;\
Mg of methylphenidate at 8 a.m. and at noon) and then to :;;‘Idta f the
ﬂi;: Slevera| days to help prolong and potentiate the short effect ©

ulant,

Modafinil is a wakefulness agent, FDA approved for the treatmigtso'f
cXeessive daytime sedation secondary to sleep disorders (€. na:ic]f Es };
Seep apnea), but often used clinically in the palliative care etion

mild py, . : 102 tested modafinil
4 psychostimulant.”! A study by DeBattista ! nlons(: to antidepres-

v Ubjects with major depression and partial FESPEPRC L/ o igcanty
imms' ¢nd found that adjunctive treatment ey ore, modafinil
Proved fﬂliguc and depressive symptoms. Furthermore,

Wias ! \ : o0 and cognitive function-
ing [ o4 10 increase attention, concentrarioh d cancfr treatment, and

g ...

mﬁdl dligue is a common symptom of cancer an tients with multiple
. “flrllll has been shown to improve fatigue 10 | ad s ranging from
5;}:("’“ and in cancer populations.'”’ Modafinil, in ?:;c[rcut fatigue as
w290 mg, s used in the palliative care SEUIEY T R cetting o
b, W counteract the sedation caused by OPIOIS agent, and its
iy Management, Modafinil is not @ 5ympmhom|mcllc gent,
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; and abuse may be signi
: Y be significantly
amine or mfthﬂphenidaie,m il than with agents such as dextroamphet-

NEUROLEPT]
CEOAND ANTIPSYCHOTIC AGENTS
Meth R CANCER PAIN
ethotrimeprazine is a phenothiagi :
phine, has none of the gpif)?gt];?ezcl:w b i Bt ot
produces analgesi 5 on gut motility, and probably
algesia through a-adrenergic b 105 :
are opioid tolerant, it rovid TgIC 'nckade. In patients who
analgesia by a nonanii oy A Alternative approach in providing
B ¥ @ nonopioid mechanism, It i i
soh X . anism. It is a dopamine blocker and
as antiemetic as well as anxiolytic eff i i
produce sedation and h dolytic eflects. Methotrimeprazine can
slow IV infusion. U Ypotension and should be given cautiously by
ability (c smn: : nfort.unately, methotrimeprazine has limited avail-
Other l.-lg-, u?:.!m.'lablc in the United States, but available in Canada).
(Co phenothiazines such as chlorpromazine and prochlorperazine
havm]}?az'me) are useful as antiemetics in cancer patients, but probably
e limited use as analgesics." Fluphenazine in combination with
TCAs hasbeen shown to be helpful in neuropathic pains.”” Haloperidol
is the drug of choice in the management of delirium or psychoses in
cancer patients, and has clinical usefulness as a co-analgesic for cancer
pain."™ leOZidE‘(O rap), a butyrophenone, has been shown to be effec-
tl;': alszan analgfjstc Il':: the management of trigeminal neuralgia, at doses
of 4-12 mg per day.

Atypical antipsychotics, such as olanzapine, risperidone, quetiapine,
apiprazole, and ziprasidone are primarily used to treat delirium in the
palliative care setting. Boettger and Breitbart"* suggest that olanzapine
and risperidone are the atypical antipsychotics with the most demon-
strated efficacy for managing the symptoms of delirium; however, smaller
studies and case series reports suggest potential benefit for quetiapine,'®®
ziprasidone,” and apiprazole." Olanzapine' has been used to treat
unmanaged pain in the context of anxiety and mild cognitive impair-
ment. Patients received 2.5-7.5 mg of olanzapine daily. Daily pain scores
decreased; anxiety and cognitive impairment resolved. Aripiprazole has
been shown to be potentially beneficial in reducing bone pain.'*

ANXIOLYTIC AGENTS AND CANCER PAIN

Hydroxyzine is a mild anxiolytic with sedating and analgesic prop-
erties that are useful in the anxious cancer patient with pain.** This
antihistamine has antiemetic activity as well. One hundred milligrams
of parenteral hydroxizine has analgesic activity approaching 8 mg of
morphine, and has additive analgesic effects when combined with
morphine. Benzodiazepines have not been felt to have direct analgesic
properties, although they are potent anxiolytics and anticonvulsants.™
Some authors have suggested that their anticonvulsant properties
make certain benzodiazepine drugs useful in the management of neu-
ropathic pain. Recently, Fernandez et al."® showed that alprazolam,
a unique benzodiazepine with mild antidepressant properties, was a
helpful adjuvant analgesic in cancer patients with phantom limb pain
or deafferentation (neuropathic) pain. Clonazepam (Klonopin) may
also be useful in the management of lancinating neuropathic pains in
the cancer setting, and has been reported to be an effective analgesic
for patients with trigeminal neuralgia, headache, and posttraumatic
neuralgia."® With the use of midazolam by [V in a panr:.nt-contml.led
dosage, there was no reduction in the use of postoperative morphine
requirements or in the patient’s perception of pain.!” Intmthet-:al mida-
zolam in animal models, however, has been shown to potentiate mor-

phine analgesia."*

CORTICOSTEROIDS

Corticosterold drugs have analgesic polentiafl in a variety of (lzlhmm‘c
pain syndromes, including neuropathic pains and pain_syn roa?:g‘s
resulting from inflammatory processes.®! l.lkc_ (?:her ;tcljutaw}nt m: i:\
sics, corticosteroids are usually added to an o;?mul rcgnmmt.. l‘l ;:‘\“::; ‘
with advanced disease, these drugs may also improve appetite, nausea,
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PLACEBO

A mention of the placebo response is important to hsghll%ﬂ thra:;rel:fo
understandings and relative harm of this ghenomennnl. 13 pcm)us
response is common, and analgesia is mediated tlutm!g1 l:‘nh og et
opioids. The deceptive use of placebo response to d:stmgm:r pS} s
genic pain from “real” pain should be avoided. Placebos are e c.cl:i\.e :nd
portion of patients for a short period of time only and are not indicate
in the management of cancer pain.
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