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MEMORANDUM FOR 375th Medical GrOUp/SGGT 
ATTN: Mr. Deltgen 
310 W Lossy Street 
Scott AFB IL 62225-5252 

FROM: HQ AFMOA/SGFT 
170 Luke Avenue, Suite 400 
Bolling AFB DC 20332-5113 

AIR1.941108.003 

SUBJECT: Clinical Investigation Protocols SGO 93-203 (Your 

The Surgeon General's Clinical Investigation Committee 
approved the following protocol action via the expedited reviev 
process on this date: 

Vinblastine/ Cisplatin/ Radiation Therapy vith or without 
Carboplatin (NSCt 241240) for Inoperable Stage IIIA and Stage IIIB 
Non-Small Cell Lung Cancer," Revised Informed Consent Document, 
31 OCt 93 

Telefax Hsg, 4 Nov 94) 

93-203, Scott, "CAIGB 9130, A Phase I11 Trial of 

Mrs. Darlene Casto, Clinical Investigation Program Manager, 
DSN 297-5078, is our point of contact for clinical investigation 
issues. 

- 
4- - 

DANIEL R. BROWN, Lt COl, USAF, BSC 
Acting Chief, Clinical Investigations and 
Life Sciences Division 

Air Force Medical Operations Agency 
Office of the Surgeon General 
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SCrJTT A I R  FORCE BASE 
INFORMPD CONSENT FOR PARTTCIPATIGN I N  RESFJLRCH ACTIVITIES 

Participant 

Joanne Hortimer, N . n .  Hiiman Studies Camnittee 
Principal Investigator Dennis Costa. M.D. Approval number 

Title of Project: W B  9130 - h phase I.LI Trial OF Vinblastine/Cisplatin/ Radiation 
Therapy with or without Carboplatin for Inoperable Stage IIIA and 
Stage IIIB Non-SN11 Cell Lung Cancer 
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1. I h e w  been asked to participate i n  a research project m n h c t e d  by I)r.Dsmia coots . 
and/or assistants. 

The, purpose of this project is to attempt: 1) to slw or stop the growth of my disease 
or, if possible, to reduce the activity of my disease; 2 )  to gain information 
abut my type of lung cancer; and 3)  to compare the usefulness and side effects of 
these different treatments. Approximately 270 people will be registered to this study 
over 4 years, approximately 10 of those Will be from Scott Air Force Base. 

Hy participation ri l l  involve the follcnring: 

Before beginning treatment and at specified intervals, I will have tho following tests 
performed: routine blood tests (2-3 teafipwns). chest x-rays, CT scans of the chest 
and abdomen (computer-assisted x-rays), bone scans (scan using a radioactive dye), EXGs 
(heart function test), urinalysis, pulmonary function tests, uad bronchoscopy before 
beginning treatmnt, after completion of radiation therapy and a 6  indicated by my 
disease throughout the study. A bronchoscopy is a procednre in which a flexible, 
lighted inst-nt is passed through the mouth and throat into the windpipe so that 
areas of the iungs can been seen. 

I will be randomized (chosen by chance, much like the drauing of a card) to receive 
treatment with one of the follouing. My chances of being assigned to either of the 
treztment a m  is approximately equal. 

I )  The anti-cancer drug vinblastine will be given in my vein over 30 miriutes for once 
per week for five weeks in a row. In addition, cisplatin wil.1 be given in my vein over 
30-60 minutes on days 1 and 29. To reduce the  side effects of c.isplatin. it will be 
necessary for intravenous fluids to be given approximately twenty four hours before and 
~ U D  hours after the cisplatin is administered. Due to the nature of the cisplatin 
chemotherapy administration, it will be necessary for me to be hospitalized for those 
treatments. After a three week rest period, I will. receive radiation therapy to my 
tumor five days per week for s ix  weeks. 

The overall plrpase of this research is: 

2. 

vr 

2) Treatmont w i l l  be identical as in PI above but durinq the time period while I am 
receiving radiation therapy, I will a l s o  receive the anti-cancer d N g  carboplatin in 
nv vein over 30 minutes once per week for s i x  weeku. 

SCCiCT EviLD CTR IRB 



375 YED GP PROF EDUC 
11/04/94 FRI 12.:51 FAX 6182567674 

3. I understand there ars certain risks and discomforts that might be associated rfth thin 
rameareh: 

The treatment Of lung cancer requires the use of powerful drugs (chemotherapy) that 
have side effects, sane potentially very serious. It may be necessary for ms to be 
admitted to the hospital if these side effects are severe. 

The epeciflc side effects for each drug are listed below; the most c o m n  side effects 
are underl.ined. 

Rone marrow suppression: The d N g s  used to kill cancer cells also kill some n o m 1  
body cells, especially those that grow rapidly ( b l o o d  cells, hair, and cells that line 
the mouth, stomach, and intestines). A reduction in the number of these blood cells 
(bone marrow suppression) can lead to an increased risk of bleeding and infection. 

Nausea and vomitinq: Anti-nausea medication will be prescribed before and after 
therapy. 

Constipation: ,Severe constipation may occur; laxatives may prevent this from 
occurring. 

Ilair loss: 
but will grow buck when chemotlierapy is discontinued. 
is sometimes curlier. 

Neurologic abnormalities: 1 may experience temporary unsteadiness when walking, 
fatigue, headache. tingling of the fingers and toes, jaw pain, muscle weakness, loss 
of reflexes. blurred vision, slight depression and confusion, agitation, and 
hallucinations. More severe side effects are rare but have occurred including: 
cranial nerve paralysis (slurred speech, facial paralysis, difficulty hearing). 

Kidney damage: Potential damage is minimized by giving fluids by vein andby drinking 
plenty of fluids. Kidney function will be monitored with blood tests. Damage is 
usually reversible. 

Liver irritation: This is temporary, usually mild, and does not usually lead to any 
long-term damage. 

Ileazing loss of high tones (higher than human speech) I s  possihle. 

skin rash: 
hands and feet. 
may lessen the symptoms significantly. 

Skin ulcer: can bn irrltating to the tissue if it leaks out caf the vein. In the 
unlikely event of a severe reaction, irreversible tissue damage may result, and a skin 
graft may be required. 

Scvare allergic reactions: Severe allergic reactions may occur:.. .These symptoms 
include a fast heart rate. wheezing, low blood pressure, sweating, and face rash. If 
R severe allergic reaction occurs. the drug will not be given again,. 

Tn addition the the side effects of mentioned. above. additional side effects 
carboplatin include: 

Heir will fall out about three weeks after the first dose of chemotherapy 
Hair color may change and huir 

A few patients who receive high doses develop a rash, particularly on the 
A variety of creams Later, the skin on the palms and solos may peel. 

p DPWnVFD 3 I 0 
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Liver toxicity: When given at higher doses than used in this study, there may rarely 
be narrowing or blockage of the small veins in the liver resulting in liver tenderness. 
pain, and jaundice (yellowing the skin and eyes). This may lead to liver failure and, 
very rarely, death. 

Blood in the urine: Carboplatin nay, on rare occasions, cause bloody urine. ~ a u  
sodium: Carboplatin may cause a lovering of the sodium level in the blood which m u l d  
lead to confusion and/or coma. Yrequent blood tests will monitor this side effect. 
Should low sodium occur, it can be easily corrected. 

Side effects of radiation therapy may include: temporary irritation of the throat and 
esophagus nay cause a sore throat, difficult and painful swallouing. and d r y  cough. 
Scarring of the lungs due radiation therapy may occur. Phls m y  cause shortness of 
breath and a dry cough. 

The large amount of intravenous fhids that are administerod could result in an 
Gverlosd of fluid in the M y .  Side effects fromthe overload may include swelling in 
the hands, arms, feet, or legs; shortness of breath: congestlve heart failure; and 
fluid accumulation in body organs. 

&e of the side effects mentioned above, if severe, m y  cause death. 

I understand that the possible benefits to myself or society fraa this reseorch are: 

It is pssible that the treatment will cause my t u m r  to shrink or disappear, lessen 
or eliminate my symptoms. and thus increase my life expectancy. The information 
learned in this study may be beneficial to other cancer patients in the futuro. 

I may chose not to participate in this research; Hy choice will not at any timD affect 
the carmitment of health care providers to administer OpUMl care. 

I understand that the following alternative(s1 is/ars available: 

Treatment with other chemotherapy drugs and/or radiation therapy may be of advantage 
to me. 

the best of ny knouledqc I am not ptmant. If I dobe- pregnant, I understand 
that I should notify the principal investigator bdicltely. 

R,&w~. of my particlpation in this mtudy map only ba diaclored i n  
accordance rith federal law, including the Federal Privacy Act, 511. S.C. 552a. and its 
imlementing regulations. DD Form 2DOS contains the Privacy Act Statement for the 
records. I understand that records of the study may be inpscted by the US Food and 
D m g  Administration (FDA), as well as the qsoup sponsoring the research k n w n  as the 
Cancer and 'Leukemia Group B (CALGB) . 
1 Understand that my entitlemente to medical and dental fare and/or ccw?enaath In the 
w e n t  of injury are governed by federal laws and regulations, and if I desire further 
information. I may contact Rodney Deltgen; Administrator of the Institutional Review 
Cornittee (IRC) . 

IO. I n  the event that an unanticipated event (clinical or medical misadventure) occurs 
during my participation in this study, I will be infornied. If I em not competent at 
the time to understand the nature of the event, such information will be brought to the 
attention of my guardian or next of kin. 

APPQ~WD 31 0 . 4 8  
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11. The decision to participate in this study is completely voluntary on my part. 
has coerced or intimidated me into participating in this program. 
because I want to. 

involved. 

I understand that Dr. Costa will be available to answer any questions concerning 
procedures throughout this study. I understand that if significant new findings 
develop during the course of this study which may relate to my decision to continue 
part.icipation, I will be informed. I further understand that I may withdraw this 
consent at any time and discontinue further participation in this study without 
prejudice to my entitlements to care. I also understand that the investigator of this 
study may ,terminate my participation in this study if he or she feels this to be in my 
best interest. 

NO one 
I am participating 

Dr. Dennis Costa and or his aasitants have adequately answered any 
and all questions I have about this study, my participation, and the procedures l 

Subject’s Signature and Social Security Number Date 

Sponsor’s Signature and Social Security Number 
(When Appropriate) 

Date 

Witness Signature Date 

Responsible Investigator’s Signature Date 

Distribution: 
1. IRC (Attontion: Hr. Deltgen) 
2 .  
3 .  Principal Investigator (Dr. Costa) 
4 .  Subject 
5. Washington Univ. (Attention: Janet) 

Subject’s Medical Record’(to be maintained permanently) 

L 

APPROVED 
SCOTT ME0 CTR IRB 
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MEWORANDUM FOR THE RECORD 

SUBJECT: Protocol 93-203 

Upon telephone request, Mr. Deltgen, Scott telefaxed the 
attached preliminary "progress report." 
the proper format and submit for review by the Scott Institutional 
Review Board and the Commander. 

reports and informed consent documents. 

He will prepare one in 

Additionally, he will send other outstanding CALGB progress 

DARLENE G. CAST0 
Clinical Investigation Program Manager 

Air Force Medical Operations Agency 
Office of the Surgeon General 

and Human U s e  Program Manager 



SCOTT AIR FORCE SASE MEDlCAL CENTER 

REQUEST FOR REVISION OR AMENDMENT 
TOANAPPROVEDPROTOCOL 

Responslble 
Investigator-son IRC 93-2g3 Date 9/23/94 - 
Titla of Project CALGB 8130 A Phase 111 Trial of Vinblastlne/Cisplatin/Radiation Therapy with or Without 

Carboplatln (NSC f241240) for Inoperable Stage lllA and Stage Ill8 Non Small Cell Lung 
Csncer 

SAFB Cooperstlve Group 

Number of Subjects Accrued 1 232 

Over What Period of Time 14 months 35 month8 

.daehed please see update numbers &&.L both dated 2/23/84 to the approved referenced. prevlously 
approved protocol. 

There have been several changes to the protocol as noted on the summary pages, 
lncludinp changes made to the model consent. 

Please note: that these changes were not submitted at the t h e  they were Issued because Protocol actlvity was 
tempMarily suspended due to data management restraints and nu new patients were to be entered onto the 
protocol. The changes did not affect the one patlent who was already registered. The protoml has subsequently 
dosed. and the Chenges will not be made. The updates are provided for your records only. 

No untoward events have occured involving the single patient entered onto this protocol. 

Please let me know if additional papem'ork ts required 

The information above affects the consent document 
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12 Apr 94 

MEMORANDUM FOR 375th Medical GrOup/SGE 
ATTN: Mr. Deltgen 
310 W Losey Street 
Scott AFB IL 62225-5252 

FROM: HQ AF'MOA/SGPT 
170 W c e  Avenue, Suite 400 
Bolling AFB DC 20332-5113 

SUBJECT: Clinical Investigation Protocols - ACTION KEMOE~NDUM 

A review of the clinical investigation records indicates that 
a status/final report or other documentation is required to bring 
our files up to date on the following protocols: 

89-247, I*Placebo Controlled Study of Antibiotic Treatment 
of Chronic Sinusitis and Allergic Rhinitis1* -- Transferred from 
Yakota AFB, Japan1* 

Adjuvant Chemoendocrine Therapy with CAF and Concurrent or Delayed 
Tamoxifen to Tamoxifen Alone in Postmenopausal Patients with 
Involved Axillary Lymph Nodes and Positive Receptors1* 

90-112, "A Jet Nebulizer Comparison in Treating Acute 
Asthma Phase 2" - Transfer from WHMC Pending 

90-330, "Efficacy of Sustained Release Diltiazem in 

91-131, lTALGB 9193 (SWOG 8931), Phase 111 Comparison of 
Cyclophosphamide, Doxorubicin, and 5-Fluorouracil (CAF) and a 
16-Week Multi-Drug Regimen as Adjuvant Therapy for Patients with 
Hormone Receptor Negative" 

91-160, *@Changes in Neuromuscular Performance of 
Weightlifters with the Use of HypnosisJ1 

91-169, IWse of Fluoxetine in the Treatment of 
premenstrual Syndrome" 

90-095, "CALGB 9194 (SWOG 8814) ,  Phase I11 Comparison of 

' Treating Hypertensives1* 



i 

91-229, "A Cooperative Study of Chlorhexidine Versus 
Povidone-Iodine Cutaneous Antisepsis for the Prevention of Central 
Total Parental Nutrition Catheter Related Infections" 

Adjuvant Interferon Alfa-2b (Intron A) In Resected High-Risk 
Primary and Regionally Metastatic Me1anomal1 

92-202, "Safety, Tolerability and Immunogenicity of 
Tetravalent Pneumococcal Conjugate Vaccine (1 

92-267, "Meeting Consumer Demands: Satisfaction and Cost 
Effectiveness of Interdisciplinary Group and Individual Lifestyle 
Counseling for Clients with Hyperlipidemia11 

Chemotherapy (CAF) and Chemohormonal Therapy (CAF + Zoladex or 
W+ Zoladex + Tamoxifen) in Premenopausal Women with Axillary 
Node-Positive Receptor-Positive Breast Cancerr1 

Combination with Intravenous Cisplatin in Extensive Small Cell 
Lung Cancer: 
CALGB 9062" 

92-196, VALGB 9190, SWOG 9111, Intergroup Post-Operative 

93-200, VALGB 9192, Phase I11 Comparison of Combination 

93-201, WAI.GB 9033, Oral Versus Intravenous Etoposide in 

Phase I11 Includes Pharmacology Companion Protocol 

93-202, WALGB 8971, A Dose Response Trial of Megestrol 
Acetate for the Treatment of Cachexia in Patients with Advanced 
Lung or Colorectal Cancer" 

93-203, VALGB 9130, A Phase I11 Trial of Vinblastine/ 
Cisplatin/ Radiation Therapy with or without Carboplatin (NSC# 
241240) for Inoperable Stage IIIA and Stage IIIB Non-Small Cell 
Lung Cancer" 

94-046, "Fhrombolysis and Thrombin Inhibition in Acute 
Myocardial Infarction" 

You are encouraged to submit the requested documentation as 
soon as possible, but no later than 27 May 94. We appreciate 
your cooperation in this matter. 
please contact me at DSN 297-5078 or commercial (202) 767-5078. 
Our telefax number is DSN 297-5302. 

If I can be of assistance, 

A A 

DARLEWE G. CASTO 
Clinical Investigation Program Manager 
Air Force Medical Operations Agency 
Office of the Surgeon General 
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FROH: HQ AFMOA/SGPT 
170 Luke Ave, Suite 400 
BOlliw APB Dc 20332-5113 

m: Clinical Investigation protocols 
To: Scott Medical Center/SGE (Mr. Rodney Deltgen) 1 1. For recon¶-keeping Purposes, we have assigned SGo file numbers 

to thm clinical investigation protocols as listed below. 
-fer to these numbers in future correspondence regarding the 
studies: 

Please 

L' 

a. 93-200, nCAIX;B 9192, Phase 111 Comparison of Combination 
Chemotherapy (CAP) and Chemohormonal Therapy (CAF + Zoladex or 
CAP+ Zoladex + Tamoxifen) in Premenopausal Women with Axillary 
Node-Positive Receptor-Positive Breast Cancer" 

i 
I 

b. 93-201, 'C)rI&B 9033, Oral Versus Intravenous Etoposide in I 
5 Coabination With Intravenous Cisplatin in Extensive Small Cell 

Lung Cancer: 
CAIGB 9062" 

Phase 111 Includes Pharmacology Companion Protocol 

e. 93-202, "CAU;B 8971, A Dose Response Trial of Megestrol 
Acetate for the Treatment of Cachexia in Patients with Advanced 

or Colorectal Cancer" 

d. 93-203, "CALGB 9130, A Phase I11 Trial of Vinblastine/ 
Cisplatin/ Radiation Therapy with or without Carboplatin (NSC# 
241240) for Inoperable Stage IIIA and Stage IIIB Non-small Cell 
Lung Cancer" 

2, 
concurred with your participation in the studies, in accordance 
with APR 169-6, Clinical Investigation and Human Test Subjects in 
the Medical Service, and HQ USAF/SG letter dated 20 Apr 93, 
Subject: Blanket Approval for Participation in National Cancer 
Institute Sponsored Groups. However, the informed consent 
documents (ICD) should be revised as follows: 

The Surgeon General's Clinical Investigation Committee 

a. Include the number of patients to be enrolled in the 
study, (both nationally and locally), and the duration of the 
study. 



b. Explain the randomization chances. ("The chances of my 
receiving any of the 3 drug treatment plans offered are 
approximately equal,*@ or appropriate language.) 

e. Reference the pregnancy para. If pregnancy is an 
exclusion criteria, than a pregnancy test should be ofierad and it 
should be stated in the ICD and the potential harm to the fetus 
should be addressed. We recommend you add the following language: 
"If I am a female of childbearing potential, my physician will do 
a pregnancy test before I participate in the study. I agree to 
take precautions to avoid becoming pregnant during the course of 
this study due to the potentially catastrophic harm the drug(s) 
may cause the fetus." 

3. Please provide this office a copy of the revised ICDs by 26 
Aug 93 to complete our records. Also, in future National Cancer 
Institute sponsored protocol submissions, you should include the 
nedical law consultant#s letter of approval for the ICD,  and the 
personnel and manpower data. 

4. 
should assure compliance with AFR 169-6 as it pertains to annual 
progress reports, final reports, proper maintenance of records, 
and the application of written informed consent to all study 
participants. 

5 ,  Mrs. Darlene Casto, Clinical Investigation Program Manager, 
DSN 297-5078, is our point of contact for NCI-sponsored protocols. 

To assist in the proper accomplishment of these protocols you 

GERALD J .  kUUi 'T,  kol, USAF, BSC cc: HQ AMC/SG 
Chief, clin Investigations h Life Sci Div SMC/SGJ 
Air Force Medical Operations Agency 
Office of the Surgeon General 

2 
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DEPARTMENT OF THE AIR FORCE 

USAF MEDICAL CENTER SCOTT IAMCI 

FROM: USRF Medical Center Scott/SGE 

Scott RFB IL 62225-5252 
316 W Losey St 

SUEJ: Clinical Investigation Protocol- Cancer/Leuhemia Group B-’3138 

TO: HQ RFMOR/SGPT 

1. The attached CRLGE Protocol #’313@, entitled - R Phase I11 Trial of 
Vinblastin/Cisplatin/Radiation Therapy with or without Carboplatin (NSCN241246) 
for Inoperable Stage JIIR and Stage IIIH Non-Small Cell Lung Cancer, is 
forwarded for your review and approval. 

2. 
Institutional Review Committee on 23 Dec 93. fls the lledical Center Commander I 
have reviewed the protocol and consent form, accepted the recommendation of the 
IRC and approved the implementation of the proposed study at USCIF Nedical 
Center Scott. 

3. Please ccntact M r  Rodney Deltgen, DSN 576-734217535 i f  you have any 
questions. 

The protocol and informed consent form wa5 reviewed and approved by our 

Fltch 
CRLGH Protocol #9130 Package 

M } ” W  AMG-GLOBAL REACH FOR AMERICA 
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Attachment 3 
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Participant 

Joanne Norther, M.D. Human Studies Camittee 
Principal Investigator Dennis Costa, M.D. Approval number 

Title of Project: CAIGB 9130 - A phase 111 Trial of VinblasthefCisplatif 
Radiation Therapy with or without Carboplatin for Inoperable 
Stage IIIA and Stage IIIB Non-Small Cell Lung Cancer 

1. I heve been asked to partielpate in a research project' e-* bg 
Dr. Costa and/o~ aMfstants.  The overall plr~ag af n s i  
is: 

The purpose of this project is to attempt: 1) to slow or stop the growth of 
my disease or, if possible, to reduce the activity of my disease; 2 )  to gain 
information about my type of lung cancer; and 3 )  to compare the usefulness 
and side effects of these different treatments. 

My participatirm will involv~~ the following: 

Before beginning treatment and at specified intervals, I will have the 
following tests performed: routine blood tests (2-3 teaspoons), chest 
x-rays, CT scans of the chest and abdomen (computer-assisted x-raps), bone 
scans (scan using a radioactive dye), EKGs (heart function test), urinalysis, 
pulmonary function tests, and bronchoscopy (prestndp only). 
is a procedure in which a flexible, lighted instrument is passed through the 
muth and throat into the windpipe so that areas of the lungs can been seen. 

I will be randmized (chosen by chance, much like the drawing of a card) to 
receive treatment with one of the following: 

1) The anti-cancer drug vinblastine will be given in mp vein over 30 minutes 
for once per week for five weeks in a row. 
given in my vein over 30-60 minutes on days 1 and 29. 
effects of cisplatin, it will be necessary for intravenous fluids to be given 
approximately twenty four hours before and two h m s  after the cisplatin is 
administered. Due to the nature of the cisplatin chemotherapy 
administration. it will be necessary for me to be hospitalized for those 
treatments. 
therapy to my tumor five days per week for six weeks. 

2 .  

A bronchoscopy 

In addition, cisplatin will be 
To reduce the side 

After a three week rest period, I will receive radiation 

or 

2) 
while I am receiving radiation therapy, I will also receive the anti-cancer 
drug carboplatin in my vein over 30 minutes once per week for six weeks. 

Treatment will be identical as in #1 above but during the time period 

01 Aor  '1 
APPROVED -' 
SCOTT MED CTR 
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3 .  I understand thm are certain risks and  discomfort^ that might be maociatd 
w i t h  this r e a d  

The treatment of lung cancer requires the use of powerful drugs 
(chemotherapy) that have side effects, sane potentially very serious. 
be necessary for me to be admitted to the hospital if these side effects are 
severe. 

The specific side effects for each drug are listed below; the most camrun 
side effects are underlined. 

Bone marrow suppression: 
normal body cells, especially those that grow rapidly (blood cells, hair, and 
cells that line the muth, stomach, and intestines). 
number of these blood cells (bone marrow suppression) can lead to an 
increased risk of bleeding and infection. 

It may 

The drugs used to kill cancer cells also kill same 

A reduction in the 

Nausea and vomiting: 
after therapy. 

Anti-nausea medication will be prescribed before and 

Constipation: Severe constipation may occur; laxatives may prevent this f m  
occurring. 

Hair loss: Hair will fall out about three weeks after the first dose of 
chemotherapy but will grow back when chemotherapy is discontinued. Hair 
color may change and hair is sometimes curlier. 

Neurologic abnormalities: I may experience temporay unsteadiness when 
walking, fatigue, headache, tingling of the fingers and toes, jaw pain, 
muscle weakness, loss of reflexes, blurred vision, slight depression and 
confusion, agitation, and hallucinations. More severe side effects are rare 
but have occurred including: cranial nerve paralysis (slurred speech, facial 
paralysis, difficulty hearing). 

Kidney damage: 
drinking plenty of fluids. 
tests. Damage is usually reversible. 

Liver irritation: This is temporary, usually mild, and does not usually lead 
to any long-term damage. 

Hearing loss of high tones (higher than human speech) is possible. 

Skin rash: 
particularly on the hands and feet. 
may peel. 

Skin ulcer: 
the unlikely event of a severe reaction, irreversible tissue damage may 
result, and a skin graft may be required. 

Potential damage is minimized by giving fluids by vein and by 
Kidney function will be mnitored with blood 

A few patients who receive high doses develop a rash, 
Later, the skin on the palms and soles 

A variety of creams may lessen the symptoms significantly. 

can be irritating to the tissue if it leaks out of the vein. In 
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4. 

5. 

6. 

I .  

Severe allergic reactions: Severe allergic reactions may OCCUT. These 
symptoms include a fast heart rate, wheezing, low blood pressure, sweating, 
and face rash. 
given again. 

In addition the the side effects of mentioned W e ,  additional side effects 
carboplatin include: 

Liver toxicity: 
may rarely be narrowing or blockage of the d l  veins in the liver resulting 
in liver tenderness, pain, and jaundice (yellowing the skin and eyes). 
map lead to liver failure and, very rarely, death. 

Blood in the urine: 

Low sodium: 
blood which could lead to confusion and/or coma- 
monitor this side effect. 
corrected. 

Side effects of radiation therapy may include: 
throat and esophagus may cause a sore throat, difficult and painful 
swallowing, and dry cough. 
occur. 

The large amount of intravenous fluids that are administered could result in 
an overload of fluid in the body. 
swelling in the hands, arms, feet, or legs; shortness of breath; congestive 
heart failure; and fluid accumulation in bcdy organs. 

Some of the side effects mentioned above, if severe, m y  cause death. 

If a severe allergic reaction occurs, the drug will not be 

When given at higher doses than used in this study, there 

This 

Carboplatin may, w rare occasions, cauae bloody urine. 

-latin may cause a lowering of the sodium level in the 
Frequent blood tests w i l l  

Should low sodim occur, it can be easily 

temporarp irritatian of the 

Scarring of the lungs due radiation therapy may 
This may cause shortness of breath and a ~ L Y  cough. 

Side effects frcsn the overload may include 

I understand that i3le poSa5bl.e benefits to BiyIleE ln? EJchty frcn thir 
relsesuxb are: 

It is possible that the treatment will cause my tumor to shrink or 
disappear, lessen or eliminate my symptom, and thus increase mp life 
expectancy. 
other cancer patients in the future. 

I may chose not to pnrticipate in this research; 
t h e  affect the cctmitmenkaf health care pmpidera to ahhi&er@Amel. 

I understand that ths f o l l a h g  alternatilm(S) is/ara avatlabla: 

The information learned in this study may be beneficial to 

My h i m  rill not at any 

care. 

Treatment with other chemotherapy drugs and/or radiation therapy may be of 
advantage to m e .  

To the best of mg knal* I rn rot F W .  If I do -pregnant, I 
understand that I should notify ths P r b d p d  h?JW~W* *. . M Y  - 
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8. 

9. 

10. 

11. 

Records of my participation in thin study may only be disclosed in 
accordance w i t h  federal h, including the Federal Privacy Act, 5U. S.C. 
552a. and its implementing regulations. 
Act Statement for the records. 
be hpected by the US Food and Drug Administration (FDA). as well as the 
group sponsoring the research known as the Cancer and Leukemia Group B 

DD Form 2005 contains the Privacy 
I understand that records of the study may 

(-1. 

I underatand that my antitlemMte to medical and dantal care war 
cmwnsaticm in the event of hjq are governed by federal laws and 
regulations, and if I desire further infonaatian, I may contact Rodney 
Deltgen, Administrator of the Institutional Review Camittee ( IRC) .  

In the event that an unant idpted event (clinical or nmdical-) 
wcum dnr i14  Iq partiCipaUrm in thia study, I will he informed. If I am 
not competent at the time to understand the nature of the event, such 
information will be brought to the attention of my guardian or next of kin. 

Tbe decimina to- in this study is -voluntary a- 
part. 
program. 
assitants have adequately answered any and all questions I have about this 
study, my participation, and the procedures involved. 
DT. Costa will be available to answer any questions concerning procedures 
throughout this study. 
during the course of this study which may relate to my decision to continue 
participation, 1 will be informed. 
consent at any time and discontinue further participation in this study without 
prejudice to my entitlements to care. 
this study may terminate my participation in this study if he or she feels this to 
be in my best interest. 

No one has coerced or intimidated me into participating in this 
I am participating because I want to. D r .  Dennis Costa and or his 

I understand that 

I understand that if significant new findings develop 

I further understand that I may withdraw this 

I also understand that the investigator of 

Subject's Signature and Social Security Number Date 

~ 

Sponsor's Signature and Social Security Number 
(When Appropriate) 

Date 

Witness Signature Date 

Distribution: 
1. IRC (Attention: Mr. Deltgen) 
2. 
3. Principal Investigator (Dr. Costa) 
4. Subject 
5 .  Washington Univ. (Attention: Janet) 

Subject's Medical Record (to be maintained permanently) 



PROTOCOL SUMMFIRY 

TITLE: CRLGB P r o t o c o l  #3138 - R Phase 111 T r i a l  of  
U i n b l a s t i n e / C i s p l a t i n / K a d i a t i o n  Therapy w i t h  o'r w i thou t  C a r b o p l a t i n  f o r  
I n o p e r a b l e  S t a g e  I I IR  a n d  S tage  IIIB Non-Small Cell  Lung Cancer 

P r i n c i p a l  I n v e s t i g a t o r :  Major (Dr) Dennis Costa ,  USRF, MC 
Di- Joanne Mortimer, MD 

FWILITY: USRF Medical Center  S c o t t  
Barnard Cancer Cen te r ,  Washington U n i v e r s i t y  Fledical Center 

1. SUIIMQHY: P a t i e n t s  w i l l  b e  ,randomized t o  receive IV v i n b l a s t i n e  weekly f o r  
f i v e  c o n s e c u t i v e  weeks and IU c i s p l a t i n  on days  1 and 29 fol lowed by s i x  weeks 
of  r a d i a t i o n  t h e r a p y  t o  t h e  tumor s i t e  w i t h  o'r wi thou t  weekly IV c a r b o p l a t i n  
chemotherapy. S u b j e c t s  f o r  t h i s  p r o t o c o l  m u s t  have a h i s t o l o g i c a l l y  proven 
d i a g n o s i s  of  non-small ce l l  l u n g  cancer .  Rpproximately 276 p a t i e n t s  w i l l  b e  
e n r o l l e d  i n  t h e  s tudy .  R l l  p a t i e n t s  must be  a b l e  t o  g i v e  v o l u n t a r y  informed 
c o n s e n t  t o  t h e  p-roposed s t ~ i d y .  No renumera t ion  is given t o  t he  p a r t i c i p a n t s .  
P o t e n t i a l  r i s k s  t o  t h e  c a n c e r  p a t i e n t  include:  bone marrow s u p p r e s i o n ,  
n e u r o l o g i c  a b n o r m a l i t i e s ,  nausea and vomit ing,  c o n s t i p a t i o n ,  a l o p e c i a ,  
n e p h r o t o x i c i t y ,  r e n a l  t o x i c i t y ,  h e a r i n g  loss o f  h i g h  t o n e s ,  s k i n  rash,  s k i n  
ulcer, m i l d  o r  severe a l l e r g i c  r e a c t i o n s ,  h e m a t o c r i t ,  hyponatremia,  
e s o p h a g i t i s ,  r a d i a t i o n  pneumonitis ,  edesa ,  and c o n g e s t i v e  h e a r t  f a i l u r e .  T h e  
p o t e n t i a l  r i s k s  a m  m i n i m i z e d  by review of  l a b o r a t o r y  d a t a ,  f r e q u e n t  
e x a m i n a t i o n s  and c o n t a c t  w i t h  t h e  o n c o l o g i s t ,  and c a r e f u l  e d u c a t i o n  of  p a t i e n t s  
a n d  family.  Emergency medical c a r e  is always a v a i l a b l e  by  c o n t a c t i n g  t h e  
o n c o l o g i s t  o'r USRF Fledical Center S c o t t ' s  Emergency Medicine Department. 
R l t e r n a t i v e  o p t i o n s  f o r  p a t i e n t s  i n c l u d e  t r e a t m e n t  w i t h  o t h e r  e x p e r i m e n t a l  
a g e n t s  o r  commercially a v a i l a b l e  a g e n t s ,  r a d i o t h e r a p y  where a p p r o p r i a t e ,  or 
o b s e r v a t i o n  and s u p p o r t i v e  c a r e  a lone .  T h e  p o t e n t i a l  b e n e f i t s  for  p a t i e n t s  
p a r t i c i p a t i n g  i n  t h i s  p ro toco l  i n c l u d e  t h e  p o s s i b i l i t y  of  slowing o r  s t o p p i n g  
t h e i r  d i s e a s e ,  d e c r e a s i n g  o r  eliminating t h e i r  symptoms and, h o p e f u l l y ,  
e x t e n d i n g  t h e i r  l i f e  span. The knowledge gained from c a n c e r  r e s e a r c h  p r o t o c o l s ,  
such  as t h e  one proposed h e r e ,  w i l l  h o p e f u l l y  one day l ead  t o  a cu'pe. 

2. R D D I T I O N R L  INFORMRTION: 

a .  No i n v ~ s t i g a t i o i i a l  d rugs  used. 

b. P a t i e n t  S e l e c t i o n :  S u b j e c t s  f o r  t h i s  p ro toco l  must  have a h i s t o l o g i c a l l y  
proven d i a g n o s i s  of  non-small c e l l  lung cance r .  F ' a t l e n t s  must be g r e a t e r  t h a n  
13 y e a r s  of age. I n c l u s i o n  c r i t e r i a  i n  a d d i t i o n  t o  t h e  above s t a t e d  d i a g n o s i s  
i n c l u d e :  p r i n r  r a d i o t h e r a p y  c o n s u l t a t i o n ,  mea5urable or e v a l u a b l e  d i s e a s e ,  
performance s t a t u s  0-1. C r i t e r i a  f 0 . r  exc l t i s ion  i n c l u d e :  h i s t o ' r y  o f  previous 
nlalignancy othe-r t han  cal-cinoma i n  situ o f  t h e  c w v i x  o'r b a j a l  cell ca.rci!-ima 
of t h e  s k i n ,  o t h e r  s e r i o u s  phys ica l  o r  p s y c h i a t r i c  i l l n e s s e s ,  ma l ignan t  pleu.ral  
e f f u s i o n ,  less tha.;i two week.5 s i n c e  e x p l o r a t o r y  C-ho.rcatony, p r i o r  cherootherap;*, 
r a d i a t i o n  t h e r a p y  o r  t o t a l  r e s e c t i o n .  

C. Schedule  of  p a t i e n t  e v a l u a t i o n  s t u d y :  s e e  sitnmary 
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!amaes 
The teleohone and fax numbers for the Protocol Editor have been uodated and the new Data 

~ .. 
Coordinator's name and corresponding telephone and fax numbers have been included. Also. 
Dr. Green's fax number has been updated. 

8cctloa: 
The column header which references Ume of restaging has been revised to "I month post- KT...". 
Thls cornsponds with the change in sectlon 8.2. 

The first sentence has been modified to. "At approximately 30 days after completion of 
radiation therapy, patients will be ....." Ln order to clariry the ttmlng of restaging. ThIs change 
IS reflected in the column header in section €4.1. 

8ectfar: 

%placement pages are enclosed Cover page. pages 1!j 

I 
1 

ATTACH To THE FRONI' OF EVERY 

a: Dr. J. Roseman 



M C E R  AM) LEU8EMM GROUP B 

The sh@e asterisk note has been changed to correspond with the Data Submission schedule. 
The followlng changes are higaUgbted in bold for easier ldentificatton. "At least every 2 
months for 2 years, then evay 4 months x 2 years. then q year." 

A~TAu~T~THEFR~NToFEvERYco~YoF~PROTOCOL 

cc: Dr. J. Rosenman 



OL 
1/17/92 

A twotzraohlcal error has been corrected In the Reaulred Data sectlon. The correctlon is III the 
~ ~ c d u m n  from the rlght. ‘Day 155 Restaging has been changed to ‘Day 125 Restaglng- 

Replacement pages are enclosed: pages 15-16. 

ATTACH TO FRONT OF EVERY COPY OF TIIIS PR-L 

cc: Dr. J. Rasenman 



CANCER AND LEUREMU GROUP 

MEMORANDUM 

To: Principal Investlgators. CCOP Responsible Investlgators, Dlsease and Modality 
Chairs. Executive Committee 

From: Molra Lawior. Protocol Editor 

Subject: 

ATlW DATA- 

ACTlVAl'lON OF PROTOCOL 9 130 

Dr. Gerald Clamon 

ACTIVATED JULY 4.1991 

cc: Dr.J.Rosenman 



ACllVATlON DATE: July 4.1991 

* .  

CANCER AND LEUKEMIA GROUP B 

CAU;B 9130 

APHASE IRTRUL OF 
VINBLASTINE / CISPLATIN / RADIATION TEERAPY 

SMALLCELLLUNGCANCER 
WlTE OR WITHOUT CARBOPLATM (N8cX 241240) FOR INOpeRABLe STAGE IUAAND STAGE mB NON- 

StudYGllau 
Gerald Clamon. M.D. 

University of ~owa H O S P ~ ~ ~ ~ S  B clinic 
Dept. of Internal Medicine 

IowaCity. IA 52242 
Tel: 319-356-1932 
F a :  319-356-3862 

StlldYCo-Chalr 
Jullan Fbsenman. M.D. 

Tel: 919-966-7700 
FaX: 9 19-966-768 1 

Mark Green, M.D. 
Tel: 619-543-6631 
mX: 619-543-5620 

Statistlclan 
James Hemdon. Ph.D. 

Tel: 919-286-7774 
F a :  919-286-3S56 

Q a h a m b m  
Wendv Smith 

Tel 919:286-0045 
Fax: 919-286-1142 

Pr0toco I Edim 
Moira Lawlor 

Tel: 603-650-6335 
Fax: 603-650-6375 
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A F'tlASE lII fIuAL OF VMBWLSTME/CISPLATIN/R&D!hTION THERAPY WITH OR WITHOUT CARBOPLATN 
FOR rnomimm STAGE nu a STAGE iim NON-SMALL CELL LUNG CANCER 

m C R f i E R u  

Hutologicany documented NSCLC 
Measurable or d u a b l e  dlscase 
DLsease Stage: mA and selected Iw (See 3.22) 
No malignant pleural effuslon' 
No prior Cr. RT or total resection 
> 2 weeks since formal exploratory thoracotomy 
No previous or concomitant malignancy 
No other sefious medical or psychiatric condition 
Radiotherapy consult 

&e2 18 
CAU;B Pcrfonnance Status 0- 1 

Slgned Informed consent: IFU3 approvaJ 
Wdght bas < 5 9 6 w a p a s t 3  months 

=iQmm2LdBoRhToRyEd;Eb 

Granulocytes - > L , r n / N  
Platelets - > l r n > r n / N  
Hemoglobin > lOmg/dl 
BUN' < 1.5xnormal 
Creatinine c 1.5xmg/dlpt 
Creatinine Clearance 2 6(hnl/min 
Billrubin < 1.5xnormal 
f f i  Po, 50. PCOZ 
FWl >8oocc 

A non-mallgnant pleural eITusion must be a transudate. cytologically negative and non-bloody 

B T L K L l B T L K L l B n B T Z  
Day: I 8 15 22 29 50 57 64 71 78 85 

mYBLYBLmYBL 

VBL: ww 5 mg/m2, N bolus weekly x 5 
DDP crsplaun 100 ag/m2 N. over 30-60 minutes. days 1 & 29 
KT1: Radiation Theraw: orlglnal volume = 200 cCy/day. 5 days/week weeks 1-4 or Radlatlan 
R l 2  Radiation Theraw boost volume = 200 cGy/day. 5 days/week weeks 5 & 6 of Radiation 

DDP DDP CBDCA CBDCA CBDCA CBDCA CBDCA CBDCA 
m m m w r l B 1 2 m  

Day: 1 8 15 22 29 50 57 64 71 78 85 
E . & m m ! m l ! ! &  

VBL: Vlnblastlnc 5 mg/m2, N bolus weekly x 5 
DDP: Cisplatin 100 mg/m2 N. over 30-60 m u t e s .  days 1 & 29 
CBDCA: Carboplatln 100 mg/m2 N bolus weekly X 6 
RT1: Radiation Therapy: orginal volume = 200 cGy/day, 5 days/week weeks 1-4 of Radiation 
Kn: RadIaUon 'Iherapy: boost volume = 200 c(;y/day. 5 days/week: weeks 5 & 6 of Radiation 

Patients with adra thoracic dlsease progression are removed from protocol therapy. 

Patients wlll be stratined by stage 3A or 3B disease. 

To Ftcgister. Confirm all eligibility crlterla listed in Section 3.0. Maln lnstltutions call the Central Oflice 
(603-646-6701) 9AM - 5PM Eastern Tlme with the Information contained in SecWn 4.0. 
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At the tlme of dlagnosis. approximately 20% of patients with non-small cell lung cancer have 
dtsease conhed to the chest by standard staglng techniques but are Inoperable. Although some 
patients with Stage IlL4 dLsease may be made opemble by combined modality therapy (1). most 
patients with Stage IlIA and 1 B  dlsease are inoperable. The standard therapy for IIIA and IIIB 
disease has been radlatlon therapy. Although 5 year disease free survival IS obtainable with 
radlation therapy (2-61. thls ls only in a small proportion of patients and median survival 
rrmains In the range of 6-12 months (2.3.4). 

Chemotherapy for non-small cell lung cancer has not made a dramatic impact on survival to 
date. However. using Cisplatin based regimens. response rates of 20%-45% are obtained in 
patients with metastatic disease (7-11). Prbr trials combining single agent chemotherapy with 
radiation therapy have not shown improvement over radiation alone (12). Uncontrolled trials 
cornblntng combination chemotherapy with radiation therapy have suggested benefit in some 
ows. (13.14) but not Inanother(15). 

The CALGB recently completed an important controlled trlal ICALGB 8433) in which patients 
with inoperable Stage IIIA of IIIB disease received Vinblastine and Cisplatin for 5 weeks 
followed by radlation therapy to 6OOO cCy or radlatlon therapy to 6000 cCy without the 
chemotherapy. Results to date show a significant survival advantage for the combined 
modalrty therapy arm. Most signlllcantly. there Is an appmxlmately 2096 disease free survival 
at 3 years in the combined modality therapy arm vs 10% In the radiation therapy alone arm 
(16). 

In order to try to build on thls promising result. the Respiratory Core Committee of CALCB 
considered a wide variety of ways to lrnprove therapy. However. the median age for patlents 
with lung cancer is between 60-65 in these trials and the capaclty to tolerate prolonged 
aggressive chemotherapy had to be taken Into consideration. In CALCB 883 1, a randomized 
phase I1 trial was camed out to assess the toxicity of two new combhed modality programs for 
Stage mA and IW dlsesse. In arm I. patients recefved Vinblastine and Cisplatin for 5 weeks 
and then 6OOO cGy of radiation therapy in exactly the same fashion as the combined modality 
arm of 8433. Thls was then followed by 4 cycles of further Vinblastine and Cisplatin 
Chemotherapy. In arm 2. patients recehred Vinblastine and Clsplatln for 5 weeks and then 6000 
cGy of XRT but this time wee& Carboplatin was glven with the radiation therapy based on 
predinical data demonstrating the radlosensitlzing effects of Carboplatin (17). 

To date 91 patients were entered onto 8831 and accrual is complete. Five patients are  still 
completing therapy. To date. there ls no survival dlUerence between the two treatment arms. 
However. there does appear to be decreased ability to tolerate arm 1 of the therapy. Of 46 
patients randomlzed to receive the extra four doses of Vinblastine and Platinum (arm 1). only 
23 wil l  receive that therapy. Fourteen patients have progressed prtor to the point at which 
those 4 cycles of therapy would have been given. 3 patients refused the 4 cycles of therapy due 
d e r  the radiation. 2 had tcaicity whlch precluded giving the 4 cycles. and 3 patients stfll have 
data pendlng. At the present time only 17 of the 45 patlents have been able to complete the 
en- therapy and at the most, 20 patients will have completed the therapy once all data is in. 

analysis of the dose received Cor the 4 cycles of 'posterior' chemotherapy Is as follows: 

Cyde 1 Cycle 2 Cycle 3 Cycle 4 

VLB' 

CPPD" 

% of protocol dose able to be given of Vinblastine to all patients who actually received 

** % of protocol dose able to be given of CisplaUn to all patlents who actually recelved a 
a dose I# patients). 

dose (# patlents). 

1 
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By contrast. in arm 2 in which concurrent CBDCA was given during the radiation therapy, a 
larger proportion of patients will finish the intended therapy. Of 46 patients entered onto this 
arm of therapy. 41 will have received at least some of the CBDCA and at least 34 will have 
received the entlre therapy. Of the orlglnal46 patients. 1 patient died a septlc death during the 
inductlon therapy wfth Vinblastine and Cisplatin. 2 patlents had rapid disease progression 
prlor to CBDCA and radiation. Two paticnts have data pendlng. The percentage of the intended 
dose whkh was able to be admlnlstered was hlgh untll the last two doses of therapy. The doses 
of Carboplatin received were as follows: 

week 1 week 2 week 3 week 4 week 5 week 6 

%dose 98.1 85.1 94.7 91 67.9 67.9 
[mean) 

(# Pts) (39) (37) (38) (36) (35) (341 

This data suggest that the combined modality arm of 8831 which is best tolerated by the patient 
population to be served Is arm2. In W B  9130. we propose a randomized trial of the best arm 
of 8433: VinbIastineKisplaUn and XRT vs the best arm of 8831: Vinblastine/Cisplatin and 
XRT with concurrent Carboplatin. The fundamental question being sought is whether the 
addltlon of the Carboplatin elther prolongs survival or Improves disease control within the 
chest. 

In an analysis of 8433. stage (3A vs 38) was found to be an important prognostic factor for 
survival. Therefore stage will be stratified for prior to randomization in this study (9130). 
However. In 8433. cell type (adeno vs squamous vs large cell) was not of prognostic slgniflcance. 
C d  type will not be stratitled for In 9130. 

20 OaJEcnVEs 

2.1 To determine if the concurrent addition of CBDCA durtng radlatlon therapy for Stage 
IIIA and UlE inoperable non-small cell lung cancer will prolong survival and improve 
local disease control. 

To determine if the Improvement in survival. if any, I s  related to disease stage: tumor 
fl'l status and nodal status. 

To determine if the Improvement in sunrlval. if any, is related to tumor size. 

2.2 

2.3 

90 ELIoIBILlTy Patients must fulflll all of the following criteria. 

3.1 p~ documented NXkC including squamous cell carcinoma. 
adenocarchoma (including bronchoalveolar cell), and large cell anaplastic carcinoma 
(including giant and clear cell carcinomas). 

3.2 E U I U d t s e a s e W  

3.21 Patients must be MO. 

3.22 Patients wlth T1 or T2 disease and N2 disease are ellglble. Patients with T3 or T4 
disease and NO-N2 disease arc eligible (if this Is on the basls of closeness to the 
carina. invasion of the mediastinum or invaston of the chest wall). 

Patlents wlth vertebral body dlrect Invasion arc meliglble. 

Patients with N3 dlsease arc eliglble unless they have scalene, supraclavicular. 
or contralateral hllar node involvement. 

2 
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3.3 

3.4 

3.5 

3.6 

3.7 

3.8 

Patients with a pleural effusion which is a transudate. cytologically negative 
and non-bloody are eligible if the radiation oncologists feel the tumor can still 
be encompassed within a reasonable field of radiotherapy. 

3.3 1 

3.32 

3.33 

Measurable Disease: Any mass reproducibly measurable in two perpendicular 
diameters by CXR Scan or Computerlzed Tomography (CT). 

3.31 1 A solid tumor mass or a hllar lesion surrounded by aerated lung. 

3.312 Pleural-based masses. 

Evaluable Dlsease: Lesions p~ a which do not fit the criteria 
for measurabllily. Patients wlth both measurable and evaluable disease wlll be 
evaluated by crlteria for measurable disease. 

3.32 1 Ill-deflned masses associated wlth post-obstructive changes. 

3.322 Mediastinal or hilar adenopathy measurable In one dlmension. 

PLEURAL EFFUSIONS are neither measurable nor evaluable (and are excluded 
fmm entry U malignant]. Nonmalignant effusions have negative cytology. are 
non-bloody and must be a transudate. 

M 

Consultation deems patIent suitable for radiotherapy. The boost volume 
must be Umitcd to c 5046 of the ipsilateral lung volume (see 5.43). 

Performance 0- 1 
Weight loss c 5% in 3 months prior to diagnws. 
Age 218 years. 

Pmc0s3m 
No mor chemotherapy or radiation therapy. 
12 weeks since f o r d  exploratory thoraCotomy. 
Totally rrsected tumors are excluded. 

-w values: 

Granulocytes - > 1*m/lIl 
Platelet count - > loo.GQo/pl 
Hemoglobln 5 lOgm/dl 
BUN C 1 . 5 ~  Ml'Ttlal 
Bilirubin < 1 . 5 X M 1 T i ~ i l  
Creatlnlne - c 1.5mg/dl 
or Creatinine Clearance > 6omt/rmn 
Arterlal blood gases 
FEVl mcc 

-* >50. pco2 c50 

Informed-: Each patient must be aware of the neoplastic nature of his/her 
disease process and must wllrlngly consent after belng Wormed of the procedure to be 
followed. the experimental nature of the therapy, altemathres. potential benefits, side- 
effects, rlsks. and discomforts. (Human protection committee approval of this protocol 
and consent form is required.) 

3 
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3.9 XQ prevtous 91 concurrent mallenancy is allowed. except inactive non-melanoma skin 
cancer. ln situ carcinoma of the c e m ,  or other cancer If the patient has been dlsease- 
free for > 5 years. 

Kp SUlQ!dS medical PE osvchiatrlc whlch would prevent informed consent or 
llrmt sunrlval to c2 years. Patlents with postobstructive pneumonia remain eligible. 

3.10 

4.0 m M I Z A T I O N .  DATA SUBMISSION. AND QUALITY ASSURANCE DOCUMENTATION 

4.1 Randomlzatlon wUI be accepted: Through the Main  Institution only. 

4.11 Rando mization 

Prior to Lnitlation of therapy. 

Confirm ellglblllty crlteria (see 3.01. Call the Central Office 603-646-6701, Monday- 
Friday. 9 a.m. 5 p.m. Eastern T h e )  with the following information: 

Your name 
Study # 
Instltutlon # 
Treating Physiclan 
Patient's Name, LD. # 
Signed Informed Consent (yes. no) 
Race. Sex. Date of Blrth 
Dlagnosls. Date of Diagnosis 
'INM Status. Stage: 
EUgibUity Criteria met (Sec. 3.0) (yes. no) 
Disease: Evaluable or Measurable 
Date of Institutional Rwiew Board approval for flrst patient registered/instltution 
Name of Radiation Therapist who approved the patlent 

As we a n  stratillyfng by stage, please have data manager call Dr. Clamon If 

The M a i n  Institution will receive a Conflnnation of Randomlzatlon. Please check 
for errors. Submit corrections in writing to CALGB. Frontier Science. 4033 Maple 
Road. Amherst. NY 14226. 

questions arlse regarding stage of disease. 

4.2 DATA SUBMISSION: Submlt Forms to CALGB-FronUer Sclence at the following intentah: 

EQiWs $XBMISSION SCHEDULE 

ChemotheraDv 
Wlthln 1 week of Registration 

C-076 Respiratory Measurement Form 
C-074 Resplratory On-Study Form 

ST-3 Solid Tumor Flow Sheet 

C-076 Resplratory Measurement Form 
C-090 Toxicity Reporting Form 

ST-4 Solid Tumor Flow Sheet 

C-113 CALCB Notillcation of Death 

Day 50 (Start of RT 1). Day 85 (end of 
Day 125 (at restagt@.ARer therapy q 2 
months x 2 years. Then q 4 months x 2 
years, then q year, at progression and 
death 

Within 4 weeks of death. 

2). 

I 
1 C- 109 RcSpiratory Fo~IOW-UP FoIln 

1 Form 

4 
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!x!!ws SUBMISSION SC HEDULE 

RadlatlonTheraDv 
RT1 andl7T2 

C-052 Radiotherapy Follow-up Form At Completion of RT (Day 851 

See Sectlon 4.3; copy to FS"W 

4.3 QUALITY ASSURANCE DOCUMENTATION 

4.31 On Treatment Revlew: Forward the following data to: 

Arvin S. Gllcksman. M.D. 
Qualify Assurance Review Center 
Roger WIlllams General Hospltal 
825 Chalkstone Avenue 
Providence. Rhode Island 02908 

Wlthin three days of the onset of radlotheraw to each treatment volume: 

4.311 Coples of the locallzatian fllms. Radiotherapist should draw on localimtlon 
Nm the Intended tumor volume. 

4.312 Coples of the verlflcatlon (portal) fllms: ("Double exposure" technlque 
showing surroundlng anatomical landmarks Is preferred.) 

4.313 Polaroid pictures of the patlent In the treatment position wlth fields 
approprlately marked. 

4.314 Radiotherapy daily dose calculation check form (RT-1). 

4.315 Coples of central axis dose calculations worksheet. 

4.316 Coples of pre-treatment x-rays. CAT scans, surglcal flndlngs, and other 
diagnostlc determlnatlons used In defining the prlmary treatment volume 
shall k submitted. 

4.317 Calculation of dose reference points. See section 5.26. 

'NOTE: If Polaroid or other photographlc process for duplicatlon of locallzatlons 
and verlflcatlon Cllms Is employed, It Is important to ensure that these 
Images are of sufflclently good quality for revlew. It is recommended that 
photographs of these fllms be taken at a dlstance close enough to allow portal 
(or verlllcation) fllm to fill up the entlre Polarold print. 

Wlthln one week of completion of radiotherapy. the following data should be 
forwarded to Dr. Clickman for post-treatment review: 

4.321 Coples of localkation and verlllcatlon fllms for the boost volume and films 
of any fleld modlflcatlons made subsequent to inltlal "on treatment" 
submlsslon. 

4.322 Radlotherapy Total Dose Record (RT-2). 

4.323 Coples of any dose calculation worksheet for central axis calculations. 

4.32 
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4.324 Coples of all off-axis dose calculatlons and -dose maps showing tumor, lung 
and splnal cord volumes. (see sections 5.26 and 5.293.) 

4.325 Copies of chest x-ray (PA and laterall after 3.000 cCy if needed to document 
peripheral clearing. 

4.326 Treatment Rccord [show dally doses and all dose calculatlonsl. 

Dlrect any questlons regardlng completion of RT-1 and RT-2 data forms. required 
dose calculatlons and other documentation to: 

4.33 

Bengt BJamgard. Ph. D.. Chlef Physiclst 
Quality Assurance Review Center 
Roger WUkuns General Hospital 
825 Chalkstone Avenue 
prwtdence. Rhode Island 02908 
(4011 456-6500 

51) TREAThfENTPLAN 

5.1 Chemotherapy: Patlents wlll be randomzed to reglmen I or 11. 

Reglmen I: Vlnblastlne and Platinum followed by radiation therapy, 

Rcgimen II: VlnblastIne and Platinum followed by radiation therapy with concurrent 

'meatment plan: All patients entered on study will receive Initial chemotherapy and 
rcglonal radiatlon therapy. Patients randomtzed to Reglmen II will recelve weekly 
concurrent CBDCA d u m  the radlation therapy. 

5.11 Initial chemotherapy: 

Carboplatln. 

Begln on day 1 for all patients on study (both reglmen 1 and 111. 

Vtnblastlne 

VBL ls a veslcant and should be administered through a running IV with good 
blood return or a central h e .  

Cisplatinum (DDP) 100 mg/m2 IV over 30-60 mlnutes days 1 and 29 only. 

Calculate all doses on patlents' actual body weight. 

5 mg/m2 IV bolus weekly x 5 doses (days 1,8. 15.22.29). 

€LXdmmfPIPPE 
1. Over 24 hours prior to gMng DDP. hydrate with 3 L. PO f. IV. 

2. Over 3-4 hours prior to glvlng DDP glve 1 Mer D5.1/2NS with 8mEq 
MgSO4 

3. Immediately prior to DDP. glve 12.5 gm MannItol IV over 10 minutes. 

4. Admlnlster DDP ln 250 d of D5.1/2NS over 60 mlnutes. 

6 



5. Then ovcr 2 hours glw 500 ml of D5.1/2NS wlth: 
10 mEq KCL 
SmEqMGS04 
12.5 gm mannltol 

adequate. 
6. Replace urine output with an equal volume of D5.1/2NS untll p.0. intake 

5.12 Concmrent Chcmothempy (Reghen II only) 

5.121 Carboplatin (CBDCA) administration Is to be concurrent with radlatlon 
therapy. CBDCA should begin on day 50 along with radiotherapy 
following the two cycles of Vinblastine and DDP. The CBDCA should be 
started only d e r  the radlotherapy fleld has been planned so that the 
CBDCA can be given once weekly. on the first day of radiotherapy each 
week prior to that day’s radlotherapy for 6 consecutive weeks. 

5.122 CBDCA 100 mg/m2 should be administered as an IV bolus. Hydration for 
CBDCA Is not necessary and it can be glven in 250 mg of D5W (or s h e )  
over 15 mlnutes. 

There will be no dose escalatlon. 

5.2 R.df.tfon AU patients without evidence of progressive disease outside the 
planned radiation field (elther reglonal or distant) durlng the neoadjuvant 
chemotherapy should begin chest Inadlation on day 50 (week 8. 21 days following last 
dose of chemotherapy) if granulocytes >18CXl/@ and platelets ~LOO.ooO/@. 

If counts arc below these values. repeat counts twice weekly and start when granulocytes 
>1.800/N and platelets >100.ooO/pl. 

During RT check counts week& and if granulocytes <loo0 or platelets <75.000. hold 
XRT until counts. measured twice weekly. arc agaln above that level. 

Any patient wlth rapid dIsease progresslon outside of the chest should be removed from 

Patients wlth progression of intrathoracic disease withfn the potential radlation field 
during anterlor chemotherapy may be constdered for accelerated inltlatlon of thoracic 
lrradlatbn after discussion with the Study Chair. 

5.21 Eqnlpment 

study (set sec. 10.12). 

&&&ty - Use external beam photon lrradlatlon. 

- Use radlatlon of megavoltage quality, Le.. Cobalt-60 or x-ray beams 
wlth accelerating potential of between 4-25 M V .  For Cobalt-60. beam trimmers 
or secondary blocklng must be used. 

Geometw - Use lsccentric teletherapy wlth a source to axls dlstance (SAD) 2 SO 
cm. 

PpSr- -The dose rate must be > 50 cCy per minute at d max [lcCy=l nd). 

Radlotherapy equipment must have its callbratlon check by the Radiologic 
Physics Center (-1. 
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5.22 Treatment Volume consists Of two parts which are radiated sequentially: the 
orlglnal and the boost volumes. 

QxlalmYolnme, * based upon conventional CXR and CT taken before any 
cytotaxic therapy Is debered. generally t h b  volume will Include the volume of 
the prlmary lesion and the ipsllateral pulmonary hilum. mediastinal lymph 
node. and both supraclavicular fossae. 

BQplt Valame: include the entlre 0-1 lpre-therapy) radiologically denned 
primary tumor volume and cllnlcally involved regional hilar and/or 
mediastinal nodes. Do not include pulmonary infiltrates which clear with 
chemotherapy and/or radiation to the orlginal tumor volume if judged to be 
secondary to obstrucuon (lnflltrate. atelectasfsl bee 5.291). 

5.23 Pl l*cPtErtentof~te l lVolmne 

O r f n l l u l m  include the prlmary dtsease site within the portal with a 
margin of 2 an around the mass and the ipsilateral hilum. Include the whole 
width of the mediastinum with a margin of 2 cm around the radiographically 
visible involvement (pre-treatment chest film and CT scan]. 

Spare the contralateral lung as much as possible by allowing the portal to 
extend no more than 1 cm lateral to the soft Ussue of the Involved mediastinum. 
but a t  least 2 an beyond radbgraphically demonstrated tumor. There should be 
no LntenUon to cwer the contralateral hilum. (Tumor volume takes precedence 
over normal lung sparing.) Extend the Inferior margin of the mediastinal 
portion of the portal 3 - 3.5 vertebrae below the carlna or 2 cm below the 
radiographically demonstrated tumor mass (chest film and CT scan). whichever 
dimension b greater. 

Include both supraclavicular fossae within the original treatment volume 
which follows minimum volume margin. 

Laterally - intersection of clavicle and 1st rib anteriorly 
Inferiorly - a line appmdmately mld-contour of 1st rib 
Superiorly - larynx Immediately below vocal cords - M latynx blocks wbe used 

Even If the primary tumor is in the lung periphery. only one radlatlon field 
should used to cover It in the mediastinum. 

apnat Volume: base the boost portal on the radiographically visible original 
tumor volume with a margin of 2 cm. The boost volume must be limited to c 50% 
of ipsilateral lung volume. Since patients with cllnically evident 
supraclavicular adenopathy are excluded from the protocol. the boost volume 
will include the supraclavicular fossa only in patlents with apical lesions. 

5.24 TratmcntDose 

5.241 Rcscrlotioq Point (orlglnal and boost volume) 

For equally welghted parallel 
opposed portals. the prescription polnt is denned as  a point along the 
central axis of the o p p d  beams which Is midway between the entrance 
points of those beams. 
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5.242 

parallel gDDOSe4 Wneaual WeIShtk For unequally weighted 
parallel opposed portals, the prescrlption point is defined as  a point 
along the central axis of the opposed beams which is midway between the 
entrance and exit points of the tumor volume. 

aatllttole Beamel For these complex techniques (wedge pain. 
three fields. rotation) the prescrlption point is defined as  a point which 
Ls at the intersection of the central axes of the multiple beams [Le. the 
Isocentert. When these techniques are used. lsodose dfstributions must be 
calculated. plotted and submitted as  part of the quality assurance 
documentation (sectlon 4.3 1). 

Daws 
Absorbed dose is described in cGy to water tfssue (lcGy = 1 rad). 

-Volume: deliver 4.000 cGy in 20 fractions of 200 cCy/fraction to 
the prescription point. 

Bpnst 
prescription point. 

dellver 2.000 cCy in 10 fractions of 200 cCy/fraction to the 

5.25 Tlme-Docle C 0 ~ 1 d e m t l 0 ~  

5.251 Dally Dost for osighal and boorrt treatments 
The dose/fraction: 200 cCy to the prescription point. 
Treat with one fraction/day. ilve days/week. 
Treat all ntlds each day. 

5.252 T9E; The TDF of the orlginal volume (4000 cCy) = 66. The TDF of the 
boost volume 12000 cCy) = 33. TDF for the enure course = 99, 

If significant. unscheduled interruptions occur. the total dose should be 
modifled to approximate the approprfate TDF for that phase of therapy. 
Add adJusted doses due to interruptions occurring during the treatment 
of the orlginal volume to the orlglnal volume treatment phase: add those 
occurring durlng the treatment of the boost volume to the boost volume 
phase. ISeC OrtOn and ElllS. RIR 4 6  529-537, 1973). 

5.26 Doa Ecafiogmdtp md Refmce Polnb 

5.261 -Vorumc: the dose will be 4.000 cCy f 5 % throughout the 
treatment volume. Tissue compensators are preferred to achieve 
unlformlty. but blocking supraclavicular areas early when they have 
reached thls dose or boosting the lower mediastinum are acceptable 
techniques. 

to insure dose unlformity and observe normal tissue 
tolerance. calculate the orlglnal field dose at 2 off-f-axls points. 

5.2621 SnpraclavScular Fosra [Reference Polnt "A") - The mid-plane of 
the supraclavicular fossa deflned as a point 6 cm to the rlght lor 
left. as  appropriate) of midline at the superior border of the 
clavicle. 

5.2622 Lower M e ~ t i n w n  Reference Point '8") - The mid-plane of the 
lower medlastlnum defined as 2 cm superior to the Inferlor field 
margin. 

5.262 

9 

6 



5.2623 Bwst Volume Homogeneltg: design a plan for the boost volumt. 
so that the dose throughout the target wolume for the boost IS 
within 5% of the dose to the prescrlption point. 

5.2624 Inhomogeneity Correcttom: For the purposes of this study. no 
inhomogeneity corrections are applled for bone or lung 
attenuatlon. 

Spinal Cord Sparing Reference Point " C )  The maxtmum dose to any point In 
the spinal cord wlll be 4.600 Ccy. 

5.271 Since the spinal cord will receive > 4.000 cCy in the orlginal volume. It 
must receive no more than 600 cGy in the boost, Choose a sultnble 
treatment p b n  to achieve this dose distribution. This plan will depend 
on tumor volume and can be AP/PA opposed only if no midline 
structures are cllnlcally involved. When tumor volume in the midline 
must be boosted. posslble plans include oblique opposed. lateral opposed. 
converging or rotational portals. 

5.272 Midline spinal cord blocks for the boost phase of therapy are not 
acceptable. 

5.27 

5.28 TreatmWltTechnique 

5.281 Patient Pooltion: generally treat supine. Slnce lsocentric technique Is 
used. treatment posltlon will be the same for AP+PA flelds. Generally. 
the patlent's posltion will be the same for boost. 

5.282 Fleld Ammgement 

5.2821 orlgtnal Fleld: Equally weighted */PA parallel opposed portals 
will be used. Other treatment technlques which achieve the 
homogeneity requirement of this study may be used when 
appropriate. 

5.283 Blocks: Individually shape fleld with divergent blocks whenever 
possible. as determined by tumor volume. Use of shadow blocks Is 
permitted. 

5.29 C d C l l h f i O M  and R u b C X l t  PhlldZlg 

5.291 sDCed.1 DfamootlC Information 

Before therapy begins, computed tomography through the tumor volume 
in the chest is required for tumor volume determination, in addltlon to 
standard PA and lateral CXRs. 

Subsequent CXR for shadows on Original CXR judged to be inflltrate or 
atelectasis: obtain a CXR required after chemotherapy and/or after 3.000 
cGy. If inflltrates have cleared. the volume from the original and/or 
boost judged to be atelectasis or Infiltrate may be excluded in the boost 
volume (see 5.22). 

5.292 T h i n s  of Plannine; If there Is no questlon of pulmonary infitrates or 
atelectasis, plan the boost therapy at the same time as  the original 
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volume. if perlphenl lung shadows on roentgenogram are clear. plan the 
boost fOlloWing 3.000 cCy. There should be no delay between the original 
and the boost courses. 

5.293 - 9 f T r e P t m m t W k a u B E L d 4 3 1  
Original Field 

& k W X x  &LL& - Submit calculated doses to the prescription point. 
(point 'T"). supraclavicular (ipsilateral) (point "A") and lower 
mediastinum (point "B)  on RT-1 reporting forms to Quallty Assurance 
M e w  Center (QARC]. 

Document position of blocks and use of compensators. 

Boost Volume 

Submit Isodose maps for all plans other than equally-welghted parallel 
opposed portals. Calculate composite Isodose curves in the central plane 
of the tumor volume and Include dose contributions from all treatment 
fields as well as the effects of blocks, 

Isodoses must be clearly labeled with the normalization polnt and dose 
levels indicated. Include an outline of the target volume. lung volume and 
splnal cord location. For treatment planning. there is no correction for 
lung densities. 

S p l d  cord calculation 

Record the spinal cord calculation [point "C") on the RT-1 reporting f0m-1. 

tZ0 DOSE MODIFI&U'ION. TOXICITY k 7 

6.1 (Treatment Reglmens I and 111 

6.11 Hemat oloclc Toxicity: based on counts on the day of treatment: 

Glve the following dose: 

1 . G  - 1.799 100 75 
<l.oOO c75.000 0 0 0 

At any tlme Vinblastine 5s due to be glven but Platinum 1s not. if the Counts turn 
out to be too low to glve the Vinblastine. UaL w. PS W d&Y iU!d 

II counts are too low to treat with elther drug on day 29 of anterior 
chemotherapy. hold both drugs 1 week and deliver on day 36. If day 36 counts are 
stlll too low. delete further pre-radiation drugs, check counts weekly. and begin 
FtT in day 50 or thereafter when counts permit. If counts are too low while on 
CBDCA and XKT lor treatment. &Q weeks dnsr: nl- and ESGXt 
DstwAQrl5'2. 

u Y t Q ~ ! J R m ~ Q r ~  
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6.12 fleohrotQ&&, . may arlse despite vlgorous hydration. Adjust the dose of DDP or 
CBDCA for nephrotaxlcity a s  follows: 

Give the following % 
QfUdPsePPEQtCBDCA 

1M 
amlmCrratinlne-ls; 

1.5 
1.5 12.0 
> 2.0 

Delay DDP and CBDCA until serum creatinine ls < 1.5 mg/dl. Restart DDP at 
75% and CBDCA at 100% dose. IT the c r e a t w e  again Is > 2.0 mg/dl. remwe 
the patient from study. Ifthe subsequent cycles at 75% result in a creatinine of 

mDvsfunctlon. ' Disease or  treatment related to hepatocellular and 
obstructive Jaundlce dose adjustments are identical. 

1.5 - 2.0 mg/dl. !?dun DDP and CBDCA to 5096. 

6.13 

Bilirubin fmc/dll 
< 1.5 

> 3.0 
1.5 - 3.0 

Give the following % of full dose: 
x?& QU 
100 100 
50 100 
25 100 

6.14 Gastrointest Inal TOXIC I :  & 

6.141 Antiemetics are required. Steroids may be utillzed as antiemetic 
therapy. 

6.142 VEL may produce C.I. hypomotility with constipation or Ileus. Start 
stool soReners 1e.g. colace 100 mg. p.0.. Ud) prior to VBL admlnlstration. 
Use mllk of magnesia, metamucil. etc.. to reestablish regular bowel 
function, Decrease VEL dose 5046 for severe constipation with Ileus 
despite aggressive medIca1 management. Discontinue VEL for severe 
perslstent C.I. hypomotility following dose adjustment. 

7 is not an indlcatlon for stopping therapy. Oral or parenteral 
MgSO4 supplementation is Indicated for serum Mg levels < 1.4 mEq/l. 

6.16 m u o n a t r e m l a ,  . This has  been seen In approximately 5% of patients 
(particularly In patients with other risk factors such as concurrent diuretic 
therapy). Should this be observed. contact the Study Chair and the Central 
omce. 

NeurolQg& TmdcitV Secondaw to DDP. VBL or CBDCA: 

6.171 An audlogram is recommended prtor to treatment. If tinnitus or 
cllnlcally signlflcant hearlng loss develops. disconUnue DDP or CBDCA. 

6.15 

6.17 
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62 

6.3 

6.172 For neurologlc toxlclty reduce chemotherapy doses as follows: 

Toxicity 

mild mlld parestheslas: dlmlnlshed 
or absent DTR's 

m DescI1Dtlon 
%DDP. CBDCA. 

=siken 
100% 

moderate severe parestheslas: mild decrease 50% 
in muscle strength lnabillty to handle 
flne obJects (e.g. plck up coin or shirt 
button); severe constipation 

severe cranial nerve disfunction (not tumor 0% 
related); Ileus; orthostatic hypotension: 
seizures; cerebellar dysfunction or 
unexpected neurologic events. 

give stool softeners (eg. Colace 100 mg. p.0.. tidl. milk of magnesia. metamucil. 

6.18 -: Dlscontinue CBDCA and DDP for anaphylaxis. Call the Study 
Chair for management of mild to moderate hypersensitivity reaction. 

pvdM radlatlon theraw: As in sectlon 5.2. If the weekly granulocyte count is under 
600 or platelets less than 75.000. hold XF3 until counts. measured twice weekly, are 
agaln abow that level. 

Srxslal ~ Q S S  and k a t m e n t  t w d U b h ~  i n '  

IF a patient progresses outslde the field of intended radiotherapy while on the initial 
vinblastine and platinum. the patient has progressed and should be removed from 
study. For rapid progression within the intended radiatlon fleld. call the Study Chair as  
per sec. 5.2. 

IF a patlent suffers a decline in performance score to a level of 3 or 4 while on study, the 
patient should complete radiotherapy with 110 further chemotherapy. 

IF A PATIENT SUFFERS ESOPHAGITIS SO THAT lV FLUID SUPPORT IS NEEDED. 
radiation therapy Is to be held until the patient can again swallow satisfactorily and 
then the XRT W h e d .  If the patlent is receiving CBDCA. no more should be given. Any 
patient having X3T held for severe esophagitis must be dlscussed with the study chairs 
prior to receiving further chemotherapy. 

or a high residue diet. 

71) DRUG FOR116LTLATION. AVAILABJLlTY. AND PREPARATION 

When prepared as directed. solutions are stable at room temperature and should be discarded 
d e r  8 hours. Needles and intravenous sets containlng aluminum parts should not be used 
since they will cause a loss of potency of platlnum compounds. 

7.1 Vlnblasth Is supplied commercially in 10 mg vials. ?he sterile powder should be 
refi-lgerated and reconstituted with 10 ml normal sallne. It IS not necessary to use 
preservative contamng solvents If unused portions of the remainlng solutlons are 
discarded immedlately. Unused preservatlve containing solutions should be 
refrigerated for future use. 
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7.2 Is supplied commerclally for IV use a s  a lyophilked powder In vials 
contalnlng 10 or 50 mg of drug. Unopened vials may be stored for 2 years Reconstltute 
with 10 ml or 50 ml of Sterlle Water for Injectlon. USP. to yleld a clear solutlon of 1 

/ml. Thls solutlon Is stable for 20 hours at room temperature. but preclpltates when 
re Y rigerated. 

The rcqulred dose Is dlluted In at least 100 ml of sallne or DgW.45NS for 
admlntstratlon. Needles and Intravenous sets contalnlng alumlnum parts should not 
be used since these Wlll cause a loss of plathum potency. 

7.3 pIB(;Ic 2412401 Is now commercially available in 50 mg. 150 mg 
and 450 me vials. Each vial contalns eaunl Darts by weight of CBDCA and mannitol. 
ImmedlateG before use each vial shobld be reconstitited with Sterlle Water for 
Injection. DUute 50 mg vial with 5 ml. 150 mg Mal wlth 15 ml and 450 vial with 45 
ml to yield a 10 mg/ml mncentratlon. 

Vials do not require refrigeratlon 

AdmWster in 150 ml of fluid over 30 mlnutes. 
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. a0 ’ WUlREDDATA 

8.1 mandObserva l lpng  

Signed Informed Consent 

physlcal Exarmnation 
H l S t O Y  

Puke. Blood Resure 
Helght/Welght Surface Ana 
Perfonnanee status 
mmor Measurement 

Laboratorv 
CBC. Platelet Count 
BUN. Creatlnlnc. Cr C P *  
Ekcbulytes. MG++ 
SG0TlAI.k Phos/BLLL 
uric ~c~d.c~++.PO~plucow 
m a l  Rotcln. Albumin 
Udnalyais 
Arterial Blood Gases 

Wlor 
4gstudv 

X 
X 
X 
X 
X 
X 
X 

X 
X 
X 
X 
X 
X 
X 
X 

slaeuu 
CT Scan of Chest and upper 

abdomen [incl adrenals & Ltverl A 
Chat X-ray X 
Bone Scan X 
Bronchoscopy X 
pulmonary Function Test ** X 

Day 1 &29 of Mor to. or 1 month post-RT Post 
Neoadpant Restaglng Treatment 

During FoIIow-40’ Ba4mbaW raG821 

q week 
X 
X 

PRN 
PRN 
PRN 
PRN 

q week X X 
X X X 

PRN X PRN 
PRN X X 
PRN X X 
PRN X X 
PRN PRN PRN 

PRN A C PRN 
PRN B X X 
PRN PRN X PRN 
PRN PRN [see 8.2) (see 8.2) 
PRN PRN PRN PRN 

At least every 2 months for 2 years. then every 4 months x 2 years. then q year. 

** PFTS to include FeV1. FVC, ABG’s. 

*** Creatine Clearance prior to study and then PRN ( when chically appropdate) 

A Perform CT at 1 cm intends wlth 1 cm slice thickness from the level of the 
adrenals and liver parenchyma through the lung apices. IV contrast is optional. 
Photograph lmages at both lung and medlastld window settings. A repeat scan 
just prior to inltiatlon of chest radlation 1s 

B At lnltiation of radiation and after completlon of 3,600-4.000 rad. 

C Repeat chest CT (to include upper abdomen) as requtred at d 125 and/or at relapse 

recommended. 

PRN When clinically appropriate. 

15 4 / 17/92 
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8.2 At approldmately 30 days after completton of radiation therapy, patients wlll be re- 
staged with a chest x-ray. chest CT (including upper abdomen to assess the liver and 
adrenals. a bone scan. and a bronchoscopy as needed to evaluate persistent 
abnormalities on chest x-ray). Patients who have received such radlatlon and 
chemotherapy may have changes of "radiation scarring or radtatton pneumonitis" on 
chest x-ray which are difficult to tell from persistent tumor. If there are significant 
questions. a repeat bronchoscopy Is suggested in those patients in whom the tumor 
could be visualized or cytologically demonstrated prlor to the start of therapy on 
bronchoscopy. Patients wlth negative pretreatment bronchoscopies do not need to be 
rebronchoscoped. 

a0 CI(ITERUF0R RESKXSE, PROGRESSION, AND RELAPSE 

9.1 ComDrete f!Zk Disappearance of all measurable or evaluable disease. signs. 
symptoms, and blochemtcal changes related to the tumor, for >4 weeks, durtng which 
no new leslons may appear. 

9.2 parttrl re- UBI @¶e.@U&k Q&l: When compared with pretreatment 
measurements. a reductton of >5096 in sum of the products of the perpendicular 
diameters of all measurable lesions lasting >4 weeks, durlng which no new lesions may 
appear, and no existing lesion may enlarge. 

Qa&k Definite decrease in tumor she agreed upon by 2 
Independent iwesttgators: no new lesions for >8 weeks. 

9.3 

9.4 Must persist for >8 weeks. 

9.41 Measurable: A 4 0 %  reduction and <25% increase in the sum of the products of 
two perpendtcular dtameters of all measured lesions, and the appearance of no 
new lesions. 

Evaluable: No clear-cut change in tumor ske: no new lestons. 9.42 

9.5 Obkcthe-l!Sme&maRekocre: 
Obtain histologtc confirmation, when feasible. of relapse/progression particularly: 

a) in pattents who haw had a CR 
b) for apparent relapse/progression limited to the Irradiated field. Because of potentlal 

errors in CXR interpretation related to radiation change. a bronchoscopy may be 
indicated. 

At t h e  tlme of relapse/progression outside the chest. a bronchoscopy to determine 
whether relapse also occurred wlthin the hadfated field is strongly encouraged If there 
is no other evidence of intrathoracic recurrence. . 

9.51 Measurable: An increase in the product of two pelpendicular diameters of any 
measured lesion by 2 2596 over the size present at entry on study, or at the point 
of greatest response. 

Gvaluable: Definite increase in tumor slze: the appearance of new lesions. 

The appearance of new areas of maUgMnt disease. utcluding CNS metastases. 9.52 
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9.53 A 2-step deterioration in performance Status. a 10% loss of pre-treatment 
weight. or increasing symptoms in and of themselves do not constitute 
progression. However. thelr appearance should inltlate a new evaluatlon for 
extent of dlsease. 

10.0 REMOVAL OF PA- FROM PROTOCOL THERAPY 

10.1 

10.11 Response or Stable D i s u s e :  Continue treatment or observation per protocol 
untll the appearance of progressive Isease. 

10.12 D b e u e  Progression: Any patient with rapid dlsease progression outside of the 
chest should be removed from study. Detaih and tumor measurements should be 
documented on flow sheets. 

Extraordinary Medical Circumstances or withdrawal of consent by the patient: If. at 
any m e  the constraints of thls protocol are detrimental to the patient's health and/or 
the patient no longer wishes to continue protocol therapy. the patlent shall be 
withdrawn from protocol therapy. In this event: 

10.2 

10.2 1 Nom the Study Chair. 

10.22 Document the reasodsl for withdrawal on now sheets. Follow the patient for 
sunrival and progresshre dlsease with follow-up forms and flow sheets. 

1l.O ADVERSE DRUG REACTION MDR3 m R T I N G  

Investigators arc required by Federal Regulation to report possible adverse drug reactions. 
W B  investigators are required to not@ the IDB. the W B  Central Offke. and the Study 
Chalr. As a tracldng mechanism. CAU;B nqulres investigators to route toxicity reports 

11.1 

11.2 

thmngll the CenhI a c e  [see below]. 

Direct questions regarding drug therapy to the Study Chair. 

Reporting requirements and procedures depend upon: (1) whether Investigational 
agents arc of causlng toxicity. (21 whether the possibility of such a toxlcity 
was reported in the protocol. consent form. or manufacturer's llterature (Expected 
toxicity), (31 the severity or grade of the toxfclty, and (4) the Phase of the study. All 
reactions In a "reportable" categq must be reported unless it Is documented on flow 
sheets and/or follow-up forms that the treatment fs detlnttely responsible for the 
-e. 

11.3 mQf= 
11.31 TeleDhone Reuort 

- Call the Investigational Drug Branch (IDBI (301-496-7957). the Study Chair. 

-The Central Omce Wlll notify the Study Sponsor If other than NCI. 

-Send written report (see Sec. 11.321 

and the Central Omce (603-646-67011 within 24 hours. 
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11.32 Wdtten Remq 

- Send the or lg ld  copy d an NCI Adverse Drug Reactlon WR) form and copies 
of all avallable and updated study data Ion-study forms. flow sheets. follow-up 
forms. etc.) to date. within 5 days. to: 

ToXiCItv ReDOrtg 
W B  Central O f i e  
444 Mount Support Road, Suite 2 
Lebanon. NH 03766 

- Immediately upon recelpt the Central O f i e  wiU forward Adverse Drug 
Reaction WR) form to: 

- N U  - Study Sponsor (If ditTerent) 

- The Central Office wtIl forward Adverse Drug Reaction O R )  form and all data 
sheets to: 

-Study Chair 

- W B  StaUstlcal Center 
-Pharmacology & Experimental Therapeutics Commlttee 

- FSTRF 

Do not delay the report for Information not yet avpiLable. lie. pending test 
results) 

Reporthg Reqcllnments for Inre&gationP1 Agenta. 
CALGB Expanded Common Taxicity Crlterla. Appendix I 1 

11.41 

or sombinntiona (use the 

a. AU Grade 4 and 5 tmdcitles: Telephone Report and Written Report (Grade 5 

b. Unexpected' grade 1-3 Toxicities: 

c. Expected grade 3 Toxicities: 

rrgardlcss of cause) 

Telephone Report and Wrltten Report 

Written Report 

11.42 

11.421 Unexpected' toxicities: 

a. GradeS4and5 

b. Crades2and3 
Telephone Report and Written Report 

Written Report 

Unexpected taxlcities are taxicities that are not Ilsted In the toxlcity 
management section of the protocol. the model consent form. the 
current clinical brochure or the manufacturer's package Insert. 
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11.422 Expected taxlcities: 

a. Grade 5 aplasta in leukemia patients: 

b. All other expected Grade 5 toxicities: 

c. Grade 4 myelosupprrssion or aplasia: 

d. All other expected Grade 4 toxicities: 

e. AU other expected taxicities. grades 1-3; Report only as  part of regular 

Written report. 

Telephone Report and Written Report 

Report only a s  part of regular data submission 

written report 

data submtssion 

11.5 Reporting Requlrementa for Non-Investigational Agenb: For fatal or unexpected 
torfcitier lnvolvlng non-investigational agents at non-investigational doses, send an 
orlgtn.1 FDA Adverse Drug Reaction (ADRI form (1639) with copies of the follow-up 
form and flow sheets to the Central Omce within 5 days. The Central O f i e  will fonvard 
as appropriate. 

The Investigator is required by Federal regulation to notiiy the concerned Institutional 
Rwkw Board (IFU31 when an unexpected Adverse Drug Reaction OCCUTS. 

Where warranted. and at the recommendatlon of the Study Chair. The Central Office 
will notify all participating member institutions of such toxicities and any required 
dose modlllcations. 

11.6 

11.7 

110 ANCILLARYTHERAPY 

12.1 Patients should rccelve full supportlve care. Inc!udlng transfusions of blood and blood 
products. antlhlotics. antiemetlcs. etc., when appropriate. The reasor&) for treatment. 
dosage. and the dates of treatment should be recorded on the flow sheets. 

Treatment with hormones or other chemotherapeutic agents wfll result in the patient's 
removal from the study. except for steroids administered for documented CNS 
metastases, adrenal failure. septk shock. or hormones administered for non-disease- 
related conditions. e.g.. insulln for diabetes. Glucocorticosteroids may be used as  
antiemetic& 

If CNS relapse occurs prior to the end of therapy. the patient should be removed from 
treatment. 

12.2 

12.3 

lS0 STATISTICAL CONSIDERATIONS 

13.1 v and m: The primary objective or this trial is to determine if the 
addition of concurrent CBDCA to radlotherapy given after induction therapy improves 
survival in patients with Stage IIIA and IIlB inoperable non-small cell lung cancer. 
This study wlll have a 2-arm randomized Phase 111 design. Patients will be stratified by 
stage (stage 3A or 3B) and randomized in equal proportions to the two treatment 
programs. 

-&Calculations: The sample size considerations are based on survival. 
defined as the time from randomization to the time of death. The better arm of study 
8433. which is the same a s  Regimen I of the current study, demonstrated a 3-year 
survlval of over 20%. We would Uke to have 80% power to be able to detect a 15% 
increase in the 3-year sunrhral from 20% to 35%. which corresponds approximately to 
a 50% increase In the medlan sunrhral (assuming exponentiality). 

13.2 
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Assuming survival comparlsons will be performed uslng the logrank test at  a two-sided 
signlficance level of a=0.05. we will require 95 failures on each arm for a total of 190 
failures (18). If we have at least 3 years of follow-up on all patients and a %year survival 
rate of 20%. approxlmately 244 patlents WU be requlred. The sample she  wtll be 
increased to 265 to allow for a 5% ineliglbility rate. 

Interfm Analvses ami Gmm Seoue ntlal-: Interim analyses will be 
performed apprcadmately every slx months to correspond to the semiannual CAL.GB 
group meetings. At these analysis times. only results for the two treatment arms 
combined will be reported for endpolnts such as disease-free survival and survival. 
However. toxiclty wffl be evaluated separatety Cor each treatment and protocol 
modukatlons consldmd If u(cess1vc toxlcity Is observed. 

In order to allow early termination of the study If one of the treatment arms appears to 
be slgnUlcantly Inferior. comparisons of survival and dlsease-free survlval wlll be 
made after appmxlmately 20%. 40%. 60%. 80%. and 10046 of the expected number of 
failures occur. The Lan and DeMets (19) analog to the O’Brien-Flemlng (201 group 
sequential boundary will be used to calculate boundary slgniflcance levels at each of the 
five “looks” to rnalntain the overall slgnlflcance level at a-0.05. The OBrlen-Flemlng 
boundary will be truncated at 3.0 standard deviatlons to adJust Cor its extreme 
conservativeness early in the follow-up period. Use of such a truncated O’Brien-Fleming 
boundary requires a 3% to 5% Increase in the number of patients for a final required 
sample size of 270 paUents or 135 patrents per arm. 

pf FO~~OW-UR: The recently closed randomed Phase I1 
protocol ( W B  8831) for thls group of patlents demonstrated an accrual rate of 6.5 
patients per month or approximately 78 patients per year. Therefore. accrual of 270 
pattents should requlre about 3 1/2 years. An addltlonal year of follow-up will ensure 
80% power for the above comparison (2 11. 

13.3 
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1?10 CONSENT WRWi A PEASE IIl TRLU OF VINBLASTINE/CISPWTIN/RADIATION 
TBERAmWITE OR WITFIOUT CARBOFTAllN FOR INOPERABLE STAGE IMAM) STACE lRB 
NOWSMALL CELL LUNG CANCER 

We Invite you to take part In a research study for Inoperable stage IIIA and stage IIIB non-small 
cell lung cancer. It Is important that you read and understand several general principles that 
apply to all who take part in our studies: (a) taking part In the study Is entirely voluntary: (bl 
personal bmeflt may not result from taking part In the study. but knowledge may be galned 
that will b e n d t  others: IC) any significant new Ilndlngs that relate to your treatment wtll be 
discussed with you: (dl you may withdraw from the study at any time without p d t y  or loss of 
any benefits to which you arc otherwlse entltled. The nature of the study, the risks. 
LIIcomnknces. dlscomforts. and other pertinent infonnatlon about the study are discussed 
bebw. You arc urged to dlscuss any questions you have about thls study with the sta!l members 
who arplatn u to you. 

obiectma 
The purpose of thls study Is to attempt: 11 to slow. or stop the growth of your dlsease or if 
possible to reduce the activity of your dlsease: 2) to gaIn Mormatlon about your dlsease: and 3) 
to compare the usefulness and slde effects of these dlfferent treatments. It Is not posslble to 
predict whether your dlsease wiIl respond to this treatment. 

mldxl&aaaQa 
Approximately 270 patlents wlll partlclpate ln thls research study. Thls program seeks to 
determine whether the addition of the drug carboplatln to radlatlon therapy. after a standard 
chemotherapy course of treatment. can prolong survlval and Improve dlsease control In 
inoperable lung cancer. If you agrce to partlclpate. you will be randomly assigned to receive one 
of two treatments. It ls not clear at the present time whlch of the treatments In thls program 
would be better for you. For thls reason. the plan offeRd to you will be pkked by a method 
called randomizatton. Randomkation means that your physician will call a statistical office 
of CANCER AND LEUKEMIA GROUP B. whlch will asslgn one of the theraptes to you. The 
chances of your receMng one of the treatments descrlbed above arc approximately equal. 

+Ikatment km c 

If randomized to the first treatment arm. you wlIl recclve the drug vinblastine by Intravenous 
infusion, once each week for 5 consecutive weeks. On the f h t  and last weeks, you will also 
receive the drug clsplatln over a period of 30-60 minutes by Intravenous infusion. m e r  3 weeks 
of rest. a 6 week course of radiation therapy will be glven. Monday through Friday of each 
week radiotherapy will be admlnlstered to the site of the tumor. 

Treabaeat Arm n: 
If randomized to the second treatment arm, you wIl1 receive the drug vlnblastlne by 
tntravcnous infuslon. once each week for 5 consecutlve weeks. On the Ilrst and last weeks. you 
wUl also rccehre the drug clsplatln over a period of 30-60 minutes by Intravenous infusion. 
m e r  3 weeks of rest. a 6 week course of radlatlon therapy will be glven. Monday through 
Friday each week, radlotherapy wlll be administered to the slte of the tumor. Addltlonally. on 
the flrst treatment day of each week of radlatlon therapy. the drug carboplatin wIII be glven by 
intravenous infusion. 

Bbba; 
The treatment of non-small cell lung cancer requhs  the use of powerful drugs (chemotherapy1 
that have side effects. some potentlally very serlous. The specfic s:de effects for each drug are 
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llsted below the most common side effects arc underlined. Unless otherwise spectned. the side 
dects mentioned are reversible. 

Sclwnsrfon: The drugs used to kill cancer cells also kill some n o d  body cells. 
especially those that grow rapldly (blood cells. hair. cells that line the mouth. stomach. and 
IntesUnes). Blood cells are made in the bone marrow and are responsible for flghtlng 
infecuons (whlte blood cells). canylng oxygen (red blood cells). and causing blood to clot 
(platelets). A reductton in the number of these blood cells (marrow supprrssfon) can lead to an 
l~~crcased rtsk of bleedlng and Infectton. Should these efkcts occur. they can be treated with 
blood products (transfusions) and antibiotics. 

Lung Toxicity: Temporary irrltatlon of the trachea may be felt a s  an Increase in non- 
producthre cough and shortness of breath. resulting from a waning of the Irradiated lung. 
scarring of the lungs due to lung hitation may occur. Report any cough or shortness OT breath 
to your doctor. 

E& Damage: Rarely. xanlng of the sac of the heart will occur as a result of radlation. 

UVW ~ d c i t y  (CBDCN: CarboplaUn. when ghren at higher dosa than in thls study, m y  m l y  
be associated with narrowlng or blockage of small veins in the liver, resulting in liver 
tenderness. pain, and Jaundlce. Thls may lead to liver failure and, very rarely. death. 

Hidnay Damage: Is uncommon. Kldney functlon wfll be monitored with blood tests. If 
necessary. the dose will be reduced. Kldney damage Is usually reversible. Can occur with 
ClsplaUn admfnlstratlon. 

Nenrologlc Abnormalities: Patients may experience temporary unsteadiness when walking. 
hugue. headache, UnglIng of the h g e r s  and toes. jaw paIn. muscle weakness. loss of reflexes. 
and blurred vision. These side effects occur more commonly In older patients. but are usually 
tcmporiuy and disappear after several days. More serious side effects are rare and have 
occurred wlth much hlgha doses: cranial nerve paralysis. convulsions. death. Other slde 
dkcts include sllght depresdon and confusion. halluclnations. and agitation. 

Spinal Cord: Very rarely. damage to the spinal cord wUl result from radlatlon therapy. If it 
does occur paraylsls may result. 

skin xtchlng at Irradiated Areas: If you have had radiatlon therapy, sktn redness or Itching ~n 
the irradiated areas may recur when drugs are given. 

skin Changes: Patients may develop a dlscoloration of the &In  due to the radiation therapy. 

Nausea snd Vomiting: Cisplatln may cause severe nausea and vomltlng and lead to 
dehydration. Anti-nausea medicatlon will be prescribed before and during treatment as 
needed. 

Bdpnth UPQ SpLU: Temporary lrrltation to the mouth and dimculty in swallowing may 
rcsult from the radlation therapy. 

Blood In the Urlne (CBDCAj: Carboplatin may. on rare occasions. cause bloody urlne. IT this 
occurs, notify your physician immediately. 

LOV sodium: Carboplath may cause a lowerlng of the serum sodium whlch. If undetected or 
untreated. could cause confusion and/or coma. Thls Is a correctable condltlon and Is 
uncommon (less than 5%). 

megic Reactions(CBDCA): Carboplatin may cause skin Itching. Ungling or rash. Rarely. 
severe reactions wlth low blood pressure and dUTiculty breathing have occurred. 
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Hp(l LOSX Radiation therapy may result ln hair loss. whlch Is usually reversible. 

Constlpatlon: With the use of vinblastine. severe constipation may occur; requiring 
adm(ss1on. Laxatives may prevent thls from happenlng. 

&&csn laQ S d h g  nf W a  I(linbkrtiae1: may be paMul: warm soaks may lessen pain. 

Skin Ulcer: Vlnblasthe can be irrlratlng to the skln if It leaks out of the veln. Tell the person 
admlnisterhg the drug if you feel any b u m .  stinging. or p a n  whlle the drug is be- given. If 
the area of Injection becomes red and swollen after the Injectlon. notify your doctor 
immediately. In the unlikely event of a w e r e  reactlon. Irreversible tissue damage may result. 
and a skln graft may be required. 

Unanticipated side effects may occur whlch have not been reported. If you have any unusual 
symptoms, report them Immediately to your physician. 

In an attempt to avold stde-effects. your phystcian wlll examine you and obtain laboratory 
tests (blood tests, chest x-rays. scans. etc.) to determlne the effects of your treatment and alter 
the drug dosages if necessary. 

Bone Murow hpir8tionr a d  Biopsies: A bone marrow asplratlon 1s a procedure Ln which an 
area of the hlp Is numbed and a small sample of bone marrow 15 withdrawn. A bone marrow 
biopsy is slmilar to a bone marrow asplration uccept a sample of bone ls removed through the 
needle. There may be some temporary pafn or dlscomfort assoclated with these routine 
procedures. 

Other treatments for your disease include supportlve care only or diIferent drugs or drug 
cambmations similar to those used ln thls study with slmllar slde-effects. 

There Is no clear evidence that other treatments: 

1) are signincantly more effec’ecthre than those used in thls study. 
and/or 

2) arecurative. 

Your doctor feels that one of these treatments would be appropriate at thls time. 

Qlsts 
&y procedure related solely to research whlch would not otherwlse be necessary wlll be 
explained. Some of these prccedures may result In added costs and some of these costs may not 
be covered by lnsuranct. Your doctor will Cuscuss these with you. 

In addition. the use of medications to help control side-effects could result in added costs. 

g ~ ~ ~ ~ ~ s t a n c e s  Under Which Your Partlcimatfon Mav Be Tennlna tea without YSaE consmt 
If health condltions occur whlch would make your partlclpatlon posslbly dangerous, or If 
other condltlons occur that would make partlclpatlon detrimental to you or your health. then 
your doctor may djscontlnue thls treatment. 

mk& mecatfa: 
YOU may contact elther the lnvestlgator In charge or a member of the human protectlon 
committee of Hospital whose names and phone numbers are listed 

24 



3 CALCB 9130 

at the end of this form. If at any polnt durfng the duratlon of this treatment you feel that you 
have bem: 

a. Inadequately informed of the risks. benefits. or alternative treatments. 
PT 

b. encouraged to continue In thls study beyond your wlsh to do so. 

In the event that CompllCaUons occur as a result of this treatment, you wfll be provided wlth 
the necessary cam. However. you wfll not automatically be reimbursed for medlcal care or 
receh other compcnsatlon as  a result of any complications. 

ParUclpaUon is voluntary. If you choose not to participate or wlsh to withdraw your consent to 
participate tn this tnatment at  any time. it will in no way deet your regular treatments or 
medical care. 

The results of this study may be publlshed. but indlvldual patlents will not be ldenufled In 
these publlcations. 

A record of your progress wlll be kept In a confldentlal form at 
Hospltal and also in a computer flle at the statistlcal headquarters of the Cancer and Leukemia 
Group B (CALGB). 

Results of your tests. including blood samples and pathology slldes. and confldentlal 
information contained In your medical record may not be furnished to anyone unaffiliated 
wlth the Hospltal or CALCB wlthout your written consent. except a s  required by Federal 
regulation. There ls a posslblllty that your medical record. lncludtng ldentifylng mfonnation. 
may be inspected and/or photocopied by the National Cancer Instltute. the Food and Drug 
Adrmnlstratlon. or other Federal or state government agencies In the ordinary course of 
carrying out their governmental functions. If your record Is used or dlssemlnated for 
government purposes. it wlll be done under conditioqs that wlll protect your privacy to the 
fullest extent possible conslstent with laws relating to publlc disclosure of lnformatlon and the 
law-enforcement responslbllltles of the agency. 

By signing below. you lndlcate that you have read this form. received acceptable answers to any 
questlons. and wilhgly consent to participate. You will receive a copy of this form. 

(Patlent's Slgnaturel (Date] 

(Physician' s Signature) [Date) 

Witness's Slgnature) (Date) 

(Responsible Investigator1 (Phone #I 

(IRE Representathrel [Phone #I 
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APPENDLY I 

CAU;BE%PAW~DED COMMONTOXXCllTCRlTERIA 

1. Taxiclty grade should reflect the most seven degree or most abnormal lab value occumng 
during the evaluated perlod. 

2. Tmdclty gmde = 5 if that toxlcity caused or contrlbuted to the death of the patient. 

3. Do not code If the symptoms are certainly or most llkely due to dlsease or other non- 
treatment cause. 

4. If patlent at b a s e h  has grade 1 or greater. do not code unless patient worsens due to 
taudclty. If there ls worsening. code the level the patient increases to - DO N m  adjust for 
baselme. 

5. Note that for some toxicities certain grades are not defined and may not be coded. e.g. no 
grade 3 or 4 Alopecia 

6. Granulocytes (mature cells) refers to segmented neutrophils Begs. Polys,PMN, 
Polymorphonuclear leukocytes) plus bands (StalT cells. Stabs). To calculate granulocyte 
count multipy the white count by the % bands + 94 segmented neutrophils. 

7. All coded toxicities must be documented and descrlbed on accompanying flowsheets. 

September 11. 1989 



CALGB EXPANDED COMMON TOXlClM CRITERIA 
(Adapled from Common Toxicity Criteria. SWOG Toxicity Criteria. CALGB Toxicity Grading) - 1  of  9 -  

Gr& 
T o x K m  0 1 2 3 4 

HBo(ilc 

m u  L4.0 3.0-5.9 2.0-2.9 1.0-1.9 1.0 

WL 7S.O-mrmL 50.0-74.9 25.0-49.9 4 . 0  

WL 10.0-mnwl 8.0-10.0 6.5.7.9 < 6.5 

G r v u l o c y t n l  
M ZZ.0 1.5-1.9 1.0-1.4 0.5-0.9 8 0.5 

Lrrphocytn 22.0 1.5-1.9 1.0-1.4 0.5-0.9 < 0.5 

H.lrtologic- 
Other  m i  Id moderato a w r o  L i fe-threetming - nm mild, m grosa,l-2 rnirr grosa, 3-4 mirr nrrriw, r l  w i t s  

(clinfcml) trnrfurim trvvfuim pr tramfmlm p r  tramfurim per 
epi soda *trod. episode 

~ ~~ 

HRcTwr( nm m i  Ld cderato sever. Life-threatening 
ma a c t i n  r-i ma r.qrirn I V  e.&, septic shock 
trutnnt, cutpotint PO n r i b i o r i c  or 
(e.0.. v i r a l  n r i b i o r i c  n t i f m g a l  
s y n d r a n )  o r  hospital izat ion 

2-5 in 
24 hn  

no significant 
i d 8  

6:3 apisodea in 
24 h n  

inen- ot 7-9 
noola/day. M 
incontima. M 
mn cramping 

painful m o m r .  
odd.(ru. M U I W S .  
MCI a n o r  u t  

solidaci ’ 
mquiru 
nu& 

MM NI 

m o u  

> 10 episodes in 24 
hra. ci requiring 
pu0nl.r.I suppon 

incraw of 210 
SWOl8/day Or 
grwly  bloody 
diarrhea. or nard 
for pumtaral suppon 

requiror 
parantoral or 
0nM.I suppon 

mquirn paren- 
1or.I M .nlmr.I 
wppn or 
cornplat. ob. 

p.rtw.tim 
W U C l b l  M 

AnorOXiJ mna mild mn life-threatening 

September 11.  1989 



CALGE EXPANDED COMMON TOXICITY CRITERIA 

0 1 
C r &  

2 3 

-2  O f  9- 

4 

Othr C I  : 
w a r r i  t is /  m n f u i d  r.gllrm vvont ro l  l e d  prforrnt ion 
Ulcer v i p o r a r  b, medicat or blcldinp 

rdfc.1 m M g a n t ;  
nrvOIllt r.quiraa surgery 
o r  nm-rurglul for G I  ulceration 
t r e m m c  

_ _  intermlctmt, rquirn requires 
m int-tion i n t e r v m t i m  opcratim 

.- 

m i l d  -rata s m r m  I ifr-chre4tmirq ._ 61- 
0th.r 

QRwwcosK m erychrr, or pmtchy k emf lunt necrosis 
m i l d  pain w e . .  
mt re- serounguin- memit i .  or 
pririw QI dfrck.rg. rew i res  
t r r a t a c  or r q i i r e s  N r c o t i c  for 

fikinap 

mn-wrcot  i c  p i n  or 
for win ulceration 

~~ 

u\rw 

E l l i n b i n  WL .- 4 . 5  x Y 1.5 - 3.0 x N .S.O x Y 

T r - I I Y u  UIL - 82.5 1. Y 2.6 - 5.0 x Y 5.1 - 20.0 x Y ,20.0 x n 
CtGOT, SbPf) 

11 t  Phos WL - e2.5 x Y 2.6 - 5.0 a Y 5.1 - 20.0 x Y .20,0 x Y 
or 

51 nr lcot ldmae 

m change _ _  
b s e l i r e  

Liver- 
c l i n i c a l  f rm 

._ we- hepatic c a n  

aild moderate sewre L i fa-threatening .. Liver - 
Othn 

I 0 a E Y . m  

Crmtiniw UIL ~ 1 . 5  x Y 1.5 - 3.0 x Y 3.1 - 6.0 a Y .6.0 x Y 

Prote i rur i  a m change 1+ or 2 - 3+ or b+ or W r o c i c  ryrdrac 
<0.3 gX or 0.3 - 1.0 gX or 
4 g / l  3 - 10 E/( *lo Wl 

r l . 0  gX o r  

n c u t u r i a  no micro only gross, m clota gross + c lo ts  requires 
transfusion 

n 



CALGB EXPANDED COMMON TOXICITY CRITERIA 

r m  0 1 
GI& 

2 3 

-3 ot s 
4 

21-30 

blood on 
aicrouopic  
. X I  _ _  

31-50 

frl: blood 
m t r e a t m t  
r.gl1r.d 

_ _  

,50 

b l a d e r  
i r r iga t ion  
required 

_ -  

_ _  
rquirn 
cy8tectoy or  
t rwfwim 

dla lya i r  
required 

D y W r  i a rmr 

QJ Fistula nm 

K l m / B l . d b r -  -_ 
other 

with coupk- 
ing sm.1- 
Ins, .tC. 

mild pain 

u r i n r j  r a i d .  
wl rl0acc or  
0 c ~ r i o r ~ 1 1 7  
r-lrn 
catheter or 
d l f f i w l t y  
i n i t i a t l n p  
urinrj rtrem 

rpmt- 
s m  control 

painful or 
bvn inp  urlmt- 
ion, s m t r o l l d  
b pyridlu 

r.1 f 
cathet* r izat lm 
elwy. r rp r i red  
for voldlnp 

mi lateral, bi1atcr.l. 

r-irad required 
m wr0.w m SUWY 

.. -- 
8i l d  moderate 

m control -. 

.. not control led 
b p y r l d i u  

r u r p i u l  -. 
procahr. 
required (TUR 
or d l  latatlon) 

with urgmcv .. 
d hourly or 
more or requires 
catheter 

.. .. 
me caplcte cnplete 
bi la tera l .  h r c  b i  la te ra l  
rtntr. n p h r o s t a y  obstruction 
t t h a  or  surguy 
required 

m 

severe L i fc-threatening 

.. 

- 
m 1-n. al ld  hai r  pr-ad or _ _  .. 

total hai r  torr 
m 

la. 
~~ 

RuloHARl 

DI.(ne. mm or asy .p tawic .  Wpy on &,%mea a t  mml  dyspua a t  rest  
m c h w e  with .bnormmL- r i p r i f i c n t  Level of a c t i r i c r  

i t y  in PFT'r exertion 

38 



CMGB MPANDED COMMON TOXICITY CRITERIA 
-I Of 3 

G r d .  
ToxlclTy 0 1 I 3 4 

.. 

r d i o g r q h i c  
c h m  nd 
diuretic$ rcquired 

0Xyg.n 
rewi red  

nm .. rcquirer 
intvbwtim 

r d i o g r M i c  
c k n g a . s m -  
rum do not re- 
Virr steroids 

pramt 

m i  Id 

mrrmitlt 
(nm-infectiao) 

steroid. 
rcquired 

r c q u i r n  
assisted 
vent1 Lation 

I l w o l  e f f u i m  

*It RClpiratoy 
Disrrns Smdrcms 
( U D O )  

Other PUbxury: 
CaAh 

mr 

mr 

._ 
\ife-threarming 

m i  Id.rel i e v d  
Llj OlC rdr 

r q i r a  
rurcoric 
ant i t u s l v .  

mderata mild severe l i fe-threatening 

l€ml 
M i Y  mr n m t a t i c ,  ruurrmt or  
~ r h y t h r l a s  tr.r*lmt, prri8tmt. m 

r m i r i n g  m t h e r p l  rqrired 
therapy 

rw i rn  rcquires 
traatmmt m i t o r i n g :  or 

hypotension, or  
VmfricuLar 
tachycardia, o r  
f i k i l l a t i o n  

m i l d  CHF. severe or 
r n p m i v e  t o  refractory CWF 
therapy 

c.rdiu mr* 
furria 

n ) * l p t a r i c .  aryrptout ic .  
drctina of klin O f  
r a r i n g  eject- 
im f r w t i o n  Llj 
l.rs t h n  20% 
of  b.s* lin 
vm1u 

m n - r p c i f i c  
I -uve  
f I a t t n i n g  

r a t i n g  ejection 
frurlm bv mre 
than 20% of 
b r e l i n  v a l u  

Cardiac- 
I seha ia  

anyrptouric. 51 
nd 1 u v e  
chmws swsesr- 
ing i r c h a i a  

win uithout acute wceard i r l  
widewe for in farc t ion 
i n f a r c t i m  

nm 
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CALGE EXPANDED COMMON TOXICITY CRITERIA 

1 
01- 

2 3 

4 Of e 
4 

m a r t -  
Other 

~ ~~ 

nmtumt IC per icard i  cia sypr- t ic  tMwMde;drairuge 
mtfraim.no tnb,chrt  pin,  e*fwim;dr.ingm urgently r w i r d  
int.mtian ECC c h q . r >  required 
rawired 

d i d  nodrrate severe I i fe-threatening 

Wyprrme i a nm or aryrpcol l t ic. 
no chnpr  rrwaimt 

in reese  b, 
greacmr r h n  
20 I Hg ( 0 )  or 
to .lSO/lW i f  
p r d a n l y  UIL. 
Yo t r e a m t  
r-ird 

Hypotension mr or chnoas reqrir- reqrircr fluid r q i r e s  therapy r q u i r e r  therapy 
m chmg. ing m t h e r m  replac-t or and hospital iza- a d  h o r p i t a l i r a t i m  

(insliding orhmr therapy tim; r e d m  f o r  rcd hrs a i t c r  
truuimt M not h a p -  u i t k i n  hrs of rrwing the agmr 
o r t h a w  i c  i t a l i t a t i a  scoppiop thm agent 
hypotcnrim) 

._ rrp.rfici.1 Deep nujor event 
pklobicia vein <cerebral/hep.: i c l  
(mt local )  t h r m h r i s  PJlnlm8ry/ 

other infarct ion) 
or prlnunary 
&Iim 

mr 

-0- 
a t o r  

II(XT or albjectlv. 
m c h m e  u m k m 4 ;  110 

Dbjccriw 
findings 

8 i ld  or  nodcrate 
ob jec r iw  
smsw In.; 
modusm 
pU.mnsiU 

m i l d  cbjectiw 

simi f i c n t  
i l p i r n n c  of 
fmt im 

V e l k I l U S  Yi thWt  

severe o h j u t i r e .  _ _  
sensory loss or  
p.resthesies thmt 
intorfar* with 
funscion 

objective ucalvrsr p.ralysis 
with inp.imt of 
fv r t im 



CALGB EXPANDED COMMON TOXICITY CRITERIA 

&d8 
1 2 3 

4 Of 9 

4 0 

YCYTO- 

cor t i ca l  
mrr m i l d  s o m l n r e  m * r a C 8  severe: s011)01w~e cam. seizures, 

or ag i ta t ion -1.nce or agltatfca or toxic wyzhosir 
or maitation c m f r a i m  or 

d i ror imtat ion,  or 
h a l l w i r u t i m s  or 
aphasia. or severe 
d i f f i c u l t y  c-1. 
cating 

a l ight  insoor- 
d l n t i m ,  w- 
didDlrirmaia 

i ntmt i m 
t raor ,dyamtr ia ,  
rlurrd wmch. 
ny.t.qll 

d r a t .  anxiaty smwe u u i e t y  savere agitat ion 
md. b p m a i o n  aware deprcrsbx suicidal {&ation 

l a m t o r  .taxi ccrebcl l a r  ntsrosi I mry 

m i l d  anxiety 
mild w a s .  

m i  Id mry moderate or  m r a l n t i n g  and 
sever. but severe 
truaienr 

.- 

m i l d  moderate w e r e  ileus >% hrs 

t imi tu hearing lost daafn&ss not 
i n t a r f c i n g  with carretab le 
fuctim bur 
correctnble with 
hearinp a id  

.. t ~ t o r u t l C  b l  indncss 
slbtot.1 loss of 
v i s i m  

-0- 
v is ion 

nm or  
m change 

mi Id noderate severe intolerable Pdn 

other ycuro: 
I e h w i o r a l  
c h q c  

d i s r w t i v e  h;;nful t o  psychotic behavior 
t o  pt.or t u i l y  others or se l f  

change.mt 
d i s n p t i  ve 
t o  pt.or 
f r i l y  

non- d i  rabl i ng ._ disabling D i 2 t i r n . l  
vucigo 

T U t C  

nam 

r l i p h t l y  
dcered taste, 
r t a l l i c  tnste 

occ..iau1 
d i f f i c u l t y  
slrrping. 
m y  r m y i r c  
aleeping p i l l s  

m i  Id 

n r t d l y  
altered taste 

.. d i f f i c u l t y  
S l r c p i m l  
&spi t. 
r d i c a t i o n  

Inamnia mrr l  

1 i fc- threatmi ng Yeurolosic 
Other 

mdernts severe .. 

e 
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CALGB EXPANDED COMMON TOXICITY CRITERIA I 

0 1 3 

-7 Of 9. I 
I 

1 

Skin 

Local 

m r r w  acat te rd  ruttared general i x d  exfol iat ive 
m chmge Ircular Y u l a r  a)llptmntic d c n v t i t i s  or 

or pwular or p g r l a r  nrmlar,prpllar, ulceratina 
a N p t i m  or W l m  w or vesicula- dcrnvt i t is  
a y t h m  that r r y t h w  u i th  e r r p t i m  
i s  a s ~ t a m t l c  pruritu or 

othar assaiatml 
slnpt- 

m min p i n  M Iull- u lcara t iw  plast ic surgery 
iq u i t h  
i n f l m t i m  or 
phlabit fs  

i r d i c a t d  

m trr*inr rash, urticaria, drug s w m  8Ickmrs. anaphylaxis 
drug fever feVU 2%. bronchoapmsm, rcq. 
<%, 100.4F IW.LF, mild parenteral med8 

brauk-u 

RwlQsn*rTous 

r w u  in m 

Infation 
of 

c h i l l s  

*y.lgia/ 
Arthralgia 

w a t .  mnrl 

m 

37.1 - 38.W 38.1 - i0.W .LO. OE 
M.7 - 100.4F 1003 - l o ( . O f  >lol.OF 

for  less t h n  
2L'hwrs 

mild or promured _ _  
b r ie f  ud P r O l O n p e d  

m i  Id decraasa in dirabled 
a b i l i t y  to 
W 

mild u d  f r q u c n c  o r  .. 
occasimal d r a r h i w  

>LO.OE (1W.OF) 
fo r  mora ChM 24 
hrs. o r  fever 
uc-icdby 
hypotension 

mild, abla to imwirn?nt in W or tul riddm 
cmt imm mrnl of mrnl chair r5OX or  d L a  t o  
ac t i v i t ies  do i ly  ac t i v i t y  of  w r i n g  hrs. csre for salt 
( P I 0  or W r u t  (PS3) ( P Y )  

~ 5 0 1  of mating 
hours ( P S )  

Flu- _ _  m i  Id lodcrace s n e r c  I i fe-threareninp 
Like S v r p t a -  
Other 

.20. m ._ m b u I  6 . 0 %  5.0-9.m 10.0-19.n - 
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CALGB EXPANDED COMMON TOXlCllY CRITERIA 

t 
01.d. 

2 3 4 

-a 01 9. 

LETAguc 
161 - 250 251 - 500 ,500 or keto- Wrprolvcemia 4 1 6  116 - 160 

acidosis 

W-qb=mi. .6L 55 - 64 40 - 54 30 - 39 a0 

-1.u WL 4 . 5  x Y 1.5 - 2.0 x Y 2.1 - 5.0 x Y .5.1 x Y 

W l p r e . l c r i a  G0.6 10.6 * 11.5 11.6 - 12.5 12.6 - 13.5 z13.5 

- r i a  >1.4 1.4 - 1.2 1.1 - 0.9 0.8 - 0.6 - eo.5 

l y p o r u t m i a  m c h w .  131 - 135 126 - 130 121 - 125 - .120 

~ l c r i .  D8.4 8.4 - 7.0 7.7 - 7.0 6.9 - 6.1 - <6.0 

or > 135 

m chng.  3.1 - 3.5 2.6 * 3.0 2.1 - 2.1 
or D 3.5 

m i  Ld Illdrrete severe life-threatening k t a b l f c - 0 t h ~  _ _  
~~ 

CMOUAMW 

rrbrrn0p.n WL 0.99 - 0.75 x Y 0.74 - 0.50 x Y 0.49 - 0.25 x Y - <0.24 I N 

T i r  

Part i81 WL 1.01 - 1.66 x Y 1.67 - 2.33 x Y 2.51 - 3.00 I Y .3.00 x W 
rhroaoplutin 
ti.. 

cow8lation -. 
Othw 

P r o f h r d i n  WL 1.01 - 1.z x Y 1.26 - 1.50 x Y 1.51 . 2.00 x Y >2.00 X N 

m i  Id madwire severe life-threatening 

_. - 
I lpo f r re /  norm1 decrease - _  D b s u e  of 
L ib ido in mrml fuxtim 

scori l  icy 

-rhea m Y- 

O t h w  Endocrirr: 

fvrt im 

._ Y- ._ _ _  .. 
._ _. .. 

not t luha rrmc 8ild w 
4 l d . Y  

M i m i d  nom( m i l d  

Endocrim ._ m i  Id 
Other 

_ _  Pr-d 
or p in fu l  

mdcr i tc  frcprnt a d  .. 
nd 9 d  interferer u i t h  

mnnl fuxtim 

_ _  .. Pr-d 

-rete severe I i fe- threatening 
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1 
G r a  

2 3 

4 Of 9. 

4 

m 
canjurr- 
t i v t t i a l  
Karati c i a  

nm erythea or  r w l r e a  corneal 
& m i 8  not t r e a t m t  u tcera t im 
r rpu i r lnp u i th  steroidc or v i r i b l a  
rtoroide or or n t i b i o t i o  o rwc i f i ca t im 
n t i b i o t l e r  

€y. 
Other 

nild -rate revere ._ 
.- 

life-threatening 

~ ~-~~ ~ ~~ ~ 

'PERFORMANCE STATUS 

ULO 
(zuL(D) 

PWfomc. PSO PSI  IS2 PS3 PSL 
statu8 w o m l  htiw uithout Fa t i gu  u i t h  Bedrnt r50 Bedridden or 

r i p i t i c n t  r i g n i t i c l n t  im- percent of uakiw Uubh to  care 
dccnase in pirrnt Of hours for self  
daily act iv i t ies  6 i L y  a c t i v i t i e r  

or -eat 4 0  
prccn t  of  wk inq 
hcura 

KARYOrDn 

Perf-a too-w 
status x 

so-70 60-50 40-30 20.10 

CONVERSIONS/FORMULPS 

b) l 4 m t r i C  measurea 1 Inch = 2.54 a 

2.2 Ib.. = 1 kc 

or 

J- 

dl CrnutD;yte C m t  W&C 2.2; Segs 61%; B a d  b% 
ZZUO x .45 = 1b30 
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INSTRUCTIONS FOR CALGB 
RESPIRATORY ON-STUDY FORM 

(FORM NO. C-074) 

A. Purpose - This form is used for respiratory studies that opened after November of 1987. 

NOTE: Please note that studies which opened prior to November of 1987 may still require 
ca7. 

B. Form Specific Instructions 

E a S J  

The heading of this form contains identification items and patient description, including 
a box to indicate how BSA was determined. The 3digit diagnosis codes are now at the 
bottom right of the page. 

Symptoms have been added, along with weight loss < or 

?lease note the carcinogens section; comment on quantity/frequency where applicable. 

Indicate the basis for diagnosis m'd assessment of disease (which should correlate with 
information provided on measurement form). 

Use 'equivocal' for those sites suspicious for involvement, but without positiva 
documentation. 

5%. 

Where two sites share one box, please circle applicable one. Specify left or right in cases 
such as adrenal, kidney, etc. 

Nodal involvement is divided into hilar, mediastinal, supraclavicular and 'other', as 
opposed to regionaljdistant. Please specify location of lung disease as 'primary' and/or 
'contralateral'. 

EZKs! 

Staging work-up includes all tests/scans completed (or note required), along with their 
results. Use 'equivocal' where results are pending or ambiguous. Circle either aspirate 
or biopsy under bone marrow. 

Lab data requires exact date test was performed. 

Prior treatment section includes 'regression' as a response description. 



Page 2 of 2 
(Form C474) 

!?aQ!G? 
CALGB has adopted the new International Staging System for lung cancer, referenced 
at bottom of page 3. 

We require that extent of disease be reported by tumor, nodal and metastatic 
involvement. Select code representing most advanced description for Tumor and Nodal; 
if distant Metastasis is present, be sure to indicate site(s) on page 1. 

For those patients who have recurrent disease, please indicate with a '2-yes'; TNM status 
may be omitted for such cases, if recurrence is basis by which eligibility is determined. 

CM/rd 7/90 



Page 1 of 3 L G B  Form No. C-074  CALGB RESPIRATORY ON-STUOY FORM . .  
STMTIONS: This tor. i s  to  be canpleted and Submitted w i t h i n  one week o f  the pa t ien t ' s  ent ry  m t o  the study. 
cor - - l "  to i m i c a t e  mat an dnswer i s  "unknown". 'uno0:ainable". or ('not done". 

t i a n t ' s  Name PatienC Hospi ta l  NO. 
.a Protocol  N u m m r  
i n  Member I n s t i t u t i o n  /Adjunct 

s igmd Treatment *row Oate Treatment Started 

TI TI m] B i r t h  Date 

jh (j-.aIe. 2-fomale) 

J &e ( I - r h l t e .  2-black. >-other) 

CALGB Paczent NO. 

LTIENT DESCRIPTION DISEASE OESCRIPTION 
WJ Height (cn l  

Weight (kg)  

171 r l r ]  Oats of i n i t i a l  diagnosis 

1% 4 . 1  t la1 d iagnos i s  

r 0 r 

(use codes a t  bottan o f  pagel [ l . I T 1  Surface area (nZ) 

0 Surtace area(l-bas€d on ideal  m i g h t .  2-based on actual  w i g h t )  

JRRENT CLINICAL DATA 
J Performance s ta tus  a t  time of randmiza t ion  

0-ful ly  active I -Cytology (sputum. bronchlal washings, p leura l  t l u i d )  
I-eawletory. capsble of l i g h t  work 
2-In b.d<SOI of time. capable ot self-care 

3-In b d  >SO% of time. capable o f  only 

~ u m p ~ e t e ~ y  b d r l d d e n  1 -mesurable 

UEASIS FOR DIAGNOSIS 

2-8lopsy (bronchial.  lymph nede. needle biopsy o f  lung) 
S-Resection 1 lobecccmy. pneumonoctcmy. sagmenteetomy) 
4-Other.specity but not  or work a c t i v i t i e s  

1i. lt .d se l f - ca re  0 Assesswnt o i  Disease 

mas 11-no. Z-yes) 2-evaluable 

J k s t  pain 
3 b s p i r a t o r y  i n t e c t i o n  1-not involved 

2 - i n v o l v d  
S-equivocal ;zL 0 Hi lar  nodes 

] Hoarseness 0 m i a s t i n a l  nMes 

1 +bwPt)nis Supraclavicularf icalene nodes 

J e- pein 

1- s r p t -  Primary lung 

] Anorexi.  0 c m t r e l e t e r e l  lung 

CURRENT S ITES OF INVOLVEMENT 

0 Other nodal,spscity 

] o t t w . s p c i r y  n Pleura 

At . , 
- I .  , Mmstos - 
m t  

3 miation . 
5mult 

] Alcohol 
m n t  

3 0ttmr.speci ty 

.. 

.LMt 

- 3 m r e t i o n  or - i n i t i a l  syuptcds)  p r i o r  t o  diagnosis 0 L iver  

0 Mrenal(s) I-less than J months 
2-J to 6 m t h s  
J-are than 6 months 0- 

- 
Diagnosis Codes 

5514a t  cell. undi f ferent ia ted small c e l l  
5 5 2 - M e n c c a r e i m ~ .  including alveolar c e l l  or terminal 

55>-Squenous c e l l  carc lmna (eoidermoid) 

554-Unditterentiated large c e l l  c a r c i m a  
556-Wasotheliona 
557-Undif ferent iated non-small eel I 

bronchiolar carcincna 



Page 2 of  3 CALG8 Form NO. C-074 CALGB RESPIRATORY ON-STUOY FORM 

. 

1 -caplet8 
2-partial 
3- regress ion 

disease) 
4-stable 
5-progresrion . 

(of evaluabla 

. $-not evalrublo 

IAB DATA AT PROTOCOL ENTRY 
(m/d/y) m.0 _.._ UBC ( X l O ’ )  --- / /  

I /  
I /  
--- UJ.lJ Granulocytes ( ~ 1 0 3 )  

[TI  P l a t e l e t  count (XIO’) m.0 Hemglobin (g /d l )  --- I I  
I /  0.0 Serum Creat in ine  (mg/dl) / / 

1 1 7  Creatinine clearance 

--- BUN (mg/dl) 

( m l h i n ) .  i f  requfred -‘-I- 
I I  
/ /  
--- 1 I I 1 ~ G O T  ( u / m l )  1 7 1  A lka l ine  phosphatase 

(U/dl) --_ a.0 B i l i r u b i n  (mg/dl) --- I /  
[11] LDH (un i t s )  --- / /  

1 

wesctgrcor: *qccp a photocopy dnd send o r i g i n a l  t o  Fron t ie r  Science. 513188 crr 



CALGB F O m  NO. C-074 CALGB RESPIRATORY ON-STUDY FORM 

Pa j ien t   me' CALGB Pat ien t  No. CALGD Protocol : lo. 

Page 3 o f  2 . 
TNFl STAGI I IG - I n d i c a t e  e x t e n t  o f  d i s e a s e  a t  t i m e  o f  d i a g n o s i s .  

Primary rumor (1) (se lec t  one) 

TX Tumor proven by the presence o f  mdligndnt c e l l s  i n  branchopulmondry secretions b u t  n o t  v lsudl lzed 

TO 
T I S  Carcinoma i n  s i t u .  
r p  
I2 A tumor m r e  than 3.0 cm i n  red tes t  dimension. O r  a tumor o f  any s i z e  that e i t h e r  invades the visceral  

roenrgenographiCd1Iy o r  bronchOsCopica~~Y. o r  dnY tumor thdt cannot be drseIsed rn a retreatment staging. 
NO evidence o f  primary tumor. 

A tumor t h a t  i s  3.0 cm o r  less i n  g rea tes t  dimension. surrounded by lung o r  v iscera l  pleura. dnd without 
evidence o f  invasion proximal t o  a lobar  bronchus a t  bronchoscopy. 

p leura  o r  has associated ate 9 ectas is  o r  obs t ruc t ive  pneumonitis extending to the h i l a r  region. A t  
bronchoscopy, the p r o x i m l  extent of  demonstrable tumor must be w i th in  a lobar bronchus o r  at l eas t  
2.0 cm d i s t a l  to the carina. 
than an e n t i r e  lung. 
A twr o f  any s ize  w i th  d i r e c t  extension i n t o  the chest udll  ( including superior sulcus tumors), 
diaphragm. o r  the mediastinal pleura o r  pericardium without involv ing the heart ,  great vessels, trachea, 
esophagus o r  ver tebra l  body. o r  d tumor i n  the main bronchus w i th in  2 cm of  the car ina without invo lv ing  
the carina. 
A tumor o f  any s ize  w i t h  invasion o f  the mediastinum o r  invo lv ing  heart. great vessels, trachea, esophagus. 
ve r teb ra l  body o r  car ina o r  presence of malignant p leu ra l  effusion. 

Any associated a te lec tas is  o r  obstruct ive pneumonitis must involve less  

T3 

14.' 

Nodal tnvolveaent (N) 0 (se lec t  one) 

NO No demnst rab le  metastasis t o  regional  l m p h  nodes. . .  

Nl Metastasis t o  lynph nodes I n  the per ib ronch ia l  o r  the i p s i l a t e r a l  h i l a r  region. o r  both, including 
d i r e c t  extension. 

n2 
N3 Metastasis t o  cont ra la te ra l  mediastinal lymph nodes. Contralateral  h i l a r  lymph nodes. i p s i l a t e r a l  o r  

Metastasis t o  i p s i l a t e r a l  mediastinal lynph nodes and subcarinal Iynph nodes. 

con t ra la te ra l  scalene o r  supraclavicular lymph nodes. 

Ofstant h t a s t a s i s  (ML (se lec t  one) 

m No (known) d i s t a n t  metastasis. 
HI 

k u r r e n t  Disease 0 (1-no, z - ~ S )  

D i s t a n t  metastasis present - Specify S i t e ( s )  on page 1 

Recurrent disease i n  the chest a f te r  r a d i a t i o n  therapy. surgery, o r  both regardless of stage at 
recurrence. i f  all other e l i g i b i l i t y  c r i t e r i a  are met. 

HistolOgiC conflrmation o f  recurrence desirable. 

Footnotes t o  TNM Def in i t i ons  

* 

me unconwn super f i c i a l  tumor o f  any s i ze  w i th  i t s  invasive component l im i ted  t o  the bronchial w a l l  which 
NY extend proximal t o  the main bronchus i s  c l a s s i f i e d  as T l .  

nost p leu ra l  e f fus ions  dSSOCiated with lung cancer are due t o  tUmor. 
i n  w h a  cytopathological  examination of p leu ra l  f l u i d  (on w r e  than one specimen) i s  negative for  tumor. 
the f lu id  i s  non-bloody and i s  not an exudate. In such cases *here these elements and c l i n i c a l  judgment 
d i c t a t e  t h a t  the effusion i s  not re la ted  to the tumr. the pa t ien ts  should be staged T1. T2 o r  T3. excluding 
ef fus ion as a staging element. 

There are. however, some few pat ien ts  

Ref: CHEST/89/4/Aprl1 1986/Supplement 

I n v e s t i g a t o r ' s  Cements: 

Invest igator (please p r i n t )  Oa t e  

Inves t iga tor :  Keep a photocopy and send o r i g i n a l  t o  Fron t ie r  Science. 5/3/88 CM 

5.0 



INSTRUCTIONS FOR CALGB 
RESPIRATORY MEASUREMENT FORM 

(FORM NO. C-076) 

A. Purpose - This form will be requested along with the on-study at protocol entry, and as 
a supplement fo follow-up form@) and flow sheets as submission schedule dictates. 

All disease sites should be reported in the same order each time the form is submitted. 
Include date of observation on top line. and response status at present on second line. 

E. Form Specific Instruction 

List parameters in boxes from 1-10. Measurable sites require bidimensional tumor 
measures, i.e. 'right hilar mass, 3x3 cm'; evaluable sites require description of disease, 
Le. 'mediastinal adenopathy, deueased'. 

Distinct liver lesions should be treated as any other measurable site; if hepatomegaly is 
being used as a response determinant, provide liver size in cm. below right costal margin. 

CM/rd 7/90 



Page - CALGO RESPIRATORY MEASUREMENT FORF: 

INSTRVCMONS: LLisr each lesion or pzramter used for resmse  evaluation. 
on Ihe diagrams below and label them wifh the number c d e  tram the rable. ccrreswonding vich f lou S h C d t  tumor 
5ice(s).  Submit l h i s  tor. as require4 by protocol. 

Patienr's Nanwr Pat lm t  Hospital Number 

U L G B  Protocol No. 

Indicare such measurable -rameter5 . 

CALGB Pafienr No. 

Main -bar Ins t i tu t ion  /Adjunct 

LIST ALL MEASJR4ELE AND EWLOABLE PAARMTERS FOA RE%€* 
Oat0 ot Observation (m.d.y) 
R..ponse Status 

I 
I 

m (a belor RW) 
K -roble sltos. record b id lMns ioMl  tumor aaarures: 
K mlwDl. s i tu .  m o r d  disease 'present' ( i n i t i a l l y l .  'incrsssad'. 'unchanged'. 'decrease4' or 'absent' lsubsequentl 

Superior mdiast fnal  &et 
1. Highest N d f a S t i M ~  
2. Uppar paratracheal 
3. Pre- and retrotracheal 
4. Lorrr perntrachoal (Including 

Aortic n0d.r 
¶. 5uD.ortlc (aortic w i n d o r )  
6. Para-aortic (ascending aorta 

Inferior m d i e 2 t i M l  nodes 
7. Subcarlnal 

9. Rtlmmry l i gamnt  
Rr ib rmch ia l /h i l a r  ncdss 

11. Interlobar; ' 

13. %(mantel : 

azygos nod-) 

or phrenic) 

8.  hr-1 C d r i M l  

IO. Hilar 

12. LoLmc . 

I .  

W...U.-.e----r*C--- 

%r- 
lI/lJ/87 '24 stip.tor: Keep 4 photocopy and rend or iginal  ro Frontier Science. 





INSTRUCTIONS FOR CALGB 
RESPIRATORY FOLLOW-UP FORM 

(FORM NO. C-I 09) 

A. Purpose - Since the Expanded Common Toxicity Criteria and the Toxicity Reporting Form, 
C490 have been approved lor new studies, a new CALGB Respiratory Form (‘2-109) has 
been developed. This form differs from the previous one (‘2-075) in only one respect: 
the toxicity section has been deleted resulting in a larger area at the bottom for 
comments. 

PLEASE NOTE: (2-109 will eventually replace C-075 in all respiratory studies. It has been 
implemented for use in protocols 8931, 8934 and 8935 to date. 

CM 7/90 



T U S I "  nu. L-IUY 

. '  
Page 1 Of 2 

CALGD RESPIRATORY FOLLOU-UP FORM 

INSTRUCTIONS: Submit t h i s  form as required by protocol .  
p e r i d  covered by t h i s  form. 

I f  appropriate. scnd CALCO flow sheets !or Lredtment 
Enter ' - 1 '  t o  ind ica te  that dn answer i s  "unknown". "unobtainable". o r  "not done". 

Pat ien t ' s  Ndnt  Pat ien t  Hospital No. 

CALGB protocol no. 
* in Henber I n s t i t u t i o n  /Adjunct 

CALGO Pat ien t  No. 

TIM PLRIW COVERED 81 THIS FORM: 

Froll 

mmm w D Y kmm H 0 Y 

0 Surv iva l  status I f  pa t i en t  hdS died: 
1-al ive 
2-dead 0 Cause of death 
3 - los t  to fOllW-uP 1-treatment re la ted  

2-disease re la ted  
3-other, speci fy 

[ T l r I f l - ]  Date l a s t  t n m  a l i v e  
D o r  date o f  death M 

Per fomnce Status f o r  This Period: 

0 Bcst IJworst 

0-fully ac t l ve  
1-mbulatory, capable o f  ! igh t  work 
2 - in  bed (50% of waking tlme. capab!e of 

self-care bu t  not o f  work a c t i v i t l e s  
3-in bed > 5 o X  o f  *king tlm. capable of 

o n l y  l f m i t e d  sel f -care 
~ c m ~ l e t e l y  bedridden 

m no. o f  cycles given dur lng this follow-up 
per iod  (conplete o r  p a r t l a l  cycles) 

0 Uas protocol  t r e a t m n t  modified during t h i s  
follow-up period? (1-no. 2-ye.5) 

TREATMENT OATA 

0 Treatment type 
I - i n i  t i a l  
2-consol {dat ion 
3-maintenance 
4-crossover 
5-follow-up o f f  therapy 
6-other. specify 

0 Status of assigned treatment 
1-therapy has been terminated permanently 
2-therapy i s  being continued 

[ T l i I I T ]  Dace treatment ended o r  
date of l a s t  dose given 1 U D 

I f  treatment has ended dur ing t h i s  time period: 

0 Reason fo r  ending treatment 
I-completed protocol  requirements 
2-progressive disease 
3-excessive t o x i c i t y  
+death o f  pa t ien t  
5-pat ient  withdrawal Of  consent 
6-other c a p l i c a t i n  disease, specify below 

8-maximnn dosage reached 
9-other, specify balow 

?-error, specify be 'f ow 

. Inves t iga tor :  Keep d photocopy and send Or ig ina l  to  F r o n t i e r  Science. CH 10/18/89 

$0 



. . I1_C"n-"r r. " I  J 
Pat ien t ' s  Itam CALCC Patient 110. CALGB Protacol NO,  

RESPONSE DATA 

0 ~ c s r  orera11 ob jec t ive  response t o  date 

.- 
Please indicate a l l  s i t e s  of involvement during t l h s  

ASSESSMENT METHOD 
report  period: 

' 

I-complete r m i s s i o n  SITES OF ItIVOLVEKttT I - c l i n i c a l  (pa lpa t ion  
2 - p a r t i a l  remission I -no t  involved radio I ogic/scan ) 

5-progression 
6-unevaluable 17 H i l a r  nodes 

3-regression (nonmeasurable disease) 2-involved 2-pd tholog1 c 
~ 4-stable disease 3-equivocal 3-autopsy 

0 



INSTRUCTIONS FOR CALGB 
TOXICITY REPORTING FORM 

(FORM NO. C-OSO) 

A. Purpose - With the activation of the Common Toxicity Criteria from the NCI, it has 
become evident that CALGB follow-up forms do not adequately capture toxicity data that 
will comply with the NCI reponing requirements. Form C-090 (CALGB Toxicity Reporllng 
Form) has been developed to provide toxicity reports that fully address the Common 
Toxicity Criteria. 

6. Form Specific Instructions - Submit form C-090 to FSTRF only when specified in the 
protocol. This form should reflect toxicity data for each lollow-up period for which a 
follow-up form is required. The time periods covered by form C-090 and the follow-up 
form should correspond. Remember that all coded toxicities MUST be documented and 
described on accompanying Rowsheets. Code EVERY box. 



d 
... - CALG6 TOXICITY REPORTING FORM Page 1 of 1 

,NSTRUCTI@JS: Suha this form as specif& in p~olocal lopher with mrresponding flow sheets and IOUOwirp form% All coded toxiuties shoola 
on a-panying flow shoals. Enter ' -1.  10 mdmte an anwe3 is 'unknown'. 'unobtainable', '.wt done'. or 'not appliible'. 

~ ~ p o c .  
,?aid+ N u n  PHienl HospM No. 

CALGB Patient No. 

form and send origind to FSTRF. 

. .  . Group Pmcoed NO. Partidwbg Group Patient No. 

xa ptuocol Na. 

Jpin Memtu I d i  lAarunct 

T O X I W  AND COMPU-nONS - DUE TO THERAPY 
( U u  CALGB Expanded Common Toxicii Criteria) 

U 
II NorrintcKT Pnaumonitii 

FLU-LIKE symmoms 

0 WElGHt GAIN 

[7 WEIGHT LOSS 



INSTRUCTIONS FOR CALGB 
ACUTE LEUKEMIA GROUP B SOUD TUMOR FORM 

(FORM NO. ST-4) 

A. 

8. Form Specific Instructions 

Purpose - To document all data recorded on the onstudy form and follow-up form. 

1. 

2. 

3. 

4. 

5. 

6. 

7. 

8. 

The first flow sheet submitted with the cn-study form should document all pre- 
study work-up and information including a brief history and any necessary 
expansion of physical findings. 

All current sites of involvement and measurements must be documented alcng 
with the method used to determine this, such as CT scan, x-ray or bone scan. 

Required information not specifically printed on flow sheets (example: lab data) 
must be added. 

It would be helpful to use a separate flow sheet for each cycle when alternating 
treatments are administered. 

Any toxicity or response coded on a follow-up form must be documented on flow 
sheets. 

Submit completed flow sheets along with follow-up forms at the time periods 
specified in 'Protocol Submission Schedule'. 

Remarks should detail reasons for modification or delay of treatment, 
administration of other medication, toxicities, etc. 

The month day and year should be clearly marked at the top of each column. 

AG/rd 7/90 



ACUlE LEUKWlA GROUP B 
tUHllFIEO SOL10 TWOR FOiCl I S T - 4  PRO,OCOL 

, .  

P E R F O M E  

0.HoOraul 
I -mulator). 
2 = L M I  In bed 
3.1% In bed 



PUO- b 

1. o*.mQ/aef/lr 
e -  msuay 
1- 
c 

REwAKS. NU- b an10 

l 1 1 I I I I I.& surm - YQ*N 
1 I zsun.u N r  

Serial Observetims 

r 1 I I I 

~~ ~ 

I I I I I I I I I 
I 

I I I 1 I I I I I i 
8 f S  CMS 

L 

h 

I _  



INSTRUCTIONS FOR CALGE 
NOTIFICATION OF DEATH FORM 

(FORM NO. C-113) 

T 

Page 1 of 2 

A. Purpose - To collect information specific to events surrounding a patient's death, whether 
it occurred on or off-study. It will not replace any follow-up form required by protocol, but 
rather provide details regarding: 

primary and secondary cause@) of death 
whether an ADR is required, and has been sent 
any prior, or concurrent. Gr.3/Gr.J toxicities 
status of disease at time of death 
whether a second malignancy occurred 
source of death information 

The form is required within 4 weeks of the patient's death. It should be 
accompanied by any relevant documentation such as a death certificate 
or autopsy report if available. Protocol-specific follow-up forms and 
flowsheets should also be attached, if they have not already been 
submitted. If death has been reported via a survival listing, C-113 should 
still be forwarded to 'close out' the case. 

NOTE: 

8. Form Specific Instructions 

1. Date of Death - The minimum requirements for entering a date of death into the 
database are month and year. 

Cause of Death - Code as '3' if death is attributable to something other than 
treatment or disease, but be sure to complete the 'specify' section. 

2. 

3. Prior or Concurrent Toxicities - Please code only the prior toxicities WHILE ON 
MOST RECENT PROTOCOL TREATMENT, in the event a patient has been on 
more than one study. Code concurrent toxicities WHETHER THE PATIENT IS ON 
OR OFF-STUDY; the purpose cf this question is to ascertain any latent 
complications induced by treatment. 

14 



4. 

5. 

6. 

Page 2 of 2 
(Form C-113) 

Recurrent Disease - If this is coded ?, then 'Cause of Death' (first column) is 
likely to be 'disease related' and the subsequent two questions should be 
addressed regarding the submission of appropriate forms, and ... 
Primary Cause - This information Is of interest in assessing sites and patterns of 
relapse across disease types. If a second malignancy has occurred, please 
specify site and histology. 

Death Information Obtained From: - Please note that, i f  autopsy/death certificate 
are available, they are to be submitted for verification and inclusion in patient's 
records. 

NOTE: This form is to be implemented hereafter in the event of death for any patient 
enrolled on a CALGB treatment protocol. (Not applicable for those on non-treatment 
studies, such as in certain companions, psychiatric assessments, laboratory evaluations 
and cancer control protocols). It is the institution's responsibility to keep a supply of 
forms. 

CM/rd 6/90 



INSTRUCTIONS FOR CALGB 

(FORM NO. C-052) 
RADIOTHERAPY FOLLOW-UP FORM 

A. Purpose - To be completed by the radiotherapist of record; please refer to the individual 
protocol for submission requirements. 

8. Form Specific Instructions 

Please specify dose and volume for RT administration time period (not cumulative 
dose). 

I f  modifications were made @ radiotheraoy, please code reason. Any additional remarks 
should be made on the flowsheets. 

Response must be coded per protocol definition; therefore consult individual study 
document for guidelines regarding measurable vs. evaluable disease, longevity of 
response, etc. 

The Complications section utilizes two grading criteria: the Acute Morbidity and the Late 
Morbldity Scoring Criteria. The former is used to reflect those toxicities directly 
attributable to radiotherapy while treatment is being received or shortly thereafter &SO 
days); the latter is wed for complications which manifest at a later time (L90 days). 

NOTE Both grading criteria should be attached to the protocol; please contact the 
FSTRF database manager to request additional copies. 

CM jrd 7 f9Q 



'am No. C-I13 . . 
CACGB 

NOTIFICATION OF DEATH 

Page 1 of 1 

YSTRUCTIONS: This form is to be submitled in the event of a pa1ient.s death due to any e. It Is to be submined within four 
r) wssks d euew along with copies d death certifmte*/autopsy report. (I performed). If appropriate. indude CALGB follow-up 
nrnhlumbee. Enter '-1. P an answer is 'unkrknvn'. 'unobtainable' or 'not d m '  

A i ? d S N a m a  Patient Hospital No. 

'bdhathg Group Protocol No. 
ALGB Protocd No. 

lab3 Member Institution /Adjunct 

Coordinating Group Patient No. 

CALGB Patient No. 

0 Did patienl have evidence of recurrent disease? 

1- 
2-yes 

I f  yes. have required follow-up forms and 0 Rowsheets been submitted? l-treatment dated 

l-tlO 
kSE%%Zt disease related. spe* 

2-yes 

If death Is d i  related: 

medtateCauoedDeath: n Primary Cause 
U 

]tf&ath htreatment related. has ADA been submitted? Death lnfoorrnation obtalned from 

law 
2med1. records/death certifiite' 

WE% hiend 
Sother. specify 

Pny&nwrf Grade 3 or Grade 4 todcitIes? 

140 
2-Y= 

I 

Date of last protocol treatment 

comments' 

Investigator DStC 
estigaloc Keep a photocopy and send original to i-ronuer Science. C;M 6/  1 /rO 

94 



CALGB RADIOTHERAPY FOLLOW-UP FORM 
Pase 1 of 1 t i 

D 
cl 



I PROlOfOL I -.A A u V V A n . a l K 1  bUl'lMARY 

i 
PATIENT W E  ULtB # 

D A i l  Of ;lRTH 

VOIOTWERAPIST 

SEX: Y- F- RADIOTHEMPI OEPT 

- 
I 7. 0 TOR 0 TMR 0 TPR 0 POD 

8 .  M P V T  FACTOR 

HAHX OF TREATHEWE AREA DATE OP 18T TRXA- 

~ 

I 

I 

I 

M I L T  WS U L ( u I T I ( Y S  
WRESCRIPTION POIN1 FIELD I FIELD I I  FIELD 111 FIELD I V  FIELD V 

PER PROTOCOL) 

1. FIELD (ANT, WST, I T  L I T ,  ETC) 

IWL)LL 

ENERGY I 
2. TREATHENT I(*U1IYE 

7- 

9. OTHER tOllRECTIMI FACTOR 
PLEASE SPECIFY 

TRAY 

1O.TRANSNlfSIW FACTOR EDGE 

OTHER 

DISTANCE 

nu 
11. OPF-AXIS PRESCRIPTION POINT 

12.1011TOR SETTING (MINUTES IF COBALT-60) 

I 3. DEPTH OF PRESCRIPTION WlNT 
(IYCLWE TIIICWESS OF BOLUS, IF M Y )  I 

7 

I 

~ 

I I I I I 

-~ 
13.DosE TO PREZUIPTICU WlNT PER FRACTION 

1C.IYTENDED TOTAL DOSE TO PRESCRIPTION WIN1 

1S.TREATYEYT POSITION - 

5. CDLLI**TO(I SETTING tu x Ll 
(FIELD SIZE IN c1( AT ISOCEYTER) 

I 6. EWIVALENT SWhRE ACCWNT FOR OLOCXSIAIR I AT PRES- PI o w NAFACE I I 



NO - 
YES- I f  ym, please c a p l e t e  the follouing section. 

WF-AXIS REFERENCE POINT 

CMCUUlED D A I L Y  DOSE TO WIN1 I I I I I 

. 

Ir m i s d m  d i s t r i k i m  bm oarr#td7 US a g9 ulculat im perform& 

NOT tECUIRED- =.- 
Yts- I f  ycr, plea- d i t  a ccpy indicating uhich 

isodose lin the pkyrlcian prescribed to. 

NO1 REWIRED- 

YES- If yes, please rubnit documtat ion  
NO - 

RELEVANT CLINICAL DATA 



. . .  .. . , . . . . . . . . . . . . . . . 
Of?-AXIS UEfEXNCE IOlhTS: 

F. I I 

. I I I I I A. 

8. I I I I 1 I I 
C I .  I I I I I I 

I I I I 

D. 

T 1OU: 

'10: 

8EAY)N: 

I I I I I 
1 I I I I 

I 

Anrr Completion of bdiomerapy, mail  along r i tk :  1) copy of patient's thefaDy sheel shoring dai ly  doscs. I )  g Dcse C a I E Y i ~ t i O n s .  
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