11. CANCER PAI N AND PALLI ATI ON

Jennifer Reifel, MD.

Wi | e supportive care was not one of the original clinical areas selected
for the devel opment of quality indicators, the Oncol ogy and H V Panel felt
that this was a significant om ssion. Based upon the panel's reconmendations,
the staff drafted four indicators for cancer pain managenent and the treatnent
of vomiting. The panel accepted two indicators for pain managerment and one
i ndi cator for the prevention of chenotherapy-induced enesis. The core
references for this chapter include a chapter on cancer pain in the textbook
Supportive Care (Cherny, 1998), the AHCPR (Jacox et al., 1994) and ASCO (1992)
clinical practice guidelines for the managenent of cancer pain, and the
Nati onal Cancer Institute (1997) statenent on the management nausea and

vom ting from CancerNet PDQ Information for Health Care Professionals.
CANCER PAI N

| mport ance

Cancer is diagnosed in over 1 million Anericans each year. Approximately
8 million Anericans either currently have cancer or have a history of cancer
(Jacox et al., 1994). The preval ence of pain in patients newly diagnosed wth
cancer is approxinmately 30 percent. |In patients with advanced di sease, the
preval ence of pain approaches 80 percent (Cherny, 1998). Anmpong cancer
patients with pain, 40 to 50 percent report it to be noderate to severe and an

additional 25 to 30 percent describe it as very severe (Jacox et al., 1994).

Di agnosi s

Cancer pain is frequently undertreated and the nost inmportant reason for
this is inadequate assessnment (Jacox et al., 1994; Cherny, 1998.). Studies
have shown that the nost inportant predictor of inadequate pain relief is a
di screpancy between the patient's and physician's eval uation of the severity
of the pain (Cherny, 1998; Jacox et al., 1994). For this reason, the AHCPR
Cui del i ne makes this reconmendation: "Health professionals should ask about
pain, and the patient's self-report should be the primary source of

assessnent” (Jacox et al., 1994).
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Initial pain assessnent should include a description of its character and
intensity (Cherny, 1998; Jacox et al., 1994; ASCO 1992). Pain rating scales
can be useful adjuncts to patient's qualitative description of the pain and
are recommended in the AHCPR and ASCO gui del i nes (Jacox et al., 1994; ASCO
1992). In addition, a conplete physical exam as well as appropriate
di agnostic tests, should be perforned to attenpt to |localize the pain and
determ ne its cause (Cherny, 1998; Jacox et al., 1994; ASCO 1992).

Pai n associated with cancer can have many etiol ogies. Acute pain may be
the result of diagnostic or therapeutic procedures, anticancer therapies (such
as the intravenous infusion of chenotherapy), infections, or paraneoplastic
conplications (such as thronboses). Most chronic cancer pain is caused by the
| ocal effects of the tumor on bones or nerves. Bone netastases are the nost
conmon cause of chronic pain in cancer patients (Cherny, 1998).

Based upon the these guidelines and the advice of our expert panel, we
proposed, and the panel accepted, a quality indicator that requires an
assessnment of cancer pain at |least once every six nonths for all patients with
cancer netastatic to bone (Jacox et al., 1994; ASCO 1992) (Indicator 1).

Wil e all cancer patients should be vigilantly evaluated for pain on an
ongoi ng basis, this indicator is limted to patients with nmetastases to bone
since this well-defined group has the highest preval ence of cancer pain
Furthernore, in the absence of published guidelines on the frequency of pain

assessment, we have sel ected every six nonths as a m ni nrumrequirenment.

Tr eat ment

Cancer pain can be controlled in approximtely 90 percent of patients
wi th standard anal gesic therapy (Jacox et al., 1994). The Wrld Health
Organi zation has devel oped a well-validated and wi dely accepted anal gesic
| adder for the effective titration of pain medications in cancer patients
(WHO, 1996; Berger et al., 1998; Jacox et al., 1994; ASCO 1992). This
anal gesi c | adder has three steps. The first step, for mld pain, is a non-
steroi dal anal gesic nedication (NSAID). For noderate pain, or pain that does
not respond to step one, the clinician should nove to step two: a weak
opi oid, such as codei ne or hydrocodone, in conmbination with an NSAID.
Patients with severe pain, or pain that is not relieved by the step two
approach, should be treated with step three nedications: strong opioid drugs

such as norphi ne, hydronorphone, nethadone, or fentanyl. The opioid doses
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shoul d be increased as needed to control pain. Based on the WHO approach, and
AHCPR and ASCO gui del i nes, we proposed an indicator requiring that cancer
pati ents whose pain is uncontrolled be offered a change in pain managenent
within 24 hours of the pain conplaint (Jacox et al., 1994; ASCO 1992)
(I'ndicator 2). The panel accepted this indicator

Pal liative radiation therapy is an inportant adjuvant to the
phar macol ogi cal treatnment of pain. Radiation therapy is indicated in the
treatment of synptonatic netastases where tunor infiltration has caused pain
conpressi on, bleeding or obstruction (Jacox et al., 1994; Cherny, 1998). The
treatment of bony nmetastases with localized radiation therapy results in at
| east partial relief of synptonms in over 70 percent of patients (Jacox et al.
1994; Berger et al., 1998). However, the effectiveness and durability of
radi ati on therapy in producing pain relief is dependent upon the |ocation of
the tunor as well as the type (sonme tunors are |less radiosensitive.) In
addition to external beamradiation, systenic radioi sotopes, such as
Strontium 89, are also available. System c radioi sotopes provide an
attractive alternative for patients with w dely dissem nated bone netastases
(Jacox et al., 1994; Berger et al., 1998). The AHCPR Cui deline reconmends
t hat non-invasi ve pharnacol ogi ¢ anal gesic therapies be attenpted prior to the
nore invasive approach required with radiation therapy. The Oncol ogy and H V
Expert Panel considered a quality indicator specifying that patients with
pai nful bony netastases, who are unresponsive to or intolerant of narcotic
anal gesi a, should be offered radiation therapy or Strontium89 wthin one week
(I'ndicator 3). This indicator was dropped by the panel due to low validity

and feasibility scores.

CHEMOTHERAPY ASSOCI ATED EMESI S

| nportance

Prevention and treatnent of nausea and vomiting in cancer patients is of
par amount i nportance as the synmptomcan lead to serious netabolic
derangenents, deterioration of physical and nental well-being, decreased
functional status, and withdrawal frompotentially curative treatnment.
(National Cancer Institute, 1997) Five different enmesis syndromes have been

identified and described in patients receiving chenot herapy:
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1. Acute chenptherapy-induced enesis is defined as nausea and vomiting
that occurs within the 24-hour period i mediately follow ng
chenot herapy adm ni stration.

2. Del ayed enesis begins after the first 24-hours follow ng chenot herapy.

3. Anticipatory enesis is a behaviorally conditioned response that occurs

prior to subsequent chenotherapy in response to a stinmulus (such as
the nurse starting the intravenous |ine.)

4. Breakthrough enesis is vomting that occurs on the day of chenotherapy

in spite of appropriate prophyl axis.

5. Refractory enesis is vomting that occurs despite optinal antienetic

treatment in previous course (Cherny, 1998).

The nost inportant factor in determ ning whether a patient experiences
nausea and voniting with chenotherapy is the enetogenicity of the chenotherapy
(Hasketh et al., 1997; National Cancer Institute, 1997; Cherny, 1998).

Chenot herapy agents are classified according to their enetogenic potential
based upon the percentage of patients who will experience enesis with that
drug adninistered as a single agent (Hasketh et al., 1997; National Cancer
Institute, 1997; Cherny, 1998). |In addition, the potential for enmesis with
nost chenot herapy agents increases with increasing dose and can often be
wor sened when it is given in conbination with other agents (Hasketh et al.
1997) .

Tr eat ment

There are many drugs avail able to treat chenotherapy associ ated enesis,
i ncl udi ng prochl orperazi ne, netocl oprom de, |orazepam and steroids. However,
the use of highly selective antagonists of the type 3 serotonin receptor has
had the greatest inpact on controlling synptons from hi ghly enetogenic
chenot herapy. |In random zed controlled trials, the serotonin antagoni sts have
denonstrated equal or superior efficacy to high dose metocl opronide, with
fewer side effects, for acute chenot herapy-induced enesis (National Cancer
Institute, 1997; Cherny, 1998). However, studies of serotonin antagonists for
the treatnent of del ayed chenot herapy-induced enesi s have not shown themto
have an advant age over conventional therapies (National Cancer Institute,
1997; Cherny, 1998). The FDA indication for intravenous preparations of

serotoni n antagoni st anti-enetics is limted to the prophyl axis of
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chenot her apy-i nduced enesis in the setting of highly enetogeni c chenot herapy
(National Cancer Institute, 1997).

Consistent with the literature, we proposed a quality indicator requiring
that all patients receiving highly or severely enetogeni c chenot herapy (see
Table 11.1) be offered concurrent type 3 selective serotonin antagoni st anti-

enetic therapy (Indicator 4).

Table 11.1
Severely and Hi ghly Enetogenic Chenot herapy Agents

Severel y Enetogenic Agents H ghly Enetogeni c Agents
Carnustine (>250 ny/ nt) Car bopl atin
Cisplatin (>50 ng/nf) Carnustine (<250 ny/nt)
Cycl ophosphani de (>1500 ny/ n¥) G splatin (<50 ny/ nt)
Dacar bazi ne Cycl ophospham de
Mechl or et hani ne (>700 ng/ nt and <1500 ng/ nf)
Strept ozocin Cyt ar abi ne (>1g/ nf)

Doxor ubi ci n (>60 ny/ nt)
Met hot rexat e (>1000 ng/ nf)
Procar bazi ne

Source: Adapted from Heskath et al., 1997
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RECOVMVEDED QUALI TY | NDI CATORS FOR CANCER PAI N AND PALLI ATI ON

The following indicators apply to men and women age 18 and older.

who are noted to be unresponsive to or
intolerant of narcotic analgesia, should
be offered one of the following within one
week of the notation of pain:

» Radiation therapy to the sites
of pain;
« radioactive strontium therapy.

Quality of
Indicator Evidence Literature Benefits Comments
Diaghosis
1. Patients with metastatic cancer to bone -2, 11 Jacox et al., 1994; | Improve pain While all cancer patients should have their pain
should have the presence or absence of ASCO, 1992 management. addressed, we have limited this quality indicator
pain noted at least every 6 months. to patients with bony metastases since this is the
group with the highest prevalence of pain.
Treatment
2. Cancer patients whose pain is ] Jacox et al., 1994; | Reduce pain. Cancer pain can be controlled in 90% of patients
uncontrolled should be offered a change ASCO, 1992 with standard analgesic therapy.
in pain management within 24 hours of
the pain complaint.
3. Patients with painful bony metastases, II-1, -2, 1l | Jacox et al., 1994 | Reduce pain. 70% of patients with painful bony metastases will

have at least partial relief of symptoms with
radiation therapy.

4. Patients receiving emetogenic
chemotherapy should be offered
concurrent potent antiemetic therapy
(e.g. 5HT blockade).!

National Cancer
Institute, 1997

Reduce emesis.

In RCTs, serotonin antagonists have
demonstrated superior efficacy to
metoclopromide.

Definitions and Examples

1
Potent antiemetic therapy: Ondansetron (Zofran), granisetron (Kytrel), dolasetron mesylate, tropisetron, batanopride.

Quality of Evidence Codes
| Randomized Controlled Trial (RCT)

-1 Nonrandomized controlled trials
11-2 Cohort or case analysis
11-3 Multiple time series

1 Opinions or descriptive studies
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