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Simple Summary: Adenoid cystic carcinoma (ACC) is known to have distinctive clinical features. It
tends to metastasize to the lungs and spread through the nerves. As the nasal cavity and paranasal
sinuses are close to cranial nerves, ACC arising in such areas presents explicit challenges for treatment.
This study reported the treatment patterns and outcomes of sixty-one patients with sinonasal ACC
who were treated at a single institution. Patients with more extensive disease underwent radiation
therapy as the mainstay of treatment, and these showed worse treatment outcomes when compared
to those who were able to undergo surgery and postoperative radiation therapy. The difference
in treatment outcomes may be attributed to worse clinical features, such as extensive disease and
involvement of cranial nerves, rather than treatment modality. As patients with ACC tend to survive
for many years, the balance between risk and benefit needs to be thoroughly considered before

determining the initial treatment.

Abstract: This study aimed to present the treatment patterns and outcomes for adenoid cystic
carcinoma (ACC) arising in the nasal cavity and paranasal sinus. Sixty-one sinonasal ACC patients
were retrospectively reviewed: 31 (50.8%) underwent surgery followed by postoperative radiation
therapy (S+PORT), and 30 (49.2%) received definitive radiation therapy (D(C)RT). T4 disease was
significantly more frequent in the D(C)RT group (25.8% vs. 80.0%, p < 0.001), where all T4b disease
patients underwent D(C)RT. The 5-year local failure-free survival (LFFS), distant metastasis-free
survival (DMFS), progression-free survival (PFS), and overall survival were 61.8% versus 37.8%
(p = 0.003), 64.8% versus 38.1% (p = 0.036), 52.6% versus 19.3% (p = 0.010), and 93.2% versus 73.4%
(p = 0.001) in the S+PORT and D(C)RT groups, respectively. The absolute differences in 5-year
rates of LFFS, DMFS, and PFS between the two groups were smaller in the T3—4 subgroup. The
univariate analysis showed that T4b disease, neurologic symptoms, longest diameter of tumor,
radiological evidence of nerve involvement, and undergoing D(C)RT were associated with worse
clinical outcomes, but the significance disappeared in the multivariate analysis, except for in the case
of radiological evidence of nerve involvement. In conclusion, most patients with extensive disease
underwent upfront D(C)RT and generally exhibited inferior clinical outcomes when compared to
those with less extensive disease and who underwent S+PORT.

Keywords: adenoid cystic carcinoma; nasal cavity; paranasal sinus; definitive radiation therapy;
adjuvant radiation therapy
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1. Introduction

Adenoid cystic carcinoma (ACC) is a rare histologic type that originates from the
glandular tissues throughout the body [1]. ACC can involve various anatomical sites [2]
and comprises about 1% of all head and neck malignancies [3]. Although ACC ranks among
the most common malignant tumors affecting the major and minor salivary glands [4], its
occurrence in the sinonasal region is significantly less frequent, constituting approximately
6—7% of cases according to database studies [5,6]. Despite its relatively indolent growth
characteristic, managing ACC in the head and neck region poses some challenges due to its
locally persistent and recurrent clinical pattern, as well as the frequent and delayed onset
of distant metastases, particularly in the lungs [4].

Surgery stands as the standard treatment modality for patients with head and neck ACC [4].
Postoperative radiation therapy (PORT) is commonly recommended to reduce the risk of local
and regional recurrence, and several previous reports have demonstrated improved local control
by adding PORT [7,8]. However, the tendency of ACC to infiltrate through the nerve pathways,
and the proximity of the nasal cavity and paranasal sinuses to the skull base, present unique
challenges. Sinonasal malignancies are frequently diagnosed at locally advanced stages [6].
While neoadjuvant chemotherapy followed by radical surgery is a viable option for patients
with squamous cell carcinoma histology [9], ACC usually displays limited responsiveness to
chemotherapy, leaving no established standard chemotherapy regimen as of yet [10]. In cases of
unresectable ACC in the head and neck, definitive radiation therapy with or without concurrent
chemotherapy (D(C)RT) has been a common approach. Comparative studies have indicated
that upfront D(C)RT yields less favorable treatment outcomes when compared to upfront radical
surgery [6,11,12]; however, the interpretation of these results requires caution due to variations
in baseline patient characteristics. This study aimed to present the treatment patterns for ACC
arising in the nasal cavity and paranasal sinus and to compare the treatment outcomes following
D(C)RT and surgery followed by PORT (S5+PORT).

2. Materials and Methods
2.1. Patient Population

We retrospectively reviewed the medical records of the patients who were diagnosed
as having pathologically confirmed ACC of the nasal cavity and paranasal sinuses and were
treated between 1995 and 2021 at the authors’ institute. Patients who had metastatic disease
at the time of diagnosis or were treated for recurrent disease were excluded. Patients who
underwent radiation therapy (RT) at other institutions or did not receive RT were also excluded.
The eligible patients were categorized into two groups based on upfront treatment modalities:
those who underwent upfront radical surgery followed by PORT (the S+PORT group), and
those who received upfront D(C)RT without surgery (the D(C)RT group), respectively.

2.2. Treatment

The established treatment approach for the resectable sinonasal ACC patients at
our institute has been radical surgery, and PORT is usually considered when the post-
surgical pathology reports reveal risk factor(s), which typically includes positive or close
(<0.5 cm) resection margins, pT3-4 disease, or perineural invasion, respectively. Most of the
D(C)RT group patients had an unresectable disease extent, as evaluated by the head and
neck surgeons. Other reasons for opting against radical surgery included the anticipated
significant functional impairment and disfigurement following upfront surgery, medical
comorbidities, and patients’ preferences, respectively.

A few RT techniques were employed along with the technical advancements over the
past 26 years’ study period, which included 3-dimensional conformal RT (3D-CRT), intensity-
modulated RT (IMRT), and proton beam therapy (PBT). All patients underwent CT simulation
while under the thermoplastic mask to delineate the target volumes and organs at risk (OARs).
The gross tumor volume (GTV) was encompassed by the primary disease identified through
the radiographic images and physical examination. The GTV delineation was omitted in the
case of the PORT setting when there was no evidence of residual disease. The clinical target
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volume (CTV) included the area immediately adjacent to the GTV or the resection bed, taking
into account the potential for microscopic invasion. Elective nodal irradiation of the neck was
not routinely conducted. The planning target volume (PTV) was generated by expanding the
CTV by 3 mm in all directions. The prescribed dose schedules were determined on an individ-
ual patient basis, mainly considering the purpose of RT (definitive vs. postoperative) and the
estimated local recurrence risk. A simultaneous integrated boost technique was applied to
differentiate the dose to the GTV and CTV for the patients undergoing IMRT and /or PBT. Both
conventional fractionation (2 Gy per fraction) and moderate hypofractionation (up to 3 Gy per
fraction) were employed depending on the RT purpose and techniques. RT was administered
once daily, five fractions per week in all patients. In the D(C)RT group, selected patients
underwent concurrent chemotherapy with intravenous cisplatin (100 mg/m?), administered
starting on the first day of RT at three-week intervals. All patients were regularly evaluated in
the outpatient clinic at intervals of 3-4 months during the first 2 years, 6 months until the fifth
year, and once a year thereafter, respectively. These evaluations encompassed history-taking,
physical examination, laboratory tests, and radiological examinations, as needed.

2.3. Endpoints and Statistical Analysis

The clinical outcomes subjected to the current analysis included local failure-free sur-
vival (LFFS), distant metastasis-free survival (DMFS), progression-free survival (PFS), and
overall survival (OS), respectively. For LFFS, the event was defined as the manifestation
of local progression at the primary site within the RT target volume, which included the
emergence or progression of perineural spread lesions in the adjacent region, or deaths of
patients. The event for DMFS was defined as either the occurrence of distant metastasis or
the emergence of new intracranial lesions not contiguous with the previous RT target vol-
ume, or deaths of patients. The PFS events were defined as any form of disease progression
or metastasis, or deaths of patients. The OS events were defined as the deaths of patients
from any cause. All durations were measured from the initiation of the upfront treatment to
the following events: the date of surgery in the S+PORT group, and the date of RT initiation
in the D(C)RT group, respectively. The Kaplan—-Meier method was utilized for calculating
the survival rates, and the log-rank test was used for comparing these outcomes. The
uni- and multivariate analyses were conducted to assess the potential variables that could
impact the clinical outcomes, utilizing the Cox proportional hazards model. Variables with
a p-value of <0.1 in the univariate analyses were included in the subsequent multivariate
analyses. The treatment-related adverse events were defined as symptoms that occurred or
worsened during or after treatment. Meanwhile, the symptoms that occurred or worsened
after local progression and were linked with progression were not included in the adverse
events. The events graded >3 in accordance with the Common Terminology Criteria for
Adverse Events (CTCAE) version 5.0 were recorded. The crude rates of occurrence of
grade >3 events were calculated for both groups. The statistical significances of differences
were assessed using the chi-square test for the categorical variables and the Student’s ¢-test
for the continuous variables, respectively. In all statistical tests, a p-value of <0.05 was con-
sidered indicative of statistical significance. All statistical analyses were performed using
the R software (version 4.2.1; The R Foundation for Statistical Computing, Vienna, Austria).

3. Results
3.1. Patients” Characteristics and Treatment Specifics

A total of 61 eligible patients were included in the current study: 31 (50.8%) were allo-
cated to the S+PORT group, and 30 (49.2%) were allocated to the D(C)RT group, respectively.
The patients’ characteristics and treatment specifics are summarized in Table 1, and the median
follow-up period was 5.3 years (range: 0.8-27.4 years). The reasons for choosing D(C)RT,
instead of surgery, were unresectable disease extent at the time of diagnosis in 22 patients
(73.3%), patient’s preference for D(C)RT in five (16.7%), severe anticipated functional impair-
ment following surgical resection in two (6.7%), and poor performance status and significant
medical comorbidities that precluded radical surgery in one (3.3%), respectively.
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Table 1. Patients’ characteristics and treatment specifics.
Characteristics S+PORT Group (N = 31) D(CO)RT Group (N = 30) p-Value
Age at diagnosis (years, median) 48 (range: 28-67) 54 (range: 20-82) 0.168
Sex 1.000
Male 15 (48.4%) 15 (50.0%)
Female 16 (51.6%) 15 (50.0%)
Time of treatment initiation 0.554
1995-1999 1 (3.2%) 3 (10.0%)
2000-2004 3(9.7%) 2 (6.7%)
2005-2009 5 (16.1%) 2 (6.7%)
2010-2014 5 (16.1%) 7 (23.3%)
2015-2019 11 (35.5%) 13 (43.3%)
2020-2021 6 (19.4%) 3 (10.0%)
Primary site 0.074
Nasal cavity 14 (45.2%) 10 (33.3%)
Maxillary sinus 17 (54.8%) 14 (46.7%)
Ethmoid sinus 0 (0.0%) 2 (6.7%)
Sphenoid sinus 0 (0.0%) 4 (13.3%)
T stage (AJCC 8th) <0.001
T1 3(9.7%) 0 (0.0%)
T2 11 (35.5%) 2 (6.7%)
T3 9 (29.0%) 4 (13.3%)
T4a 8 (25.8%) 6 (20.0%)
T4b 0 (0.0%) 18 (60.0%)
Neurologic symptom as chief complaints 1 (3.2%) 13 (43.3%) 0.001
PET/CT staging 26 (83.9%) 25 (83.3%) 1.000
Longest diameter on radiologic exams (cm, median) 3.7 (range: 2.0-5.5) * 4.2 (range: 1.6-6.4) * 0.033
Longest diameter on pathologic exam (cm, median) 4.0 (range; 2.0-8.0) * - -
Solid portion 0.741%
Yes 4 (12.9%) 3 (10.0%)
No 21 (67.7%) 8 (26.7%)
Unknown 6 (19.4%) 19 (63.3%)
Radiological evidence of nerve involvement § 10 (32.3%) 24 (80.0%) <0.001
Perineural invasion in pathologic exam -
Yes 13 (41.9%) -
No 8 (25.8%) -
Unknown 10 (32.3%) -
Margin status )
Positive (R1) 20 (64.5%) -
Close (<0.5 cm) 11 (35.5%) -
Neck dissection 8 (25.8%) - -
Concurrent chemotherapy 0 (0.0%) 7 (23.3%) 0.014
Radiation therapy modality 0.489
3D-CRT 7 (22.6%) 6 (20.0%)
IMRT 12 (38.7%) 16 (53.3%)
Proton therapy (alone or combined with IMRT) 12 (38.7%) 8 (26.7%)
Radiation dose, EQD2 (Gy, median) 1 60.4 (range: 50.0-70.0) 67.7 (range: 57.3-71.6) <0.001
Radiation therapy duration (days, median) 41 (range: 34-47) 41 (range: 29-53) 0.580

* One patient in each group did not have available radiologic exams for evaluation. * Pathologic reports of four
patients did not include the size of the tumor. ¥ p-values were calculated excluding patients with an unknown
variable. 8 The definition of radiological evidence of nerve involvement was evidence of infiltration into known
nerve pathways such as foramina in the skull base or perineural invasion in the radiological exams. T EQD2 was
calculated with an alpha-beta ratio of 10. Treatment duration was not considered. p-values that were statistically
significant (<0.05) were marked in bold. Abbreviations: 3D-CRT, three-dimensional conformal radiation therapy;
AJCC, American Joint Committee on Cancer; D(C)RT, definitive radiation therapy + concurrent chemotherapy;
EQD2, equivalent dose in 2 Gy fractions; IMRT, intensity-modulated radiation therapy; PET/CT, positron emission
tomography /computed tomography; S+PORT, surgery followed by postoperative radiation therapy.

A substantial disparity was identified in the disease extent, according to the American
Joint Committee on Cancer (AJCC) manual 8th edition, between the following groups:
T4 disease constituted 80% of the D(C)RT group patients, predominantly featuring T4b
disease, while it constituted 25.8% of the S+PORT group patients, where none had T4b
disease (p < 0.001), respectively. No patient in this study presented with regional lymph
node metastasis. In terms of tumor size, measured through the diagnostic imaging studies,
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the D(C)RT group patients had larger tumors (median longest diameter: 3.7 cm vs. 4.2 cm,
p = 0.033). A higher incidence of radiological evidence indicating nerve involvement,
defined as infiltration into known nerve pathways such as the skull base foramina or
perineural invasion, was apparent in the D(C)RT group (80.0% vs. 32.3%, p < 0.001).
Overall, the D(C)RT group displayed a greater prevalence of a more advanced tumor extent
when compared to the S+PORT group. A significant difference was observed in the total
radiation dose between the groups (the median equivalent dose in 2 Gy fractions: 60.4 Gy
vs. 67.7 Gy, p < 0.001), which reflected the different aims of RT in the two groups.

3.2. Clinical Outcomes and Patterns of Recurrences

The clinical outcomes of all patients based on the treatment groups are illustrated in
Figure 1. The numbers of LFFS, DMFS, PFS, and OS events observed through this study
were 36, 36, 45, and 21, respectively. The patterns of recurrence according to the T stage and
treatment group are summarized in Table 2, and the patients with T4b disease exhibited
the highest rates of any progression (83.3%) and local progression (72.2%). Among the
33 patients who experienced distant metastasis, the lung was most frequently involved
(26, 78.8%). Six out of the seven patients who did not develop lung metastasis initially
had T4 disease, where four developed intracranial metastasis and three developed bone
metastasis, respectively.
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Figure 1. Kaplan-Meier curves of (A) local failure-free survival, (B) distant metastasis-free survival,
(C) progression-free survival, and (D) overall survival of two treatment groups for all patients.
D(C)RT: definitive radiation therapy + concurrent chemotherapy, S+PORT: surgery followed by
postoperative radiation therapy.
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Table 2. Patterns of recurrence according to the T stage and treatment groups.
T1 T2 T3 T4a T4b
Patterns of S+PORT S+PORT D(C)RT S+PORT D(C)RT S+PORT D(ORT D(C)RT
Recurrence Group Group Group Group Group Group Group Group
(N=3) (N=11) N=2 N=9) N=4) (N =8) (N =6) (N =18)
Any progression 0 (0.0%) 8 (72.7%) 2(100.0%) 7 (77.8%) 1(25.0%) 5 (62.5%) 6(100.0%) 15 (83.3%)
Local progression 0 (0.0%) 4 (36.4%) 2(100.0%) 6 (66.7%) 0 (0.0%) 3 (37.5%) 4 (66.7%) 13 (72.2%)
Regional recurrence 0 (0.0%) 1(9.1%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 1 (12.5%) 1(16.7%) 2 (11.1%)
Distant metastasis 0 (0.0%) 5 (45.5%) 2(100.0%) 5 (55.6%) 1(25.0%) 5 (62.5%) 5 (83.3%) 10 (55.6%)
Abbreviations: D(C)RT: definitive radiation therapy + concurrent chemotherapy, S+PORT: surgery followed by
postoperative radiation therapy.
Among all patients, the D(C)RT group patients, in comparison to their S+PORT coun-
terparts, exhibited significantly lower 5-year rates of LFFS, DMFS, PFS, and OS, respectively
(Table 3). In the T1-2 patients, comparisons of clinical outcomes between the treatment
groups were not feasible because only two patients underwent D(C)RT. The clinical out-
comes of the patients with T3—4 tumors in the two groups are presented in Figure 2. Among
the 45 T3—4 patients, between the treatment groups, the difference in LFFS, DMFS, and
PFS turned out to be insignificant; however, there remained a significant difference in OS
(Table 3). The absolute difference in 5-year rates of clinical outcomes between the two
groups was smaller in the T3—4 subgroup (24.0-33.3% versus 6.6-18.2%), except in terms
of OS. Among the patients who experienced local progression or distant metastasis, the
median durations until local progression and distant metastasis were 3.2 years (range:
0.7-14.3 years) and 3.8 years (range: 0.3-14.4 years), respectively. Among the patients who
died following local progression, the median duration from local progression to death was
3.3 years (range: 0.2-10.0 years).
Table 3. Comparison of clinical outcomes in all patients and T3—4 subgroup.
5-Year Rate of LFFS 5-Year Rate of DMFS 5-Year Rate of PFS 5-Year Rate of OS
(95% CI) (95% CI) (95% CI) (95% CI)
S+PORT D(C)RT S+PORT D(C)RT S+PORT D(C)RT S+PORT D(C)RT
All patients 61.8% 37.8% 64.8% 38.1% 52.6% 19.3% 93.2% 73.4%
(44.6%— (23.5%— (48.2%— (23.4%— (35.9%— (8.9%— (84.5%— (58.0%—
85.6%) 60.8%) 87.1%) 62.3%) 77.2%) 41.8%) 100%) 92.8%)
p=0.003 p=0.036 p=0.010 p =0.001
T3-4 subgroup 43.4% 36.8% 49.5% 32.9% 34.9% 16.7% 94.1% 71.1%
(22.7%— (22.2%— (28.2%— (18.5%— (16.4%— (6.9%— (83.6%— (54.7%—
83.2%) 60.9%) 86.8%) 58.7%) 74.4%) 40.3%) 100%) 92.2%)
p=0.107 p=0426 p=0.158 p=0011

Abbreviations: CI, confidence interval; D(C)RT, definitive radiation therapy + concurrent chemotherapy; DMFS,
distant metastasis-free survival; LFFS, local failure-free survival; PFS, progression-free survival; OS, overall
survival; S+PORT, surgery followed by postoperative radiation therapy.

Among the patients who underwent upfront D(C)RT, the addition of concurrent
chemotherapy to RT did not affect any clinical outcomes (LFFS: hazard ratio [HR] 0.982,
95% CI 0.325-2.967, p = 0.974; DMFS: HR 1.833, 95% CI 0.640-5.256, p = 0.259; PFS: HR
1.857, 95% CI 0.709-4.865, p = 0.208; OS: HR 1.356, 95% CI 0.366-5.031, p = 0.649). Among
the patients who underwent S+PORT, the margin status again was not associated with any
clinical outcomes (LFFS: HR 3.391, 95% CI 0.929-12.37, p = 0.065; DMFS: HR 1.295, 95% CI
0.439-3.819, p = 0.640; PFS: HR 1.697, 95% CI 0.607-4.744, p = 0.313; OS: HR 1.671, 95% CI
0.300-9.299, p = 0.558).
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Figure 2. Kaplan-Meier curves of (A) local failure-free survival, (B) distant metastasis-free survival,
(C) progression-free survival, and (D) overall survival of two treatment groups for T3—4 disease.
D(C)RT: definitive radiation therapy + concurrent chemotherapy, S+PORT: surgery followed by
postoperative radiation therapy.

3.3. Univariate and Multivariate Analyses

The results of the uni- and multivariate analyses conducted for the clinical outcomes
are summarized in Table 4. In the univariate analysis, four factors were unfavorably
associated with at least one outcome: T4b disease was with LFFS (p < 0.001), PFS (p = 0.013),
and OS (p < 0.001); neurologic symptoms as chief complaints with LFFS (p = 0.036) and
OS (p = 0.033); longest diameter of tumor in radiological examination with OS (p = 0.018);
radiological evidence of nerve involvement with LFFS (p = 0.010), DMFS (p = 0.009), PFS
(p <0.001), and OS (p = 0.046); and D(C)RT group with LFFS (p = 0.003), DMFS (p = 0.038),
PFS (p = 0.012), and OS (p = 0.001), respectively. In the multivariate analyses, however, only
radiological evidence of nerve involvement was associated with poor DMFS (p = 0.042) and
PFS (p = 0.004).
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Table 4. Univariate and multivariate analyses for the clinical outcomes.
Local Failure-Free Survival Distant Metastasis-Free Survival Progression-Free Survival Overall Survival
Characteristics Univariate Multivariate Univariate Multivariate Univariate Multivariate Univariate Multivariate
(Comparison vs.
Reference) 95% P- 95% P- 95% p- 95% p- 95% p- 95% p- 95% p- 95% p-
HR O a vawe ™ a ovawe ™ a ovawe R a ovawe PR a vawe " a ovawe " a vale Cl  Value

Age at diagnosis (per a year) Loz 9 oo 1oz D9 01 wem 09 o1s0 - - - Loz P9 0106 - - - Loar D9 0057 1038 Voo 0084
Sex (female vs. male) 0.992 f'g’}g" 0980 - - i 1.086 g'ggi” 0804 - - - 1511 g'%g‘ 018 - - - 0.779 ?;’;g‘ 0573 - - -
Primary site (maxillary sinus vs. 0.341- 0.859— 0.513- 0.417-
others) 0.664 1.295 0229 - - - 1.688 3318 0.129 - - - 0.939 1.719 0.838 - - - 0.987 2336 0976 - - -
T4b disease (yes vs. no) 3.586 %217’ <0.001 2.024 g‘ggg 0258 1.988 g‘ggf* 0061 0871 g.g%k 0777 2.250 ngf 0.013 0567 gig’ 0249 7702 %’2622’ <0.001 4829 gfii’ 0111
Neurologic symptom as chief 1.053- 0.306— 0.678— ) ) : 0.743— ) } : 1.086— 0.148-
complaints (yes vs. no) 2.189 4548 0.036  0.807 2127 0.664 1.424 2992 0.350 1.454 2844 0.274 2.684 6.635 0.033  0.605 2464 0.483
PET/CT staging (yes vs. no) 1064 00T oss1 - - - 1331 00 0495 - - - 2399 29 007 1ms 0% 0209 om0 9300 oenn - - -
Longest diameter on radiologic 0.933- 0.879- 0.923- 1.081- 0.897-
exam (per 1 cm) * 1.265 1717 0.130 - - - 1.153 1512 0.305 - - - 1.192 1.539 0.178 - - - 1.588 2333 0.018 1.281 1.867 0.197
Radiological evidence of nerve 1.255- 0.641- 1.275- 1.032- 1.838- 1.501- 1.016— 0.202—
involvement (yes vs. no) 2.634 5526 0.010 1.601 4001 0.314  2.652 5517 0.009 2.369 5437 0.042 3.741 7615 <0.001 3.478 8.063 0.004 2.612 6.717 0.046  0.822 3.351 0.785
Radiation therapy modality

IMRT vs. 3D-CRT 1.108 gégé_ 0.808 - - - 1.121 gi(z)g_ 0.769 - - - 1.602 gZ§é_ 0.226 - - - 0.696 ?;;2_ 0449 - - -

Proton therapy (alone or
combined with IMRT) vs. 1.331 gézé_ 0572 - - - 1.228 gjlég_ 0.695 - - - 1.402 gg;g_ 0.480 - - - 0.616 g;;g_ 0571 - - -
3D-CRT ’ ’ ’ i
Treatment group (D(C)RT vs. 1.416- 0.644— 1.042—- 0.696— 1.189- 0.929- 1.872—- 0.845-
S+PORT group) 2.878 5.846 0.003 1.717 4579 0.280 2.077 4139 0.038 1.672 4013 0.250 2172 3.967 0.012 2.143 4939 0.074 5.093 13.86 0.001  3.390 13.59 0.085

* Two patients did not have available radiologic exams for evaluation. p-values that were statistically significant (<0.05) were marked in bold. Abbreviations: 3D-CRT, three-dimensional
conformal radiation therapy; CI, confidence interval; D(C)RT, definitive radiation therapy & concurrent chemotherapy; HR, hazard ratio; IMRT, intensity-modulated radiation therapy;

PET/CT, positron emission tomography/computed tomography; S+PORT, surgery followed by postoperative radiation therapy.
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3.4. Adverse Events

No grade 4-5 events were observed during the current follow-up, while grade 3 events
were observed in six patients (19.4%) among the S+PORT group and seven (23.3%) among
the D(C)RT group, respectively (Table 5). There was no significant difference in the crude
rates of grade 3 adverse events between the groups (p = 0.947).

Table 5. The details of the grade 3 adverse events.

Patient

Treatment

CTCAE Months from

Number Group Sex Age Primary Site T Stage Terminology '{rga'tm.ent Course
nitiation
#1 S+PORT F 51 Maxillary T4a Sinusitis 26 Surgical debridement was
sinus required.
Severe facial pain due to a
Maxillar titanium plate inserted
#2 S+PORT F 66 . y T2 Facial pain 34 during the previous radical
sinus -
surgery. Partial removal of
the plate was indicated.
Partial removal of the
Skin ulceration 54 titanium plate and a skin
graft was required.
Maxillar Surgical debridement on the
#3 S+PORT M 44 sinus y T3 Osteonecrosis 35 irradiated side of the maxilla
was required.
#4 S+PORT M 43 Nasal cavity T2 Dermatitis radiation 1 Moist _desc!uama’uon of the
radiation field.
Sinus disorder 6 Obstruf:tlon'requlred surgical
synechiolysis.
Maxilla Cellulitis of the treated site
#5 S+PORT F 48 sinus Y T2 Skin infection 3 required hospitalization and
intravenous antibiotics.
Maxillar Cellulitis of the treated site
#6 S+PORT F 59 in y T3 Skin infection 4 required hospitalization and
smus intravenous antibiotics.
#7 D(C)RT F 38 51};1 I:;nmd T4b Extraocular muscle paresis 25 Diplopia during lateral gaze.
Facial muscle weakness 28 Near complete facial palsy.
48 D(C)RT M 5 Maxillary Tab Sinusitis 11 Surgical drainage was
sinus required.
Hearing impaired 57 Hearing aid was indicated.
Progressive necrosis of the
Central nervous system 4 temporal lobe persisted after
necrosis steroid administration.
Bevacizumab was indicated.
Extraocular muscle paresis 79 Diplopia during lateral gaze.
I Surgical closure was
Oral cavity fistula 83 indicated.
Maxillary R Surgery was recommended,
# DORT F 60 sinus B Sinusitis 32 but the patient refused.
. . . Decreased visual acuity on
#10 D(C)RT F 64 Nasal cavity T4a Optic nerve disorder 37 the irradiated side.
#11 D(C)RT F 69 Maxillary T4a Sinusitis 3 Surg_ical debridement was
sinus required.
#12 D(C)RT M 71 Maxillary Tab Optic nerve disorder 23 Decreased visual acuity on
sinus the irradiated side.
Severe dizziness necessitated
#13 D(C)RT F 64 Nasal cavity T4b Vestibular disorder 40 an emergency department

visit.

Abbreviations: CTCAE, Common Terminology Criteria for Adverse Events; D(C)RT, definitive radiation therapy
+ concurrent chemotherapy; S+PORT, surgery followed by postoperative radiation therapy.

4. Discussion

This study presents the clinical outcomes of patients with ACC arising in the nasal cav-
ity and paranasal sinus who were diagnosed and managed within a single institution over
the time span of 26 years. Most patients with resectable disease and favorable conditions
underwent upfront radical surgery followed by PORT, whereas those with unresectable
disease and unfavorable conditions received upfront D(C)RT. The D(C)RT group patients
exhibited generally worse clinical outcomes when compared to their S+PORT counterparts,
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which contrasts with the findings of a study performed by the authors which included
only patients with sinonasal squamous cell carcinoma [13]. The differences in the baseline
patient characteristics, particularly the disease extent, however, should not be disregarded.
In the D(C)RT group, 60% of the patients displayed T4b disease, according to the AJCC
8th staging, implying that the critical structures of the skull base, well-known cranial nerve
invasion pathways, were already involved. Given the tendency of ACC to spread per-
ineurally and the prognostic relevance of this [14,15], the difficult challenges in controlling
this situation are well-anticipated. The disparities in the clinical outcomes were mitigated
by the multivariate analyses, which included both the disease extent and the treatment
groups, and by focusing only on the patients with T3—4 disease. Based on these findings, it
can be speculated that the inferior clinical outcomes observed in the D(C)RT group were
mostly influenced by the initial disease extent, which signified the considerable challenges
in treating the T4b ACC patients with upfront RT.

In this study, all T4b patients underwent D(C)RT, and the vast majority (83.3%) en-
countered some form of disease progression subsequently, mainly local progression (72.2%).
Although promising outcomes were reported for selected T4b patients who underwent
extensive surgical resection [16], the vast majority of T4b patients tend to undergo D(C)RT
in the real world, due to the unresectable extent of the disease and concerns about func-
tional deficits and cosmetic demerits following upfront surgical resection. Even among
patients who are deemed resectable, achieving adequate and satisfactory surgical margins
seems elusive, frequently necessitating PORT following surgery. Consequently, efforts have
been directed toward enhancing the efficacy of RT in treating T4b patients with skull-base
involvement. Particle beam therapy could arise as one of the promising options in this
regard. The distinct physical properties of proton or carbon ion beams may confer dosi-
metric advantages in treating skull base tumors, notably in terms of better sparing the
OARs [17,18]. The key to successful RT basically lies in how to maintain target volume
coverage while optimally sparing the critical OARs, which can be more favorably achieved
by employing particle beam therapy. Previous studies exhibited promising local control
with particle beam therapy for sinonasal and nasopharyngeal ACC [19,20]. However, a
French study that investigated T4 sinonasal ACC with incomplete surgical resection (R1
or R2) or non-operated cases reported a 3-year local control rate of 60%, underscoring the
complexities tied to achieving local control in locally advanced sinonasal ACC [21]. While
particle beam therapy may confer benefits for some selected patients when compared to
photon therapy, treating sinonasal ACC patients with extensive skull-base involvement
with particle beam therapy still presents great challenges. Even with particle beam therapy,
sparing the critical structures located close to the target volumes frequently remains a
demanding task and constrains the potential for escalated-dose delivery that is desired for
better local disease control. In this study, approximately 30% of patients underwent PBT
alone or in combination with photon IMRT. Currently, our institution optionally offers PBT
for sinonasal ACC patients, on the condition that dosimetric advantages are expected over
photon IMRT alone.

Another approach for enhancing RT efficacy is concurrent chemotherapy. While the
chemotherapy efficacy remains limited in ACC [10], cisplatin concurrently delivered with
RT has demonstrated synergy with radiation [22]. Its role in the concurrent chemotherapy
setting is closer to that of a radiosensitizer, rather than that of a cytotoxic agent. Promising
outcomes following concurrent chemoradiation in this setting, however, were often under-
scored by virtue of the small sample sizes [23,24]. Moreover, in treating highly advanced
(T4b) ACC patients with concurrent chemoradiation, the clinical outcomes have generally
not been very favorable [25,26]. As yet, comparative studies with sufficiently large patient
cohorts are not available to thoroughly endorse the role of concurrent chemotherapy in
managing ACC patients, which still remains a debatable subject. In this study, approxi-
mately 20% of the D(C)RT group patients underwent concurrent chemoradiation, and the
subgroup comparison showed no difference in the clinical outcomes by adding chemother-
apy to RT, which might presumably be due to not enough patient numbers. Concurrent
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chemoradiation with tri-weekly cisplatin, however, has been actively employed at our
institution, and a more comprehensive report will be available when a sufficiently large
patient cohort is accrued in the future.

The multivariate analysis conducted in this study did not reveal any statistically
significant associations between the variables and the outcomes, except for the radiological
evidence of nerve involvement. This may be partly attributed to the relatively small
patient cohort size. Nevertheless, the univariate analysis showed several notable factors.
The impact of cranial nerve involvement [14,15] and skull base invasion [12,27] as worse
prognostic factors for ACC has been well-established and has been reaffirmed through
our study. In a previous analysis for lacrimal gland ACC, conducted by the authors, the
patients with gross residual tumor burden following surgical resection demonstrated worse
outcomes, which signified the importance of tumor burden at the time of D(C)RT [28]. In the
current study, however, the initial tumor size was associated with worse OS only, whereas
T4b disease was associated with worse LFFS, PFS, and OS, respectively. Additionally,
radiological evidence of nerve involvement demonstrated the associations with all four
clinical outcomes. The infiltration of the tumor into the critical structures and major nerves
may hold greater prognostic significance than the initial tumor burden for sinonasal ACC,
possibly due to its proximity to the skull base structures.

The distinctive clinical behavior of ACC is characterized by the relatively slow and
consistent disease progression, and this study likewise highlighted these traits. Through
the current study observation, disease progression events frequently manifested several
years following treatment, with some instances spanning over a decade. Even following
local progression, it often took several more years before the patients succumbed to death.
Similar clinical patterns were observed in other studies with long-term follow-ups [29,30].
The clinicians should be aware of this distinct clinical behavior and ensure that the patients
are monitored for a sufficiently longer time for follow-up evaluation.

There are a few limitations of this study. First, the imbalanced baseline characteristics
between the treatment groups seem to have hindered the drawing of concrete conclusions
about the efficacy of specific treatment modalities. Second, due to the retrospective nature,
the events for the clinical outcomes and toxicities could have been underreported. Third,
the relatively small cohort size might have restricted the statistical power. Despite these
limitations, this study could contribute a few valuable clinical insights into the management
of sinonasal ACC patients, which is particularly significant given the rarity of this disease.

5. Conclusions

For sinonasal ACC, most patients with extensive disease involvement underwent
upfront D(C)RT and demonstrated inferior clinical outcomes when compared to those
with less extensive disease and who underwent upfront S+PORT. The initial tumor burden
(T4b disease) seems to be a notable challenge when applying upfront D(C)RT. The balance
between risk and benefit needs to be thoroughly considered before determining the initial
treatment modality, as many patients tend to survive for many years regardless of the
initial tumor burden. The development of novel treatment approaches that could enhance
RT effectiveness and lead to more favorable outcomes is highly desirable.

Author Contributions: Conceptualization, Y.C.A.; methodology, D.O., K.Y. and Y.C.A; software,
TH.L. and K.K,; validation, TH.L. and Y.C.A,; formal analysis, T.H.L., K.K. and Y.C.A.; investigation,
D.O., KY. and Y.C.A; resources, H.-S.J., M.K.C. and Y.C.A ; data curation, TH.L. and K.K,; writing—
original draft preparation, TH.L. and Y.C.A_; writing—review and editing, TH.L., KK., D.O., K.Y.,
H.-SJ.,MK.C. and Y.C.A,; visualization, TH.L.; supervision, Y.C.A.; project administration, Y.C.A.
All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: Our study protocol received approval from the Institu-
tional Review Board of Samsung Medical Center before collecting patient information (approval
number 2022-11-088).



Cancers 2024, 16, 1235 12 of 13

Informed Consent Statement: Informed consent was waived by the Institutional Review Board of
Samsung Medical Center, considering the retrospective nature.

Data Availability Statement: The original contributions presented in the study are included in the
article. Further inquiries can be directed to the corresponding author.

Conflicts of Interest: The authors declare no conflicts of interest.

References

1.  Bradley, PJ. Adenoid cystic carcinoma of the head and neck: A review. Curr. Opin. Otolaryngol. Head Neck Surg. 2004, 12, 127-132.
[CrossRef]

2. Spiro, RH.; Huvos, A.G.; Strong, E.W. Adenoid cystic carcinoma of salivary origin. A clinicopathologic study of 242 cases. Am. .
Surg. 1974, 128, 512-520. [CrossRef]

3. Dodd, R.L; Slevin, N.J. Salivary gland adenoid cystic carcinoma: A review of chemotherapy and molecular therapies. Oral Oncol.
2006, 42, 759-769. [CrossRef]

4. Coca-Pelaz, A.; Rodrigo, ].P.; Bradley, PJ.; Vander Poorten, V.; Triantafyllou, A.; Hunt, J.L.; Strojan, P.; Rinaldo, A.; Haigentz, M.;
Takes, R.P; et al. Adenoid cystic carcinoma of the head and neck—An update. Oral Oncol. 2015, 51, 652—661. [CrossRef]

5. Turner, ].H.; Reh, D.D. Incidence and survival in patients with sinonasal cancer: A historical analysis of population-based data.
Head. Neck 2012, 34, 877-885. [CrossRef]

6. Robin, T.P; Jones, B.L.; Gordon, O.M.; Phan, A.; Abbott, D.; McDermott, ].D.; Goddard, J.A.; Raben, D.; Lanning, R.M.; Karam,
S.D. A comprehensive comparative analysis of treatment modalities for sinonasal malignancies. Cancer 2017, 123, 3040-3049.
[CrossRef] [PubMed]

7. Miglianico, L.; Eschwege, E; Marandas, P.; Wibault, P. Cervico-facial adenoid cystic carcinoma: Study of 102 cases. Influence of
radiation therapy. Int. J. Radiat. Oncol. Biol. Phys. 1987, 13, 673-678. [CrossRef] [PubMed]

8. Chen, A M.; Bucci, M.K.; Weinberg, V.; Garcia, J.; Quivey, ].M.; Schechter, N.R.; Phillips, T.L.; Fu, K.K,; Eisele, D.W. Adenoid
cystic carcinoma of the head and neck treated by surgery with or without postoperative radiation therapy: Prognostic features of
recurrence. Int. . Radiat. Oncol. Biol. Phys. 2006, 66, 152-159. [CrossRef] [PubMed]

9.  Abdelmeguid, A.S.; Teeramatwanich, W.; Roberts, D.B.; Amit, M.; Ferraroto, R.; Glisson, B.S.; Kupferman, M.E.; Su, S.Y.; Phan, J.;
Garden, A.S.; et al. Neoadjuvant chemotherapy for locoregionally advanced squamous cell carcinoma of the paranasal sinuses.
Cancer 2021, 127, 1788-1795. [CrossRef] [PubMed]

10. Sahara, S.; Herzog, A.E.; Nor, ].E. Systemic therapies for salivary gland adenoid cystic carcinoma. Am. J. Cancer Res. 2021, 11,
4092-4110. [PubMed]

11. Mendenhall, W.M.; Morris, C.G.; Amdur, R.J.; Werning, ].W.; Hinerman, R.W,; Villaret, D.B. Radiotherapy alone or combined with
surgery for adenoid cystic carcinoma of the head and neck. Head Neck 2004, 26, 154-162. [CrossRef]

12.  Lupinetti, A.D.; Roberts, D.B.; Williams, M.D.; Kupferman, M.E.; Rosenthal, D.I,; Demonte, F; El-Naggar, A.; Weber, R.S.; Hanna,
E.Y. Sinonasal adenoid cystic carcinoma: The M. D. Anderson Cancer Center experience. Cancer 2007, 110, 2726-2731. [CrossRef]

13. Kim, K,; Ahn, Y.C,; Oh, D.; Noh, ].M.; Jeong, H.S.; Chung, M.K,; Hong, S.D.; Baek, C.H. Can Definitive Radiation Therapy
Substitute Surgical Resection in Locally Advanced T3 or T4 Sinonasal Squamous Cell Carcinoma? Int. |. Radiat. Oncol. Biol. Phys.
2023, 117, 893-902. [CrossRef] [PubMed]

14. Fordice, J.; Kershaw, C.; El-Naggar, A.; Goepfert, H. Adenoid Cystic Carcinoma of the Head and Neck. Arch. Otolaryngol.—Head.
Neck Surg. 1999, 125, 149-152. [CrossRef] [PubMed]

15. Barrett, A.W.; Speight, PM. Perineural invasion in adenoid cystic carcinoma of the salivary glands: A valid prognostic indicator?
Oral Oncol. 2009, 45, 936-940. [CrossRef] [PubMed]

16. Ramakrishna, R.; Raza, S.M.; Kupferman, M.; Hanna, E.; DeMonte, F. Adenoid cystic carcinoma of the skull base: Results with an
aggressive multidisciplinary approach. J. Neurosurg. 2016, 124, 115-121. [CrossRef] [PubMed]

17.  Kosaki, K.; Ecker, S.; Habermehl, D.; Rieken, S.; Jakel, O.; Herfarth, K.; Debus, J.; Combs, S.E. Comparison of intensity modulated
radiotherapy (IMRT) with intensity modulated particle therapy (IMPT) using fixed beams or an ion gantry for the treatment of
patients with skull base meningiomas. Radiat. Oncol. 2012, 7, 44. [CrossRef] [PubMed]

18.  Florijn, M.A.; Sharfo, A.W.M.; Wiggenraad, R.G.]J.; van Santvoort, ].P.C.; Petoukhova, A.L.; Hoogeman, M.S.; Mast, M.E.; Dirkx,
M.L.P. Lower doses to hippocampi and other brain structures for skull-base meningiomas with intensity modulated proton
therapy compared to photon therapy. Radiother. Oncol. 2020, 142, 147-153. [CrossRef]

19. Gentile, M.S,; Yip, D.; Liebsch, N.J.; Adams, J.A.; Busse, PM.; Chan, A.W. Definitive proton beam therapy for adenoid cystic
carcinoma of the nasopharynx involving the base of skull. Oral Oncol. 2017, 65, 38—44. [CrossRef]

20. Hu, W, Hu, J.; Huang, Q.; Gao, J.; Yang, J.; Qiu, X.; Kong LLu, ].J. Particle Beam Radiation Therapy for Adenoid Cystic Carcinoma
of the Nasal Cavity and Paranasal Sinuses. Front. Oncol. 2020, 10, 572493. [CrossRef]

21. Dautruche, A ; Bolle, S.; Feuvret, L.; Le Tourneau, C.; Jouffroy, T.; Goudjil, F.; Zefkili, S.; Nauraye, C.; Rodriguez, J.; Herman, P.; et al.
Three-year results after radiotherapy for locally advanced sinonasal adenoid cystic carcinoma, using highly conformational
radiotherapy techniques proton therapy and/or Tomotherapy. Cancer Radiother. 2018, 22, 411-416. [CrossRef] [PubMed]

22. Boeckman, H.J.; Trego, K.S.; Turchi, J.J. Cisplatin sensitizes cancer cells to ionizing radiation via inhibition of nonhomologous end

joining. Mol. Cancer Res. 2005, 3, 277-285. [CrossRef] [PubMed]


https://doi.org/10.1097/00020840-200404000-00013
https://doi.org/10.1016/0002-9610(74)90265-7
https://doi.org/10.1016/j.oraloncology.2006.01.001
https://doi.org/10.1016/j.oraloncology.2015.04.005
https://doi.org/10.1002/hed.21830
https://doi.org/10.1002/cncr.30686
https://www.ncbi.nlm.nih.gov/pubmed/28369832
https://doi.org/10.1016/0360-3016(87)90284-7
https://www.ncbi.nlm.nih.gov/pubmed/3032876
https://doi.org/10.1016/j.ijrobp.2006.04.014
https://www.ncbi.nlm.nih.gov/pubmed/16904520
https://doi.org/10.1002/cncr.33452
https://www.ncbi.nlm.nih.gov/pubmed/33567468
https://www.ncbi.nlm.nih.gov/pubmed/34659878
https://doi.org/10.1002/hed.10380
https://doi.org/10.1002/cncr.23096
https://doi.org/10.1016/j.ijrobp.2023.05.038
https://www.ncbi.nlm.nih.gov/pubmed/37245536
https://doi.org/10.1001/archotol.125.2.149
https://www.ncbi.nlm.nih.gov/pubmed/10037280
https://doi.org/10.1016/j.oraloncology.2009.07.001
https://www.ncbi.nlm.nih.gov/pubmed/19692291
https://doi.org/10.3171/2015.1.JNS142462
https://www.ncbi.nlm.nih.gov/pubmed/26252456
https://doi.org/10.1186/1748-717X-7-44
https://www.ncbi.nlm.nih.gov/pubmed/22439607
https://doi.org/10.1016/j.radonc.2019.08.019
https://doi.org/10.1016/j.oraloncology.2016.11.016
https://doi.org/10.3389/fonc.2020.572493
https://doi.org/10.1016/j.canrad.2017.11.015
https://www.ncbi.nlm.nih.gov/pubmed/30064829
https://doi.org/10.1158/1541-7786.MCR-04-0032
https://www.ncbi.nlm.nih.gov/pubmed/15886299

Cancers 2024, 16, 1235 13 of 13

23.

24.

25.

26.

27.

28.

29.

30.

Bhattasali, O.; Holliday, E.; Kies, M.S.; Hanna, E.Y.; Garden, A.S.; Rosenthal, D.I.; Morrison, WH.; Gunn, G.B.; Fuller, C.D.; Zhu,
X.R,; et al. Definitive proton radiation therapy and concurrent cisplatin for unresectable head and neck adenoid cystic carcinoma:
A series of 9 cases and a critical review of the literature. Head Neck 2016, 38 (Suppl. S1), E1472-E1480. [CrossRef] [PubMed]

Ha, H.; Keam, B.; Ock, C.Y,; Kim, TM.; Kim, ].H.; Chung, EJ.; Kwon, SK.; Ahn, S.H.; Wu, H.G.; Sung, M.W,; et al. Role of
concurrent chemoradiation on locally advanced unresectable adenoid cystic carcinoma. Korean J. Intern. Med. 2021, 36, 175-181.
[CrossRef] [PubMed]

Swain, M.; Ghosh-Laskar, S.; Budrukkar, A.; Patil, R.; Murthy, V.; Gupta, T.; Mummudji, N.; Prabhash, K.; Joshi, A.; Patil, V.M.; et al.
Concurrent chemoradiotherapy for locally advanced unresectable adenoid cystic carcinoma of head and neck: Experience from a
single institute. Eur. Arch. Otorhinolaryngol. 2021, 278, 4423-4431. [CrossRef] [PubMed]

Fang, Y.; Peng, Z.; Wang, Y.; Gao, K; Liu, Y,; Fan, R.; Zhang, H.; Xie, Z.; Jiang, W. Current opinions on diagnosis and treatment of
adenoid cystic carcinoma. Oral Oncol. 2022, 130, 105945. [CrossRef] [PubMed]

Jang, S.; Patel, PN.; Kimple, R.J.; McCulloch, T.M. Clinical Outcomes and Prognostic Factors of Adenoid Cystic Carcinoma of the
Head and Neck. Anticancer Res. 2017, 37, 3045-3052.

Noh, J.M.; Lee, E.; Ahn, Y.C.; Oh, D.; Kim, Y.D.; Woo, K.I.; Ko, Y.H.; Kim, S. Clinical significance of post-surgical residual tumor
burden and radiation therapy in treating patients with lacrimal adenoid cystic carcinoma. Oncotarget 2016, 7, 60639-60646.
[CrossRef]

Ishida, E.; Ogawa, T.; Rokugo, M.; Ishikawa, T.; Wakamori, S.; Ohkoshi, A.; Usubuchi, H.; Higashi, K.; Ishii, R.; Nakanome,
A.; et al. Management of adenoid cystic carcinoma of the head and neck: A single-institute study with over 25-year follow-up.
Head Face Med. 2020, 16, 14. [CrossRef]

Ohta, K.; Matsuda, S.; Okada, A.; Sasaki, M.; Imamura, Y.; Yoshimura, H. Adenoid cystic carcinoma of the sublingual gland
developing lung metastasis 20 years after primary treatment: A case report and literature review. Medicine 2021, 100, e28098.
[CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1002/hed.24262
https://www.ncbi.nlm.nih.gov/pubmed/26561041
https://doi.org/10.3904/kjim.2019.104
https://www.ncbi.nlm.nih.gov/pubmed/32218101
https://doi.org/10.1007/s00405-021-06654-3
https://www.ncbi.nlm.nih.gov/pubmed/33564909
https://doi.org/10.1016/j.oraloncology.2022.105945
https://www.ncbi.nlm.nih.gov/pubmed/35662026
https://doi.org/10.18632/oncotarget.10259
https://doi.org/10.1186/s13005-020-00226-2
https://doi.org/10.1097/MD.0000000000028098

	Introduction 
	Materials and Methods 
	Patient Population 
	Treatment 
	Endpoints and Statistical Analysis 

	Results 
	Patients’ Characteristics and Treatment Specifics 
	Clinical Outcomes and Patterns of Recurrences 
	Univariate and Multivariate Analyses 
	Adverse Events 

	Discussion 
	Conclusions 
	References

