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Abstract

Introduction. Concurrent chemoradiotherapy (CCRT) using weekly cisplatin is a standard
treatment for locally advanced head and neck cancers. Despite its efficacy, the regimen
is associated with considerable toxicity, which may impact adherence and treatment
outcomes.

Purpose. To assess treatment adherence, cisplatin dose modifications, and the incidence
and timing of treatment-related side effects in patients undergoing CCRT for head and
neck cancers.

Materials and methods. This prospective observational study included 30 patients
diagnosed with stage Il or IV head and neck squamous cell carcinoma (HNSCC) treated
at Baghdad Radiation Oncology Center between November 2024 and March 2025. All
patientsreceived externalbeamradiotherapy (70 Gy in 35 fractions) with concurrent weekly
cisplatin (mean dose: 62.3+9.8 mq). Data collected included demographic characteristics,
tumor type and stage, cisplatin dosing, treatment interruptions, hospitalizations, and side
effect onset.

Results. The mean patient age was 50.4+13.8 years; 60% were female. Nasopharyngeal
cancer was the most common tumor type (60%), and 96.7% of patients were stage llI.
Most patients (66.6%) received 4 or 5 CCRT cycles. Dose reduction occurred in 20% of
patients, significantly associated with older age (p=0.01) and well/poorly differentiated
tumors (p=0.037). Treatment postponement occurred in 83.3% of patients, predominantly
due to leukopenia (56.7%) and anemia (33.3%). Hospital admission was required in 46.7%
of cases, mostly for hematologic complications and dehydration. All patients developed
early-onset mucocutaneous toxicities: hyposalivation (week 1.4), taste loss and dysphagia
(week 2.6-2.7), mucositis (96.7%), and skin desquamation (week 3.9).

Conclusion. CCRT with weekly cisplatin remains feasible but is associated with a high
incidence of early and severe side effects, especially in older patients. Dose reductions and
treatment postponements were common and significantly influenced by age and tumor
differentiation.
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Pesiome

BBepgeHue. OgHoBpemeHHasa xumuonyyesasa Tepanua (CCRT) ¢ ncnonb3oBaHeM exeHe-
AENbHOTOo LMCNIaTMHA ABNAETCA CTaHAAPTHbIM METOAOM JIeYEHMA MECTHOPACNPOCTPAHEH-
HOro paka ronosbl 1 wen. HecmoTpa Ha 3G PEKTMBHOCTb, 3Ta CXema CBA3aHa CO 3HaUNUTeSb-
HOWN TOKCUYHOCTbIO, UTO MOXET NOBAUATL Ha MPUBEPXKEHHOCTb 1 pe3yfbTaTbl leYeHn .
Llenb. OLueHNTb NPUBEPKEHHOCTb JIEYEHMIO, U3MEHEHME A03bl LUCMNATUHA, @ TakKe Ya-
CTOTY U BpeMsi BO3HVKHOBEHVA NOOOUHbIX 3PpPeKTOB, CBA3AHHbIX C eYeHUeM, y nauuneH-
ToB, NnpoxoaAwmx CCRT no noBoay paka rosioBbl 1 LWewn.

Matepuanbl n meToabl. B npocnekTuBHoe 06CcepBaLMOHHOE UCCIefOBaHME BKITIOUYEHO
30 MayneHToB C ANAarHO30M MIOCKOKIETOYHOW KapuMHOMbI ronosbl v wewn Il unn IV cTa-
AN, NPOXoAMBLLUNX NeyveHne B bargagckom LeHTpe pagraunoHHOM OHKOMOIN B NEPUOA,
C HoAGpPA 2024 r. no mapT 2025 r. Bce nauumeHTbl NOyYany BHELLHIOW JlyYeBY0 Tepanuio
(70 Tp B 35 dpakumax) C OQHOBPEMEHHBIM eXKeHeleNlbHbIM NPUeMoM UucnnatuHa (cpea-
HAA fo3a 62,3+9,8 mr). CobpaHHble flaHHble BKOYanu gemorpadpuyeckme xapakTtepuctu-
KW, TUMN 1 CTagMI0 ONyXonu, AO3NPOBKY LNCNIATUHA, MepepbiBbl B IeYEHUU, FOCnuTanmsa-
LN 1 BO3HNKHOBEHME NOBOYHbIX 3¢ HEKTOB.

Pesynbratbl. CpegHnin BO3pacT naymeHToB coctaBun 50,4+13,8 roaa; 60% »<eHwmH. Haun-
6onee pacnpocTpaHeHHbIM TUMOM onyXxonu 6bin pak HocornoTkm (60%), y 96,7% navymeH-
T0B 6bin1a Ill cTagus. bonblMHCTBO NauueHToB (66,6%) nonyunnu 4 Unu 5 LUKNOB XUMKO-
nyyeBow Tepanuu. CHuKeHWe [o3bl 6bi10 y 20% NaLMEHTOB, YTO JOCTOBEPHO acCOLMUPO-
BaNoCb € NoXunbiM Bo3pactom (p=0,01) n xopowo/nnoxo anddepeHLMpPOBaHHbIMI OMy-
xonamu (p=0,037). OTcpouKa neyeHuns bbina y 83,3% nauneHToB, NPeNMyLLECTBEHHO 13-3a
nerikoneHuu (56,7%) n anemuu (33,3%). focnutanusauua notpeboBanach B 46,7% ciyvaes,
B OCHOBHOM 13-3a FeMaToJIOrMUYeCKUX OCNIOXKHEHUI 1 06€3BOXKMBaHUSA. Y BCeX MaLUEHTOB
paHo pa3BuUIacb MyKOKOXKHaA TOKCUYHOCTb: rnnocanueauma (Hegens 1,4), notepsa BKyca u
aucoarva (Hegens 2,6-2,7), Mykosut (96,7%) 1 geckBamauus Koxu (Hegens 3,9).
BbiBOopabl. XviMmnonyyeBasa Tepanua C eXxeHefdeslbHbIM LMCMAaTUHOM OCTaeTCA BO3MOX-
HOW, HO CBA3aHa C BbICOKOW YaCTOTONM PAHHUX U TAXKESTbIX MOH6OUYHbIX 3 HEKTOB, 0COOEHHO
y NOXWUIbIX NauneHToB. CHMXKeHMe 803bl Y OTCPOYKa JSleueHuA Obliv pacnpoCTpaHeHbl U B
OCHOBHOM 3aBurCeNu oT Bo3pacTa u anddepeHUNPOBKN ONyXOsu.

KnioueBble cnoBa: CCRT, uncnnatvH, NpnBepXeHHOCTb JIeYeHuto, TOKCMYHOCTb, HNSCC
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B INTRODUCTION

Head and neck cancers (HNC) are heterogeneous group of cancers and as a whole, they
are the fiftth most common cancer worldwide with an estimated annual global incidence of
over half a million. Treatment approaches vary depending upon the location of the tumor,
staging, and individual patient’s characteristics. Optimal treatment for locally advanced
HNC remains a challenge and CCRT is the established standard of care for patients with
inoperable disease or patients in whom surgery would be associated with unacceptable
morbidity. In Iraq at 2022 there were more than 700 cases of HNC [1-3].

The main treatment modality is external beam radiotherapy with or without
chemotherapy. The most commonly used chemotherapeutic agent is cisplatin. The
additional absolute benefit in overall survival of adding platinum based chemotherapy
has been best estimated as 6.5% at 5 years when compared with radiotherapy
alone. The optimal regimen of cisplatin is yet to be defined. However, the most widely
used concurrent chemoradiation schedule uses high-dose bolus cisplatin 100 mg/m?
every three weeks, in combination with standard radiotherapy. The addition of
concurrent chemotherapy to high dose external beam radiotherapy is often associated
with increased toxicity and affects patient compliance with treatment completion. It
also often involves an in-patient stay in the hospital for chemotherapy, which could
potentially result in treatment delays. Weekly cisplatin 40 mg/m? has been the standard
regimen for CCRT for HNC at our institution. This retrospective study attempts to
review the experience of external beam radiotherapy (63 Gy in 30 daily fractions) with
concurrent weekly cisplatin 40 mg/m [4].

The objective of this study is to assess the adherence to treatment and side effect of
cisplatin as concurrent chemotherapy protocols in head and neck radiotherapy.

B MATERIALS AND METHODS

Study design and setting

This prospective observational study was conducted at the Baghdad Radiation
Oncology Center, located within Baghdad Medical City. A total of 30 patients diagnosed
with locally advanced HNSCC were enrolled. Patients received either definitive or
postoperative conventionally fractionated CCRT between November 2024 - March 2025.

Inclusion and exclusion criteria

Patients eligible for the study were those aged over 18 years, of either sex, with no
evidence of other primary tumors. Patients were excluded if they had any additional
primary tumors, were in an unconscious state, or were unable to tolerate CCRT due to
clinical or functional limitations.

Data collection

The following variables were systematically collected were patient age, sex, tumor
type, histopathology, grade, stage, surgery or chemotherapy (CCRT). Details of the CCRT
regimen were recorded, including the total radiotherapy dose and the administration
of weekly cisplatin. Additionally, hospital admissions were documented, including the
reasons for admission. Finally, the occurrence and onset timing of acute side effects —
including mucositis, hyposalivation and dysphagia.
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Concurrent chemotherapy protocols

All patients received CCRT, comprising external beam radiotherapy with total
doses ranging from 60 to 70 Gy, delivered over 30 to 35 fractions. Weekly cisplatin was
administered concurrently with radiotherapy. If a patient exhibited intolerance or toxicity,
the subsequent doses were reduced accordingly, and treatment continuation was evaluated
by the treating oncologist. In cases where toxicity persisted, further dose modification or
temporary postponement of cisplatin was applied. Common criteria for postponement
included hematologic parameters such as low white blood cell counts, anemia, and
biochemical abnormalities. Patients requiring additional medical support were managed
with appropriate interventions including hydration, transfusion, or hospital admission.

Ethical considerations
Ethical approval for this study was obtained from the Center of the College of Medicine -
University of Baghdad.

Statistical analysis

Data analysis was performed using SPSS version 23. Continuous variables were
reported as means and standard deviations, categorical variables as frequencies and
percentages. Group comparisons between responders and non-responders were made
using the independent-samples t-test or Chi-square test or Exact Fisher’s test. A p<0.05
was considered statistically significant.

B RESULTS

Demographic data, tumor type and stage

A total of 30 patients were included in the study. The mean age was 50.4+13.8
years. The majority of the participants were female, accounting for 60% (n=18), while
males comprised 40% (n=12). The majority of patients (60%) were diagnosed with
nasopharyngeal cancer. Histopathologically, non-keratinizing undifferentiated SCC was
the most frequent subtype, observed in 43.3% of patients. Moderately differentiated SCC
was identified in 16.6% of cases, while poorly and well-differentiated forms were less
common. In terms of staging, the overwhelming majority of patients (96.7%) presented
with stage lll disease (Table 1).

Treatment modalities

Among the 30 patients, 70% received chemotherapy as the first-line treatment, while
30% underwent surgical intervention. All patients (100%) received CCRT. The mean weekly
cisplatin dose was 62.3+9.8 mg, with doses ranging from 40 to 80 mg. The number of
CCRT cycles varied from 2 to 7, with an average of 5 cycles. Most patients received either
4 cycles or 5 cycles, followed by 6 cycles. Only a few patients received 2 cycles, 3 cycles, or
7 cycles (Table 2).

Dose Reduction assessment

Figure 1 illustrated the distribution of dose reduction. The majority of patients
(80%, n=24) completed the planned cisplatin dose. However, 20% (n=6) required dose
adjustments during treatment, most commonly in the final two cycles due to tolerance-
related concerns.
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Table 1

Demographic Data of studied patients
Variable No. (%)
Age, years
Mean=SD 50.4+13.8
Range 21-74 years
Sex
Female 18 (60)
Male 12 (40)
Tumor type
Nasopharyngeal cancer 18 (60)
Tangue cancer 2(6.7)
Other* 10 (33.3)
Histopathological type
Non-keratinizing undifferentiated squamous cell 13 (43.3)
Moderately differentiated squamous cell 5(16.6)
Poorly differentiated squamous cell carcinoma 3(10)
Well differentiated squamous cell carcinoma 2(6.7)
Squamous cell carcinoma (unspecified) 2(6.7)
Other** 5(16.6)
Stage
1l 29 (96.7)
v 1(3.3)

Table 2

Treatment modalities

Variable No. (%)
First line treatment

Surgery 9(30)
Chemotherapy 21 (70)
CCRT

70 Gy - 35 fx + cisplatin weekly 30(100)
Cisplatin dose (mg)

Mean+SD 62.3+9.8
Range 40-80
CCRT cycles

Average cycles 5 cycles
Range 2-7 cycles
<4 cycles 12 (40)

5 cycles 10 (33.3)
>5 cycles 8(26.7)

«EBPa3snCKMI OHKONOTNYECKNA KypHan», 2025, Tom 13, N2 4

371



Review of Concurrent Chemotherapy Protocols in Head
and Neck Radiotherapy: Adherence to Treatment and Side Effects

6,
20.00% Dose
Reduction
B No
B Yes
24,
80.00%
Fig. 1. Distribution of cisplatin dose reduction
Table 3
Factors associated with dose reduction
A Dose reduction
Variable P value
Yes (N=6) No (N=24)
Age, meanzSD (Years) 58.6+7.8 48.3+14.4 0.01
Sex
Female 4(66.7) 14 (58.3) 0.54
Male 2(33.3) 10 (41.7)
Tumor type
Nasopharyngeal cancer 3 (50) 15 (62.5) 045
Other 3(50) 9(37.5)
Histopathology
Well differentiation 2(33.3) 2(8.3)
Moderate differentiation 0 5(20.8) 0,037
Poor differentiation 2(33.3) 1(4.2)
Un-differentiated 1(33.3) 16 (66.7)
Stage
1} 6 (100) 23(95.8)
Y 0 1(4.2) 08
First line treatment
Chemotherapy 4(66.7) 18 (75) 0.52
Surgery 2(33.3) 6 (25)
Cisplatin Dose, mean+SD (mg) 69.1+5.8 60.6+10 0.018
CCRT cycles
<4 cycles 1(16.7) 11 (45.8)
5 cycles 2(33.3) 8(33.3) 0.02
>5 cycles 3(50) 5(20.8)

372 "Eurasian Journal of Oncology", 2025, volume 13, Ne 4



OpuirviHanbHble nccnefoBaHuA
Original Research @

Table 3 present the factors associated with the need for dose reduction. A statistically
significant association was observed between older age and the requirement for dose
reduction (mean age: 58.6+7.8 years vs. 48.3£14.4 years; p=0.01). Histopathological
differentiation also demonstrated a significant relationship, where patients with well-
differentiated or poorly differentiated tumors were more likely to experience dose
reduction compared to those with undifferentiated tumors (p=0.037). Furthermore,
patients who required dose reduction had a significantly higher mean cisplatin dose
(69.1+£5.8 mg) compared to those who did not (60.6+10 mg; p=0.018). Additionally, a
lower number of completed CCRT cycles was significantly associated with dose reduction
(p=0.02).

Postponed cisplatin treatment during CCRT

Figure 2 demonstrated the incidence of postponed cisplatin treatment. Out of the
30 patients, 83.3% (n=25) experienced at least one delay in their cisplatin administration,
while only 16.7% (n=5) completed their planned cycles without interruption.

Among the 30 patients receiving CCRT, the most common reason for postponement of
cisplatin treatment was leukopenia which was reported in 56.7% (n=17) of cases. Anemia
accounted for 33.3% (n=10) of postponements. Less frequent causes include dehydration,
thrombocytopenia, infection, and elevated serum creatinine (Figure 3).

Table 4 summarized the factors associated with postponed cisplatin treatment among
patients undergoing CCRT. Postponement of cisplatin administration was significantly
associated with older patient age (mean age: 52.4+12.9 years vs. 40+15.2 years; p=0.014).
Additionally, male patients were significantly more likely to experience treatment
postponement compared to female patients (p=0.046). A significant relationship was also
found regarding the number of completed CCRT cycles; patients completing <4 cycles
were more likely to have treatment postponement compared to those completing a
greater number of cycles (p=0.013).

5,
16.67%
Postponed
cisplatin
B No
B Yes

25,
83.33%

Fig. 2. Incidence of Postponed Cisplatin Treatment During CCRT
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Fig. 3. Reason for cisplatin reduction
Table 4
Factors associated with Postponed Cisplatin Treatment
Variable Postponed Cisplatin S
Yes (N=25) No (N=5)
Age, mean=SD (Years) 52.4+129 40+15.2 0.014
Sex
Female 13 (52) 5(100)
Male 12 (48) 0 0.046
Tumor type
Nasopharyngeal cancer 15 (60) 3(60) 0,63
Other 10 (40) 2 (40)
Histopathology
Well differentiation 4(16) 0
Moderate differentiation 4(16) 1(20) 0.69
Poor differentiation 2(8) 1(20)
Un-differentiated 15 (60) 3 (60)
Stage
i 24 (96) 5(100)
\Y 1(4) 0 083
First line treatment
Chemotherapy 18(72) 4 (80)
Surgery 7 (28) 1(20) 059
Cisplatin Dose, mean+SD (mg) 62.8+10.1 60+10.6 0.57
CCRT cycles
<4 cycles 12 (48) 0
5 cycles 7 (28) 3(60) 0.013
>5 cycles 6 (24) 2 (40)
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Fig. 4. Hospital admission causes

Hospital admission

Out of 30 patients, 46.7% (n=14) required hospital admission during the course of CCRT,
while 53.3% (n=16) completed treatment without hospitalization. The most frequently
documented cause for admission was leukopenia, reported in 36.7% (n=11) of the total
cohort. This was closely followed by anemia in 33.3% (n=10) and dehydration in 20% (n=6)
of patients. Malnutrition contributed to 16.7% (n=>5) of admissions. Less common reasons
included low platelet count (3.3%), hemoptysis (3.3%), supportive treatment (3.3%), and
blood transfusion (3.3%) (Figure 4).

Table 5 outlined the factors associated with hospital admission among patients
undergoing CCRT. A statistically significant association was observed between older
age and the likelihood of hospital admission, with admitted patients having a higher
mean age (54.8+11.5 years) compared to those who were not admitted (46.5+14.9 years;
p=0.017).

Side effect

All patients (100%) experienced dry desquamation, with a mean onset at week 3.9,
indicating it typically developed during the 4th week of treatment. Similarly, taste loss
was observed in all patients, appearing on average at week 2.6, while hyposalivation
was the earliest side effect, occurring as early as week 1.4. Difficulty in swallowing was
also universally reported, with an average onset at week 2.7. Mucositis affected 96.7% of
patients and had a mean onset at week 2.7, aligning closely with the timing of swallowing
difficulty and taste changes. Less commonly reported side effects included nausea, which
was observed in 3.3% of patients with an early onset at week 1, and voice change, also
noted in 3.3% of patients, emerging later at week 5 (Figure 5, 6).

«EBPa3snCKMI OHKONOTNYECKNA KypHan», 2025, Tom 13, N2 4 375



Review of Concurrent Chemotherapy Protocols in Head
and Neck Radiotherapy: Adherence to Treatment and Side Effects

Table 5

Factors associated with Hospital Admission

Postponed Cisplatin

Variable P value
Yes (N=14) No (N=16)
Age, mean=SD (Years) 54.8+11.5 46.5£14.9 0.017
Sex
Female 7 (50) 11 (68.8)
0.25
Male 7 (50) 5(31.3)
Tumor type
Nasopharyngeal cancer 9(64.3) 9(56.3) 0.47
Other 5(35.7) 7 (43.8) ’
Histopathology
Well differentiation 2(14.3) 2(12.5)
Moderate differentiation 3(21.4) 2(12.5) 0.72
Poor differentiation 2(14.3) 1(6.3) ’
Un-differentiated 7 (50) 11 (68.8)
Stage
11l 13(92.9 16 (100
(92.9) (100) 027
\Y 1(7.1) 0
First line treatment
Chemotherapy 11(78.6) 11(68.8) 0.54
Surgery 3(21.4) 5(31.3) ’
Cisplatin dose, mean+SD (mg) 62.8+9.7 61.8+10.6 0.79
CCRT cycles
<4 cycles 5(35.7) 7 (43.8)
5 cycles 4(28.6) 6(37.5) 0.57
>5 cycles 5(35.7) 3(18.8)
35
30 30 30 30
30 29
25
20
15
10
5
1 1
0 —_— [
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Fig. 5. Side effect frequency among studied group

376

"Eurasian Journal of Oncology', 2025, volume 13, N2 4




OpuirviHanbHble nccnefoBaHuA
Original Research @

Change Voice

Nausea

Mucositis

Difficult in Swallowing

Hyposalivation

Taste Loss

Dry Desquamation

0 1 2 3 4 5 6

Fig. 6. Mean onset of time (in weeks) till development of side effects

B DISCUSSION

The study population had a mean age of 50.4 years, with a considerable age range
(21-74 years), reflecting the diversity of HNC demographics. Interestingly, our cohort was
predominantly female (60%), which contrasts with established global trends. In most
epidemiological datasets, HNC is more common among men, with a male-to-female
incidence ratio ranging from approximately 2 : 1 to 3 : 1, particularly for subsites like
laryngeal or oropharyngeal cancers as observed in Cohen et al.,, and Cantu studies [5,
6]. This discrepancy in our study may be attributable to localized environmental factors,
referral patterns, or random variation due to the small sample size.

NPC was the dominant tumor type in our cohort, accounting for 60% of cases. This
finding aligns with regional studies from endemic areas such as Southeast Asia and the
Middle East, where NPC is disproportionately common due to genetic susceptibility
and Epstein—Barr virus (EBV) exposure as observed in Pan et al., and Cantu studies [6,
71. Histologically, non-keratinizing undifferentiated squamous cell carcinoma was the
most prevalent subtype in our study (43.3%), further affirming the nasopharyngeal
predominance, as this subtype is characteristic of EBV-associated NPC.

In broader HNC populations, squamous cell carcinoma remains the most prevalent
histology, but the differentiation spectrum varies by subsite and etiology. For instance,
moderately to poorly differentiated variants are more frequently observed in tobacco-
associated cancers of the oral cavity and larynx as demonstrated by Stepan et al., study [8].

Nearly all patients (96.7%) in this study presented with stage Il disease, a pattern that
is unfortunately consistent with real-world observations in low-resource or high-burden
regions where late diagnosis is common due to limited access to screening and specialist
care. Data from Abdulamir et al. highlight similar staging trends in endemic NPC regions,
reinforcing our findings [9]. This late-stage presentation necessitates aggressive multimodal
therapy but also correlates with higher toxicity rates and treatment adherence challenges.
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Our treatment protocol is broadly consistent with the findings of Igbal et al., who
assessed compliance with weekly cisplatin in a cohort of HNSCC patients. In their study,
the median number of completed cycles was also five, and treatment adherence was high,
with minimal interruptions. These similarities validate our approach and suggest that
weekly cisplatin, when feasible, remains both tolerable and effective [4].

Moreover, the efficacy and tolerability of weekly cisplatin over high-dose three-
weekly regimens were demonstrated in the randomized trial analyzed by Szturz et al.,
where the weekly schedule showed favorable toxicity profiles and comparable survival
outcomes. Their data support our study’s use of a weekly protocol, especially in patients
with borderline renal function or those requiring closer dose modulation [10].

In contrast, Pan et al. reported that fewer than 50% of their NPC patients completed the
full intended cisplatin cycles due to acute toxicities and performance status decline. Their
findings suggest that even weekly dosing may require optimization, particularly in older
or frailer patients, and reflect the complex interplay between disease burden, treatment
intensity, and host resilience [7].

Similarly, Weykamp et al. emphasized the impact of age and organ function on
chemoradiation completion. Their recommendation for individualized dosing strategies
resonates with the range of cycles administered in our study and the observed need for
dose modifications in some cases [11].

In our study, 20% of patients required cisplatin dose reduction during CCRT, primarily
in the later cycles, suggesting cumulative toxicity as a limiting factor. The strongest
predictor of dose reduction was advanced age; patients requiring dose adjustment had a
significantly higher mean age (58.6+7.8 years) compared to those who tolerated full doses
(48.3+14.4 years, p=0.01). This aligns with findings from Weykamp et al. who highlighted
the impact of age-related hematologic and renal toxicity in patients undergoing cisplatin-
based chemoradiotherapy. The study emphasized that older patients were more likely to
develop leukopenia and nephrotoxicity, necessitating dose adjustments [11]. Similarly,
Singh et al. conducted a subgroup analysis of older versus younger patients undergoing
CCRT. Their findings showed that patients over 60 were significantly more prone to
dose reduction, supporting our conclusion that age is a critical risk factor for treatment
modification [12].

Another important association was observed between the average cisplatin dose
and the need for reduction. Those who required adjustments had a higher mean dose
(69.1£5.8 mg vs. 60.6+10 mg; p=0.018), reinforcing the dose-toxicity relationship and
highlighting the importance of individualized dosing strategies. This finding resonates
with observations by Fietkau et al,who demonstrated reduced toxicity with dose-
modified cisplatin regimens in head and neck cancer patients [13].

A remarkably high proportion of patients (83.3%) in our study experienced at least
one postponement of their cisplatin dose during CCRT. This high postponement rate
aligns with the findings of Weykamp et al., who reported frequent hematologic toxicities,
particularly leukopenia, in older patients receiving weekly cisplatin. They emphasized the
age-dependent vulnerability to myelosuppression and the resulting need for dose delays or
reductions. Our data corroborate this, showing a statistically significant association between
older age (mean 52.4 years vs. 40 years; p=0.014) and treatment postponement [11].

Additionally, male patients were more likely to experience delays (p=0.046), a
finding that may be partially explained by baseline differences in hematologic reserve,

378 "Eurasian Journal of Oncology", 2025, volume 13, Ne 4



OpuirviHanbHble nccnefoBaHuA
Original Research

renal clearance, or body mass-related dosing. Though this sex-specific trend is less
frequently reported, it has emerged in similar cohorts, such as in Cohen et al., who noted
gender-based differences in treatment response and toxicity in head and neck cancer
populations [5].

A significant correlation was found between postponed treatment and lower CCRT
cycle completion. These observations are consistent with the data from Szturz et al.,
who demonstrated that weekly cisplatin was better tolerated overall, but still subject
to delays due to hematologic complications - especially in patients with lower baseline
performance status [10]. Conversely, Igbal et al. reported far fewer postponements in
their study of weekly cisplatin CCRT. Their population had stricter monitoring protocols
and possibly fewer comorbidities, which might explain their improved continuity. This
discrepancy underlines the importance of real-world data like ours, which reflects the
complexity and variability of treatment adherence in routine clinical settings [4].

Nearly half of the patients in our cohort (46.7%) required hospital admission during
CCRT, highlighting the substantial treatment burden associated with cisplatin-based
regimens. Our results are supported by the findings of Singh et al., who reported increased
hospitalization among older patients receiving cisplatin-based CCRT, primarily due to
hematologic and gastrointestinal side effects [12]. Similarly, Fietkau et al. noted that dose-
intensity and patient age were major predictors of hospitalization, with supportive care
frequently required to manage leukopenia, infections, and renal disturbances [13].

Age emerged as the only statistically significant factor associated with hospitalization
in our study. Patients who required admission had a significantly higher mean age
(54.8+11.5 years) compared to those who did not (46.5+14.9 years, p=0.017). This
observation aligns with data from Weykamp et al., who demonstrated that older patients
exhibited greater susceptibility to treatment-related toxicities, leading to higher rates of
hospitalization, dose modification, and treatment delays [11].

In contrast, Igbal et al. found lower hospitalization rates in their cohort, which may
reflect differences in patient selection, pre-treatment optimization, or availability of
outpatient supportive measures. Their patients were generally younger, and their study
reported strict monitoring protocols that may have mitigated early toxicity escalation [4].

All patients (100%) experienced dry desquamation, taste loss, hyposalivation, and
dysphagia. These toxicities appeared early in the treatment course, with hyposalivation
starting as early as week 1.4, taste loss and dysphagia by weeks 2.6-2.7, and dry
desquamation around week 3.9. This temporal clustering reflects the cumulative mucosal
and epithelial injury from combined radiotherapy and systemic cisplatin exposure. The
timing and prevalence of these toxicities are consistent with those reported in previous
trials. Szturz et al. noted that mucositis, xerostomia, and dysgeusia were the most
common acute side effects in patients undergoing weekly cisplatin-based CCRT. Their
data confirm that mucosal inflammation and salivary dysfunction typically emerge by
the second or third week, contributing significantly to patient discomfort and nutritional
challenges [10].

Similarly, Pan et al. reported mucositis and dysphagia in over 90% of their NPC patients
receiving CCRT, with onset typically between the second and fourth weeks, corroborating
the patterns we observed. The near-universal presence of dry desquamation and mucositis
in our cohort may be attributed to the radiation dose (70 Gy over 35 fractions), which is
known to induce predictable epithelial damage [7].
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Less frequent adverse effects such as nausea and voice change occurred in only 3.3%
of patients. Nausea appeared early (week 1), likely reflecting acute cisplatin toxicity,
whereas voice changes emerged later (week 5), possibly due to laryngeal edema or
mucosal thickening secondary to radiation exposure. These findings are in line with the
side effect timeline reported by Igbal et al., where early nausea and late phonatory issues
were occasional but not dominant features [4].

Moreover, these findings support the exploration of toxicity-reducing strategies such
as IMRT and cytoprotective agents. As suggested by Fietkau et al.,, dose adjustments
and personalized scheduling may reduce side effect intensity without compromising
therapeutic efficacy [13].

B CONCLUSION

CCRT with weekly cisplatin is effective but associated with significant toxicity. Dose
reductions (20%) and treatment delays (83.3%) were common, especially in older patients
and those with differentiated tumors. Nearly half required hospitalization, mainly for
hematologic issues and dehydration. Acute side effects were universal, with mucositis and
mucocutaneous toxicities appearing early, highlighting the need for close monitoring
and supportive care.
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