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111. SUMMARY: The control of neck disease in patien& receiving organ preservation treatment 
remains a significant problem as shown by the results of the VA cooperative studies laryngeal 
preservation trial.15 Induration and fibrosis occurring in the neck after combined chemotherapy and 
radiation therapy (RT) can make the early detection of persistent or recurrent disease difficult and delay 
salvage surgery. The results of RT alone with surgical salvage in patients where the tumor is limited to 
the larynx with vocal cord fixation (T3) and the tumor invades through thyroid cartilage and/or extends to 
other tissues beyond the larynx (T4) indicate that the presence or absence of neck node metastases has 
a major impact on regional control and survival.- The major goal of the proposed trial is preservation 
of function at the primary site. In summary, this study aims to identify the optimal treatment for laryngeal 
carcinoma that results in preservation of laryngeal function while not compromising survival. The 
primary outcome of interest will be survival at two years with preserved laryngeal function. 
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The Radiation Therapy Oncology Group (RTOG), the sponsor of this protocol, has estimated that 546 
patients will need to be enrolled nationally. It is unknown how many of these will be enrolled at David 
Grant USAF Medical Center. Patient enrollment will last approximately 3 years, but actual treatment 
length will be approximately 7-10 weeks depending on the treatment arm the patient is randomized to 
receive. 

IV. ADDITIONAL INFORMATION: 

A. Drug Name: Both 5-FU and Cisplatin are standard chemotherapy agents. 

6. Investigation Use: N/A 

C. FDA Compliance: 5FU and Cisplatin are FDA approved. 

D. Side Effects: In this study, the proposed treatment modalities (chemotherapy, RT) have 
both short and long-term effects. The short-term side effects of RT include: sore mouth, difficulty 
swallowing, weight-loss, and skin reactions. The long-term effects include: increased hoarseness, 
change in food taste and permanent dry mouth. Similarly, the chemotherapy (5FU, Cisplatin) although 
primarily drug and dose-related, has side effects that can affect many body systems. Thus, separately or 
combined, these treatments, at the very least, will impact the patients social and physical functioning. 
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E. Dosage Rate Schedule: For a detailed explanation of treatment schema, see Sections 
6.0, 7.0, and 8.0 of the full protocol. A brief explanation is as follows: 

Chemotherapy: 
Arm 1: Cisplatin 100 mg/m2 over 20-30 minutes followed by 5-FU 1 gm/m2/24 hours 

by continuous infusion over 120 hours. Administered x 3, three weeks apart. 

Cisplatin 100 mg/m2 over 20-30 minutes administered on days 1, 22, and 43 
of RT. 

Arm 2: 

Radiation Therapy: 
Arms 1.2, and 3: 70 Gy Total dose, 2.0 Gy/5 days a week for seven weeks. 

Treatment of Arm 1 will begin 3.weeks after the start of the third 
chemo cycle or 2-3 weeks after surgery as applicable. 

F. Modifications for Toxicity: Treatment interruptions are strongly discouraged. For 
specific dose modifications see Section 7.5 of the full protocol. 

G. Patient Selection: 

Eligibility Criteria: - 
Biopsy-proven, previously untreated, squamous cell carcinoma of the glottic and 
supraglottic larynx. 
Stages Ill and IV that would require a total laryngectomy. 
Patients must have resectable tumors that are potentially curable with conventional 
surgery and radiation therapy. 
Kamofsky Performance Status 2 60. 
Within two weeks of study entry WBC 2 3500, Platelets 2 100,000, normal serum 
calcium, creatinine clearance 2 50 ml/min by 24 hr urine collection or nomogram 
calculation. 
Pretreatment endoscopic tumor staging and measurable tumor. 
Nutritional, pulmonary and cardiac status must be considered adequate to tolerate 
the proposed chemotherapy, radiation therapy and surgical salvage treatment. 
Patients must be judged mentally reliable to follow instructions and to keep 
appointments. 
Patients must give study-specific informed consent. 
Women of child-bearing potential should have a negative pregnancy test and< use 
effective birth control. 

Ineligibility Criteria: 

Distant metastases. 
Primary subglottic tumors 
Synchronous primaries. 
Unresectable disease. 

Prior radiotherapy to the head and neck region. 
Other invasive malignancy except non-melanoma skin cancer. 
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H. Data to be monitored before, during and after therapy include: For a full 
explanation of patient assessments and study parameters, see Section 11.0, pages 13-14 of the full 
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protocol. 
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