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Purpose This study reports the incidence of distress, the factors associated with distress, and
a practical strategy to resolve distress in patients with head and neck cancer who are starting
palliative chemotherapy.

Methods Adult patients with head and neck cancer planned for palliative chemotherapy under-
went distress screening before the start of treatment as part of this single-arm prospective study.
Patients who had a distress score > 3 on the National Comprehensive Cancer Network (NCCN)
distress thermometer were counseled initially by the clinician. Those who continued to have
high distress after the clinician-led counseling were referred to a clinical psychologist and were
started on palliative chemotherapy. After counseling, distress was measured again. The relation
hetween haseline distress and compliance was tested using Fisher's exact test.

Results Two hundred patients were enrolled, and the number of patients with high distress was 89
(44.5% [95% Cl, 37.8% to 51.4%]). The number of patients who had a decrease in distress after
clinician-led counseling (n = 88) was 52 (59.1% [95% Cl, 48.6% to 68.8%]) and after psychologist-
led counseling (n = 32) was 24 (75.0% [95% Cl, 57.6% to 72.2%]; P =.136). Compliance rates
did not differ between the patients with or without a high level of distress at haseline (74.2%
v7117.4%, P = .620).

Conclusion The incidence of baseline distress is high in patients awaiting the start of palliative
chemotherapy. It can be resolved in a substantial number of patients using the strategy of clinician-
led counseling, with additional referral to a clinical psychologist as required. Patients with a
greater number of emotional problems usually require psychologist-led counseling.
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INTRODUCTION and all patients (100%) had physical problems.®
These data stressed the need to consider dis-
tress screening in routine practice. Patients with
head and neck cancer who are undergoing pal-
liative chemotherapy frequently have physical

symptoms, disfigurement, and disablement and

Distress is the sixth vital sign.! It must be mon-
itored at every important decision-making point
in patients with cancer.? Distress management is
a necessity because patients with high distress

are frequently noncompliant with treatment pro-
tocols and follow-up.3* In addition, high distress
is associated with a poor quality of life in patients
with cancer.® The authors of this study had pre-
viously conducted a feasibility study on the use
of the National Comprehensive Cancer Network
(NCCN) distress thermometer (DT) for distress
screening in south India. In that study, 80%
of patients undergoing palliative treatment had
a high distress score. Furthermore, > 80% of
patients with high distress scores had emotional
problems, nearly 50% had practical problems,

© 2018 hy American Society of Clinical Oncology

are socially isolated.”!* Hence, distress screening
in such patients is of prime importance.'?

This study was designed to capture the expec-
tations and preferences of patients with head
and neck cancer warranting palliative chemo-
therapy and to identify the incidence of dis-
tress and the factors associated with it in these
patients. The expectations and preferences of
these patients have already been published else-
where.'3 This study concentrates on distress-
related key secondary end points. Routine
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distress screening may not be feasible in devel-
oping nations because of limited manpower
resources.® A clinical psychologist may not be
available in each cancer site’s outpatient depart-
ment. Furthermore, in centers with a high patient
load, it is not feasible for each patient with high
distress to be counseled by a psychologist in
routine practice.!* Hence, a practical strategy
was considered and tested in this study. In this
strategy, patients with high distress were coun-
seled initially by the treating physician and were
referred to a clinical psychologist only if the dis-
tress was high after this clinician-led counseling.
In this post hoc analysis, we studied the efficacy
of this strategy in relieving distress.

METHODS
Eligibility Criteria

Adult patients with head and neck cancer who
are planned for treatment with palliative chemo-
therapy were enrolled in this study. Treatment
decisions were made for all patients after a mul-
tidisciplinary joint clinical discussion. Details of
the inclusion and exclusion criteria for this study
are published elsewhere.'3

Study Design

This was a prospective, single-arm, observational
study conducted in the Department of Medical
Oncology of Tata Memorial Centre. Before start-
ing palliative chemotherapy, patients underwent
protocol-defined structured counseling that
included details of diagnosis, stage of disease,
prognosis, benefits and risks of chemotherapy,
cost of chemotherapy, precautions to be taken
during chemotherapy, and details of financial
assistance schemes. The protocol-defined stru-
ctured counseling proforma is provided in
the Appendix (online only). After counseling,
patients were administered the NCCN DT by the
physicians.

The NCCN DT is a validated tool for distress
screening that is composed of a graphical repre-
sentation of a thermometer marked from 1 to 10,
on which patients mark their perceived level of
distress. In addition, a problem list is provided,
in which 37 problems in six domains are listed.'®
Patients with a distress score of = 4 were consid-
ered to have high distress and were asked to fill
in the problem list as well.?

Patients who had a distress score of < 4 on the
DT were started on palliative chemotherapy and
were followed up at 2-month intervals. Patients
who had a distress level of = 4 on the DT were
counseled by the one of the clinicians. Coun-
seling focused on tackling the distress accord-
ing to the problems identified by the patient in
the problem list. Examples of counseling points
included symptomatic treatment and its bene-
fit for patients with concerns regarding physical
problems, financial support schemes and its
access when financial problems were identified,
and assurance of an early start of treatment.
The counseling was conducted in the outpatient
department clinic itself on the same day. The
average time spent in counseling varied with the
number of problems identified on the problem
list, but it took an average of 10 minutes.

The NCCN DT was readministered immediately
after this counseling, and patients who still had
a distress level of = 4 were referred to a psychol-
ogist. Patients were counseled by the psychol-
ogist, after which distress was measured again
using the DT. An appointment with the psychol-
ogist was placed within 48 hours. The palliative
chemotherapy was started after the psychol-
ogist counseling. Patients were followed up at
2-month intervals. The follow-up continued as
long as the patients were alive.

Study Oversight

This investigator-initiated study was approved
by the institutional ethics committee of Tata
Memorial Centre. The study protocol was reg-
istered with the Clinical Trial Registry of India
(CTRI/2015/11/006392). All patients gave their
written informed consent before enroliment
in the study, and the study was conducted in
accordance with good clinical practice guide-
lines and the Declaration of Helsinki.

Statistical Analysis

The statistical analysis was performed using
SPSS (SPSS, Chicago, IL) and R studio. Descrip-
tive statistics in the form of frequencies were
calculated to describe the distress at baseline.
The efficacy of clinician and psychologist-led
counseling was expressed in percentages with
their respective 95% Cls. Binary logistic regres-
sion analysis was performed to determine the
factors associated with high baseline distress.
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The factors studied were age (= 70 years or
< 70 years), sex (male or female), socioeconomic
status (above the poverty line or below the pov-
erty line), and residential address (Mumbai, rest
of Maharashtra, or rest of India).1?1%18 Income of
< 1.9 USD per day was considered to be below
the poverty line.

A binary logistic regression analysis was also per-
formed to identify patients in whom distress was
resolved with clinician-led counseling. The fac-
tors tested were the number of problems in each
domain, considered as a continuous variable
per domain. The domains consisted of practi-
cal problems (maximum count: 5), emotional
problems (maximum count: 6), family problems
(maximum count: 4), spiritual problems (max-
imum count: 1), and physical problems (maxi-
mum count: 21).

We considered patients as noncompliant if any
one of the following events had occurred: (1) the
patient was lost to follow-up, defined as miss-
ing any visit between baseline and the 6-month
visit; a delay in attending a scheduled visit by
> 15 days without prior information was also
considered to be lost to follow-up; (2) the patient
received treatment at an outside center whose
protocol diverged from that at our center; or (3)
the patient attended for regular follow-up but was
not taking chemotherapy medications regularly.

Patients who complied with the study protocol
until 6 months after the start of therapy were
considered to be compliant. The association
between baseline distress and compliance was
tested using Fisher's exact test. A two-sided
P value of < .05 was taken as significant.

RESULTS

Baseline Distress, Problem List, and Factors
Affecting Distress

Two hundred patients were enrolled in this study
between December 2015 and April 2016, and
data regarding baseline distress were present
in all patients. The median distress score was
3 (range, O to 10). Eighty-nine patients (44.5%
[95% Cl, 37.8% to 51.4%]) were found to have
high distress (ie, a distress score of = 4 on the
DT). Table 1 provides the details of the prob-
lems listed by these 89 patients. The major
physical and practical problems experienced
were related to pain, change in appearance, and
concerns regarding finance or insurance. These

were present in nearly two thirds of the patient
population with a high distress score. Table 2
provides the details of the baseline patient-re-
lated factors that we postulated may affect dis-
tress. None of the factors tested were found to
be associated with high distress. None of the
patients had problems confined to only a singu-
lar domain on the problem list.

Efficacy of Clinician-Led and Psychologist-Led
Counseling

Among the 89 patients who had high distress,
88 patients (98.9%) underwent clinician-led
counseling. Of these 88 patients, 52 (59.1%
[95% Cl, 48.6% to 68.8%]) had a reduction
in their distress score to < 4 after the initial
counseling by the clinician. One patient refused
clinician-led counseling and hence was started
directly on palliative chemotherapy. Patients
with a greater number of emotional problems
had a persistence of high distress in clinical
counseling on binary logistic regression analysis.
Details are listed in Table 3. Thirty-six patients
were referred for psychological counseling in
view of their high distress score. Of these, four
patients refused counseling with a clinical psy-
chologist. The number of patients in whom the
distress decreased (to a distress score of < 4)
after counseling by a trained clinical psycholo-
gist was 24 (75.0% [95% Cl, 57.6% to 72.2%]).

Impact of Distress on Compliance

Of the 200 patients enrolled in the study, 48
patients (24.0%) were noncompliant. Among
these, 35 patients (17.5%) were lost to follow up,
four patients (2.0%) changed their protocol-
defined treatment, and nine patients (4.5%)
were noncompliant in taking the prescribed oral
chemotherapy. Patients with a high baseline dis-
tress score (score = 4) had the same compliance
rate as patients with a low distress score (score
of < 4; 74.2% v 77.45, P = .62). Similarly, we
observed no difference in the compliance rates
between patients in whom distress was amelio-
rated after clinician-led counseling and those in
whom high distress (score = 4) persisted (75%
v72%, P=.809; Table 4). A total of 62.5% of
patients with persistent distress after the second
round of counseling, led by the clinical psychol-
ogist, were compliant with additional therapy. In
contrast, 83.3% of the patients in whom distress
decreased after the second round of counseling

jgo.org JGO — Journal of Global Oncology


http://www.jgo.org

were found to be compliant with additional ther-
apy and follow-up. This difference was not statis-
tically significant (P = .327).

Distress and Overall Survival

The median overall survival in patients with
high baseline distress (score of = 4) was 199
days (95% Cl, 156.6 to 241.4 days), whereas
the median overall survival in patients with low
distress was 193 days (95% ClI, 177.7 to 208.3
days; P =.880). However, the cohort of patients
who had a high distress score after psychologist-
led counseling had a numerically inferior median
overall survival (145 days v 198 days, P =.331).

DISCUSSION

Head and neck cancers are the most common
cancers in India, with a 5-year prevalence of
1,45,087 cases.'® These cancers are associated
with high rates of distress.”?10122021 The inci-
dence of suicide, depression, and anxiety is also
high in these cancers.>?>?* Among patients with
head and neck cancer, those awaiting the start
of palliative chemotherapy are expected to have
the greatest degree of distress. It is often felt that
detailed counseling about the disease status
and its prognosis, the risks and benefits of pal-
liative chemotherapy, and its cost and dura-
tion may further contribute toward this distress,
especially in patients who lack financial, social,
and practical resources (stay, transport, and so
forth).®

To the best of our knowledge, before this study,
distress had never been studied systematically
in patients with head and neck cancer who are
undergoing palliative chemotherapy. Our data
highlight the importance of this distress, because
we have shown that nearly 40% of patients have
high distress after counseling. However, this is
substantially less than the prevalence of distress
noted in similar patient groups, which may be
indicative of the fact that detailed counseling
regarding the treatment and prognosis may not
result in high distress. Although we cannot defi-
nitely make a comment on this because baseline
distress before the physician-led counseling was
not captured, several patients indicated to the
authors that they felt significant relief after the
initial counseling regarding disease status, over-
all prognosis, and the benefit of the palliative
chemotherapy offered.

Table 1. Frequencies of Problems Listed by Patients
With a High Distress Score on the NCCN Problem List

Problem No. (%)
Practical problem 133 (66.5)
Child care 59 (29.5)
Housing 71 (35.5)

Insurance or finance 116 (58.8)
Transport 74 (37.0)
Work or school 14 (7.0)
Family problem 58 (29.0)
Dealing with children 41 (20.5)
Dealing with partner 29 (14.5)
Dealing with close 27 (13.5)
Friend or relative 36 (18.0)
Emotional problem 136 (68.0)
Depression 117(58.5)
Fears 109 (54.5)
Nervousness 109 (54.5)
Sadness 117 (58.5)
Worry 112 (56.0)
Loss of interest in usual activities 49 (24.5)
Spiritual or religious concern 9 (4.5)
Physical problem 143 (71.5)
Appearance 83 (41.5)
Bathing or dressing 20 (10.0)
Breathing 07 (3.5)
Changes in urination 02 (1.0)
Constipation 10 (5.0)
Diarrhea —
Eating 62 (31.0)
Fatigue 56 (28.0)
Feeling swollen 27 (13.5)
Fevers 01 (0.5)
Getting around —
Indigestion —
Memory or concentration 4 (2.0)
Mouth sores 5(2.5)
Nausea 2(1.0)
Nose dry or congested 1(0.5)
Pain 130 (65.0)
Sexual 3(1.5)
Skin dry and itchy 2(1.0)
Sleep 61 (30.5)
Tingling in hands and feet 12 (6.0)

Abbreviation: NCCN, National Comprehensive Cancer Network.

Counseling by a psychologist is recommended
in actionable distress.? However, in countries
like ours and even globally, there is a shortage of
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Table 2. Impact of Baseline Patient Factors on the Probability of Having High Distress

High Distress,

Variable No. No. (%) Odds Ratio (95% CI) P

Age 1.149 (0.260 to 5.080) .855
Elderly (= 70 years) 8 3(37.5)
Nonelderly (< 70 years) 192 86 (44.8)

Sex 0.986 (0.400 to 2.430) 976
Male 175 79 (45.1)
Female 25 10 (40.0)

Poverty status 1.153 (0.651 to 2.039) .626
Below poverty line 85 40 (47.1)
Above poverty line 115 49 (42.6)

Place of residency
Mumbai 72 28 (38.9) 0.981 (0.388 t0 2.481) 967"
Rest of Maharashtra 26 10 (38.5) 1.534 (0.797 to 2.951) .2007
Rest of India 102 51 (50.9)

P value and corresponding odds ratio were calculated with patients residing in Maharashtra as reference.
i P value and corresponding odds ratio were calculated with patients residing in rest of India as reference.

clinical psychologists.'* The strategy evaluated in
this study for distress counseling was structured
keeping in mind that limitation. The efficacy
of clinician-led counseling was reassuring, with
nearly two thirds of patients having a reduction
in their distress.

As expected, counseling by a clinical psychologist
showed high efficacy, with distress being relieved
in nearly two thirds of patients. The lead author
had performed a distress screening study in south
India in which 80% of patients treated with palli-
ative treatment were found to have high distress.
This figure led us to assume that a greater num-
ber of patients would have distress when the study
was planned and that the sample size of 200
patients would provide sufficient power for such
analysis. However, this was not the case in this
study; only 89 patients (44.5%) had high distress,
and only 32 patients required psychologist-led
counseling after the initial clinician-led counsel-
ing. As a result, although a higher proportion of
patients did derive benefit from psychologist-led
counseling, the difference was not statistically

significant. This lack of statistical significance
should not detract from the fact that every patient
with high distress should ideally be counseled by
a psychologist. We had hypothesized that patients
with high distress because of emotional problems
may not experience relief after clinician-led coun-
seling. This was confirmed in this study; each
increase in the number of emotional problems
was associated with 1.26 times increased odds
of having persistent high distress, although this
finding was not statistically significant because of
low numbers.

The compliance of patients in relation to their
distress has been studied as well. Although
this was a post hoc analysis, we adopted a rig-
orous definition of compliance. Because high
distress is known to be associated with non-
compliance with treatment protocols,>?® similar
compliance rates in patients with high and low
baseline distress are an indicator of the efficacy
of the proposed strategy in the resolution of dis-
tress. Clinical outcomes have not been studied
because we await additional follow-up.

Table 3. Influence of the Number of Problems Listed in Each Domain on the Probability of Reduction of Distress After

Counseling by the Clinician

Variable Odds Ratio 95% Cl of Odds Ratio P

Practical problems 0.895 0.659 10 1.216 478
Family problems 1.300 0.860 to 1.965 213
Emotional problems 0.789 0.572 t0 1.088 .148
Spiritual concerns 2.376 0.468 to 12.060 .296
Physical problems 0.986 0.768 to 1.265 478

jgo.org JGO — Journal of Global Oncology


http://www.jgo.org

Table 4. Details of Compliance Rates in Different Cohorts of Patients Summarized as per Their Distress Score at Each

Stage in the Counseling Process

Compliant Noncompliant Total P
Baseline (n = 200)
Low distress 86 (43) 25 (12.5) 111 (55.5) 618
High distress 66 (33) 23 (11.) 89 (44.5)
After clinician-led counseling (n = 88)
Low distress 39 (44.3) 13(14.8) 52 (59.1) .809
High distress 26 (29.5) 10(11.4) 36 (40.9)
After psychologist-led counseling (n = 32)
Low distress 20 (62.5) 4(12.5) 24 (75.0) 327
High distress 5(15.6) 3(9.4) 8 (25.0)

NOTE. Data are presented as No. (%)

We also attempted to check for the factors asso-
ciated with distress in this study. These factors
were prespecified and were selected on the
basis of a literature review conducted at the
time of the drafting of the protocol.!?1%18 These
protocol-specified factors were supposed to help
us in triaging patients for implementation of mea-
sures directed toward relieving distress. How-
ever, as this study shows, baseline patient-related
factors were not helpful in identifying a popu-
lation of patients with distress. This, together
with the multidomain list of problems identified
by patients with high distress, attests to the fact
that distress is a multifactorial phenomenon and
is not usually explained or predicted by a single
factor that is based on predetermined objective
sociodemographic criteria.

This study stresses the need for head and neck
physicians to spend time discussing ancillary
concerns with patients, because these concerns
contribute significantly toward patient distress.
Reassuringly, in approximately 60% of patients,
physician-led discussion can relieve distress.
Thus, in resource-constrained settings, an ini-
tial round of clinician-led counseling may be
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Appendix

Counselling

1.
2.
3.

Stage of disease

Incurable nature

Prognosis: Median OS without chemotherapy 4-6 months 1 year survival below 10%, Median
OS with chemotherapy 6-8 months, 1 year survival 10-20%, Median OS with Cetuximab based
chemotherapy 8-10 months, 1 year survival 20-30%.

. Relief in symptoms: Pain relief seen in nearly 60-70% of patients. The swelling would decrease

subjectively in 50-60% of patients. The foul smell would decrease.

. Side effects of chemotherapy

a. Cetuximab based (EXTREME study)

Any grade side effects: Cumulative percentage 80-100% (Common adverse
events: anorexia, myalgia, allergic reactions, rash, diarrhea, fatigue, neuropathy)

ii. Grade 3-4 side effects: Cumulative percentage 35-40% (Serious common adverse

events: febrile neutropenia, grade 3-4 diarrhea, grade 3-4 rash, grade 3 fatigue,
electrolyte imbalances, grade 3-4 neuropathy)

Death due to side effects: 4-5%

d. Metronomic chemotherapy (TMH study)

Any grade side effects: Cumulative percentage 60-80% (Common adverse
events: anemia, fatigue and mucositis)

i. Grade 3-4 side effects: Cumulative percentage 15-20% (Serious common

adverse events: febrile neutropenia, grade 3-4 mucositis, grade 3 fatigue, grade
3 fatigue, pneumonia)

Death due to side effects: <1%

c. Paclitaxel and carboplatin (Gibson et al, JCO 2005)

Any grade side effects: Cumulative percentage 80-100% (Common adverse events:
anorexia, myalgia, allergic reactions, vomiting, diarrhea, fatigue, neuropathy)

Grade 3-4 side effects: Cumulative percentage 35-40% (Serious common
adverse events: febrile neutropenia, grade 3-4 diarrhea, grade 3-4 mucositis,
grade 3 fatigue, electrolyte imbalances, grade 3-4 neuropathy)

iii. Death due to side effects: 4-5%

6. Routes of administration

7. Duration of treatment: till intolerable side effects or progression of disease

8. Cost as discussed above

a. Cetuximab based: 10 lakhs Rs/6 months of treatment
b. Metronomic: 5000 Rs/6 months of treatment

c. Paclitaxel platinum: 2 lakh rs/6 months of treatment

9. Inform regarding financial schemes and social worker support. Financial support decision has
to be decided only after discussion with consultant.
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10. Social support requirement

a. Need to stay in Mumbai/nearby place approachable to the hospital within 2-3 hours.
If not available to counsel for taking chemotherapy at local place

b. Family support
11. Warning symptoms

a. Ifany of the following occurs the patients should report to TMH if taking chemotherapy
with us or with the treating physician if opts for treatment outside

i. Fever (temperature 100 degree F or more)

ii. More than 3 Vomitings or loose motions

iii. Oral ulcers making it difficult for taking solid foods
iv. Extreme fatigue or dizziness

v. Any issues which the patient feels is serious

b. If for any reason they are unable to come to hospital then they should report to local
MD Physician for care

12. Advice regarding diet.
a. No outside eatables.
b. Preferably canned packed juices.
c. No fresh salads.

d. Anorexia would happen hence to take small regular diets.
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