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Abstract - Patients with advanced Squamous cell Carcinoma of the Head and Neck (SCCHN) have poor prognosis despite 

the available treatment options. QOL is an important end-point in evaluating treatment results in patients with advanced 

metastatic disease. This study looked into the impact of metronomic chemotherapy combining gefitinib and methotrexate 

on the quality of life in patients with advanced SCCHN. This was a single-center, prospective observational study 

conducted in our hospital over a period of 2 years (January 2021-December 2022). 131 patients with advanced or 

metastatic or recurrent head and neck squamous cell cancers who are not eligible for Platinum or 5 Fluorouracil-based IV 

chemotherapy due to poor performance status (or) already received palliative IV chemotherapy. It progressed in the same, 

and those who were unsuitable for loco-regional treatment were included in our study. They received Gefitinib 250mg 

daily plus methotrexate 15mg once a week orally on D1, D8, D15 and D22 of a 28-day cycle. Quality Of Life assessment 

before starting treatment and at 3 months and 6 months post-therapy was done with EORTC QLQC30 version 3.0 and 

EORTC QLQ-H&N35 questionnaires. Gefitinib, along with methotrexate, was well tolerated and was found to have a 

positive impact on the quality of life of patients with advanced SCCHN. The median improvement in quality of life was 42 

points on a scale of 100. Head and neck cancer has severe effects on the quality of life. Assessing health-related quality of 

life should be an integral part of treatment planning and should be considered as important as treatment burden, toxicity, 

and survival benefit. Metronomic chemotherapy with gefitinib and methotrexate is associated with improvement in QOL 

and helps decrease the duration of time spent in the toxicity state. 

 
Keywords - Advanced recurrent metastatic head and neck squamous cell cancer, Oral metronomic chemotherapy, 
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1. Introduction 
Head and neck squamous cell carcinomas are the 

major contributors to India's health burden. According to 

GLOBOCAN 2020 data, cancers in the head and region 

are the leading cause of cancer incidence and cancer-

related mortality in India.[1] There were 219722 new cases 

of Head and Neck cancers, and head and neck cancers lead 

to the death of 121096 patients annually. Most of the 

patients with head and neck cancers (60-70%) present in 

locally advanced stages requiring a combined modality of 

treatment involving surgery, radiation, and chemotherapy. 

Despite adequate treatment, the incidence of recurrence is 

high (nearly 50%).[2] Distant recurrences and loco-

regional recurrences not amenable to further local 

treatment are a challenge as both radiation and surgery 

have been optimally utilized in most of these patients. 

Patients are usually treated with palliative chemotherapy, 

with agents commonly used being platinum, taxanes and 5 

FU.[3] Patients who receive palliative chemotherapy 

eventually progress, and there are not many options left for 

further treatment except targeted therapy with cetuximab 

or immunotherapy with Nivolumab or Pembrolizumab. 

Even patients who receive these agents do not have 

sustained responses, and they progress in a matter of 

months.[4] Furthermore, in developing nations like India, 

not all patients are eligible to receive immunotherapy due 

to socioeconomic conditions.[5] Hence, they are often 

referred for palliative and best supportive care. 

Metronomic chemotherapy is a palliative treatment option 

for advanced and metastatic Head and neck cancers. The 

concept of metronomic chemotherapy was introduced by 

Douglas Hanahan, in which low doses of chemotherapy 

http://www.internationaljournalssrg.org/
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agents are delivered over an extended period without any 

gaps.[6] This is unlike the traditional method of 

chemotherapy administration, wherein rest periods are 

given for the recovery of normal tissues. This approach 

was based on the fact that the rest period given during the 

chemotherapy cycles would lead to the development of the 

re-growth of tumor cells and resistant clones. Metronomic 

chemotherapy is one of the proven treatment methods for 

patients with recurrent or metastatic head and neck cancers 

and has been widely studied by various researchers.[7-13] 

Metronomic chemotherapy exerts its anticancer activity by 

inhibiting tumor angiogenesis, stimulating an anticancer 

immune response and inducing tumor dormancy.[14] 

Many different combination metronomic chemotherapy 

regimens have been used in head and neck cancers. 

However, as found in various studies, none of them was 

clearly superior to each other. However, most studies 

analyzed responses based on clinical response rates like 

overall survival and progression-free survival rates. 

Although cure and response rates are of primary 

importance, the quality of survival is also a major 

consideration in patients with advanced head and neck 

cancers. [15-17]. Assessing health-related quality of life 

should be an integral part of treatment planning and should 

be considered as important as treatment burden, toxicity 

and survival benefit.[18]. In some circumstances, Quality 

of Life considerations could determine which treatment 

option is to be favored. This study looked at the effects of 

metronomic chemotherapy, which included the drugs 

gefitinib and methotrexate, on patients with advanced and 

metastatic head and neck malignancies. The European 

Organization for Research and Treatment of Cancer 

Quality of Life Core Questionnaire, Version 3.0 (EORTC 

QLQC30), and EORTC Head and Neck Module (EORTC 

QLQ-HN35), which have been validated and used in many 

clinical trials to assess patients' quality of life across the 

globe, were used to conduct the quality-of-life assessment. 

[19] 

  

2. Materials And Methods  
2.1. Patient Selection 

This prospective observational study was carried out 

at our facility between January 2021 and December 2022 

on patients with metastatic and recurrent locally advanced 

head and neck squamous cell malignancies.    

2.2. Criteria for Inclusion 

• Must be at least 18 years old while presenting. 

• Eastern Cooperative Oncology Group (ECOG) PS 0-3. 

• Head and neck squamous cell carcinoma established 

histologically or cytologically to be progressed or 

metastatic (oral cavity oropharynx, hypopharynx, and 

larynx). 

• Not eligible for IV treatment based on platinum or 

fluorouracil-5-phosphate due to poor performance 

status (or having received IV chemotherapy for 

palliative purposes).  

• What are normal hematopoietic, hepatic, and renal 

functions? 

• Absolute neutrophil counts >1.5x109cell/ml, platelet 

counts >100,000cell/mm3, Hb levels >9.0g/dL, and 

total serum bilirubin concentrations within the upper 

range of normal are all positive indicators. 

• Within 2.5xULN for alanine and aspartate 

aminotransferases (AST and ALT). 

• No history of Interstitial Lung Disease (ILD). 

2.3. Criteria for Exclusion 

• Non-Squamous histology.  

• People with known or suspected hypersensitivity to 

methotrexate/TKI. 

• Severe cardiac, renal or hepatic illness. 

• Breastfeeding or Pregnant women. 

• Patients who do not give written informed consent.  

3. Aims and Objectives 
To investigate how oral metronomic chemotherapy in 

conjunction with gefitinib and methotrexate affects 

patients with recurrent, residual, and metastatic head and 

neck cancers quality of life. 

 

After receiving informed consent, all patients with 

biopsied proven recurrent, residual, and metastatic head 

and neck malignancies were counselled with the possibility 

of metronomic chemotherapy and enrolled in the trial for 

treatment. The study involved 131 patients in total.  

The given metronomic chemotherapy regimen is as 

follows:  

• 15 mg of oral methotrexate once each week  

• For oral administration, 250 mg of gefitinib once a day 

for at least six months or until progression or 

intolerable toxicity.  
 

4. Assessment and Scoring of Quality of Life 
The EORTC Head and Neck Module (EORTC QLQ-

HN35) and the European Organization for Research and 

Treatment of Cancer Quality of Life Core Questionnaire, 

version 3.0, assessed QOL. Prior to beginning metronomic 

therapy, or at month 0, as well as three and six months 

after therapy ended, were used for scoring. The patients' 

native tongue was used to administer the questionnaires. 

Patients took about 15 to 20 minutes to complete the 

questionnaire. The EORTC QLQC30 includes symptom 

scales, a global health status scale, and five functional 

scales (physical, role, emotional, cognitive, and social 

functioning). In this study, the functional scales and the 

global health scale were primarily examined.  

 

Seven multiple-item measures are included in the 

EORTC QLQ HN-35 module to evaluate symptoms of 

discomfort, swallowing capacity, senses (taste/smell), 

speech, social eating, social contact, and sexuality. Eleven 

other single items are also included, and they pertain to 

teeth, mouth opening, dry mouth, sticky saliva, coughing, 

feeling sick, weight growth and loss, use of painkillers, 

nutritional supplements, and feeding tubes. In our study, 

the pain symptom scale received special attention. Other 

single item and symptom ratings were computed, but the 
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study's parameters did not cover them. The EORTC QLQ 

scoring manual's instructions were followed while 

calculating the scores. All scales have scores that range 

from 0 to 100. A high functional scale or global health 

status scale score indicates a high quality of life. A high 

score on a symptom scale, on the other hand, denotes poor 

quality of life. 
 

5. Analysis of Statistics  
Statistics Data was entered using a Microsoft Excel 

spreadsheet on a proforma that had already been created. 

The 23rd Version of the Statistical Package for Social 

Sciences (SPSS) software was used for the statistical 

analysis. 

Categorical data was expressed in percentages. The 

QOL scores were calculated at baseline, at 3 months and 6 

months from starting metronomic chemotherapy and 

compared to baseline values using the Friedman test. The 

P-value of < 0.05 is considered significant. 

6. Results 
One hundred and thirty-one patients with recurrent 

locally advanced or metastatic head and neck squamous 

cell carcinoma who satisfied the study eligibility criteria 

were enrolled in the study. All were started on metronomic 

chemotherapy with a Gefitinib methotrexate combination.   

The baseline characteristics of the patients are shown 

in Table 1, and graphical data of the same are shown in 

Figure 1.  

Of the 131 patients, 104 completed 6 months of 

treatment with metronomic chemotherapy and were 

included in the study.  

5 patients defaulted during treatment, and 22 patients 

progressed before completing 6 months of metronomic 

chemotherapy and did not receive at least 6 months of 

treatment. 

Table 1. Baseline characteristics of the patients involved in this study 

S. No Category Subset Number % 

1 Age 

<31 years 7 5.3 

31-40 years 9 6.8 

41-50 years 34 25.9 

51-60 years 52 39.6 

>60 years 29 22.1 

2 Sex 
Male 95 72.5 

Female 36 27.5 

3 ECOG PS at presentation 

0 3 2.2 

1 33 25.2 

2 68 51.9 

3 27 20.6 

4 Exposure to tobacco 
Yes 112 85.4 

No 19 14.6 

5 Primary site 

Oral cavity 63 48 

Oropharynx 24 18.3 

Hypopharynx 32 24.4 

Larynx 12 9.1 

6 Stage 

III 1 0.7 

IVA 34 25.9 

IVB 78 59.5 

IVC 18 13.7 

7 Prior treatment 

Surgery & chemo& RT 57 43.5 

Surgery & RT alone 18 13.7 

Chemo & RT alone 45 34.3 

RT alone 11 8.3 
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Fig. 1 Baseline characteristics of the patients involved in this study 
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6.1. Global Health Status / Quality of Life  

The median Global Health Score (GS) at baseline was 25. This increased to 42 at 3 months (P=0.002) and 67 at 6 

months(P=0.014). 

 
Fig. 2 QOL score 

 
6.2. Functional Scales 

Five functional scales (physical, role, emotional, 

cognitive, and social functioning) are included in the 

EORTC QLQC30. The study examined each of them. 

6.3. Physical Functional Scale 

The median Physical Functional Score at baseline 

was 27. This increased to 47 at 3 months (p=0.717) and 60 

at 6 months. (p=0.074) 

 
Fig. 3 Physical Functional Score 
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Fig. 4 Role functional score 

6.4. Role Functional Scale  

The median Role functional Score at baseline was 35. 

The median score at 3 months was 17 (p=0.040), and at 6 

months was 35. (p=0.12). 

6.5. Emotional Functional Scale  

The median Emotional Functional Score at baseline 

was 17. (p=0.001) This increased to 25 at 3 months and to 

33 at 6 months. (p=0.014). 

 
Fig. 5 Emotional functional score 
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Fig. 6 Cognitive functional score 

 
6.6. Cognitive Functional Scale  

The mean Cognitive functional Score at baseline was 

33. This increased to 67 at 3 months (p=0.564) and 84 at 6 

months. (p=0.106). 

6.7. Social Functional Scale  

The mean Social Functional Score at baseline was 34. 

This increased to 50 at 3 months (p=0.006) but decreased 

to 17 at 6 months. (p=0.415) 

 
Fig. 7 Social Functional score 
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Fig. 8 Pain score 

 
6.8. Symptom Scale 

In symptom scales, the pain scale was analyzed in this 

study using the EORTC QLQ HN-35 module.  

6.9. Pain Scale  

The median Pain Score (PS) at baseline was 91. This 

decreased to 75 at 3 months and 50 (p=0.004) at the end of 

6 months with statistical significance (p=0.0005).  

7. Discussion 
In our study, we found a statistically significant 

improvement in Quality-of-life score at 3 months 

(p=0.002) and 6 months (p=0.014) from the start of 

metronomic chemotherapy.  

Physical functional score improvement was seen both 

at 3 months and 6 months. However, the improvement 

seen in 3rd month was not statistically significant 

(p=0.717), whereas the improvement seen in 6th month was 

statistically significant (p=0.074). 

In role functional score, there was a decrease at 3 

months with statistical significance (p=0.040) and at 6 

months, there was no difference in score compared to 

baseline but with no statistical significance (p=0.12) 

The emotional functional score showed a statistically 

significant improvement at 3 months (p=0.001) and 6 

months (p=0.014). 

In the cognitive functional score, there was an 

improvement at 3 months (p=0.564) and 6 months 

(p=0.106), but the results were not statistically significant.  

In the social functional score, there was a statistically 

significant improvement seen at 3 months (p=0.006), but at 

6 months, there was a decrease in the social functional 

score with no statistical significance (p=0.415) 

In pain symptom score, there was a statistically 

significant improvement seen at 3 months (p=0.004) and 6 

months (p=0.0005).  

Patients treated in this study with oral metronomic 

chemotherapy combination of gefitinib and methotrexate 

tolerated the treatment well.  

The main toxicity observed was grade 1/2 mucositis 

was observed in 31% of the patients. Grade 1/2 

neutropenia was seen in 8% of the patients. However, none 

of the patients developed febrile neutropenia.  

There were no treatment-related mortalities. Patients 

who completed at least 6 months of treatment with the 

Gefitinib Methotrexate combination showed an improved 

Quality of life, reflected in their functional, social and 

emotional behavior.  

  

8. Conclusion 
Oral metronomic therapy with methotrexate and 

gefitinib is a feasible option for patients who are unable to 

afford the immunotherapy drugs or targeted agents.  

Gefitinib, along with methotrexate, was well tolerated 

and was found to have a positive impact on the quality of 

life of patients with advanced SCCHN.  

0 month 3 months 6months

Pain score 91 75 50

0

10

20

30

40

50

60

70

80

90

100

A
x
is

 T
it

le

Pain score



K. V. Kavi Sankar et al. / IJMS, 10(4), 34-42, 2023 

 

42 

Acknowledgements 
 The authors express their gratitude for the immense 

support of the Department of Head and Neck Oncology, 

Department of Radiology, Department of Radiotherapy, 

Department of Surgical Oncology, Department of 

Pathology, and Department of Palliative Care, Kidwai 

Memorial Institute of Oncology, Bengaluru, India for the 

successful completion of this work. 

References 
[1] Hyuna Sung et al., "Global Cancer Statistics 2020: GLOBOCAN Estimates of Incidence and Mortality Worldwide for 36 Cancers 

in 185 Countries," A Cancer Journal for Clinicians, vol. 71, no. 3, pp. 209-249, 2021.[CrossRef] [Google Scholar] [Publisher Link] 

[2] Eleni M. Rettig, and Gypsyamber D'Souza, "Epidemiology of Head and Neck Cancer," Surgical Oncology Clinics, vol. 24, no. 3, 

379–396, 2015.[CrossRef] [Google Scholar] [Publisher Link] 

[3] Forastiere AA, "Overview of Platinum Chemotherapy in Head and Neck Cancer," Seminar Oncology, vol. 21, pp. 20-27, 1994. 

[Google Scholar] [Publisher Link] 

[4] Alessandro Guidi, Carla Codecà and Daris Ferrari, "Chemotherapy and Immunotherapy for Recurrent and Metastatic Head and 

Neck Cancer: A Systematic Review," Medical Oncology, vol. 35, no. 3, 2018. [CrossRef] [Google Scholar] [Publisher Link] 

[5] Justin Yeh, and Achuta Kumar Guddati, "Cost-Effectiveness Analysis of Nivolumab Compared to Pembrolizumab in the Treatment 

of Recurrent or Metastatic Squamous Cell Carcinoma of the Head and Neck," American Journal of Cancer Research, vol. 10, no. 6, 

2020. [Google Scholar] [Publisher Link] 

[6] Douglas Hanahan, Gabriele Bergers, and Emily Bergsland, "Less is More, Regularly: Metronomic Dosing of Cytotoxic Drugs Can 

Target Tumor Angiogenesis in Mice," Journal of Clinical Investigation, vol. 105, no. 8, pp.1045-1047. [CrossRef] [Google 

Scholar] [Publisher Link] 

[7] Abdul Mateen et al., "Metronomic Chemotherapy in Recurrent Head and Neck Cancer," Journal of Clinical Oncology, vol. 33, no. 

15, 2015. [Google Scholar] [Publisher Link] 

[8] Kalaichelvi K et al., "Metronomic Chemotherapy in Advanced/Recurrent Head and Neck Cancer: A Tertiary Centre Experience," 

University Journal of Medicine and Medical Specialities, vol. 7, no. 2, pp. 37‐47, 2021. [Google Scholar]  

[9] Harsh Kamlesh Kumar et al., "Metronomic Palliative Chemotherapy in Locally Advanced, Recurrent and Metastatic Head-and-

Neck Cancer: A Single-Arm, Retrospective Study of a Regional Cancer Center of North India (Asia)," Journal of Cancer Research 

and Therapeutics, vol. 16, no. 3, pp. 559-564, 2020. [CrossRef] [Google Scholar] [Publisher Link] 

[10] K.Velavan et al., "Study on the Risk of Mucositis among the Head and Neck Cancer Patients Receiving Radiation Therapy in 

3dcrt/Imrt and Chemotherapy by Cisplatin + 5-Fluorouracil Due to Protein Deficiency," SSRG International Journal of Pharmacy 

and Biomedical Engineering, vol. 6,  no. 3, pp. 12-17, 2019.[CrossRef] [Publisher Link] 

[11] Eddy Pasquier Maria, Kavallaris, and Nicolas André, "Metronomic Chemotherapy: New Rationale for New Directions," Nature 

Reviews Clinical Oncology, vol. 7, no.8, pp. 455-65, 2010. [CrossRef] [Google Scholar] [Publisher Link] 

[12] Vijay Maruti Patil et al., "A Prospective Randomized Phase II Study Comparing Metronomic Chemotherapy with Chemotherapy 

(single agent cisplatin), in Patients With Metastatic, Relapsed or Inoperable Squamous cell Carcinoma of Head and Neck," Oral 

Oncology, vol. 51, no. 3, pp. 279-86, 2015. [CrossRef] [Google Scholar] [Publisher Link] 

[13] Vijay Patil et al., "Low-cost Oral Metronomic Chemotherapy Versus Intravenous Cisplatin in Patients with Recurrent, Metastatic, 

Inoperable Head and Neck Carcinoma: An Open-label, Parallel-group, Non-inferiority, Randomised, Phase 3 Trial," Lancet Global 

Health, vol. 8, no. 9, 2020. [CrossRef] [Google Scholar] [Publisher Link] 

[14] Timothy Browder et al., "Antiangiogenic Scheduling of Chemotherapy Improves Efficacy Against Experimental Drug-Resistant 

Cancer," Cancer Res, vol. 60, no. 7, pp. 1878-1886, 2000.[Google Scholar] [Publisher Link] 

[15] E. Babin et al., "Quality of Life in Head and Neck Cancers Patients: Predictive Factors, Functional and Psychosocial Outcome," 

European Archives of Oto-Rhino-Laryngology, vol. 265, no. 3, pp. 265-270, 2008. [CrossRef] [Google Scholar] [Publisher Link] 

[16] Marcia Maria de Oliveira Pastor, "The Importance of the Speech Therapist's Performance in Cancer Hospital in the Treatment of 

Dysphagia in Head and Neck Cancer: A Bibliographic Review," SSRG International Journal of Nursing and Health Science, vol. 

8,  no. 2, pp. 13-15, 2022. [CrossRef] [Publisher Link] 

[17] Ajeet Kumar Gandhi et al., "Symptom Burden and Quality of Life in Advanced Head and Neck Cancer Patients: AIIMS Study of 

100 Patients," Indian J Palliat Care, vol. 20, no. 3, pp. 189-193, 2014. [CrossRef] [Publisher Link] 

[18] Yojana Sharma, Girish Mishra, and Vibhuti Parikh, "Quality of Life in Head and Neck Cancer Patients," Indian Journal of 

Otolaryngology and Head & Neck Surgery, vol. 71, pp. 927-932, 2019. [CrossRef] [Google Scholar] [Publisher Link] 

[19] S. Kaasa et al., "The EORTC Core Quality of Life Questionnaire (QLQ-C30): Validity and Reliability when Analyzed with Patients 

Treated with Palliative Radiotherapy," European Journal of Cancer, vol. 31, no. 13-14, pp. 2260-2263, 1995. [CrossRef] [Google 

Scholar] [Publisher Link] 

 

 

https://doi.org/10.3322/caac.21660
https://scholar.google.com/scholar?q=Estimates+of+Incidence+and+Mortality+Worldwide+for+36+Cancers+in+185+Countries&hl=en&as_sdt=0,5
https://acsjournals.onlinelibrary.wiley.com/doi/10.3322/caac.21660
https://doi.org/10.1016/j.soc.2015.03.001
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Epidemiology+of+head+and+neck+cancer.+&btnG=
%5dhttps:/www.surgonc.theclinics.com/article/S1055-3207(15)00026-5/fulltext
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Overview+of+platinum+chemotherapy+in+head+and+neck+cancer&btnG=
https://europepmc.org/article/med/7527591
https://doi.org/10.1007/s12032-018-1096-5
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Chemotherapy+and+immunotherapy+for+recurrent+and+metastatic+head+and+neck+cancer%3A+a+systematic+review&btnG=
https://link.springer.com/article/10.1007/s12032-018-1096-5
https://scholar.google.com/scholar?q=Cost-effectiveness+analysis+of+nivolumab+compared+to+pembrolizumab+in+the+treatment+of+recurrent+or+metastatic+squamous+cell+carcinoma+of+the+head+and+neck&hl=en&as_sdt=0,5
https://pubmed.ncbi.nlm.nih.gov/32642293/
https://doi.org/10.1172/JCI9872
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Less+is+more%2C+regularly%3A+metronomic+dosing+of+cytotoxic+drugs+can+target+tumor+angiogenesis+in+mice&btnG=
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Less+is+more%2C+regularly%3A+metronomic+dosing+of+cytotoxic+drugs+can+target+tumor+angiogenesis+in+mice&btnG=
https://www.jci.org/articles/view/9872
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Metronomic+chemotherapy+in+recurrent+head+and+neck+cancer.&btnG=
https://ascopubs.org/doi/abs/10.1200/jco.2015.33.15_suppl.e17007
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Metronomic+chemotherapy+in+advanced%2Frecurrent+head+and+neck+cancer%3A+A+tertiary+centre+experience.&btnG=
https://doi.org/10.4103/jcrt.jcrt_702_18
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Metronomic+palliative+chemotherapy+in+locally+advanced%2C+recurrent+and+metastatic+head-and-neck+cancer%3A+&btnG=
https://journals.lww.com/cancerjournal/fulltext/2020/16030/metronomic_palliative_chemotherapy_in_locally.25.aspx
https://doi.org/10.14445/23942576/IJPBE-V6I3P103
http://www.internationaljournalssrg.org/IJPBE/paper-details?Id=36
https://doi.org/10.1038/nrclinonc.2010.82
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Metronomic+chemotherapy%3A+new+rationale+for+new+directions&btnG=
https://www.nature.com/articles/nrclinonc.2010.82
https://doi.org/10.1016/j.oraloncology.2014.12.002
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=A+prospective+randomized+phase+II+study+comparing+metronomic+chemotherapy+with+chemotherapy+%28single+agent+cisplatin%29%2C+in+patients+with+metastatic%2C+relapsed+or+inoperable+squamous+cell+carcinoma+of+head+and+neck&btnG=
https://linkinghub.elsevier.com/retrieve/pii/S136883751400373X
https://doi.org/10.1016/S2214-109X(20)30275-8
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Low-cost+oral+metronomic+chemotherapy+versus+intravenous+cisplatin+in+patients+with+recurrent%2C+metastatic%2C+inoperable+head+and+neck+carcinoma%3A+an+open-label%2C+parallel-group%2C+non-inferiority%2C+randomised%2C+phase+3+trial.&btnG=
https://www.thelancet.com/journals/langlo/article/PIIS2214-109X(20)30275-8/fulltext
https://scholar.google.com/scholar?hl=en&as_sdt=0%2C5&q=Antiangiogenic+scheduling+of+chemotherapy+improves+efficacy+against+experimental+drug-resistant+cancer%E2%80%9D&btnG=
https://aacrjournals.org/cancerres/article/60/7/1878/507148/Antiangiogenic-Scheduling-of-Chemotherapy-Improves
https://doi.org/10.1007/s00405-007-0561-0
https://scholar.google.co.in/scholar?q=10.1007/s00405-007-0561-0.&hl=en&as_sdt=0&as_vis=1&oi=scholart
https://link.springer.com/article/10.1007/s00405-007-0561-0
https://doi.org/10.14445/24547484/IJNHS-V8I2P103
https://www.internationaljournalssrg.org/IJNHS/paper-details?Id=81
https://doi.org/10.4103/0973-1075.138389
https://jpalliativecare.com/symptom-burden-and-quality-of-life-in-advanced-head-and-neck-cancer-patients-aiims-study-of-100-patients/
https://doi.org/10.1007/s12070-019-01620-2
https://scholar.google.co.in/scholar?q=.+doi:+10.1007/s12070-019-01620-2&hl=en&as_sdt=0&as_vis=1&oi=scholart
https://link.springer.com/article/10.1007/s12070-019-01620-2
https://doi.org/10.1016/0959-8049(95)00296-0
https://scholar.google.co.in/scholar?q=doi:+10.1016/0959-8049(95)00296-0.&hl=en&as_sdt=0&as_vis=1&oi=scholart
https://scholar.google.co.in/scholar?q=doi:+10.1016/0959-8049(95)00296-0.&hl=en&as_sdt=0&as_vis=1&oi=scholart
https://linkinghub.elsevier.com/retrieve/pii/0959804995002960

