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Abstract
Purpose—Assess dosimetric correlates of long-term dysphagia after chemo-IMRT of
oropharyngeal cancer (OPC) sparing parts of the swallowing organs.

Patients and Methods—Prospective longitudinal study: weekly chemotherapy concurrent with
IMRT for stages III/IV OPC, aiming to reduce dysphagia by sparing non-involved parts of
swallowing-related organs: pharyngeal constrictors (PC), glottic and supraglottic larynx (GSL),
and esophagus, as well as oral cavity and major salivary glands. Dysphagia outcomes included
patient-reported Swallowing and Eating Domain scores, Observer-based (CTCAEv.2) dysphagia,
and videofluoroscopy (VF), before and periodically after therapy through 2 years. Relationships
between dosimetric factors and worsening (from baseline) of dysphagia through 2 years were
assessed by linear mixed-effects model.

Results—73 patients participated. Observer-based dysphagia was not modeled because at >6
months there were only four grade ≥2 cases (one of whom feeding-tube dependent). PC, GSL, and
esophagus mean doses, as well as their partial volume doses (VDs), were each significantly
correlated with all dysphagia outcomes. However, the VDs for each organ inter-correlated and also
highly correlated with the mean doses, leaving only mean doses significant. Mean doses to each of
the parts of the PCs (superior, middle and inferior) were also significantly correlated with all
dysphagia measures, with superior PCs demonstrating highest correlations. For VF-based
strictures, most significant predictor was esophageal mean doses (48±17 Gy in patients with, vs
27±12 in patients without strictures, p=0.004). Normal tissue complication probabilities (NTCPs)
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increased moderately with mean doses without any threshold. For increased VF-based aspirations
or worsened VF summary scores, TD50 and TD25 were 63Gy and 56Gy for PC, and 56Gy and
39Gy for GSL, respectively. For both PC and GSL, patient-reported swallowing TDs were
substantially higher than VF-based TDs.

Conclusions—Swallowing organs mean doses correlated significantly with long-term
worsening of swallowing. Different methods assessing dysphagia resulted in different NTCPs, and
none demonstrated a threshold.
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Introduction
Dysphagia is a major sequel of chemo-irradiation (CRT) of head and neck (HN) cancer
(1,2). In order to reduce its severity it is necessary to understand its pathophysiology as well
as its associations with clinical and dosimetric factors. We have previously identified the
pharyngeal constrictors (PC) and glottic and supraglottic larynx (GSL) as organs whose
dysfunction after CRT is the likely cause of dysphagia, and have assessed the ability of
intensity modulated radiotherapy (IMRT) to reduce the doses to the parts of these organs
which are outside the targets (3). Subsequently, several studies assessed the correlations
between the doses delivered to these organs and various measures of dysphagia (4–11), as
well as the clinical correlates of dysphagia (5,6,11,16,17). All these studies found significant
correlations between dysphagia and the doses delivered to the swallowing organs, but almost
all were retrospective, included mixtures of therapies, and lacked adjustments to pre-therapy
swallowing abnormalities.

We have conducted a prospective study of chemo-IMRT aiming to reduce dysphagia by
sparing the parts of the swallowing system which did not overlap with the targets in patients
with oropharyngeal cancer. The clinical and functional results of this study have recently
been published (17). Longitudinal evaluations of dysphagia included observer-rated, patient-
reported, and objective, radiological measurements of swallowing dysfunction, before and
periodically through 2 years after therapy. The clinical correlates of dysphagia in the study
have previously been assessed (17). We have found that the mean doses to the swallowing
structures, as well as several clinical factors, notably the pretherapy outcome scores, T stage,
GTV size, and current smoking, were each independently associated with several
swallowing outcomes (17). We have previously also reported the dosimetric correlates of
early (three months post-therapy) dysphagia in that study (4). However, dysphagia changed
significantly from three months through two years post-therapy, with a trend of stabilization
between one and two years (17). Therefore, in order to be relevant for long-term dysphagia,
dose-effect relationships at one year or later post-therapy need to be assessed.

The current paper analyses the dosimetric correlates of long-term post-CRT worsening of
various measures of dysphagia, through two years, compared with the pre-therapy base-line.
It strives to find the normal tissue complication probabilities (NTCPs) and establish dose
constraints related to long-term dysphagia.

Patients and Methods
This was a prospective longitudinal study of chemo-IMRT for head and neck cancer aiming
to reduce dysphagia by sparing the parts of the swallowing structures not included in the
targets: pharyngeal constrictors (PCs), glottic and supraglottic larynx (GSL), and esophagus,
as well as the major salivary glands and oral cavity. The study was approved by the
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Institutional Review Board of the University of Michigan. Details of the outlining of the
swallowing structures, including the PCs and their schematic division into 3 parts: Superior
(SPC), middle (MPC), and inferior (IPC), and the GSL, as well as the details of IMRT
objectives, planning and delivery, have been published elsewhere (4,17). All patients
received concurrent chemotherapy – weekly carboplatin and paclitaxel – as detailed
elsewhere (4,17). Feeding tubes (FTs) were inserted only if weight loss during therapy
approached 10%.

Objective assessment of swallowing was made by videofluoroscopy (VF) (18). VFs were
performed pre-therapy and at 3, 12 and 24 months post-therapy. VF summary score was
calculated using the Swallowing Performance Scale (19), detailed elsewhere (4,17).
Aspirations were defined as events on VF in which the food/liquid bolus passed past the
level of the glottis (17). Patient-reported dysphagia (PRD) was assessed with the Eating
Domain of the Head and Neck Quality of Life questionnaire (HNQOL) (20) and the
Swallowing Question from the University of Washington Head and Neck-related QOL
questionnaire (UWQOL) (21). The scoring of the eating Domain and the Swallowing
Question is detailed elsewhere (4,17). The patients filled the questionnaires pre-therapy and
at follow-up clinical visits. Observer-rated dysphagia (ORD) was scored 0–4 at consultation
and at each follow-up visit based on Common Terminology Criteria for Adverse Events
(CTCAE)v2.0, as was detailed elsewhere (4,17).

In order to take into account the potential effects of different fraction doses on organ
function, the 2 Gy/fraction-equivalent organ dose distributions (EQD2) were calculated, by
converting each point in the 3D dose distributions to normalized isoeffective doses, using
the linear-quadratic model, assuming α/β ratio of 3 Gy for late effects, or 10 Gy for early
effects (which may be relevant if late dysphagia is a consequential effect of acute mucositis)
(23). The nominal mean doses, the mean EQD2s, and various partial organ volumes
receiving 40, 45, 50, 55, 60, 65, or 70 Gy (VDs), were then calculated for each organ in each
patient.

Statistical Methods
To assess the unadjusted effect of baseline parameters on the dysphagia outcomes (worsened
aspiration relative to baseline and impaired swallowing based on VF scores, HNQOL Eating
Domain, and UW Swallowing scores), we modeled each outcome variable measured
longitudinally during post-therapy using the linear mixed-effects model for continuous
outcomes, such as Eating domain scores, or generalized linear mixed-effects model with
logit link, for dichotomized outcomes such as aspiration. The unadjusted effects of the
parameters (univariate estimates) were each obtained using a model adjusted only to time
since therapy. Differences in mean organ doses between patients with and without
worsening of swallow (“events”) were tested by two-tailed independent t-tests.

Parameters (TD50 and m) for a normal tissue complication probability (NTCP) versus mean
dose model were computed using maximum likelihood methods as described previously
(24). In brief, this model assumes, for a population of patients, a normal distribution of
complications as a function of mean dose. The distribution is characterized by a mean TD50
and a standard deviation m·TD50. Summation of that distribution with increasing dose
produces the cumulative NTCP for the population (sigmoid-shaped curve). The maximum
likelihood NTCP method requires binary definition of complications rather than continuous
parameters. The definition of “complication” in the VF-based aspiration was determined as
any increase in aspiration based on VF ≥ 12 months post-therapy compared with pre-
therapy. A “complication” related to the VF summary score was defined as an increase from
0–4 (no or mild dysphagia) pre-therapy to ≥5 (moderate or severe dysphagia) at ≥12
months. Defining a “complication” in the patient-reported scores was based on an
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observation of the longitudinal trend of the scores at 12, 18, and 24 months compared to
baseline. For the UWQOL Swallow scores, an increase (worsening) of ≤20 (on a 0–100
scale) at any of these time points was in most cases non-reproducible, with most patients
reporting improvement to base-line scores at the other time points. In comparison, any
worsening by >20 points was associated with worse scores compared to the baseline scores
at all other 12–24 months time points. Therefore, worsening of UWQOL Swallow score by
>20 points at any time ≥12 months was considered a “complication”. Similar assessment of
the longitudinal trend of the HNQOL Eating Domain scores showed that an increase
(worsening) of scores from ≤30 at baseline to ≥50 at any time point between 12–24 months
was reproducible in all the other time points, therefore this change was considered a
“complication” for the related NTCP calculation. An observer-based CTCAE
“complication” was defined as worsening from grade 0–1 pre-therapy to grade ≥2 or from
grade 2 to ≥3.

Results
Seventy three patients participated in the study. Patient and tumor characteristics are detailed
in Table 1. HPV status was available for 49 patients (67%). Of the 49, 13 (27%) were HPV−
(all were previous/current smokers) and 36 (73%) were HPV+, of whom 11 (31%) had <10
pack-year smoking history. Thus, 11/49 (22%) of the patients with known HPV status had
both HPV+ cancer and non/minimal smoking history.

Sixty-eight (93%) received at least six of the planned seven cycles of weekly concurrent
chemotherapy and the remaining five received 5 cycles each. All patients received the
prescribed total RT dose with no interruptions apart from holidays.

Details of the longitudinal results of the various dysphagia assessments are provided
elsewhere (17). During therapy, 21 patients (29%) required FTs and 6–7% still require
supplemental FT feeding at 3–6 months. One patient was FT dependent after 6 months
(observer-rated grade 3). This patient presented pre-therapy with dysphagia grade 2. At ≥12
months 94% of patients had observer-rated dysphagia grade 0–1. No modeling of observer-
rated post-therapy dysphagia was performed due to the small number (four) of patients with
grades ≥2 after 6 months.

For all dysphagia endpoints, mean PC, GSL, and esophageal doses were highly significant
after adjusting for clinical variables (p<0.001). Dosimetric parameters including the mean
doses and selected VDs for the whole PCs as well as the superior, middle and inferior PCs,
the GSL, and esophagus, are presented in Table 2. Strong, highly statistically significant
correlations were observed among all the VDs for each of the organs: PCs and each of the
parts of the PCs (r>0.9), GSL (r>0.88), and esophagus (r>0.9, except for volumes received
by high doses to the esophagus, which were rare). Furthermore, highly significant
correlations were observed between each VD and the mean dose to the respective organ,
with Spearman correlation coefficients r ≥0.8 (p<0.001) in almost all cases. The correlation
coefficients for the PCs are demonstrated in Table 3, and similar results were obtained for
each of the parts of the PCs as well as GSL and esophagus. These high correlations resulted
in a redundancy of the inclusion of any VD in the dose-response models when the organ
mean dose was included. Therefore, the VDs were excluded from further dose-response
modeling and the mean doses served as the sole dosimetric variables.

Next, we assessed whether the mean doses to any part of the PCs (the SPC, MPC, and IPC)
were stronger predictors of outcomes compared with the mean dose to the whole PC. For
increases in aspirations and worsening VF summary scores, PC and SPC mean doses had
similar predictive value (OR 1.13 and 1.17, respectively; p=0.001 each) while MPC and

Eisbruch et al. Page 4

Int J Radiat Oncol Biol Phys. Author manuscript; available in PMC 2012 November 1.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



IPC, though highly significant, had slightly weaker association (OR 1.11 and 1.06,
respectively, p=0.004 and 0.005, respectively). For patient-reported dysphagia, PC and SPC
mean doses were most significant predictors of the UWQOL Swallow (p=0.001 each)
though the mean doses to the IPC and MPC were also significant predictors (p=0.03 and
p=0.02, respectively), while the PC and IPC mean doses (p=0.001 each) were most
significantly associated with the HNQOL Eating Domain scores, followed by the SPC and
MPC (p=0.004 and 0.03 respectively).

For the small number (five) of VF-based strictures, PC mean doses were highly associated
with their risk (mean 68±4 Gy in patients with vs 55±9 Gy in patients without strictures,
p=0.008), as well as the mean doses to each of the individual constrictors, and GSL mean
doses (57±14 Gy in patients with strictures vs 40±15 Gy in patients without strictures,
p=0.027). The most significant predictor of strictures was esophageal mean doses (48±17
Gy in patients with vs 27±12 Gy in patients without strictures, p=0.004).

Details of patients with and without “complications”, and their mean PC and GSL doses,
used for NTCP calculations and plotting, are provided in Table 4. NTCP curves are provided
in Fig 1. NTCPs increased at moderate rates as mean doses increased, without any apparent
threshold. For increased aspirations or worsening VF scores, PC TD50 and TD25 were 63Gy
and 56Gy, respectively, (Fig 1A–B), and GSL TD50 and TD25 were 56Gy and 39Gy,
respectively (Figs 1E–F). For both PC and GSL, TD 50 and TD25 for patient-reported
worsened swallowing (Figs 1C–D, G–H) were substantially higher compared with the VF-
based doses. Also, the 95% CIs in the derived TD50 values were smaller for the VF-based
compared with the patient-reported-based NTCPs (Figs 1A–H)). The “m” parameters were
small (0.16–0.23) for the PC fits but trended larger (0.31–0.46) for GSL, likely related to
greater inter-patient heterogeneity among the GSL dose distributions, reflected in higher
standard deviations around the mean doses (Table 2). No significant differences in the
NTCP fits were observed when nominal mean doses or mean doses computed from EQD2
dose distributions (with either alpha/beta ratios of 10Gy or 3Gy) were used.

Discussion
This study demonstrates significant correlations of swallowing-related organ mean doses
with various subjective and objective measures of worsened dysphagia after therapy
compared to the baseline. An important aspect is the difference in the dose-effect
relationships between the objective VF-based assessments of dysphagia and patient-reported
worsening of dysphagia, the former having substantially lower TD50 compared with the
latter. The rates of observer-rated (CTCAE-based) moderate/severe dysphagia (grade ≥2) at
>6 months were very low in this study and precluded a meaningful statistical evaluation of
this endpoint. This low rate is the likely outcome of the efforts to reduce dysphagia by
sparing the non-involved parts of the swallowing-related organs.

What is the reason for the different dose-effect relationships of patient-reported and
objective, VF-based dysphagia? One of the most important post-chemo-RT VF-based
abnormalities is aspirations, which may be correlated with clinical aspiration pneumonia
(2,17). Some VF-based aspirations are ‘silent”, are not noticed by the patients and do not
elicit a cough response, likely due to sensory decline after chemo-RT (1). Thus, functional
swallow abnormalities after chemo-RT, which are clinically relevant, may not be
appreciated by the patients, resulting in a shift of the patient-reported dose-response curve
compared to the objective measurement-based curve. Another explanation is the shifting
over time of patient-reported outcomes representing either a true improvement or an
accommodation to their new functional status, termed “response shift” (25). These issues
relate to the lack of a gold-standard for assessing dysphagia (26); In the absence of a single
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gold standard measure of dysphagia (and of other symptoms), reporting multiple measures
using different and complementary well-developed methodologies is the current state of the
art.

Which dosimetric measure should be used as a constraint or an objective for IMRT plans in
efforts to reduce dysphagia? The mean doses as well as several VDs of the swallowing
organs were highly statistically significant predictors of all endpoints of dysphagia. An
additional important finding was very high correlations between the mean doses and the
VDs, making the VDs redundant. Other studies found significant correlations between
multiple VDs and various dysphagia measures, but did not test for inter-correlations or for
correlations of the VDs with the mean doses (6,13,14). We have previously encountered
similar findings in the parotid glands: a redundancy of the VDs when the mean dose is
included in the dose-effect model (24). This phenomenon likely exists in all organs in any
study in which the treatment techniques and dose distribution patterns are similar among the
study patients. Thus, the mean dose is likely the only metric required for IMRT planning
aiming to spare the swallowing organs.

What are the mean doses which should guide IMRT planning? Our previous study of MRI-
based anatomical changes in the PCs three months after chemo-RT compared with pre-
therapy showed clear dose-effect relationships for these changes, which were significantly
more apparent at mean doses>50 Gy (27). The doses we have found in the current study
regarding VF-assessed swallow dysfunction were TD50 and TD25 of 63Gy and 56Gy,
respectively, for the PCs, and 56Gy And 39Gy, respectively, for the GSL, while the
corresponding TDs for significant patient-reported worsening of swallow were substantially
higher. The dosimetric measures in previous studies of dose-effect relationships for
dysphagia have recently been summarized (28). The mean PC doses above which the risk of
dysphagia increases significantly range in these studies between 45–60 Gy (28). Our study
found TDs which are consistent with moderate slopes of the dose-effect relationships, rather
than any threshold. In our view, using the VF-based TD25 as goals for optimization would
be reasonable, and at the University of Michigan we now use the VF-based TD25 for the PC
and GSL as dosimetric goals.

There are several reasons for the differences in the dose-effect relationships between the
different published series. The first reason is differences in therapies, notably the inclusion
in some series of many patients receiving RT alone without concurrent chemotherapy, which
is expected to reduce the risk of dysphagia (14). Other reasons include different assessments
of dysphagia in different series: aspiration and objective imaging (4,5,10,14), feeding tube
dependency (12,13,15), patient reported dysphagia (4,6,9), strictures (5,13) or observer-
reported like RTOG, CTCAE, or Performance Status Scale (6,9). The importance of the end-
point used to measure dysphagia has been demonstrated in the current study, as different
TD50 and TD25 were found for different endpoints. Additional reasons for the differences
among the series relate to the nature of the study: while the current study was prospective
and took into account the changes from pre- to post-therapy swallow measures, almost all
other studies (except for 11, 14) were retrospective, assessing overt dysphagia at a single
point in time after therapy. The problems inherent in the retrospective assessment of dose-
response relationships for dysphagia are illustrated in the study by Langerman et al who
compared the rates of aspiration before and after chemo-RT of HN cancer (29). While
aspiration rates increased in oral cavity and oropharyngeal cancer, they actually decreased in
patients with laryngeal cancer, from 37% pre-therapy to 28% post-therapy, likely due to
reduced laryngeal dysfunction following tumor shrinkage. Had these authors performed only
post-therapy tests, they might have concluded that the high RT doses delivered to the larynx
in the patients with laryngeal cancer may have caused a 28% rate of aspirations. Similarly,
both the functional results from the current series (17) as well as others (30) demonstrate
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that in some patients therapy achieves an improvement in dysphagia compared to the pre-
therapy baseline. Thus, prospective studies that include the pre-therapy data are the most
reliable means to evaluate dose-effect relationships.

Another potential cause of different reports of dose-effect relationships is different methods
to delineate the organs. For example, drawing the PCs anatomically, as was done in this
study, results in different mean doses compared to drawing only the posterior pharyngeal
wall, without differences in the IMRT plans and dose distributions (31). This issue deserves
further study. Also, we strived to spare the non-involved parts of the whole larynx, including
both its glottis and supraglottic parts, as we hypothesized that the effect of RT on both may
cause dysphagia (3), and therefore reported the doses to the GSL rather than the glottis
alone. This reporting differed from some other series which reported the doses to the glottis
alone (14). As other investigations reported significant correlations between the doses to the
supraglottic larynx and dysphagia (6,10), we feel that reporting GSL doses, and aiming to
spare the GSL, rather than the glottic larynx alone, are justified. On the other hand, sparing
of the glottic larynx in cases of oropharyngeal cancer is usually easier than sparing the
supraglottic larynx, especially where the vallecula is included in the targets. Substantial
sparing of the glottis can be equally achieved by split-field technique or, as done in the
current study, by whole-neck IMRT, if the glottic larynx is assigned a high priority in the
optimization cost function, and slight under-dosage of the lymphatic CTVs in the low neck
is accepted (32).

Which are most important: the dose to the SPC, IPC, or larynx, in determining dysphagia?
The answer: it depends on where the primary tumor is. This study has confirmed our
previous results: in OPC, all of the above are statistically significant, with the SPC having
the highest p value. Similar results were reached by others who assessed dose-response
relationships in patients with OPC (9,14,15). In comparison, series which included patients
with all cancer sites, including larynx cancer, found that the doses to the IPC or the larynx
are most significantly correlated with dysphagia (5,10,13). Thus, in series of OPC, where the
larynx and IPC receive low or moderate doses while the SPC receives the highest doses, the
doses to the latter likely determine the risk of dysphagia. In comparison, patients with
laryngeal cancers receive high IPC and laryngeal doses, and these determine in these
patients the risk and rate of dysphagia. An example was provided by Caglar et al (5): in the
whole patient population, which included laryngeal and oropharyngeal cancers, only the
laryngeal doses were statistically significant predictors of dysphagia, however, when only
the OPC patients in that series were analyzed, the SPC became statistically significant. The
bottom-line: An effort should be made to spare all the swallowing structures when possible.

In conclusion, this study has demonstrated significant relationships between long-term
swallowing dysfunction and the mean doses delivered to the swallowing organs. These data
supply dosimetric guidelines for efforts to reduce late dysphagia by reducing the doses to the
swallowing structures. The dependence of the NTCPs on the specific methods used to assess
dysphagia, found in this study, highlights the need to establish a “gold tandard” for
dysphagia evaluation.
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Fig 1.
Normal tissue complication probablility (NTCP) curves for long-term increase in various
measures of videofluoroscopy-based and patient-reported dysphagia after therapy compared
with pre-therapy, vs. doses to the pharyngeal constrictors (PC) (A–D) and glottic-
supraglottic larynx (GSL) (E–H). UWQOL: University of Washington quality of life
questionnaire. HNQOL: Head-neck cancer quality of life questionnaire.
In each figure the symbols at the bottom represent patients with no “complications” and the
at the top patients with “complications”. The horizontal error bars are bins of 7 Gy for the
PC plots and 10 Gy for the GSL plots. The y axis error bars represent 80% confidence
intervals. The definitions of “complications” are detailed in Methods.
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