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Abstract

Purpose There is limited evidence on the effect of chemotherapy-associated taste alteration. This study aimed to evaluate taste
alteration characteristics in patients receiving taxane-based chemotherapy and investigate the association of taste alterations with
appetite, weight, quality of life (QOL), and adverse events.

Methods This cross-sectional study evaluated 100 patients receiving paclitaxel, docetaxel, or nab-paclitaxel as monotherapy or
combination therapy. Taste alterations were evaluated using taste recognition thresholds and severity and symptom scales. Taste
recognition thresholds, symptoms, appetite, weight, and adverse events were compared between patients with and without taste
alterations, and logistic regression analysis was performed to identify risk factors.

Results Of the 100 patients, 59% reported taste alterations. We found significantly elevated taste recognition thresholds
(hypogeusia) for sweet, sour, and bitter tastes in the taste alteration group receiving nab-paclitaxel (p = 0.022, 0.020, and
0.039, respectively). The taste alteration group reported general taste alterations, decline in basic taste, and decreased appetite.
Neither weight nor QOL was associated with taste alterations. Docetaxel therapy, previous chemotherapy, dry mouth, and
peripheral neuropathy were significantly associated with taste alterations.

Conclusions Almost 60% of patients receiving taxane-based regimens, especially docetaxel, reported taste alterations. Taste
alteration affected the patient’s appetite but did not affect the weight or QOL. Docetaxel therapy, previous chemotherapy, dry
mouth, and peripheral neuropathy were independent risk factors for taste alterations.
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Introduction

Taste alteration (TA) is one of the most concerning adverse
events associated with chemotherapy [1-3]. When taste is lost
or altered, foods or drinks are no longer pleasant and appealing
[4]. Accordingly, TAs can cause loss of appetite [5-8], de-
creased dietary [5, 6, 9] or caloric intake, weight loss [5, 10,
11], and even malnutrition [5, 12]. As eating plays an important
role in sociocultural and emotional aspects, TAs can also lead to
reduced interest and pleasure in social interactions [4, 7, 13].

Taste sensation is based on five basic qualities: sweet, bit-
ter, salty, sour, and umami. There are approximately 10,000
taste buds around the tongue and laryngopharynx that act as
peripheral taste receptors, with each taste bud containing 50—
150 taste receptor cells [14]. When food comes in contact with
taste receptor cells, taste sensation is transmitted to the brain
via three cranial nerves: facial (VII), glossopharyngeal (IX),
and vagus (X) [15]. Higher age [16] and smoking [17] are
generally considered to be factors that are associated with TA.

The mechanism by which chemotherapeutic agents cause
TAs is not entirely known. The most generally accepted hy-
pothesis is that these agents cause cytotoxic damage to these
rapidly dividing taste receptor cells [18, 19]. A previous study
has shown that fluorouracil, taxane, platinum, and
anthracycline agents are associated with a high prevalence of
TAs [20]. The prevalence of TAs associated with taxane-
based chemotherapies ranges from 75 to 93% [18, 21].
Because taxane agents are used to treat several solid tumor
cancers, many patients treated with taxane-based chemother-
apies are assumed to experience TAs. Based on previous re-
search, evidence on the effect of taxane-based chemotherapies
on TAs is limited because targeted regimens were highly het-
erogeneous. Additionally, despite the importance of assessing
both the actual state of taste function and the various taste
symptoms, only few studies have used validated objective
and subjective methods [22].

This study aimed to (1) evaluate the characteristics of TAs
in patients receiving taxane-based chemotherapies, using ob-
jective and subjective methods; (2) investigate the association
of TAs with appetite, body weight, quality of life (QOL), and
adverse events; and (3) identify the factors that affect TAs.

Materials and methods
Study design and participants

This cross-sectional study was conducted at two outpatient
chemotherapy units of a university hospital and a general hos-
pital in Tokyo. The inclusion criteria for participants were as
follows: (1) age >20 years; (2) completion of at least two
cycles of taxane-based chemotherapies, including paclitaxel
(PTX), docetaxel (DTX), or nab-paclitaxel (nab-PTX) as
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monotherapy or combination therapy; and (3) fluency in spo-
ken and written Japanese. The exclusion criteria were as fol-
lows: (1) presence of brain metastasis, impaired glucose tol-
erance (hemoglobin Alc >6.5), Sjogren’s syndrome, or thy-
roid dysfunction requiring treatment with levothyroxine sodi-
um; (2) previous treatment history of total gastrectomy or
radiotherapy to the head and neck region; (3) taking zinc tab-
lets or anticholinergic agents; or (4) inability to participate due
to physical or mental condition at the time of recruitment. This
study was approved by the Institutional Review Board of The
University of Tokyo (approval no. 11736), St. Luke’s
International Hospital (approval no. 17-R116), and Keio
University Graduate School of Health Management (approval
no. 2017-18).

Procedures

Participants were recruited between December 2017 and
November 2018. The study was introduced by physicians to
potential participants. If a potential participant showed inter-
est, a researcher explained the study in detail and obtained
written informed consent. For the sake of convenience, data
were collected on the day of chemotherapy administration of
participants, that is, 7 days after the PTX administration, 7 or
14 days after the nab-PTX administration, and 21 days after
the DTX administration. Objective taste evaluations were per-
formed by a researcher before administration of antiemetic or
anticancer agents. After that, participants filled in demograph-
ic information and self-reported variables on a questionnaire.

Measurements
Taste evaluations

TAs were objectively evaluated using taste recognition thresh-
olds (TRTs) via a taste disc kit (Sanwa Kagaku Kenkyusho,
Nagoya, Japan). A filter paper disc immersed with one of five
concentrations of sweet (3, 25, 100, 200, 800 mg/ml sucrose),
salty (3, 12.5, 50, 100, 200 mg/ml NaCl), sour (0.2, 2, 20, 40,
80 mg/ml tartaric acid), and bitter tastants (0.01, 0.2, 1, 5, 40
mg/ml quinine hydrochloride) was placed on the patient’s
tongue, and the minimum perceived concentration was scored
from 1 (lowest) to 5 (highest); incorrect responses even at the
highest concentration were scored 6 points [23]. We measured
at two points on the tongue and defined their mean score as
TRTs. A score of <3.5 was considered “normal,” and >3.5
indicated “dysgeusia.”

The severity of TAs in the past 7 days (recall period) was
evaluated using the National Cancer Institute’s Patient-
Reported Outcomes version of the Common Terminology
Criteria for Adverse Events (PRO-CTCAE) on a scale of 0—
4 (none/mild/moderate/severe/very severe) [24], which is val-
idated in Japanese [25]. We identified participants who
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reported “none” as without TAs and those who reported
“mild” to “very severe” as with TAs.

Subjective TAs and unpleasant symptoms in the past 7
days were evaluated using the Chemotherapy-induced Taste
Alteration Scale (CiTAS) [26]. The CiTAS comprises 18
items under four dimensions: decline in basic taste (5 items),
general TAs (4 items), phantogeusia and parageusia (3 items),
and discomfort (6 items). Each item was scored on a Likert
scale of 1 (“taste normally” or “no”) to 5 (“unable to taste at
all” or “very”), and the mean score of each dimension was
calculated. A higher score indicated hypogeusia tendency or
stronger symptoms.

The TA duration between the chemotherapy administration
intervals was evaluated using self-report data from the
participants.

Appetite, weight change, and quality of life

Appetite over the past 7 days was evaluated using the
Japanese version of the PRO-CTCAE [25]. The weight differ-
ence of participants between the first day of taxane-based
chemotherapy and the day of data collection was calculated
using medical records.

The patient’s QOL in the past 7 days was evaluated using
the validated Japanese version of the Functional Assessment
of Cancer Therapy-General (FACT-G) [27, 28]. The FACT-G
comprises 27 items under four dimensions: physical (7 items),
social/family (7 items), emotional (6 items), and functional
well-being (7 items). Each item was scored on a Likert scale
of 0 (“not at all”) to 4 (“very well”); the mean score of each
dimension was calculated. A higher score indicated a better
QOL.

Psychological distress

Psychological distress over the last 30 days was evaluated
using the Japanese version of the K6, which consists of 6
items [29, 30]. Each item was scored on a Likert scale of 0
(“not at all”) to 4 (“always™). A total score of >5 was
interpreted as a psychological stress response, and >9 as a
mood/anxiety disorder.

Adverse events

Nausea, mouth or throat sores, dry mouth, and numbness or
tingling in the hands or feet within the past 7 days were also
evaluated using the Japanese version of the PRO-CTCAE
[25]. In patients receiving DTX therapy, we evaluated the
following variables to assess the symptom status during 7
days after DTX administration: TA symptoms (CiTAS), TA
severity, appetite, and adverse events (PRO-CTCAE). Since
DTX is administered every 21 days with a longer interval than

PTX and nab-PTX, we analyzed data obtained during 7 days
after DTX administration when most adverse effects manifest.

Demographic and clinical information

The following demographic information was collected using a
questionnaire: age, sex, living conditions, occupational status,
smoking habits, and cooking responsibilities. The following
clinical information was obtained from medical records: dis-
ecase stage; previous chemotherapy (“yes” if treated with other
chemotherapy regimen(s) for 2 months before the start of the
taxane-based chemotherapies); body surface area; number of
treatments; and cumulative dose of PTX, DTX, or nab-PTX.

Statistical analysis

For patient characteristics, continuous variables are expressed
as means and standard deviations (SDs) or as medians and
interquartile ranges according to distribution, whereas cate-
gorical variables are expressed as frequencies and proportions.
To compare demographic and clinical variables, objective and
subjective taste evaluations, appetite, weight change, QOL,
K6 scores, and adverse events between participants with and
without TAs, we used the Student’s #-test or the Mann-
Whitney U-test for continuous variables and the x? test or
Fisher’s exact test for categorical variables, as appropriate.
The association of objective taste evaluations and weight
change, QOL, K6 scores, and adverse events between partic-
ipants with and without TAs, and the association between TA
characteristics and appetite were analyzed with Spearman’s
rank correlation coefficient. The association of TAs with de-
mographic variables, clinical variables, and adverse events
was analyzed using a logistic regression model. The selection
criteria for explanatory variables for the remaining model with
univariate logistic regression analysis were set at p < 0.10. All
possible explanatory variables were analyzed using multiple
logistic regression analysis with backward stepwise elimina-
tion. All statistical analyses were performed using JMP soft-
ware package version 14 (SAS institute Inc., Cary, NC). p <
0.05 (two-sided) was considered statistically significant.

Results
Clinicodemographic participant characteristics

Of the 105 participants, four withdrew because of physical
condition and one changed the chemotherapy regimen after
providing informed consent. Thus, 100 participants were in-
cluded in the analysis. Table 1 shows the patients’
clinicodemographic characteristics. The mean age was 53.9
years (SD = 13.1), 79% of participants were women with
breast cancer, 20% had had chemotherapy previously, and

@ Springer



5106 Support Care Cancer (2021) 29:5103-5114

Table 1  Patient characteristics

Characteristics Total Without taste alteration With taste alteration p-value
(n=100) (n=41) (n=59)
n (%) n (%) n (%)

Age

Mean (SD) 539 (13.1) 55.2 (12.8) 529 (13.4) 0.36°
Gender

Female 80 (80.0) 31 (75.6) 49 (83.1) 036"
Male 20 (20.0) 10 (24.4) 10 (17.0)
Type of cancer

Breast 79 (79.0) 31 (75.6) 48 (81.4) 0.49°
Pancreas 21 (21.0) 10 244) 11 (18.6)

Stage

1 8 (8.0) 6 (14.6) 2 34 0.06"
2 33 (33.0) 9 (22.0) 24 (40.7)

3 12 (12.0) 4 9.8) 8 (13.6)

4 47 (47.0) 22 (53.7) 25 (42.4)
Purpose of therapy

Neo-adjuvant 36 (36.0) 15 (36.6) 21 (35.6) 0.15%
Adjuvant 20 (20.0) 5 (12.2) 15 (25.4)

Recurrence 22 (22.0) 8 (19.5) 14 (23.7)

Diagnostic stage 4 22 (22.0) 13 (31.7) 9 (15.3)
Chemotherapy agent

PTX* 60 (60.0) 30 (73.2) 30 (50.8) 0.002°
DTX' 19 (19.0) 1 24 18 (30.5)

nab-PTX* 21 (21.0) 10 (24.4) 11 (18.6)
Previous chemotherapy

No 80 (80.0) 39 95.1) 41 (69.5) 0.0016*
Yes 20 (20.0) 2 4.9) 18 (30.5)
Median surface area (m?, 25-75%)

PTX 1.5 [1.4-1.6] 1.5 [1.4-1.6] 1.5 [1.4-1.6] 0.90°
DTX 1.6 [1.4-1.7] 1.3 [1.3-1.3] 1.6 [1.4-1.7] 0.17°
nab-PTX 1.6 [1.5-1.7] 1.6 [1.5-1.7] 1.7 [1.6-1.7] 0.25°
Median number of treatment (25-75%)

PTX 10 [8-12] 10 [8-11.8] 10.5 [8.8-12.3] 0.43°
DTX 3 [2-3] 3 [3-3] 3 [2-3.3] 0.85°
nab-PTX 10 [7.5-17] 10.5 [7-22.5] 10 [8-12] 0.85°
Median total dosage (mg, 25-75%)

PTX 1200 [1000-1424] 1200 [880-1451] 1225 [1063-1446] 0.49¢
DTX 330 [252-381] 309 [309-309] 333 [249-382] 0.78°
nab-PTX 1890 [1356-3200] 1945 [1311-4743] 1730 [1352-2200] 0.42¢
Living situation

Living alone 10 (10.0) 6 (14.6) 4 (6.8) 0.31%
Living with someone 90 (90.0) 35 (85.4) 55 93.2)
Occupational status

Working 49 (49.0) 20 (48.8) 29 (49.2) 0.97°
Not working 35 (35.0) 14 (34.1) 21 (35.6)

Sick leave 16 (16.0) 7 17.1) 9 (15.3)

Smoking habit

None smoker 80 (80.0) 33 (80.5) 47 (79.7) 1.00*
Quitting temporary 10 (10.0) 4 (9.8) 6 (10.2)
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Table 1 (continued)
Characteristics Total Without taste alteration With taste alteration p-value
(n=100) (n=41) (n=59)
n (%) n (%) n (%)
Smoking 10 (10.0) 4 9.8) 6 (10.2)
Cooking responsibility
The participant 59 (59.0) 24 (58.5) 35 (59.3) 0.99°
Shared responsibility 19 (19.0) (19.5) 11 (18.6)
Rarely cook 22 (22.0) (22.0) 13 (22.0)

SD standard deviation, DTX docetaxel, nab-PTX nab-paclitaxel, PTX paclitaxel

Fisher’s exact test

® Chi-squared test

¢ Mann-Whitney U-test
9 Student’s #-test

*Monotherapy for 41 participants, with molecular targeted agent for 19 participants, administered weekly (1 cycle = 3 administrations)

TMonotherapy for 10 participants, with cyclophosphamide for 4 participants, with molecular targeted agent for 5 participants, administered every 3

weeks (Icycle = 1 administration)

+With gemcitabine for 21 participants, administered weekly for 3 weeks, with 1 week off, or every other week (1cycle =3 administrations)

80% were nonsmokers. The most common taxane used was
PTX (60%: for breast cancer, administered weekly), followed
by nab-PTX (21%: for pancreatic cancer, administered weekly
for 3 weeks with 1 week off, or every other week) and DTX
(19%: for breast cancer, administered every 3 weeks).

Association with the characteristics and presence of
TAs

Among the 100 participants, 59% (n = 59) reported TAs,
while 41% (n = 41) did not (Table 1). Treatment with chemo-
therapeutic agents and a previous chemotherapy were signif-
icantly associated with the presence of TAs (p =0.002 and p =
0.0016, respectively). Our participants had various stages and
purpose of therapy and, therefore, the number of treatments
received prior to data collection varied (minimum to maxi-
mum times): 6 to 113 with PTX, 2 to 19 with DTX, and 6 to
62 with nab-PTX (data not shown). However, the stage, pur-
pose of therapy, and the median number of treatments were
not associated with the presence of TAs. Moreover, age and
smoking habit were not associated with the presence of TAs.

Characteristics of TAs

The prevalence of TAs was the highest in patients receiving
DTX (18/19; 95%), followed by that in patients receiving nab-
PTX (11/21; 52%) and PTX (30/60; 50%) (Table 1). Table 2
shows the severity and duration of the TAs. Regarding sever-
ity, approximately 90% reported mild or moderate TAs with
PTX and nab-PTX therapy. For DTX therapy, approximately

70% reported moderate or severe TAs. Approximately 40% of
participants reported TAs lasting for 1-3 days with PTX or
nab-PTX therapy, and 50% reported TAs lasting for >8 days
with DTX therapy.

Objective TA findings

Table 3 shows the association between TRTs and TAs.
Overall, the TRTs of all tastants in the non-TA group were
<3.5 (normal). In the TA group, only the TRTs of salty and
bitter tastants were >3.5 (hypogeusia) and were significantly
higher than those in the non-TA group (3.8 vs 3.2, p = 0.045;
3.5 vs 3.0, p = 0.049, respectively).

In all three chemotherapeutic agents, the TRTs of all
tastants in the non-TA group were also <3.5 (normal). In the
TA group, the tastants had TRTs of >3.5 (hypogeusia), as
follows: salty (3.5) in PTX; salty (3.7) and bitter (3.5) in
DTX; and sweet (4.7), salty (4.5), sour (4.0), and bitter (4.5)
in nab-PTX. Only sweet, sour, and bitter tastants in nab-PTX
had significantly higher TRTs than those in the non-TA group
(4.7vs34,p=0.022;40vs 2.9, p=0.020; 4.5 vs 3.1, p =
0.039, respectively). The other TRTs in the TA group were
within the normal range.

Subjective TA findings

Table 4 shows the association between the CiTAS dimen-
sion score and TAs. Overall, the mean scores of the four
dimensions in the non-TA group were approximately 1.0
(normal taste). The scores were significantly higher in the
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Table 2 Severity and duration of taste alterations by taxane agents

Mild Moderate ~ Severe Very sever 1~3 days  4~7 days 8~l4days Over 15 days
PTX (n=30) 17 (57%) 9 (30%) 3(10%) 13B%) PTX (n=29)* 11 (38%) 18(62%) 0 (0%) 0 (0%)
DTX (n=18) 4 (22%) 8 (44%) 528%) 1(6%) DTX (n=18) 2 (11%) 7 (39%) 5 (28%) 4 (22%)
nab-PTX (n=11) 9 (82%) 1 (9%) 0 (0%) 1 (9%) nab-PTX (n=11) 5 (45%) 4 (36%) 2 (18%) 0 (0%)

PTX paclitaxel, DTX docetaxel, nab-PTX nab-paclitaxel
*Missing data for 1 participants

TA group than those in the non-TA group. In all three che-
motherapeutic agents, the CiTAS dimension scores in the
non-TA group were also approximately 1.0. The scores
were higher in the TA group than in the non-TA group.
PTX- and nab-PTX-treated patients showed significantly
higher scores in all dimensions except for discomfort in
nab-PTX-treated patients.

In the TA group, the most commonly affected dimension
was general TAs (PTX, 1.93; DTX, 2.34; nab-PTX, 1.86),
followed by decline in basic taste (PTX, 1.81; DTX, 2.32;
nab-PTX, 1.75). The most commonly affected items in the
“general TAs” dimension were “Have difficulty tasting food”
(PTX, 2.21; DTX, 3.00; nab-PTX, 2.27) and “Food doesn’t
taste as it should” (PTX, 2.23; DTX, 2.59; nab-PTX, 1.82)
(data not shown). Similarly, “Have difficulty tasting umami
(PTX, 2.27; DTX, 2.67; nab-PTX, 2.09) and “Have difficulty
tasting salty ” (PTX, 2.00; DTX, 2.67; nab-PTX, 1.82) were
the most commonly affected items in the “decline in basic
taste” dimension (data not shown). Moreover, smell or flavor
perception was significantly higher in the TA group (PTX,
1.57 vs 1.10, p = 0.002; DTX, 1.89 vs 1.00, p = NA; nab-
PTX, 1.82 vs 1.00, p = 0.008) (data not shown). The scores for
DTX in the TA group tended to be higher than those for the
other two agents.

Association of TAs with appetite, weight change, QOL,
K6 score, and adverse events

Table 5 shows the association of TAs with appetite, weight
change, QOL, psychological distress, and adverse events.
Overall, the scores for “appetite,” “mouth or throat sores,”
and “dry mouth” were significantly higher in the TA group
than those in the non-TA group (1.22 vs 0.41, p <0.001; 0.59
vs 0.22, p = 0.016; 0.86 vs 0.35, p = 0.010, respectively).

As with PTX, the scores for “appetite” (0.97 vs 0.37, p =
0.007) and “numbness or tingling in the hands or feet” (1.73
vs 1.07, p = 0.019) were significantly higher, and the score for
the “physical dimension” in the FACT-G was significantly
lower (2.65 vs 3.15, p = 0.01) in the TA group than those in
the non-TA group. Regarding nab-PTX, the score for “dry
mouth” was significantly higher in the TA group than in the
non-TA group (1.27 vs 0.33, p = 0.041). There was no statis-
tical relationship between TAs and other variables.

With regard to the objective TAs with appetite, weight
change, QOL, psychological distress, and adverse events, we
did not find any association other than the following: low
correlation between salt and dry mouth (p = 0.25, p = 0.01,
the greater the decrease in sensitivity to salt, the stronger was
the dry mouth feeling), low correlation between sour and

Table 3 Means and SDs of TRT* in participants with and without taste alterations by taxane agents

Total (n=100) PTX (n=41) DTX' (n=19) nab-PTX (n=21)

TACG) TA®M®  p- TAG TA®M®  p- TAC) TA®M®  p- TA-) TA®M#)  p-value

(n=41) (n=59) value (n=30) (n=30) value (n=1) (n=18) value (n=10) (n=11)

Mean (SD) Mean (SD) Mean (SD) Mean (SD)
Sweet 3.2(1.2) 3.5(.1) 0.10 31(1.2) 32(1.1) 049 25(¢) 3209 NA 34(1.3) 4.7(.00 0.022
Salty 32(1.5) 3.8(1.3) 0.045 32(1.5 35(1.1) 035 20(-) 3714 NA 32(1.5) 455 0.003
Sour 28(09) 3.1(1.1) 031 2.8(1.0) 28(1.0) 0.82 25(¢) 3.0(08 NA 29(0.8) 4.0(1.2) 0.020
Bitter  3.0(1.1) 3.5(1.2) 0.049 3.0(1.0) 3.1(1.1) 0.77 25(¢) 35100 NA 3.1(1.5 4514 0.039

SD standard deviation, TRT taste recognition thresholds, PTX paclitaxel, DTX docetaxel, nab-PTX nab-paclitaxel, TA taste alteration
*Two measurement points; the chorda tympani nerve field which is branch of the facial nerve (2cm left edge from the tip of the tongue), the

glossopharyngeal nerve field (near the circumvallate papillae)

TDTX could not be statistically interpreted because only one participant reported TAs
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Table 4 Means and SDs of CiTAS four dimensions scores in participants with and without taste alterations by taxane agents

nab-PTX (n=21)

19)

DTX* (n

PTX (n=41)

=100)

Total (n

p-value

TA (+)
(n

TA (5

p-value

TA(-) TAM®

p-value

TA (+)

(n

TA (-)

TA (+) p-value

TA (&)

11

10)

Mean (SD)

(n

=18)

(n

(n=1)

=30)

30)
Mean (SD)

(n

=59)

(n

(n=41)

Mean (SD)

Mean (SD)

<0.001
<0.001
0.045
0.

1.75 (1.10)

1.00 (0)
1.00 (0)

NA

2.32 (0.96)
2.34 (0.80)

1.00 (-)

<0.001
<0.001
<0.001
0.006

1.81 (0.77)
1.93 (0.78)
1.80 (0.87)
1.41 (0.42)

1.00 (0)

<0.001
<0.001
<0.001
0.001

1.96 (0.91)
2.04 (0.85)

1.00 (0)

Decline in basic taste

1.86 (1.03)
1.30 (0.55)
1.45 (0.52)

NA

1.00 (-)

1.03 (0.14)
1.00 (0)

1.02 (0.12)
1.00 (0)

General taste alterations

1.00 (0)

NA

1.79 (0.77)
1.67 (0.79)

1.00 (-)

1.70 (0.80)
1.50 (0.58)

Phanto-and parageusia

37

1.20 (0.17)

NA

1.17 (-)

1.20 (0.40)

1.20 (0.35)

Discomfort

PTX paclitaxel, DTX docetaxel, nab-PTX nab-paclitaxel, TA taste alteration, SD standard deviation

*DTX could not be statistically interpreted because only one participant reported TAs

nausea (p = —0.22, p = 0.03, the greater the sensitivity to
sourness, the stronger the nausea).

Association between TA characteristics and appetite

There were low to moderate correlations between decreased
appetite and the following CiTAS items: “Food doesn’t taste
as it should” (p = 0.49, p < 0.001), “Everything tastes bad” (p
= 0.38, p < 0.001), and “Have difficulty tasting food” (p =
0.32, p = 0.001), all of which belong to the “general TAs”
dimension, and “Have difficulty tasting umami ” (p = 0.38, p
< 0.001), which belongs to the “decline in basic taste” dimen-
sion (data not shown).

Predictors of TAs

To identify the putative predictors of TAs, univariate and
multivariate logistic regression analyses were performed
(Table 6). Age and sex were included as basic explanatory
variables and as potential predictors. The analyses revealed
that the type of agent (DTX vs PTX: adjusted odds ratio
[aOR], 11.26; 95% confidence interval [CI], 1.50-238.36; p
= 0.015; DTX vs nab-PTX: aOR, 23.50; 95% CI, 2.55—
570.10; p = 0.004), previous chemotherapy (aOR, 5.44;
95% CI, 1.02-44.20; p = 0.047), dry mouth (aOR, 2.58;
95% CI, 1.31-5.85; p = 0.005), and numbness or tingling in
the hands or feet (aOR, 2.04; 95% CI, 1.25-3.57; p = 0.004)
were significantly associated with TAs.

Discussion

In this study, the prevalence of TAs associated with taxane-
based chemotherapies was 59%, with DTX being associated
with a higher prevalence of and more severe and longer TAs.
These findings are consistent with previous results [21, 31,
32], suggesting that DTX regimens are more likely to cause
TAs than PTX or nab-PTX regimens.

In the objective evaluations of nab-PTX-treated patients,
significantly elevated TRTs (hypogeusia) were observed only
in the TA group. This result might be associated with the
occurrence of dry mouth in the TA group receiving nab-
PTX. Dry mouth is caused by low saliva flow from the sali-
vary glands [15]. Previous studies have shown an association
between TAs and dry mouth [7, 21, 33]. Hyposalivation may
reduce the intensity of taste sensations due to a limited ability
to dissolve food particles, thereby reducing the number of
molecules reaching the taste receptors [34] and taste percep-
tion might be reduced. In addition, patients receiving nab-
PTX are only with pancreatic cancer that is probably higher
staged of the disease due to clinical indication of nab-PTX for
pancreatic cancer. Taste alteration itself can be a symptom of
the disease in such advanced stage [35]. Regarding DTX, the
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Table 5 Means of appetite, weight change, QOL, K6, and adverse events in participants with and without taste alterations by taxane agents

Total (n=100) PTX (n=41) DTX* (n=19) nab-PTX (n=21)

TA(-) TA#) pvalue TA(-) TA ) p-value TA(-) TA(+) p-value TA (=) TA (+) p-value

(n=41) (n=59) (n=30) (n=30) (n=1)  (»=18) (n=10) (n=11)
Appetite 041 122 <0001 037 097 0007 100 144 NA 050 155 0.10
Weight change 147 029 035 050 -0.14 049 270 050 NA 480 100 0.010
FACT-G total 7400 707 022 7643 69.86 0.077 5800 7477 NA 6830 6627 0.60
Physical 305 276 0063 3.15 265 001 18 297 NA 284 270 078
Social 274 267 043 281 274 051 350 281 NA 245 224 038
Emotional 2095 290 069 298 289 075 100 306 NA 305 268 021
Functional 265 257 055 280 251 019 257 267 NA 220 255 038
K6 446 481 046 440 480 064 1100 439 NA 333 364 041
Nausea 024 044 013 027 047 024 000 061 NA 020 009 094
Mouth or throat sores 022 059 0016 023 037 027 000 106 NA 020 045 040
Dry mouth 035 086 0010 037 057 025 000 111 NA 033 127  0.041

Numbness or tingling in hands or feet 1.17 1.57 0.11 1.07 1.73 0.019  0.00 1.06 NA 1.60 2.00 0.39

PTX paclitaxel, DTX docetaxel, nab-PTX nab-paclitaxel, TA taste alteration, SD standard deviation, FACT-G Functional Assessment of Cancer Therapy-
General

*DTX could not be statistically interpreted because only one participant reported TAs

timing of objective evaluation was likely too late to capture  the turn over cycle of taste receptor cells seem to recover 16—
the actual TAs because chemotherapeutic disturbance toward 21 days post-injection [36]. Regarding PTX, it remains

Table 6 Multiple logistic regression analysis of possible predictors for taste alterations

Predictor Univariate analysis Multivariate analysis
OR 95%C1 - Adjusted OR  95%Cl p-

value value
Female vs male 1.58 059 423 0.36 - - - -
Age 0.99 096 1.02 0.39 - - - -
Type of cancer (breast vs pancreas) 1.41 0.53  3.71 0.49 - - - -
Stage 3 or4 vs 1 or2) 0.61 027 136 0.23 - - - -
Surface area 3.64 021  73.16 0.38 - - - -
Number of treatment 0.99 096 1.02 0.44 - - - -
Total dosage 1.00 1.00  1.00 0.12 - - - -
DTX vs PTX 18.00 226 14356 0.006 11.26 1.50 23836 0.015
DTX vs nab-PTX 1636 1.83 14595 0.012 23.50 2.55  570.10 0.004
Previous chemotherapy (yes vs no) 8.56 1.86 3935 0.006 5.44 1.02  44.20 0.047
Nausea 1.49 0.84 293 0.18 - - - -
Dry mouth 2.11 1.17 379 0.004 2.58 131 5.85 0.005
Mouth or throat sores 223 1.13 434 0.01 - - - -
Numbness or tingling in hands or feet 143 096 2.12 0.068 2.04 125 3.57 0.004
Living situation (living with someone vs living alone ) 2.36 0.63 9.78 0.20 - - - -
Occupational status (working vs sick leave or not working ) 1.02 046 226 0.97 - - - -

Smoking habit (smoking vs quitting temporary or not smoking)  1.05 028 434 0.95 - - - -

Cooking responsibility (the participant or shared responsibility 1.00 037 2.59 0.99 - - - -
vs rarely cook)

AUC: 0.81, PTX paclitaxel, DTX docetaxel, nab-PTX nab-paclitaxel, OR odds ratio, 95%CI 95% confidence interval
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unknown why the TRTs in the TA group were almost in the
normal range. The fact that the data collection time point in
this study varied, such as 7 (for PTX/nab-PTX), 14 (nab-
PTX), or 21 days (DTX), after administration made it espe-
cially difficult to interpret the findings from the objective taste
evaluation. Previous studies of breast cancer patients under-
going anthracycline and/or taxane-containing adjuvant che-
motherapy have shown that objective TAs were largest 4-6
days after chemotherapy administration [6]. In our study,
therefore, the objective taste evaluation at 14 and 21 days after
administration might not reflect the real TAs. In future studies,
objective taste assessments should be conducted early after
treatment administration, and the participants’ data collection
time points should be the standardized.

In the subjective evaluation (CiTAS), for all three agents,
the TA group reported more severe taste-related symptoms
than did the non-TA group. Such discrepancy between objec-
tive and subjective evaluations of TAs was also observed in
previous studies [33, 37]. Subjective TA findings do not al-
ways correspond to findings by objective measures, which
examine the function of taste per se, because people mostly
refer to the overall flavor of food (combination of taste, smell,
texture, and temperature) when asked about its taste [37]. In
our participants, the subjective smell or flavor perception in
the TA group deteriorated; therefore, obvious TAs might be
reported more often with subjective evaluation.

In this study, five items of the CiTAS were associated with
decreased appetite. A previous study showed that specific
subjective TAs are related to decreased appetite and decreased
calorie and nutrient intake [5]. Future studies on the relation-
ship between specific subjective TAs and appetite and nutri-
tional issues are therefore needed to elucidate these findings.

We found no association between TAs and weight change.
Previous studies have demonstrated conflicting findings re-
garding the association between chemotherapy-related TAs
and weight change. While some studies showed no differ-
ences [38—40], others showed decreased weight associated
with specific TAs [5, 10]. In our study, most of the TAs were
not severe. Moreover, the TAs were temporary and were mit-
igated at the end of the chemotherapy cycle; thus, participants
might have maintained their oral intake and weight.

We also did not find any association of TAs with psycho-
logical distress or QOL, except for the physical dimension in
patients receiving PTX. The degree of distress or the impact
on QOL related to TAs can vary individually. Some patients
simply accept TAs as temporarily annoying symptoms, while
others consider them as bothersome and distressing [4, 13, 32,
41]. The lack of association between TAs and QOL in our
study might be due to the QOL scale used, which is designed
to evaluate QOL in a recall period of 7 days. Some participants
whose treatment schedule was every 14 days for nab-PTX or
every 21 days for DTX underwent the QOL evaluation during
the washout period; therefore, the reported results might have

been underestimated. Furthermore, despite the validity of the
QOL and psychological distress tools that we used, these
might be inadequate to assess the various types of distress
associated with TAs, such as psychosocial influence, loss of
eating pleasure, or change in eating behaviors.

In this study, DTX therapy, previous chemotherapy, dry
mouth, and numbness or tingling in the hands or feet were
independently associated with TAs. However, the larger Cls
for DTX therapy and previous chemotherapy reveal an uncer-
tainty of the estimates. Damage to peripheral nerve is one of
the mechanisms of TAs [14]. Although our findings imply
that individuals who report a “glove and stocking” type of
neuropathy are more likely to experience TAs, this does not
mean actual damage to peripheral nerves that convey taste
perception (facial, glossopharyngeal, or vagus nerve).
Hence, further research is needed to confirm the association
between TAs and neuropathy.

This study has some limitations. First, a causal relationship
between chemotherapy and TAs could not be established be-
cause of the absence of baseline taste evaluation. Besides, the
long-term effects of TAs and the association of appetite,
weight changes, and QOL are unknown because our study
was a cross-sectional study. Second, there could exist con-
founding factors between PTX or DTX and nab-PTX due to
disease characteristics of breast and pancreatic cancers, as well
as combined agents such as gemcitabine, trastuzumab,
pertuzumab, bevacizumab, and steroids. Breast and pancreatic
cancers have very different clinical courses and symptoms. In
addition, the number of treatments that were administered at
the time of data collection in participants varied widely, which
implies that participants were in various chemotherapy trajec-
tories. These heterogeneities could be confounding factors for
the study endpoints, especially with regard to adverse events,
weight change, and functional status. Third, statistical analysis
was not possible for DTX because only one participant report-
ed not having TAs. Fourth, the umami taste was not included
in the objective evaluation because no validated measuring
tool has been established for it. Umami is a tastant that indi-
cates the protein content [37] and may have a significant im-
pact on diet, appetite, and weight. Lastly, we did not collect
information on pungent and spicy perceptions, which are
qualitative tastes that are potentially impacted by neuropathy,
because we focused on the CiTAS evaluations for subjective
TAs; besides, there is no validated objective and subjective
evaluation tool for pungent and spicy perceptions. Moreover,
we did not measure the saliva volume in consideration of the
physical burden of the participants, and did not consider the
collection of information on oral hygiene and bad breath. We
used only the PRO-CTCAE for the evaluation of adverse
events and, therefore, mucositis (which is “mouth or throat
sores” in PRO-CTCAE) was not assessed using a specific
scale. Those variables might be critical influential factors of
TAs. We recommend further prospective studies exploring the
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exact mechanism underlying TAs and using both objective
and subjective methods with appropriate evaluation timing
and variables. The association of specific types of TAs with
appetite, dietary behavior, nutrition, and QOL across various
cancer types and chemotherapy regimens is also worthy of
further investigation. Propensity score may be one of the sta-
tistical methods used to adjust covariates in observational
studies that are difficult to randomize and prone to various
confounding.

In conclusion, approximately 60% of participants treated
with taxane-based regimens reported TAs, with DTX associ-
ated with the highest prevalence of TAs. TAs affected the
patient’s appetite, not their weight or QOL. We found that
DTX therapy, previous chemotherapy, dry mouth, and periph-
eral neuropathy were independent risk factors for TAs. Due to
the homogeneity in timing and nature of the chemotherapy
received by the study participants, this study only reinforces
what is already conferred in the literature. Healthcare profes-
sionals play an important role in helping patients deal with
chemotherapy-related adverse events. Through adequate
counseling to patients receiving chemotherapy, healthcare
professionals can provide specific information, such as the
prevalence, timing of onset and duration, possible nature of
alteration, and impact on appetite of TAs, in advance from the
results of taste studies in people receiving chemotherapy; this
can support well-equipped management strategies. An inter-
vention study on the effects of counseling of taste alterations
and coping strategies by healthcare professionals may be
worth conducting in the future.

Acknowledgements We sincerely thank Ms. Keiko Hosokawa, Misato
Osaka, Hisako Kanai, Hikaru Haruki, and Yuriko Suzuki for their assis-
tance in participant recruitment. We are also grateful to Mr. Katsuhiko
Nara for providing expert assistance and pharmacological knowledge.

Author contribution All authors contributed to the study conception and
design. The first draft of the manuscript was written by Mikiko Kaizu and
all authors commented on previous versions of the manuscript. All au-
thors read and approved the final manuscript.

Funding This study was funded by the Keio SFC Academic society
(grant number 07014)

Availability of data and material The datasets of the current study are
available from the corresponding author on reasonable request.

Code availability N/A

Declarations

Ethics approval This study was approved by the Institutional Review
Board of University of Tokyo (Approval No. 11736), St Luke’s
International Hospital (17-R116), and Keio University Graduate school
of Health management (Accepted No. 2017-18). The procedures used in
this study adhere to the tenets of the Declaration of Helsinki.

@ Springer

Consent to participants Informed consent was obtained from all indi-
vidual participants included in the study.

Consent for publication Patients signed informed consent regarding
publishing their data.

Conflict of interest The authors declare that they have no conflicts of
interest.

Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing, adap-
tation, distribution and reproduction in any medium or format, as long as
you give appropriate credit to the original author(s) and the source, pro-
vide a link to the Creative Commons licence, and indicate if changes were
made. The images or other third party material in this article are included
in the article's Creative Commons licence, unless indicated otherwise in a
credit line to the material. If material is not included in the article's
Creative Commons licence and your intended use is not permitted by
statutory regulation or exceeds the permitted use, you will need to obtain
permission directly from the copyright holder. To view a copy of this
licence, visit http://creativecommons.org/licenses/by/4.0/.

References

1. Wagland R, Richardson A, Ewings S, Armes J, Lennan E, Hankins
M, Griftiths P (2016) Prevalence of cancer chemotherapy-related
problems, their relation to health-related quality of life and associ-
ated supportive care: a cross-sectional survey. Supportive Care in
Cancer 12:4901-4911. https://doi.org/10.1007/s00520-016-3346-4

2. Williams AR, Mowlazadeh B, Sisler L, Williams PD (2015) Self-
reported assessment of symptoms and self-care within a cohort of
U.S. veterans during outpatient care for cancer. Clinical Journal of
Oncology Nursing 19(5):595-602. https://doi.org/10.1188/15.cjon.
595-602

3. Rahnama M, Madej-Czerwonka B, Jastrzebska-Jamrogiewicz 1,
Jamrogiewicz R (2015) Analysis of the influence of parenteral can-
cer chemotherapy on the health condition of oral mucosa.
Contemporary Oncology (Poznan, Poland) 19(1):77-82. https://
doi.org/10.5114/w0.2014.45291

4. Bernhardson BM, Tishelman C, Rutqvist LE (2007) Chemosensory
changes experienced by patients undergoing cancer chemotherapy:
a qualitative interview study. Journal of Pain and Symptom
Management 34(4):403-412. https://doi.org/10.1016/j.
jpainsymman.2006.12.010

5. Turcott JG, Juarez-Hernandez E, De la Torre-Vallejo M, Sanchez-
Lara K, Luvian-Morales J, Arrieta O (2016) Value: changes in the
detection and recognition thresholds of three basic tastes in lung
cancer patients receiving cisplatin and paclitaxel and its association
with nutritional and quality of life parameters. Nutrition and Cancer
68(2):241-249. https://doi.org/10.1080/01635581.2016.1144075

6. Boltong A, Aranda S, Keast R, Wynne R, Francis PA, Chirgwin J,
Gough K (2014) A prospective cohort study of the effects of adju-
vant breast cancer chemotherapy on taste function, food liking,
appetite and associated nutritional outcomes. PloS One 9(7):
¢103512. https://doi.org/10.1371/journal.pone.0103512

7. Rehwaldt M, Wickham R, Purl S, Tariman J, Blendowski C, Shott
S, Lappe M (2009) Self-care strategies to cope with taste changes
after chemotherapy. Oncology Nursing Forum 36(2):E47-E56.
https://doi.org/10.1188/09.onf.e47-e56

8. Zabernigg A, Gamper E, Giesinger JM, Rumpold G, Kemmler G,
Gattringer K, Sperner-Unterweger B, Holzner B (2010) Taste alter-
ations in cancer patients receiving chemotherapy: a neglected side


http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.1007/s00520-016-3346-4
https://doi.org/10.1188/15.cjon.595-602
https://doi.org/10.1188/15.cjon.595-602
https://doi.org/10.5114/wo.2014.45291
https://doi.org/10.5114/wo.2014.45291
https://doi.org/10.1016/j.jpainsymman.2006.12.010
https://doi.org/10.1016/j.jpainsymman.2006.12.010
https://doi.org/10.1080/01635581.2016.1144075
https://doi.org/10.1371/journal.pone.0103512
https://doi.org/10.1188/09.onf.e47-e56

Support Care Cancer (2021) 29:5103-5114

5113

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

effect? Oncologist 15(8):913-920. https://doi.org/10.1634/
theoncologist.2009-0333

McGreevy J, Orrevall Y, Belqaid K, Wismer W, Tishelman C,
Bernhardson BM (2014) Characteristics of taste and smell alter-
ations reported by patients after starting treatment for lung cancer.
Supportive care in cancer : official journal of the Multinational
Association of Supportive Care in Cancer 22(10):2635-2644.
https://doi.org/10.1007/s00520-014-2215-2

Coa KI, Epstein JB, Ettinger D, Jatoi A, McManus K, Platek ME,
Price W, Stewart M, Teknos TN, Moskowitz B (2015) The impact
of cancer treatment on the diets and food preferences of patients
receiving outpatient treatment. Nutrition and Cancer 67(2):339—
353. https://doi.org/10.1080/01635581.2015.990577
Sanchez-Lara K, Sosa-Sanchez R, Green-Renner D, Rodriguez C,
Laviano A, Motola-Kuba D, Arrieta O (2010) Influence of taste
disorders on dietary behaviors in cancer patients under chemother-
apy. Nutrition Journal 9:15. https://doi.org/10.1186/1475-2891-9-
15

Ravasco P (2005) Aspects of taste and compliance in patients with
cancer. European Journal of Oncology Nursing : the official journal
of European Oncology Nursing Society 9(Suppl 2):S84-S91.
https://doi.org/10.1016/j.€jon.2005.09.003

Boltong A, Keast R, Aranda S (2012) Experiences and conse-
quences of altered taste, flavour and food hedonics during chemo-
therapy treatment. Supportive care in cancer : official journal of the
Multinational Association of Supportive Care in Cancer 20(11):
2765-2774. https://doi.org/10.1007/s00520-012-1398-7
Heckmann JG, Heckmann SM, Lang CJ, Hummel T (2003)
Neurological aspects of taste disorders. Archives of Neurology
60(5):667-671. https://doi.org/10.1001/archneur.60.5.667
McLaughlin L, Mahon SM (2012) Understanding taste dysfunction
in patients with cancer. Clinical Journal of Oncology Nursing 16(2):
171-178. https://doi.org/10.1188/12.cjon.171-178

Boyce JM, Shone GR (2006) Effects of ageing on smell and taste.
Postgraduate Medical Journal 82(966):239-241. https://doi.org/10.
1136/pgm;j.2005.039453

Vennemann MM, Hummel T, Berger K (2008) The association
between smoking and smell and taste impairment in the general
population. Journal of Neurology 255(8):1121-1126. https://doi.
org/10.1007/s00415-008-0807-9

Ponticelli E, Clari M, Frigerio S, De Clemente A, Bergese I,
Scavino E, Bernardini A, Sacerdote C (2017) Dysgeusia and
health-related quality of life of cancer patients receiving chemother-
apy: a cross-sectional study. European Journal of Cancer Care
26(2). https://doi.org/10.1111/ecc.12633

van Oort S, Kramer E, de Groot JW, Visser O (2018) Taste alter-
ations and cancer treatment. Current Opinion in Supportive and
Palliative Care 12(2):162—167. https://doi.org/10.1097/spc.
0000000000000346

Gamper EM, Zabernigg A, Wintner LM, Giesinger JM,
Oberguggenberger A, Kemmler G, Sperner-Unterweger B,
Holzner B (2012) Coming to your senses: detecting taste and smell
alterations in chemotherapy patients. A systematic review. Journal
of Pain and Symptom Management 44(6):880-895. https://doi.org/
10.1016/j.jpainsymman.2011.11.011

Amezaga J, Alfaro B, Rios Y, Larraioz A, Ugartemendia G,
Urruticoechea A, Tueros I (2018) Assessing taste and smell alter-
ations in cancer patients undergoing chemotherapy according to
treatment. https://doi.org/10.1007/s00520-018-4277-z

Nishijima S, Yanase T, Tsuneki I, Tamura M, Kurabayashi T
(2013) Examination of the taste disorder associated with gyneco-
logical cancer chemotherapy. Gynecologic Oncology 131(3):674—
678. https://doi.org/10.1016/j.ygyno.2013.09.015

Tomita H, Ikeda M, Okuda Y (1986) Basis and practice of clinical
taste examinations. Auris, Nasus, Larynx 13(Suppl 1):S1-S15.
https://doi.org/10.1016/s0385-8146(86)80029-3

24.

25.

26.

27.

28.

29.

30.

31

32.

33.

34.

Basch E, Pugh SL, Dueck AC, Mitchell SA, Berk L, Fogh S, Rogak
LJ, Gatewood M, Reeve BB, Mendoza TR, O’Mara AM, Denicoff
AM, Minasian LM, Bennett AV, Setser A, Schrag D, Roof K,
Moore JK, Gergel T, Stephans K, Rimner A, DeNittis A, Bruner
DW (2017) Feasibility of patient reporting of symptomatic adverse
events via the patient-reported outcomes version of the common
terminology criteria for adverse events (PRO-CTCAE) in a chemo-
radiotherapy cooperative group multicenter clinical trial.
International Journal of Radiation Oncology, Biology, Physics
98(2):409-418. https://doi.org/10.1016/}.ijrobp.2017.02.002
Kawaguchi T, Azuma K, Sano M, Kim S, Kawahara Y, Sano Y,
Shimodaira T, Ishibashi K, Miyaji T, Basch E, Yamaguchi T (2017)
The Japanese version of the National Cancer Institute’s patient-
reported outcomes version of the common terminology criteria for
adverse events (PRO-CTCAE): psychometric validation and dis-
cordance between clinician and patient assessments of adverse
events. Journal of Patient-Reported Outcomes 2(1):2. https://doi.
org/10.1186/s41687-017-0022-5

Kano T, Kanda K (2013) Development and validation of a
chemotherapy-induced taste alteration scale. Oncology Nursing
Forum 40(2):E79-E8S. https://doi.org/10.1188/13.0onf.e79-e85
Cella DF, Tulsky DS, Gray G, Sarafian B, Linn E, Bonomi A,
Silberman M, Yellen SB, Winicour P, Brannon J et al (1993) The
Functional Assessment of Cancer Therapy scale: development and
validation of the general measure. Journal of Clinical Oncology :
Official Journal of the American Society of Clinical Oncology
11(3):570-579. https://doi.org/10.1200/jc0.1993.11.3.570
Fumimoto H, Kobayashi K, Chang CH, Eremenco S, Fujiki Y,
Uemura S, Ohashi Y, Kudoh S (2001) Cross-cultural validation
of an international questionnaire, the General Measure of the
Functional Assessment of Cancer Therapy scale (FACT-G), for
Japanese. Quality of Life Research : an International Journal of
Quality of Life Aspects of Treatment, Care and Rehabilitation
10(8):701-709

Kessler RC, Andrews G, Colpe LJ, Hiripi E, Mroczek DK,
Normand SL, Walters EE, Zaslavsky AM (2002) Short screening
scales to monitor population prevalences and trends in non-specific
psychological distress. Psychological Medicine 32(6):959-976
Furukawa TA, Kawakami N, Saitoh M, Ono Y, Nakane Y,
Nakamura Y, Tachimori H, Iwata N, Uda H, Nakane H,
Watanabe M, Naganuma Y, Hata Y, Kobayashi M, Miyake Y,
Takeshima T, Kikkawa T (2008) The performance of the
Japanese version of the K6 and K10 in the World Mental Health
Survey Japan. International Journal of Methods in Psychiatric
Research 17(3):152—-158. https://doi.org/10.1002/mpr.257
Campagna S, Gonella S, Sperlinga R, Giuliano PL, Marchese R,
Pedersini R, Berchialla P, Dimonte V (2018) Prevalence, severity,
and self-reported characteristics of taste alterations in patients re-
ceiving chemotherapy. Oncology Nursing Forum 45(3):342-353.
https://doi.org/10.1188/18.0nf.342-353

Speck RM, DeMichele A, Farrar JT, Hennessy S, Mao JJ, Stineman
MG, Barg FK (2013) Taste alteration in breast cancer patients treat-
ed with taxane chemotherapy: experience, effect, and coping strat-
egies. Supportive Care in Cancer : Official Journal of the
Multinational Association of Supportive Care in Cancer 21(2):
549-555. https://doi.org/10.1007/s00520-012-1551-3

Kuba S, Fujiyama R, Yamanouchi K, Morita M, Sakimura C,
Hatachi T, Matsumoto M, Yano H, Takatsuki M, Hayashida N,
Nagayasu T, Eguchi S (2018) Awareness of dysgeusia and gusta-
tory tests in patients undergoing chemotherapy for breast cancer.
Supportive Care in Cancer : Official Journal of the Multinational
Association of Supportive Care in Cancer. 26:3883-3889. https://
doi.org/10.1007/s00520-018-4256-4

Epstein JB, Smutzer G, Doty RL (2016) Understanding the impact
of taste changes in oncology care. Supportive Care in Cancer :
official journal of the Multinational Association of Supportive

@ Springer


https://doi.org/10.1634/theoncologist.2009-0333
https://doi.org/10.1634/theoncologist.2009-0333
https://doi.org/10.1080/01635581.2015.990577
https://doi.org/10.1186/1475-2891-9-15
https://doi.org/10.1186/1475-2891-9-15
https://doi.org/10.1016/j.ejon.2005.09.003
https://doi.org/10.1007/s00520-012-1398-7
https://doi.org/10.1001/archneur.60.5.667
https://doi.org/10.1188/12.cjon.171-178
https://doi.org/10.1136/pgmj.2005.039453
https://doi.org/10.1136/pgmj.2005.039453
https://doi.org/10.1007/s00415-008-0807-9
https://doi.org/10.1007/s00415-008-0807-9
https://doi.org/10.1111/ecc.12633
https://doi.org/10.1097/spc.0000000000000346
https://doi.org/10.1097/spc.0000000000000346
https://doi.org/10.1016/j.jpainsymman.2011.11.011
https://doi.org/10.1016/j.jpainsymman.2011.11.011
https://doi.org/10.1007/s00520-018-4277-z
https://doi.org/10.1016/j.ygyno.2013.09.015
https://doi.org/10.1016/s0385-8146(86)80029-3
https://doi.org/10.1016/j.ijrobp.2017.02.002
https://doi.org/10.1186/s41687-017-0022-5
https://doi.org/10.1186/s41687-017-0022-5
https://doi.org/10.1188/13.onf.e79-e85
https://doi.org/10.1200/jco.1993.11.3.570
https://doi.org/10.1002/mpr.257
https://doi.org/10.1188/18.onf.342-353
https://doi.org/10.1007/s00520-012-1551-3
https://doi.org/10.1007/s00520-018-4256-4
https://doi.org/10.1007/s00520-018-4256-4

5114

Support Care Cancer (2021) 29:5103-5114

35.

36.

37.

38.

39.

Care in Cancer 24(4):1917-1931. https://doi.org/10.1007/s00520-
016-3083-8

Tang CC, Draucker C, Tejani M, Von Ah D (2018) Symptom
experiences in patients with advanced pancreatic cancer as reported
during healthcare encounters. European Journal of Cancer Care
27(3):e12838. https://doi.org/10.1111/ecc.12838

Mukherjee N, Carroll BL, Spees JL, Delay ER (2013) Pre-treatment
with amifostine protects against cyclophosphamide-induced disrup-
tion of taste in mice. PloS one 8(4):¢61607. https://doi.org/10.1371/
journal.pone.0061607

de Vries RMW YC, van den Berg MMGA, de Graaf C, Boesveldt S
(2018) Altered food preferences and chemosensory perception dur-
ing chemotherapy in breast cancer patients : a longitudinal compar-
ison with healthy controls. Food Quality and Preference 63:135—
143. https://doi.org/10.1371/journal.pone.0185473

Wickham RS, Rehwaldt M, Kefer C, Shott S, Abbas K, Glynn-
Tucker E, Potter C, Blendowski C (1999) Taste changes experi-
enced by patients receiving chemotherapy. Oncology Nursing
Forum 26(4):697-706

Bernhardson BM, Tishelman C, Rutqvist LE (2008) Self-reported
taste and smell changes during cancer chemotherapy. Supportive

@ Springer

40.

41.

Care in Cancer : Official Journal of the Multinational Association of
Supportive Care in Cancer 16(3):275-283. https://doi.org/10.1007/
$00520-007-0319-7

Okada N, Hanafusa T, Abe S, Sato C, Nakamura T, Teraoka K, Abe
M, Kawazoe K, Ishizawa K (2016) Evaluation of the risk factors
associated with high-dose chemotherapy-induced dysgeusia in pa-
tients undergoing autologous hematopoietic stem cell transplanta-
tion: possible usefulness of cryotherapy in dysgeusia prevention.
Supportive Care in Cancer : Official Journal of the Multinational
Association of Supportive Care in Cancer 24(9):3979-3985. https://
doi.org/10.1007/s00520-016-3244-9

Bernhardson BM, Tishelman C, Rutqvist LE (2009) Taste and
smell changes in patients receiving cancer chemotherapy: distress,
impact on daily life, and self-care strategies. Cancer Nursing 32(1):
45-54. https://doi.org/10.1097/01.ncc.0000343368.06247.74

Publisher’s note Springer Nature remains neutral with regard to jurisdic-
tional claims in published maps and institutional affiliations.


https://doi.org/10.1007/s00520-016-3083-8
https://doi.org/10.1007/s00520-016-3083-8
https://doi.org/10.1111/ecc.12838
https://doi.org/10.1371/journal.pone.0061607
https://doi.org/10.1371/journal.pone.0061607
https://doi.org/10.1371/journal.pone.0185473
https://doi.org/10.1007/s00520-007-0319-7
https://doi.org/10.1007/s00520-007-0319-7
https://doi.org/10.1007/s00520-016-3244-9
https://doi.org/10.1007/s00520-016-3244-9
https://doi.org/10.1097/01.ncc.0000343368.06247.74

	Characteristics...
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Introduction
	Materials and methods
	Study design and participants
	Procedures
	Measurements
	Taste evaluations
	Appetite, weight change, and quality of life
	Psychological distress
	Adverse events
	Demographic and clinical information

	Statistical analysis

	Results
	Clinicodemographic participant characteristics
	Association with the characteristics and presence of TAs
	Characteristics of TAs
	Objective TA findings
	Subjective TA findings
	Association of TAs with appetite, weight change, QOL, K6 score, and adverse events
	Association between TA characteristics and appetite
	Predictors of TAs

	Discussion
	References


