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 (N)    18. Did the patient have previous irradiation to the head and neck that would result in overlap in 

radiation fields? 
   
 (N)   19. Has the patient had any major surgery within 3 weeks prior to registration? 
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1.0 INTRODUCTION 
1.1 Treatment of Head and Neck Squamous Cell Carcinoma  
 Of the approximately 43,000 cases of head and neck squamous cell carcinoma (HNSCC) 

diagnosed annually in the United States, two thirds
dsecasa  Stge III or IVC)[Forasatire 2000; Vos
 patients. Tf7eningtwith locuall advanced
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room for improvement. Thus, combining radiation with chemotherapy and biologics or attacking 
additional pathways that drive cancer cells are important to consider.   

 
 To put this proposed study into perspective, we reviewed ongoing trials (accessible in public 
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episodes were reported (Van Cruijsen 2005). Building on this strategy is a recently initiated 
Phase I trial at Duke University that combines either erlotinib or bevacizumab with chemo-
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combined with RT (Brazelle 2006). Irrespective of sequencing, combination therapy resulted in 
a significantly greater growth delay than either RT or vandetanib treatment alone.  

 
 In contrast to vandetanib, data seem to suggest that the activity of some other anti-angiogenic 

agents is more schedule-dependent and certain timing could even result in tumor protection.  
 
 In the NCI-P441 human lung adenocarcinoma model, vandetanib was found to be more 

effective than paclitaxel when combined with radiation in inducing apoptosis of tumors and 
surrounding endothelium, reducing endothelial prolifer
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3.2.6.12 Patients with ≥ grade 1 CTCAE, v. 3.0 diarrhea (Increase of < 4 stools per day over 
baseline; mild increase in ostomy output compared to baseline); 

3.2.6.13 Acute bacterial or fungal infection requiring intravenous antibiotics at the time of registration 
3.2.6.14 Chronic Obstructive Pulmonary Disease exacerbation or other respiratory illness requiring 

hospitalization or precluding study therapy within 30 days prior to registration; 
3.2.6.15 Hepatic insufficiency resulting in clinical jaundice and/or coagulation defects; note, however, 

that laboratory tests coagulation parameters are not required for entry into this protocol. 
3.2.6.16 Acquired Immune Deficiency Syndrome (AIDS) based upon current CDC definition; note, 

however, that HIV testing is not required for entry into this protocol. The need to exclude 
patients with AIDS from this protocol is necessary because the treatments involved in this 
protocol may be significantly immunosuppressive.  Protocol-specific requirements may also 
exclude immuno-compromised patients. 

3.2.7 Pregnancy, breast feeding, or women of childbearing potential and men who are sexually 
active and not willing/able to use medically acceptable forms of contraception; this exclusion is 
necessary because the treatment involved in this study may be significantly teratogenic.  

3.2.8 Prior allergic reaction to cisplatin or vandet. 8 9 r  a l l e r g i c  r e a c [ ( S i 0 e s c o l .  m u  o f ] - 0 2  u b ) u d  t i s s u f - 0  m a y T j 
 s 0 . 5 9 9 c p r o t 1 0 5  T w  1 9 . 7 6  8  0  T d 
 ( . 8 7 s e d  u p o 3 5 u n e  D e f i r e v i e w  0 . s e e 0 S r ) T j 
 0  1 d 
 2 ) 3  t o  r e g 2  w e e k i o n ;
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http://atc.wustl.edu
http://rpc.mdanderson.org/rpc
http://rpc.mdanderson.org/rpc
http://atc.wustl.edu
http://www.rtog.org/pdf_file2.html?pdf_document=CTSU-IRBCertifForm.pdf
http://www.rtog.org/pdf_forms.html?members/forms=Intl_LOI_Form.doc
http://www.rtog.org
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5.3.4.2 Non-Canadian International Institutions: 
 Please refer to your LOI Approval Notification. Your institution will be responsible for 

http://www.rtog.org
http://cme.cancer.gov/clinicaltrials/learning/humanparticipant-protections.asp
http://www.rtog.org/members/webreg.html
http://www.rtog.org


mailto:websupport@acr-arrs.org
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no more than 5% of the unspecified dose should exceed the level of the boost dose, and no 
more than 1% or 1 cc should exceed the boost dose value plus 10%. 

6.6 Documentation Requirements 
6.6.1 

http://ctep.info.nih.gov
http://www.rtog.org/regulatory/regs.html
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and on days on when radiation therapy is being held. Vandetanib will be taken on days on 
which make-up radiation therapy is administered.  

7.1.3.2 Weekly Cisplatin   
 Patients will receive cisplatin at 30 mg/m2 intravenously weekly for 6 weeks beginning on 

day 1 of RT. Cisplatin will start within 24 hours from the start of radiotherapy and be 
administered on Monday, Tuesday, or Wednesday (and on the same day each week). For 
patients starting radiotherapy on a Thursday or Friday, cisplatin should start on the following 
week. 

 
 Patients must be adequately hydrated prior to receiving cisplatin. The cisplatin should be 

infused over 1 hour. It is highly recommended that all patients receive 1 liter of sodium 
chloride 0.9% over 2 hours prior to treatment. Attention should be given to K+ and Mg++ 
levels with replacement as needed. 

 
 Institutional guidelines for emetogenic regimens should be followed for cisplatin 

administration. See Section 7.1.1.1 for suggested regimens. 
7.1.4 Dose Modifications for Arm 2, Weekly Cisplatin K+ anET
135 547.2 208.26 0.72 re
f
BT
/TT3 1 Tf
0 Tc 0 Tw 10.02 0 0 10.02 346.02 549 Tm
( )Tj
/TT2 1 Tf
-0.0005 Tc -25.551 -1.138 Td
(7.1.4.1 )Tj
/TT0 1 Tf
0.0006 Tc 5.79 0 Td
(Neutropenia)Tj
ET
148.02 535.8 54.66 0.72 re
f
BT
/TT0 1 Tf
0.0002 Tc 0.219 Tw 10.02 0 0 10.02 202.68 537.6 Tm
[(:  If on the day of scheduled )6(weekly )6(ci)]TJ
0.0003 Tc 0.2129 Tw 18.587 0 Td
(splatin the absolute nej
/TT0vp count )Tj
0.0005 Tc -0.0029 Tw -24.042 -1.12 Td
((ANC) is < 1000/mm)Tj
0 Tc 0 Tw 6.48 0 0 6.48 239.1 531.36 Tm
(3)Tj
0.0004 Tc -0.0028 Tw 10.02 0 0 10.02 242.7 526.38 Tm
(, then hold dose for the week.  Resume weekly cisplatin when ANC  )Tj
/TT2 1 Tf
0 Tc 0 Tw -15.24 -1.12 Td
( )Tj
/C2_0 1 Tf
5.79 0 Td
<0095>Tj
/TT0 1 Tf
-0.0001 Tc 0.2013 Tw 0.551 0 Td
( 1000/mm)Tj
-0.0006 Tc 0 Tw 6.48 0 0 6.48 200.1 520.14 Tm
(3 )Tj
0 Tc 0.1952 Tw 10.02 0 0 10.02 207.54 515.16 Tm
[(at )-6(100% )-6(of dose.  If ANC < 1000/mm)]TJ
0 Tw 6.48 0 0 6.48 386.76 520.14 Tm
(3)Tj
0.0008 Tc 0.1944 Tw 10.02 0 0 10.02 390.36 515.16 Tm
( contid Tc > 7 days, then decrease )Tj
-0.0004 Tc 0.0519 Tw -24.186 -1.12 Td
[(c)-3(is)-3(p)-1(latin to 20 mg/m)]TJ
0 Tc 0 Tw 6.48 0 0 6.48 238.68 508.92 Tm
(2)Tj
0.001 Tc 0.0505 Tw 10.02 0 0 10.02 242.28 503.94 Tm
( and resume when ANC recovers to )Tj
/C2_0 1 Tf
0 Tc 0 Tw 16.503 0 Td
<0095>Tj
/TT0 1 Tf
-0.0001 Tc 0.0516 Tw 0.551 0 Td
( 1000/mm)Tj
0 Tc 0 Tw 6.48 0 0 6.48 458.22 508.92 Tm
(3)Tj
-0.0001 Tc 0.0516 Tw 10.02 0 0 10.02 461.82 503.94 Tm
(.  If neutropenic fever )Tj
0.0007 Tc 0.0448 Tw -31.317 -1.12 Td
(occurs, decrease cisplatin to 20mg/m)Tj
-0.0006 Tc 0 Tw 6.48 0 0 6.48 315.48 497.7 Tm
(2 )Tj
0.001 Tc 0.0445 Tw 10.02 0 0 10.02 321.36 492.72 Tm
[(and resume when ANC recovers )6(to K+ an/C2_0 1 Tf
0 Tc 0 Tw 16.126 0 Td
<0095>Tj
/TT0 1 Tf
-0.0001 Tc 0.0396 Tw 0.551 0 Td
( 1000/mm)Tj
0 Tc 0 Tw 6.48 0 0 6.48 533.4 497.7 Tm
(3)Tj
0.0001 Tc 0.0394 Tw 10.02 0 0 10.02 536.9999 492.72 Tm
(. For )Tj
0.0006 Tc -0.003 Tw -38.82 -1.12 Td
(recurrent grade 3 neutropenia or neutropeni)Tj
0.0003 Tc -0.0027 Tw 19.419 0 Td
(c fever, discontid T cisplatin. )Tj
/TT2 1 Tf
-0.0005 Tc 0 Tw -25.21 -1.144 Td
(7.1.4.2 )Tj
/TT0 1 Tf
0.0003 Tc 5.79 0 Td
(Thrombocytopenia:)Tj
ET
148.02 468.24 85.8 0.72 re
f
BT
/TT0 1 Tf
0.2428 Tw 10.02 0 0 10.02 233.82 470.04 Tm
[(  If on the day )6(of )6(scheduled )6(weekly )6(ci)]TJ
0.2368 Tw 18.515 0 Td
(splatin the platelet count is < )Tj
0.0007 Tc 0.0209 Tw -27.078 -1.12 Td
[(75,000, )-6(then hold dose for the week and resu)]TJ
0.0002 Tc 0.0214 Tw 20.269 0 Td
(me therapy when platelet count is )Tj
/C2_0 1 Tf
0 Tc 0 Tw 15.311 0 Td
<0095>Tj
/TT0 1 Tf
-0.0009 Tc 0.0225 Tw 0.551 0 Td
( 75,000.  If )Tj
0.0006 Tc 0.0629 Tw -36.132 -1.12 Td
(platelet < 75,000 persists for more than one )Tj
0.0005 Tc 0.057 Tw 20.12 0 Td
[(week, )-6(then decrease cisplatin to 20mg/m)]TJ
0 Tc 0 Tw 6.48 0 0 6.48 534.2999 452.58 Tm
(2)Tj
0.0007 Tc 0.0568 Tw 10.02 0 0 10.02 537.9 447.6 Tm
( and )Tj
0.0005 Tc 0.3504 Tw -38.91 -1.12 Td
[(resume when platelet )6(count )6(is )+ an/C2_0 1 Tf
0 Tc 0 Tw 15.258 0 Td
<0095>Tj
/TT0 1 Tf
0.0007 Tc 0.3442 Tw 0.551 0 Td
( 75,000. For recurrent )Tj
/C2_0 1 Tf
0 Tc 0 Tw 11.341 0 Td
<0095>Tj
/TT0 1 Tf
0.0003 Tc 0.3446 Tw 0.551 0 Td
( grade 3 thrombocytopenia, )Tj
-0.0028 Tw -27.701 -1.12 Td
(discontid T cisplatin. )Tj
/TT2 1 Tf
0 Tc 2.4587 Tw -5.79 -1.144 Td
(7.1.4.3 (2/25/10) )Tj
/TT0 1 Tf
-0.0003 Tc 0 Tw 10.09 0 Td
(Neurotoxicity:)Tj
ET
191.1 411.9 60.66 0.72 re
f
BT
/TT0 1 Tf
0.0004 Tc 0.0092 Tw 10.02 0 0 10.02 251.76 413.7 Tm
[( )-6(For grade 2 neurotoxicity, decrease cisplatin to 20 mg/m)]TJ
0 Tc 0 Tw 6.48 0 0 6.48 505.14 418.68 Tm
(2)Tj
0.0005 Tc 0.0091 Tw 10.02 0 0 10.02 508.7399 413.7 Tm
(. For grade )Tj
0.0002 Tc 0.1711 Tw -36 -1.12 Td
(3-4 neurotoxicity, discontid T )Tj
0.0007 Tc 0.1706 Tw 13.749 0 Td
(cisplatin. For recurrent )Tj
/C2_0 1 Tf
0 Tc 0 Tw 10.755 0 Td
<0095>Tj
/TT0 1 Tf
0.0003 Tc 0.171 Tw 0.551 0 Td
[( grade 2 neurotoxicity, )6(discontid T )]TJ
0.001 Tc 0 Tw -25.054 -1.12 Td
[(cisplat)3(i)2(n.)3( )+ an/TT2 1 Tf
-0.0005 Tc -5.79 -1.144 Td
(7.1.4.4 )Tj
/TT0 1 Tf
0.001 Tc 5.79 0 Td
(Renal)Tj
ET
148.02 378 26.22 0.72 re
f
BT
/TT0 1 Tf
0.0001 Tc 0.0574 Tw 10.02 0 0 10.02 17r.21379.68 Tm
: . For )Tj
/C2_0 1 Tf
0 Tc 0 Tw92.845 0 Td
<0045>Tj
/TT0 1 Tf
0.0003 Tc 0.0542 Tw 0.551 0 Td
[( grade1 adovere fevnsts(AEs)y, )6mainta tin th.003 Tc 0(  grade 2 neu)y,,crease 

3-4platin to 20mg/m2373.56
(2)Tj
0.00003 Tc 0 T0027 Tw 10.02 0 0 10.02 50829 447 Tw Tm
(2)T.or ≥

3-4j
/C2_0 1 Tf
0 T9 0 Td
(Re45>Tj
/TT0 1 Tf
0.0003 Tc -0.003 Tw -3851 0 Td
( grade 3 t1or recurrent )Tj
/C2_0 1 Tf
0 Tc 0 Tw 10.7552Tw d
<0095>Tj
/TT0 1 Tf
0.0003 Tc 0.10027 Tw 19.51 0 Td
( grade 3 thrasn de )Tjcontid T cisplatin. )Tj
/TT2 1 Tf
-0.0005 Tc 0 Tw -25.40318.144 Td
(7.1.4.4 )5j
/TT0 1 Tf
0.00 5.79 0 Td
(RenAsn de )
ET
148.02 378 444113972 re
f
BT
/TT0 1 Tf
0.0001 Tc 0.00027 Tw 10.02 0 0 10.02 321187 378 45447: . Fo ≥ grade 3 thrfn. gueecrease cisplatin to 20 mgm

RenNausea/Vomi togj
ET
148.02 468334564 8 T0.72 re
f
BT
/TT0 1 Tf
0.242 Tcc 0.3446376 10.02 0 0 10.02 50827011136 $
(2)Te 
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7.2.4 Administration: Intravenous. 
7.2.5 Adverse Events 

The following adverse events are anticipated: 
Á Hematologic: Myelosuppression, often with delayed erythrosuppression; rarely, acute 

leukemia; 
Á Gastrointestinal: Nausea, vomiting, anorexia, loss of taste;  
Á Dermatologic: Alopecia; 
Á Renal: Elevation of BUN, creatinine and impairment of endogenous creatinine clearance, 

as well as renal tubular damage which appears to be transient); hyperuricemia; much 
more severe and prolonged adverse events have been observed in patients with 
abnormal or obstructed urinary excretory tracts; 

Á Hepatic: Hypomagnesemia, hypokalemia, hypocalcemia, 
Á Neurologic: Restlessness; involuntary movements; loss of coordination; seizures; 

peripheral neuropathy; 
Á Allergic: Flushing, bronchoconstriction, tachycardia, hypotension; 
Á Other: Ototoxicity (with hearing loss which initially is in the high-frequency range, as well 

as tinnitusausemuscle cramps; weakness. 
7.2.6 Storage: Intact vials of the dry powder and the aqueous injection should be stored at room 

temperature (15-25°C) and protected from light; the vials and Td
(aqueous injec)6(notc)6(be )]TJ
0.0001 Tc 0.1352 Tw -21.072 -1.12 Td
[(refrigerated. Following initial entry, )6(cisvt2 Tratur330 1w 20.6tEy is0001 Tc 114 ss; 0 Td
() avidobservatuslti-al:t; th,tial Tm
( )Tj
0.0003 Tc -0.002s0001 2.114 -1.1stadt.0012 Td1.1straysnd protected fro[(ligal m )Tj
0.0002 Tc -0.0166 T 71892114 ss; Td1.7traysnunowdeflustoscrment roo[(ligss. )Tj
/TT2 1 Tf
-0.0003 Tc 0 Tw -22.386 -1.144 Td
(7.7.6 )Tj
/TT3 1 TJ
-0.0002 Tc 4.491 0 Td
osulye:)Tj
ET
1349-205.8-20.86 0.72 re
f
BT
/TT0 1 Tc -0.0022 Tw 10.02 0 0 10.026520.8497.2876 Tm
(Commercitiallavart25ess. )Tj
/TT2 11 -16Tc 0 Tw551.386 -1.144[(6 71 )Valsetanibtion

http://www.rtog.org/investbrochure.html
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7.3.6 Pharmacokinetics: Dose and Time-Dependencies 

http://www.rtog.org


mailto:kbuer@biologicstoday.com
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CTCAE, v. 3.0 Term CTCAE Grade/Definition Action to be Taken 
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http://ctep.cancer.gov
http://www.rtog.org/regulatory/regs.html
https://webapps.ctep.nci.nih.gov/openapps/plsql/gadeers_main$.startup
http://ctep.cancer.gov
http://www.rtog.org/members/toxicity/main.html
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D e f i n i t i o n  o f  a n  S A E :  A n y  a d v e r s e  d r u g  e x p e r i e n c e  o c c u r r i n g  a t  a n y  d o s e  t h a t  r e s u l t s  i n  a n y  

of the following outcomes: 

�ƒ  D e a t h ;  

�ƒ

http://ctep.cancer.gov/forms/index.html
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Grade 1 

 
Grade 2 

 
Grade 2 

 
Grade 3 

 
Grade 3 
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(excluding lip, nasopharynx, or sinuses) within 6 weeks of randomization. Patients with cancers 
of the lip, nasopharynx, or sinuses are not eligible. Surgical re-resection of the microscopic 
involved margin is NOT permitted. 

s 
 Tthe SurgicalOncology Co-Chair, John A. Ridge MD, PhDs wllT peform a modifivedQuality  
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10.3 Tissue Collection for HPV Analysis: Required (6/8/09) 
 Patients with oropharyngeal carcinoma must consent to participate in use of submitted 

tissue for HPV analysis. 
 
 Institutions must ship tissue blocks from patients with oropharyngeal carcinoma to the RTOG 

http://www.rtog.org/members/protocols/0514/0514.pdf
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¶ VEGF (preliminary data suggest it predictive value for response to vandetanib);  
¶ Lysyl oxidase, a marker for tumor hypoxia, which we recently found to be a marker for ¶

mailto:RTOG@ucsf.edu
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10.6 Reimbursement (2/25/10) 
For specimens submitted via RTOG 0514: Sites should consult the RTOG 0514 protocol for 
details of reimbursement. Sites can access RTOG 0514 at 
http://www.rtog.org/members/protocols/0514/0514.pdf   

 
For institutions unable to open RTOG 0514 at the time of patient registration: RTOG will 
reimburse institutions per case for the protocol specified materials submitted 0 TtoaccNiopecimens

http://www.rtog.org/members/protocols/0514/0514.pdf
http://www.rtog.org/biospecimen/tissuefaq.html
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http://atc.wustl.edu/forms/DDSI/ddsi.html
mailto:itc@wustl.edu
http://atc.wustl.edu
mailto:itc@wustl.edu
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13.0 STATISTICAL CONSIDERATIONS 

13.1.1  Primary Endpoint (6/8/09) 
 Disease-free survival  
13.1.2 Secondary Endpoints  
13.1.2.1 CTCAE, v. 3.0 grade 3-5 adverse events: cardiac arrhythmia, cardiac general, 

pulmonary/upper respiratory, gastrointestinal, and hemorrhage/bleeding (see Section 13.5.3 
for more details); 

13.1.2.2 Other grade 3-5 adverse events; 
13.1.2.3 Death during or within 30 days of discontinuation of protocol treatment; 
13.1.2.4 Local-regional control; 
13.1.2.5 Time to distant metastases; 
13.1.2.6 Overall survival. 
13.2 Background and Sample Size Determination (6/8/09) 
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recommendation of increasing the sample size will 
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APPENDIX I 
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Before you begin the study: (6/8/09) 
You will need to have the following exams, tests or procedur

 g l u c o s e o g r c o m b i n p u t w i t h  a g e d w - d o s e  r a d i o a t  a g j o u u b s t c a u m s ,   0 8 / T 0   1 T 7 0 - 0  T c 2 5 1 T w c e ( e s a  t r a l a r ) . T  s c a m f  y o f c a o r d s o o k s  t r a l a r c  0 s  i :  a  c l  p r o c e d u r ) 1 f 
 - 0 . 0 0 0 -  1 T 7 0 - 0  f 
 1 0 . 1 0 2 6 s i g n y  s a s  i t o s s p r a l a 4 1 9 C u

 e s a  o l l w  2 6 . ( a i f o f T t  o f u n e c ( E v u d y ) 1 8 ( :  ( 2 2 4 1 9 C 2  ) ] T J 
 / T 1 _ 5 8 . 2 6 9 0 - 0 1 9 6  . 1 0 1 5  - 1 . 2 2 2  T C 2  ) 8 . 7 3 T - 1 9 6 5 8 1 T T w  2 5 7  2 6 . < 0 0 7 8 > 2 2  T d 
 g s 
 B 0 o c e d u r

  l o o k a d  s o m  0  T d  o g 9 C u p s  d u o c a u m s ,   0 o c e d u r
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Study Plan  
Another way to find out what will happen to you during the study is to read the chart below.  Start reading at the 
top and read down the list, following the lines and arrows.  
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Risks and side effects include: 
 
Risks Associated with Radiation to the Head and Neck 
 
Combining cisplatin with radiation to the head and neck can increase the effectiveness of radiation therapy on 
your cancer, but also can increase the side effects of radiation on normal tissue in treatment area. In addition, 
receiving a combination of cisplatin with radiation can result in the side effects described below being more likely 
or more severe. 
 
Very Likely   
Á
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Á Restlessness 
Á Loss of hair, which is temporary 
Á Blood clots 
Á Low blood pressure 
  
Less Likely, But Serious 

Á Seizures 
Á A severe allergic reaction, which could be life threatening 
Á
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For more information on clinical trials and insurance coverage, you can visit the National Cancer 

http://cancer.gov/clinicaltrials/understanding/insurance-coverage
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http://www.cancerdiagnosis.nci.nih.gov/specimens/patient.pdf


http://cancer.gov
http://cancer.gov/clinicaltrials
http://cancer.gov/cancerinfo
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APPENDIX III
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APPENDIX IV (Continued) 
 
LARYNX
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APPENDIX V (Continued) 

 
fluoride carriers, custom-made mouth guards, which provide local application of fluoride solution to the gingiva 
and tooth surfaces.  Fluoride carriers are made individually with the use of casts.  Material used for making a 
mouth guard is "Sta-Guard" plastic used in conjunction with vacutrole unit produced by Jelrus Technical Products, 
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Appendix VII (6/8/09) 
 

Medications Generally Accepted by Authorities to Have a Risk of Causing Torsades De Pointes (Tdp) 
 
It has been recognized for a number of years that certain prescription medications can prolong the QT/QTc 
interval and cause a form of acquired Long QT syndrome, known as drug induced LQTS.  Many drugs prolong 
the QT/QTc interval but do not have 
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 Table 1 

Drug (Generic Names) Drug Class (Clinical Usage) Comments1pneumonia) 
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APPENDIX VIII (2/25/10) 
 

RTOG FFPE SPECIMEN PLUG KIT INSTRUCTIONS 
 

The specimen plug kit contains a shipping tube and a punch tool.   
 

 

Step 1

 
Place the punch tool on the paraffin block over the selected tumor area.  
(Ask a pathologist to select area with tumor.) Push the punch into the 
paraffin block.  Twist the punch tool

 once around to separate the plug from 
the block.  Then pull the punch tool out of the block.  The punch should be 

filled with tissue sample. 
 
 
 

 

mailto:RTOG@ucsf.edu
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APPENDIX IX 
 

RTOG FROZEN TISSUE KIT INSTRUCTIONm (continued) 
 
Shipping/Mailing: 

Ç Include all RTOG paperwork in pocket of biohazard bag. 
Ç Place specimens and the absorbent shipping material in Styrofoam cotude 5filled with dry ie s(if

mailto:RTOG@ucsf.edu
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