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Purpose: To compare the clinical characteristics of patients with direct and dural carotid cavernous sinus fistulas (CCFs).
Methods: The medical records of 60 patients diagnosed with CCFs were retrospectively reviewed. The collected data included 
demographic characteristics, clinical findings, and ocular manifestation. The clinical characteristics of the direct and the dural CCFs 
were compared on head-to-head basis. Logistic regression analysis was used to demonstrate the direction and magnitude of the 
difference and reported as odds ratio with its 95% confidence interval.
Results: There were 28 patients (46.67%) with direct CCFs, and 32 patients (53.33%) with dural CCFs. Patients with direct CCF were 
mostly male (p=0.023), younger age (p<0.001), had history of trauma (p<0.001), and more visual impairment at presentation 
(p=0.025), when compared to those with dural CCFs. In addition, patients with direct CCF had significantly more chemosis 
(p=0.005), proptosis (p=0.042), bruit (p<0.001) and dilated retinal vessels (p=0.008) than those with dural CCF. Thirty patients 
(50%) had increased intraocular pressure (IOP). Mean IOP of the affected eyes was significantly higher than the unaffected eyes 
(p<0.0001). In patients with normal IOP, mean IOP of the affected eyes was also higher than the unaffected eyes (p=0.0027).
Conclusion: Patients with direct CCF were younger age, associated with trauma, and more visual impairment at presentation. 
Chemosis, proptosis, bruit and dilated retinal vessels were detected more in the direct CCF than the dural CCF. Despite normal IOP, 
affected eyes had significantly higher IOP than the unaffected eyes. Information on these clinical characteristics may be helpful in 
discrimination of the direct type, which is more urgent for further investigation and treatment.
Keywords: direct carotid cavernous fistula, dural carotid cavernous fistula, clinical characteristics

Introduction
Carotid cavernous sinus fistulas (CCFs) are abnormal vascular shunts, allowing blood to flow either directly or indirectly 
from the carotid artery into the cavernous sinus.1 CCFs can be classified based on the hemodynamic properties as low 
flow or high flow; the etiology as traumatic or spontaneous; and the angiographic anatomy of the shunts following 
Barrow classification.2 Barrow et al classified CCFs into direct and indirect or dural CCFs.2 Direct CCFs are those arising 
directly from the carotid artery, while Dural CCFs are those originating from the carotid artery branch vessels. The direct 
CCF (type A) is the most common type, defined as a direct high-flow shunt between the internal carotid artery and the 
cavernous sinus. The dural CCF is subdivided into type B, C, and D. Type B is a dural shunt between meningeal branches 
of the internal carotid artery and the cavernous sinus. Type C is a dural shunt between meningeal branches of the external 
carotid artery and the cavernous sinus. Type D is a dural shunt between meningeal branches of both the internal and 
external carotid arteries and the cavernous sinus. The direct CCFs often present acutely and progress rapidly, necessitat-
ing urgent treatment, while the dural CCFs tend to be more insidious onset and progress slowly.1

Previous studies have reported the ocular manifestations, angiographic features, endovascular management, treatment 
outcomes and complications in patients with CCFs.3–18 Although there were numerous studies on the clinical findings of these 
patients in the literature, most of them were small case series,2,12,15,17,18 or focused on the specific issues. Some studies reported on 
diagnosis and management of only the dural type.11–14 Some studies emphasized on endovascular management and treatment 
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outcomes,7–9 whereas others studied on glaucoma management and visual outcome.5,16–18 To date, information on comparison of 
clinical characteristics between direct and dural CCF has been limited.19,20 Therefore, this study aims to report the clinical 
characteristics of patients with CCFs and compare between the direct and the dural CCFs in a larger series of patients.

Patients and Methods
This study was carried out in accordance with the tenets of the Declaration of Helsinki and was approved by the Khon 
Kaen University Ethics Committee for Human Research (HE641379). Retrospective medical chart reviews of all patients 
diagnosed as CCF at the KKU Eye Center, Department of Ophthalmology, Faculty of Medicine, Khon Kaen University, 
Khon Kaen, Thailand from January 2015 to December 2020 were performed. Although patient consent to review their 
medical records was not required by the ethics committees, the case report forms had no linkage to the patient identities 
and the researchers respected the privacy of the patients. The inclusion criteria were patients diagnosed as CCFs and 
confirmed with radiographic imaging and cerebral angiography. The exclusion criteria were patients who was suspected 
of CCFs and later proved to be other diagnosis, and who had incomplete data. The collected data included age, gender, 
duration of symptoms, accidental history, and underlying diseases. The data on eye examination included best-corrected 
visual acuity (BCVA), intraocular pressure (IOP) and blood in Schlemm’s canal on gonioscopy, proptosis, ophthalmo-
plegia, bruit, dilated episcleral vessels, and chemosis. The data on posterior segment included dilated retinal vessels, 
macular edema, intraretinal hemorrhage, and optic nerve head findings.

Intraocular pressure was measured in both the affected eyes and unaffected eyes. We defined increased IOP as IOP 
>21 mmHg. Patients with IOP ≤ 21 mmHg were classified as normal IOP. In this study, visual acuity was recorded in 
Snellen notation and converted to logarithm of the minimum angle of resolution (logMAR) unit for analysis. Counting 
fingers (CF), hand movement (HM), light perception (LP) and no light perception (NLP) were recorded as 2.1, 2.4, 2.7 
and 3.0 logMAR respectively, in accordance with the criteria employed by Day et al.21

Statistical Analysis
The collected data were analyzed using Stata version 16.1 (StataCorp, College Station, TX77845 USA). Categorical data 
such as gender, accident history, underlying diseases, and the clinical signs in CCF patients were reported with frequency 
and percentage distributions. Age, duration of symptoms, BCVA, and IOP were reported as the mean and standard 
deviation. Chi-squared test or the Fisher Exact Test was used to compare categorical data between two groups. 
Independent samples t-test was used to compare numerical data between groups. Paired t-test was used to compare 
IOP between affected eyes and unaffected eyes. Logistic regression analysis was used to compare the clinical character-
istics of direct and dural CCFs, to demonstrate the direction and magnitude of the difference, and reported as odds ratio 
with its 95% confidence interval. P value < 0.05 was considered statistical significance.

Results
Sixty patients consisted of 25 males (41.67%) and 35 females (58.33%). Mean age of the patients was 47.28 ± 19.03 (95% CI 
42.37, 52.19) years. Duration of symptom before attending ophthalmologist was 2.34 ± 2.42 (95% CI 1.70, 2.97) months. 
Thirty-one patients (51.67%) had history of head trauma, and 20 patients (33.33%) had underlying diseases such as diabetes 
mellitus, hypertension and dyslipidemia. Mean visual acuity of the patients was 0.71 ± 8.46 (95% CI 0.48, 0.93) logMAR, and 
mean intraocular pressure was 22.27 ± 8.46 (95% CI 20.08, 24.45) mmHg. There were 28 patients (46.67%) diagnosed with 
direct CCFs, and 32 patients (53.33%) with dural CCFs, confirmed by catheter cerebral angiography. The demographic 
characteristics and clinical manifestation of patients with CCFs are shown in Table 1 and Table 2.

Mean IOP in patients with direct and dural CCFs were 22.93 ± 8.18 and 21.69 ± 8.79 mmHg, respectively. This 
difference was not statistically significant. In this study, the mean IOP of the affected eyes was higher than the unaffected 
eyes in all patients (22.27 ± 8.46 vs 15.25 ± 5.12 mmHg; P < 0.001). The direct and dural CCFs also had the mean IOP of 
the affected eyes higher than unaffected eyes (22.93 ± 8.18 vs 14.96 ± 4.13 mmHg; P < 0.001) and (21.71 ± 9.42 vs 15.75 
± 6.21 mmHg; P < 0.001), respectively (Table 3). Of all 60 patients, increased IOP was present in only 30 patients (50%): 
15 patients (53.57%) in the direct CCFs and 15 patients (46.88%) in the dural CCFs. The mean IOP in the increased IOP 
subgroup was higher than that in the normal IOP subgroup (28.4 ± 7.02 vs 16.13 ± 4.31 mmHg; P < 0.001). Patients with 
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Table 1 Demographic Characteristics of the Patients with CCFs

Variables Direct CCFs  
(n = 28)

Dural CCFs  
(n = 32)

Total  
(n = 60)

Age (years), Mean ± SD (95% CI) 31.32 ± 13.52 (26.08, 36.56) 61.25 ± 9.94 (56.67, 64.83) 47.28 ± 19.03 (42.37, 52.19)

Gender N (%)

Female 12 (42.9) 23 (71.9) 35 (58.33)

Male 16 (57.1) 9 (28.1) 25 (41.67)

Duration (months) Mean ± SD (95% CI) 2.29 ± 2.69 (1.26, 3.34) 2.38 ± 2.19 (1.56, 3.19) 2.34 ± 2.42 (1.70, 2.97)

Trauma N (%)

Yes 26 (92.9) 5 (15.6) 31 (51.67)

No 2 (7.1) 27 (84.4) 29 (48.33)

Underlying diseases N (%)

No 25 (89.29) 15 (46.88) 40 (66.67)

DM 1 (3.6) 10 (31.3) 11 (18.33)

HT 2 (7.1) 11 (34.4) 13 (21.67)

DLP 0 (0.0) 5 (15.6) 5 (8.33)

Other 1 (3.6) 5 (15.6) 6 (10.00)

VA (logMAR) Mean ± SD (95% CI) 1.04 ± 1.05 (0.63–1.44) 0.42 ± 0.55 (0.22–0.61) 0.71 ± 0.87 (0.48, 0.93)

IOP (mmHg) Mean ± SD (95% CI) 22.93 ± 8.18 (19.76, 26.09) 21.69 ± 8.79 (18.52, 24.86) 22.27 ± 8.46 (20.08, 24.45)

Abbreviations: CCFs, carotid cavernous sinus fistulas; DM, diabetes mellitus; HT, systemic hypertension; DLP, dyslipidemia; VA, visual acuity; logMAR, logarithm 
of the minimum angle of resolution; IOP, intraocular pressure.

Table 2 Ocular Manifestations of the Patients with CCFs

Variables Direct CCFs  
(n = 28)

Dural CCFs  
(n = 32)

Total  
(n = 60)

Blurred vision 17 (60.7) 12 (37.5) 29 (48.33)

Diplopia 5 (17.9) 7 (21.9) 12 (20.0)

Pain 14 (50.0) 13 (40.6) 27 (45.0)

External ophthalmoplegia 20 (71.4) 20 (62.5) 40 (66.67)

Proptosis 24 (85.7) 20 (62.5) 44 (73.33)

Bruit 19 (67.9) 4 (12.5) 23 (38.33)

Dilated episcleral vessels 27 (96.4) 30 (93.8) 57 (95.0)

Chemosis 18 (64.3) 9 (28.1) 27 (45.0)

Ptosis 2 (7.1) 2 (6.3) 4 (6.67)

Blood in Schlemm canal 7 (25.0) 5 (15.6) 12 (20.0)

Dilated retinal veins 12 (42.9) 4 (12.5) 16 (26.67)

Disc swelling 4 (14.3) 2 (6.3) 6 (10.0)

Intraretinal hemorrhage 3 (10.7) 2 (6.3) 5 (8.33)

Abbreviation: CCFs, carotid cavernous sinus fistulas.
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the direct and dural CCF also had similar results (Table 4). In the increased IOP subgroup, affected eyes had higher mean 
IOP compared with the unaffected eyes (28.4 ± 7.02 vs 17 ± 5.84 mmHg; P<0.001). In the normal IOP subgroup, 
affected eyes also had higher mean IOP compared with the unaffected eyes (16.13 ± 4.31 vs 13.5 ± 3.59 mmHg; 
P=0.003). The mean difference was 2.63 ± 4.41 mmHg (95% confidence interval: 0.99, 4.28; Table 5).

Using logistic regression analysis, the clinical characteristics of direct and dural CCFs were compared and shown in 
Table 6.

Age
Mean age of patients with direct and dural CCFs was 31.32 ± 13.52 and 61.25 ± 9.94 years, respectively. Patients with 
direct CCFs were significantly younger than those with dural CCFs (p < 0.001).

Gender
Patients in the dural CCFs were 23 females (71.9%) and 9 males (28.1%), while those in the direct CCFs were 16 males 
(57.1%) and 12 females (42.9%). The odds of female patients in the dural group were 3.41 times higher than those in the 
direct group (p = 0.023).

Table 4 Mean IOP of Affected Eyes in Increased IOP and Normal IOP Subgroups

CCF Increased IOP Normal IOP Mean Difference P value*

Mean ± SD (95% CI) Mean ± SD (95% CI) Mean ± SD (95% CI)

Direct (28) 28.07 ± 7.55 (23.88, 32.25) 17 ± 3.58 (14.84, 19.16) 11.07 (6.35, 15.78) <0.001

Dural (32) 28.73 ± 6.68 (25.03, 32.43) 15.47 ± 4.79 (13.00, 17.94) 13.26 (9.10, 17.43) <0.001

Total (60) 28.4 ± 7.02 (25.78, 31.02) 16.13 ± 4.31 (14.52, 17.74) 12.27 (9.26, 15.28) <0.001

Note: *Two-sample independent t-test. 
Abbreviation: CCFs, carotid cavernous sinus fistulas.

Table 5 Mean IOP of Affected and Unaffected Eyes in Increased IOP and Normal IOP Subgroups

CCF Subgroup Affected Eyes Unaffected Eyes Mean Difference P value*

Mean ± SD (95% CI) Mean ± SD (95% CI) Mean ± SD (95% CI)

Increased IOP (30) 28.4 ± 7.02 (25.78, 31.02) 17 ± 5.84 (14.82, 19.18) 11.4 ± 6.33 (9.04, 13.76) <0.001

Normal IOP (30) 16.13 ± 4.31 (14.52, 17.74) 13.5 ± 3.59 (12.16, 14.84) 2.63 ± 4.41 (0.99, 4.28) 0.003

Total (60) 22.27 ± 8.46 (20.08, 24.45) 15.25 ± 5.12 (13.93, 16.57) 7.02 ± 6.98 (5.21, 8.82) <0.001

Note: *Paired t-test. 
Abbreviation: CCFs, carotid cavernous sinus fistulas.

Table 3 Mean IOP of Affected and Unaffected Eyes in Patients with Direct and Dural CCFs

CCF Affected Eyes Unaffected Eyes Mean Difference P value*

Mean ± SD (95% CI) Mean ± SD (95% CI) Mean ± SD (95% CI)

Direct (28) 22.93 ± 8.18 (19.76, 26.09) 14.96 ± 4.13 (13.36, 16.57) 7.96 ± 7.09 (5.22, 10.71) <0.001

Dural (32) 21.69 ± 8.79 (18.52, 24.86) 15.5 ± 5.91 (13.37, 17.63) 6.19 ± 6.89 (3.70, 8.67) <0.001

Total (60) 22.27 ± 8.46 (20.08, 24.45) 15.25 ± 5.12 (13.93, 16.57) 7.02 ± 6.98 (5.21, 8.82) <0.001

Note: *Paired t-test. 
Abbreviation: CCFs, carotid cavernous sinus fistulas.
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Trauma
Twenty-six patients (92.9%) in the direct CCF group had history of head trauma, whereas 5 patients (15.6%) in the dural 
CCF group did. The odds of having trauma in the direct group were 70.2 times higher than those in the dural group (p < 
0.001).

Underlying Diseases
Concomitant diseases with CCFs found in this study were diabetic 3.6% in the direct CCF group, and 34.4% in the dural 
CCF group (p = 0.006), hypertension 7.1% and 34.4% respectively (p = 0.011), and dyslipidemia 0.0% and 15.6%, 
respectively (p = 0.055). The odds of having underlying diseases in the dural group were 9.44 times higher than those in 
the direct group (p = 0.001).

Visual Acuity
Mean visual acuity at presentation of patients in the direct CCFs was 1.04 ± 1.05 logMAR, whereas that in the dural 
CCFs was 0.42 ± 0.55 logMAR. The visual acuity at presentation of patients in the direct CCF group was significantly 
poorer than that in the dural CCF group (p = 0.005). Moreover, visual loss was noted more in the direct CCFs (60.7%) 

Table 6 Logistic Regression Analysis of Clinical Characteristics of CCF Patients

Variables Direct CCF  
(n = 28)

Dural CCFs  
(n = 32)

OR  
(95% CI)

P value

Age (years) mean ± SD 31.32 ± 13.52 61.25 ± 9.94 1.21 (1.09, 1.33) <0.001

VA (logMAR) mean ± SD 1.04 ± 1.05 0.42 ± 0.55 2.75 (1.22, 6.20) 0.015

IOP (mmHg) mean ± SD 22.93 ± 8.18 21.69 ± 8.79 1.02 (0.96, 1.08) 0.569

Female 12 (42.9) 23 (71.9) 3.45 (1.16, 9.98) 0.025

Trauma 26 (92.9) 5 (15.6) 70.2 (12.5, 394.39) <0.001

Underlying diseases 3 (10.71) 17 (53.13) 9.44 (2.37, 37.7) 0.001

Diplopia 5 (17.9) 7 (21.9) 1.29 (0.36, 4.63) 0.698

Blurred vision 17 (60.7) 12 (37.5) 2.58 (0.91, 7.31) 0.075

Orbital pain 14 (50.0) 13 (40.6) 1.46 (0.53, 4.07) 0.467

External ophthalmoplegia 20 (71.4) 20 (62.5) 1.5 (0.51, 4.45) 0.465

Proptosis 24 (85.7) 20 (62.5) 3.3 (0.91, 11.98) 0.069

Orbital bruits 19 (67.9) 4 (12.5) 14.78 (3.97, 54.99) <0.001

Dilated episcleral vessels 27 (96.4) 30 (93.8) 1.8 (0.15, 20.99) 0.639

Chemosis 18 (64.3) 9 (28.1) 4.6 (1.54, 13.70) 0.006

Ptosis 2 (7.1) 2 (6.3) 1.15 (0.15, 8.78) 0.890

Blood in Schlemm’s canal 7 (25.0) 5 (15.6) 3.52 (0.76, 16.39) 0.109

Dilated retinal veins 12 (42.9) 4 (12.5) 5.2 (1.42, 19.04) 0.013

Disc swelling 4 (14.3) 2 (6.3) 2.43 (0.41, 14.51) 0.328

Intraretinal hemorrhage 3 (10.7) 2 (6.3) 1.75 (0.27, 11.36) 0.59

Abbreviations: CCFs, carotid cavernous sinus fistulas; VA, visual acuity; logMAR, logarithm of the minimum 
angle of resolution; IOP, intraocular pressure; OR, odds ratio; CI, confidence interval.
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than in the dural CCFs (37.5%). The odds of having visual loss in the direct group were 2.58 times higher than those in 
the dural group. However, the difference did not reach a significant level (p = 0.075).

Orbital Bruit
Bruit was more common in the direct CCFs (67.9%) than in the dural CCFs (12.5%). The odds of having orbital bruits in 
the direct group were 14.78 times higher than those in the dural group (p < 0.001).

Chemosis
Chemosis was found in the direct and dural CCFs in 64.3% and 28.1%, respectively. The odds of having conjunctival 
chemosis in the direct group were 4.6 times higher than those in the dural group (p = 0.006).

Dilated Retinal Veins
The odds of having dilated retinal veins in the direct group is 5.2 times higher than that in the dural group (p = 0.013). 
Moreover, proptosis was detected in the direct and dural CCF groups in 85.7% and 62.5%, respectively (p = 0.042). 
Other details on comparison of clinical characteristics in patients with CCFs are shown in Table 6.

Discussion
In this study, the clinical characteristics of the direct and dural CCFs were studied in detail. The results demonstrated that 
patients with direct CCFs were younger age, more history of trauma, less underlying diseases, and more visual 
impairment at presentation, when compared with dural CCFs. In contrast, most of the dural CCF patients were female, 
older age, less history of head trauma, more association with underlying diseases and less visual impairment. Some of 
these results have been reported in previous case reports.3,9,12 Das et al reported three cases of spontaneous dural CCF 
and showed that these patients were usually elderly, women, and associated with atherosclerosis, hypertension and 
collagen vascular disease or may develop in females during peripartum period.12 Hassan et al showed that traumatic 
CCFs were usually direct internal carotid artery high-flow fistulas; whereas spontaneous CCFs were usually dural, low- 
flow fistulas and generally had less severe symptoms than direct CCFs.9 Alam et al revealed that patients in the high flow 
group were younger and had a history of trauma, when compared to the low flow group.3 Although these clinical 
characteristics have been reported in previous studies, our study compared these clinical findings in details, on head-to 
head basis, and used regression analysis to demonstrate clearly the direction and magnitude of the difference.

Regarding clinical findings, both direct and dural CCFs share the common clinical characteristics: diplopia, decreased 
vision, eye pain, external ophthalmoplegia, proptosis, bruit, arterialization of episcleral vessels, enlarged episcleral veins, 
chemosis, ptosis, blood in Schlemm ‘s canal on gonioscopy, dilated retinal vessels, enlarged retinal veins, disc swelling 
and intraretinal hemorrhage. However, the degree of symptoms and signs depend on the types of shunts, the rate of flow 
and the pressure in the venous drainage.22 Our study showed that patients with direct CCFs had significantly more 
chemosis, proptosis, bruit and dilated retinal vessels than those with dural CCFs. These clinical findings can be explained 
by the angiographic features and hemodynamic properties of the direct high flow fistula. Markedly increased venous 
pressure from the direct arteriovenous shunts cause higher back pressure to the ocular and adnexal tissues, and resulted in 
more chemosis, proptosis, bruit and dilated retinal vessels, as reported in the previous studies.6,23–26

In our study, the mean IOP was significantly higher in the affected eyes, both the increased IOP and the normal IOP 
eyes, compared with the unaffected eyes. The result agrees well with the study by Khurana et al that showed a significant 
difference in IOP between the two eyes of patients with unilateral CCFs.5 This implies that although the affected eyes 
had normal IOP, these eyes may gradually progress to be ocular hypertension, secondary glaucoma, and irreversible 
visual loss later in the course. Periodic IOP monitoring in these patients is, therefore, necessary in the follow up of these 
patients to avoid serious complication.

Patients may initially present to an ophthalmologist with red eyes, conjunctival chemosis, increased IOP, proptosis or 
decreased vision. Loss of vision may be due to increased IOP and secondary glaucoma, venous retinopathy, and ischemic optic 
neuropathy.22 Ophthalmologists should have CCFs in the differential diagnosis of patients who have not responded to treatment. 
Based on patient’s symptoms and signs, ophthalmologist may be the first physician to encounter the patients with CCFs. When 
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there is a high degree of suspicion, they should ask for history of accident or head injury and look for orbital bruits or blood in 
Schlemm’s canal on gonioscopy. Moreover, patients who have IOP difference between both eyes, should be monitored 
periodically for secondary glaucoma. Patients with visual impairment or glaucoma, require early diagnosis and prompt treatment 
to prevent serious consequences of CCFs.

The strength of this study is the head-to-head comparison of the clinical characteristics between direct and dural 
CCFs. The logistic regression analysis demonstrates the direction and magnitude of the difference in odds ratio with its 
95% confidence interval. These findings add the value and the level of evidence of the study. However, there were some 
limitations. First, the study was retrospective design resulting to incomplete data. Some CCF patients who had 
incomplete data were excluded from the study according to the exclusion criteria. Second, the data of CCF patients 
were retrieved from hospital medical charts via ICD-10 coding, which some CCF patients may be missing due to coding 
errors. These limitations may result in underestimated number of CCF patients in the study.

Conclusions
Our study compared the clinical characteristics in patients with direct and dural CCFs. Patients with direct CCFs were 
mostly male, younger age, had history of trauma, and more visual impairment at presentation, whereas most patients with 
dural CCFs were female, older age, less history of trauma, more association with underlying diseases and less visual 
impairment. Patients with direct CCFs had significantly more chemosis, proptosis, bruit and dilated retinal vessels than 
those with dural CCFs. Moreover, the mean IOP was significantly higher in the affected eyes, compared with the 
contralateral unaffected eyes, even though IOP in the affected eyes were normal. Information on these clinical 
characteristics may be helpful in discrimination of the direct type, which is more urgent for further investigation and 
treatment.

Disclosure
The authors report no conflicts of interest in this work.
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