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RADIATION THERAPY ONCOLOGY GROUP
RTOG 78-28

PI MESON RADIOTHERAPY OF
CARCINOMA OF THE ORAL CAVITY
(EXCLUDING LIP} AND PHARYNX

SCHEMA
Stratify R
Region A Conventional treatment
Oral Cavity Photons, only
Oropharymx N Phaotons combined
Nasopharynx with surgery
Hypopharynx D
0
M
Stage 1
Stage III (T3, N1) ¢
Stage IV (T4, any N z Pion Radiotherapy
or any T, N2 or N3)
. E

a. 6600 rad/6-1/2 to 7-1/2 wk to 7500 rad/7-1/2 to 9 wk.
b. 5000 rad 5-6 wk preoperative (except nasopharynx).

c. Minimom of 3600 peak pion rad at a minimum of 100 peak pion
rad/day, calculated at the 80% isodose line. (The minimum dose is
approximately 2 cm peripheral to the 95% isodose 1ine.) Maximum of
4500 peak pion rad at 125 rad/day at 100% isodose line. Cone-down
boost to a total of 3840 peak pion rad minimum and 4800 peak pion
rad maximum may be added for persistent disease.
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1.0 INTROBUCTION
1.1 Definition of the Problem.
Patients presenting with mucosal (squamous) carcinomas of the head
and neck region form a therapeutic challenge. These patients
frequently present with advanced tumors in an inoperable state due
to extensive primaries or advanced 1ymph node metastases, or both.
Several studies have reported overall survival rates varying from
7 to 45% {n Stage ITI and IV (T3 and T4) carcinomas of the oral
cavity and oropharynx. In patients presenting with clinically
paipable cervical lymph nodes, the five-year survival is

approximately one-third that of patients without palpable nodes,
even when adjusted for T-Stage.

Treatment failure for oral cavity cancer {s frequent in higher
stages of the disease. However, failures are generally due to
locally and regiocnally recurrent cancer. This site, therefore, is
a favorable one for evaluating the possible beneficial effects of
pion radiation therapy. Table I emphasizes the relationship of
failure rate to stage, as derived from data presented by Chu and
Fletcher in 1973 (1). Strictly comparable data for lesions of the
lower gingivae and buccal mucosa are not available. However, the
data (2) of Table 2 are indicative of the problem of local control
in these sites.

Five-year survival data (3} collected in an AJC field trial of
1,570 patient records (Table 3} illustrate a marked difference in
prognosis for cases categorized as Stage II1 and IV, compared with
Stage ] and 11 (according to 1968 staging criteria).
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Table 2. Failure to Control Primary Lesions of Buccatl
Mucosa and Lower Gum with Radical Radiatfon (3YR F/U)

Number of Stage*
Site Patisnts T1 T2 13
Lower 14 a/4 (1741 3/5
Gingiva
No
Surgical
Salvage
Buccal 21 077 0/5 0/9
Mucosa
*CRTS Staging: Tl < 3 centimeters diameter
T2 3-5 centimeters (minimal extent to adjacent
structures)
T3 > 5 centimeters
T4 Massive invasion or bone infiltration

Source: Fletcher, MacComb, and Braun {2)
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Table 3.

Five-Year Survival, by Stage, of

1570 Patients with Carcinoma of the Oral Cavity

Buccal Mucosa
2

W1 N2 N3

Tl Stage 1} 72% | 5/8 -—- ~--
T2 Stage 2 61% 9/25 -—— -—-
T3 8/15* 5/17 013 0/8

Stage 3 = 42% Stage 4 = 0%

Floor of Mouth
N1 N2 N3

T2 Stage 1 2/2 0/1 /5
T2 Stage 2 12723 1/5 2/8
T3 479 5/12 0/4 0/10

Stage 3 = 50% Stage 4 = 9%

Anterior 2/3 Tongue
NO N1 N2 N3

Tl Stage 1 90% 1/4 -—- ———
T2 Stage 2 64% 6/21 0/1 0/3
T3 : 8/15 177 0/6 1/17

Stage 3 = 34% Stage 4 = 6%

Posterior 1/3 Tongue
. ND N1 N2 N3

T1 Stage 1 478 0/5 0/4
TZ Stage 2 15/34 44% 7715 3/13 1710
T3 2/15 4726 6/8 2/21

Stage 3 = 26% Stage & = 7%

*Number of patients 1iving five years

Total number of patients in group

Source: AJC 1968 (3)

1085 1b
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Table 3 {continued)}
Soft Palate

NO N1 N2 N3

71 Stage 1 733 276 0/2 1/1
T2 Stage 2 48% 5/8 0/2 0/2
T3 9/27* 0/9 0/4 0/9

~ Stage 3 = 32%
Hard Palate

NO Nl N2 N3

Tl Stage 1 14/15 93% - -- -
T2 Stage 2 10/25 40% 1/3 - 0/4
T3 4722 1/12 1/3 0/5

Stage 3 = 16% Stage 4 = 8%

Lower Alveclar Ridge

NO N1 N2 N3

T1 Stage 1 64 5/7 on a/3
T2 Stage 2 49% 6/12 - 2/7
T3 2/18 8/18 0/6 1/13
Stage 3 = 37% Stage 4 = 10%

Upper Alveolar Ridge

. NO N1 N2 N3

Tl Stage 1 8/13 173 - -

T2 Stage 2 18/28 64% 3/6 - -
T3 : 9/24 2/9 .- /4

Stage 3 = 36%

Stage 4 = 1/4

*Number of patfents living five years
Total number of patients in group

Source: AJC 1968 (3)
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Similar data and comments are appropriate in the consideration of
advanced (T3-T4) cancer sites within the oropharynx. Table 4
sumar{zes data from several RTOG studfes relevant to stage,
Tocal control, and median survival.

Table 4. Reported Parameters for RTOG Head and Neck Studies

% with Control Nedfan

% with T3 & T4 Clinically at Survival

Site Lesions Positive Nodes 1 yr.(%) (mos.)
Oragharynx T0-405 CB-80" 55 (137 18
| 33 (T4) 10
Tonsillar Fossa 88 75 59 (T3) 26
| 37 (14) 6
Base of Tongue 89 74 45 (T3) 16
18 (T4) 11

Advanced carcinomas of the nasopharynx (bone destruction, cranial
nerve involvement) have unacceptably high failure rates with only

a few patients, in most series, reported with control of primary
(4, 5).

Carcinomas involving the hypopharynx may spread to invelve other
structures, such as the larynx (particularly through the
laryngeal ventricle, infiltrating the true and false vocal
cords}, the lateral wing of the thyroid cartilage, or the
internal carotid artery, or may produce an external tumefaction.

Lymphatic metastases, which are very frequent, are routed through
channels existing from the thyrohyoid membrane to the
Jjugulodiagastric, jugulocarotid, or jugulo-omohyoid nodes.

f ) @ f‘ [ b g 6 00133232.009
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The 1incidence of clinically recognized distant blood-borne
metastases would be much higher if local control was better and
long-term survival more frequent. About one-half of those
patients enjoying local tumor control eventually (within three to
seven years) suffer distant metastases.

kocal controi of tumor and consequent long-term, tumor-free
survival vary with tumor extent. Inasmuch as more tham
two~-thirds of these patients have Stage III or IV disease at the
time of diagnosis (€), the overall tumor-free survival is low -
15 to 30 percent (6,7).

1.2 Ratfonaie for Pion Radiotherapy.

The rationale for pion radiotherapy is prih;r11y'related to twe
factors: (1) a different bfological response in the stopping
region of the pion beam from that seen in conventional radiation,
and (2) the capability for localizing this differential response

within the target volume, largely sparing normal surrounding
tissue.

With high-linear-energy-transfer (high-LET} radiation (for
example, neutrons, pions, and heavy ions), there is increased
{rreparable damage of critical molecules (i.e., double-strand
breaks in DMA), as compared to the type of damage caused by
Tow-LET radiation {e.g., x-rays, gamma rays of cobalt, electrons,
and protons}. In addition, cells exposed to low-LET radiation
exhibit up to three times more resistance to injury if they are
not well oxygenated. Thus, hypoxic cells, large numbers of which
are usually present in tumors, are less sensitive to damage than
are well oxygenated cells of the tumor and the surrounding normal

" tissue. The dense fonization of high-LET radiation may overcome
the protective effect of hypoxia, kiiling those cells almost as
effectively as well-oxygenated cells. Further, cells are more
resistant to low-LET radiation in certain phases of the cell
cycle than in others. High-LET radiation reduces differences in
cellular sensitivity due to cell cycle variations.

s e~ s 7 00133232.010
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Heavy charged particlies, such as pions and heavy ions, distribute
their dose with a Bragg peak, a region of intense radiation which
can be Tocated in the tumor volume.

Pions have the advantages of both high-LET and low-LET radiation,
because they deposit Tow-LET radfation as they pass through
tissue (plateau region), but produce a high<LET component in the
stopping (tumor) region. Due to their negative charge, the
stopping pions are absorbed by the positively charged nuclei of
oxygen, carbon, and nitrogen atoms. This excess energy makes the
nuclei unstable and they disintegrate, producing neutrons,
protons, deuterons, tritons, alpha particles, and heavy ions.
These events increase the total dose in the pion stopping regiom
and alter the biological effectiveness of the dose in that region
because of the dense ionization produced mainly by the alpha
particles, heavy ions and neutrons.

Results to date of Phase I-1I studies of pion radiotherapy, being
conducted at the Los Alamos Meson Physics Facility (LAMPF), by
the University of New Mexico Cancer Research and Treatment
Center, suggest therapeutic advantages in the treatment of many
advanced solid tumors with pion radiotherapy. Patients with
primary and wetastatic tumors of the skin, head and neck, lung,
abdomen and pelvis have been ijrradiated with pidns to assess
tolerance of normal tissues and tumor response. Early studies
with metastatic tumor nodules in the skin established a relative
biological effectiveness {(RBE) of 1.42 for pions, as compared to
100 kVP x-rays, for acute skin injury (8). Subsequently,
analysis of time to regrowth of 16 nodules (primary breast} in
- one patient participating in that study who could be followed for

346 days suggested the possibility of therapeutic gain of 37% for
pions versus x-rays (9).

A report on'40 patients treated for large deep-seated lesions,
all of whom were followed for 6 to 15 months, showed that pion
radiotherapy was well tolerated at doses ranging from 1000 to

e g e ' 8 00133232011
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4600 peak pion rad, delivered generally in five fractions per
week with daily fraction sizes of 110 to 140 peak pion rad
maximm. Complete regressions occurred in approximately half
those patients treated with pions alone at maximm doses of more
than 2700 peak pion rad. No complete regressions occurred in
patients treated with pions alone at doses under 2700 peak pion
rad. Conventional radiation and/or surgery was well tolerated by
those patients requiring those treatments after pion
radiotherapy. Reactions in the normal tissues within the plateau
and the peak regions have been similar to those which would be
expected with conventional radiation delivered to acute
toierance. Severe late reactions have included one patient with
chronic, severe laryngeal edema following 5000 peak pion rad
given in 7 weeks for a T4 carcinoma of the larynx. The patient
expired of lung metastases 14 months after therapy with no
evidence of local disease. A patient with a T3, N2A, MD carci-
noma of the tonsil developed severe soft tissue and mandibular
necrosis 5 months after 4600 peak pion rad 1in 6 weeks
necessitating extensive surgical reconstruction.

It is estimated that some 60,000 perons die in the United States
each year because of lack of tumor control at the primary site.
Pions are being tested on thase types of large tumors which are
not well managed by any other treatment or combination of
treatments, to attempt to improve the survival in this group of
patients. In addition, any large reduction in the body's total
burden of tumor cells may improve the chances for cure by
conventional techniques {surgery, radiotherapy, and chemotherapy,
alone or in combination). Thus, potentially additional patients
can be helped by pion radiotherapy if their large tumor masses
can be eliminated or significantly reduced.

Considering the modest l-year tumor control rates for Stage III
and IV cancers of the oral cavity and pharynx, controlled
clinical trials using pi mesons seem warranted.

g 00133232.012
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2.0 OBJECTIVES

3.0

In patients with Stage III or IV (T3 and T4) squamous cell carcinoma
of the oral cavity and pharynx: '

2.1

2.2

2.3

2.4

2.5
2.6

To determine if local tumor control of the primary is improved
using pion radiotherapy compared to conventional treatment.

To determine the incidence of distant metastases as related to
the various forms of treatment.

To determine if patient survival is improved using pfon
radiotherapy compared to conventional treatment.

To determine the morbidity of radiotherapy.

To assess the complications of therapy.

To assess the quality of survival retated to the varfous forms of
treatment.

PATIENT SELECTION (ELIGIBILITY)
3.1 Eligibility Criteria.
3.1.1 Previously untreated, Stage III (T3, N1) or IV (T4, any
N or any T, N1 or N2} (AJC-see Appendix I) squamaus
cell carcinoma of the oral cavity (except 1ip) or
oropharynx, nasopharynx or hypopharynx.
3.1.2 Biopsy proven squamous cell carcinoma.
3.1.3 Patients with tumors originating in the following
regions and sites:
Region Site
Oral Cavyity Oral Tongue
Floor of Mouth
Buccal Mucosa
Lower Gingiva
Upper Gingiva
Retromolar Gingiva
Hard Palate
(065117 10 00133232.013



3.1.4

3.1.5

3.1.6

3.1.7

3.1.8

3.1.9

Oropharynx Faucial Arch

Tonsillar Fossa and Tonsil

Base of Tongue

~ (Glossoepiglottic and
Pharyngoepiglottic folds)

Pharyngeal Wall
{Lateral and Posterior Wall,
Posterior Tonsillar Pillar)

Nasopharynx Posterior Superior Wall (Vault)
Lateral Wall
Hypopharynx Pyriform Sinus

Postcricord Area

Posterior Hypopharyneeal Wall
Tumor must be AJC Stage ITI (T3, N1) or IV (T4, any N
or any T, N2 or N3).
Karnofsky performance status > 60 (See Appendix II).
Able to travel to and be treated at Los Alamos if
randomized to pion radiotherapy.
Patients with previous malignancies who have been
disease free for more than eight years or for at least
three years for primary skin cancer (excluding
melanoma and carcinoma of the 1ip).
Agreement of the patient's physician to the conditions
of the protocol {including diagnostic studies and
treatment randomizations) and to relinquish management
of the patient's treatment to the study team.
Completion of the required investigational consent
form.
Patient smust not be < 18 or > 75 years of age.

3.2 Ineligibility Criteria.

3.2.1
3.2.2
3.2.3

3.2.4

RN E!

AJC Stage I or Il carcinoma {see Appendix I).
Carcinoma of the lip.

Yerrucous carcinoma or histology other than squamous
cell carcinoma.

Evidence of distant metastases {beyond the cervical
Tymph nodes).

11 00133232.014
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2.5

3.2.6

3.2.7

3.2.8

3.2.9

3.2.10

Previous definitive therapy of the primary tumor and
regional adenopathy, including prior definitive
radiation therapy or potentially curative surgical
procedures. Excision of a tumor-bearing node is not
considered therapy.

Previous chemotherapy, which, in the opinion of the
study team, might compromise treatment cr evaluation.
Previous radiotherapy to areas overlapping the
projected treatment portals.

Active, uncontrollable infection in the areaz of
contemplated irradiation.

Medical, psychological or other contraindication to the
contemplated diagnostic or therapeutic measures and
their evaluation, or to long term follow-up.

Evidence of a second malignancy, other than skin
cancer. ({For patients with second malignancies other
than skin cancer, the dfsease-free fnterval must exceed
eight years. For patients with skin cancer, the
disease must have been under control for at least three
years. 5kin cancer, for the purposes of this study,
does not include melanoma or cancer of the lip.)

4.0 PRETREATMENT EVALUATION

Consistent with good medical practice, the following will be performed
on initial evaluation prior to admitting the patient to the study.
Results of the evaluation will be used to determine patient

eligibtlity for the study and in management of his treatment regimen.
4.1 Medical History.

4.1.1
- 4.1.2
4.1.3
4.1.4

4.1.5
4.1.6

Age.

Sex.

Race.

Date of onset of symptoms (month and year in which the
patient first noticed definite symptoms or signs which
are later explained by the disease}.

Date (month and year) of definite diagnosis of disease.
Description of symptoms.

12 00133232.015



4.2

4.3

4.4

4.5

4.6

CLF
won

4.1.7
4.1.8
4.1.9

Other {l1lnesses.
Medications currently used.
Previous therapy (if any).

Physical Examination.

4.2.1

4.2.2

4.2.3
4.2.4
4.2.5

Height.

Weight.

Temperature.

Performance Status (Karnofsky function assessment).
Drawing of primary tumor and regional adenopathy (with
centimeter dimensions); also, photographs, if possible.

Routine Laboratory Tests.

4.3.1

4.3.2
4.3.3

4.3.4
4.3.5

Complete blood count including white count,
differential and platelets.

Urinalysis.

Blood chemistries including serum alkaline phosphatase,
SGOT, total protein, and albumin.

Immune reactivity tests, when possible (optional).
Others, as indicated by the individual patient's
condition.

Routine Imaging Procedures.

4.4.1
4.4.2

4.4.3

Chest x-ray {posterior-anterior and lateral).
Others, as indicated {e.g., bone scan or x-rays of
mandible and maxilla, if bone involvement is
suspected).

CT scans if available; 1f not, this will be performed
at the Study Center.

Cptional Studies.

4,5.1

" 4.,5.2

Cardiopulmonary assessment, if indfcated, to tolerate
7000 feet altitude of Los Alamos.

Other studies as indicated, particularly to rule out
distant metastasis.

Staging Procedures.

AN

[

4.6.1
4.6.2

Biopsy of primary tumor.
Random biopsies of oral mucosa if field cancerization
is suspected; map area.

13 00133232.016



5.0 ADMISSION TO STUDY AMD RANDOMIZATION

Patients will be admitted to the study only after the pretreatment
evaluation is completed and the eligibility criteria are met. Copies
of al] necessary forms will be forwarded to RTOG Headguarters.

5.1 A1l therapy will be scheduled through the Cancer Research and
Treatment Center in Albuquerque. It is planned to have all
patients receive radiotherapy planning CT scans and Tocalization
in Los Alamos even if randomized to conventional treatment at the
referring fnstitution. Ophthaimologic examination to assess lens
opacity will be performed upon admission to the study. The
following steps must be completed:

8.1.1 [dentification and registration (see 5.1.2) of all
patients entering the participating institutfon with a
diagnosis of carcinoma of the oral cavity or pharynx.

5.1.2 Completion of RTOG initial registry form. (Patients
who are determined by their physician as ineligible
will be eliminated at this point. The RTOG initial
registry form must 1ist the reason(s) for ineligibility
and be forwarded to RTOG Headquarters for use in
population control).

5.1.3 Pretreatment evaluation.

5.1.4 Completion of the study entrance form (patient's name
and address, referring institution, referring
physician, etc.).

5.1.5 Completion of patient consent form.

5.1.6 Notification of Dr. Bush (505-277-3539) or his desfignee
for randomization of potentially eligible patients who
have agreed to participate in the study.

8.2 When a patient has been fully evaluated and determined eligible

-and the forms completed as specified in 5.1, Dr. Bush or his
designee at the pjon facility will complete and submit the on

study form and will phone RTOG Headquarters at (215) 574-3191,

from 9:00 a.m. - 5:00 p.m., EST, Monday through Friday, and

relate the following information:

PR 14 00133232.017
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5.2.1 Protocol Name.

5.2.2 ~ Patient Name.

5.2.3 Referring fnstitution and physician.

5.2.4 Tumor region - oral cavity, oropharynx, nasopharynx or
hypopharynx (specify exact site).

5.2.5 T and N Stage.

A project case number and treatment will be assigned by RTO6

Headquarters of either:

a} Conventional therapy at the referring institution
consisting of radiotherapy alone or radiotherapy
combined with surgery, or

b) Pfon radiotherapy at Los Alamos. These will be

confirmed by mail to Dr. Bush and the referring
physician.

6.0 TREATMENT DETAILS
Dental care should be completed {see Appendix III}. If any teeth have
been extracted, a minimum delay of two weeks from the day of
extraction will elapse before beginning radiotherapy.
6.1 Conventional Radiotherapy.

6.1.1 Doses. Tumor doses will be expressed in rad calculated
at the central axis of the field in the midplane
between the two opposing fields, when these are
employed or at the intersection of the central axis of
the beams when alternate techniques are used. If a
single anterior lower neck field is used, the dose will
be expressed at a 3 cm depth. The minimum dose to the
tumor when radiation alone is given will be 6600 rad in
6-1/2 to 7-1/2 weeks while the maximum tumor dose to
the boosted volume will not exceed 7500 rad in 7-1/2 to
2 weeks. When radiation is combined with surgery the
preoperative radiation dose will be 5000 rad in 5-6
weeks. The dose across the target volume should nat
vary more than + 10X from these levels.

oy g 00133232.018
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6. 1-2

6.1.3

6.1.4

Fractionation. Five fractions per week of 170 to 200
rad each will be employed. The total time will be
8-1/2 to 7-1/2 weeks (7-1/2 to 9 weeks if a boost is
added). A continugus course should be maintained if at
all possible, but 1f the radiatfon reaction requires am
interruption of therapy, 2 maximum 14-day single rest
will be permitted. This time will be added to the
overall time specified in 6.1.1.

Portals. A combination of lateral opposing fields,
anterior and lateral wedged fields, or several fields
will be used for the primary tumor at the discretion of
the investigator in the case. Whenever possible a
single anterior A-P field with a mid-1ine block will be
used to treat the neck below the fields for the primary
tumor. This lower neck field should abut the primary
field at the skin. The primary tumor fields will
encompass the known or suspected disease with a minimum
margin of 1 cm around the tumor. At the neck Tevel
these fields will extend posteriorly at least to the
level of the most posterjor aspect of the mastoid
prominence even in the absence of palpable nodes.
Technical Factors. Irradiation will be given with
cobalt teletherapy or supervoltage energy equipment (4
MeV or greater). Electron beam may be used as a boost.
The treatment distance will be 75 cm or more to the
skin for SSD techniques or 80 cm to the isocenter for
SAD techniques. The patient may be treated sitting up,
1ying on the side, or in the supine position. The head
should be resting on a head-holder, immobilized with
whatever system is available. The beam should be
shaped with blocks to avoid unnecessary frradiation of
normal structures V1ike the larynx, spinal cord, etc.
Whenever possible, cobalt teletherapy units should
employ beam penumbra trimmers.

16 00133232019
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6.1.5

6.1.6

[

Field Reduction. After dose of 4500 to 5000 rad has

been delivered, the therapist must reduce the field
size by blocking parts of it or by reducing the entire
field {see 6.1.6.1). After 4600 rad midplane, central

dose, the spinal cord must be protected by field
reduction or blocking.

Treatment Following 5000 Rad. After an uninterrupted

dose (or interrupted as in 6.1.2) of 5000 rad has been

administered, the case may be re-evaluated for

continued radiotherapy or a surgical resection, except

for nasopharynx primaries, which should be treated

without consideration of surgery.

6.1.6.1 Continyed Radiotherapy. Additfonal
irradiation will be delivered to the primary
and palpable nodes: 1500-2500 rad additional
(maximum total tumor dose 7500 rad) from
external radiation in 1-1/2 to 3 weeks,
treating 5 days per week; or 3000 rad in 3-4
days (maximum total tumor dose 8000 rad} from
an interstitial implant. The calculated dose
from an implant will be expressed at the
periphery of the boosted volume or as the
minimum isodose which encompasses the tumor
volume; or electron beam, 2000-3000 rad in 2
to 4 weeks (maximum total tumor dose 8000
rad).

6.1.6.2 Surgery - If Resectable After Preoperative
Radiotherapy. The surgical procedure must be
performed within 3 to 5 weeks following

completion of radiation therapy. Surgery will

consi{st of radical excision of the primary
lesion with or without neck dissection.

Immediate complication of surgery will be
assessed.

17
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6.1.7

6.1.8

6-1.9

P3651480

Treatment of Nodes. Treatment of nodes will be
according to institutional policy, except that
prophylactic irradiation of clinically negative neck
nodes is mandatory. The following treatments are
included as preferred guidelines. MNeck dissection is
not recormended in patients in whom the primary is not
controlled. Neck dissectian, if performed, will be
radical, modified radical or limited neck dissection.
NO - 5000 rad to neck alone.

N1 - If node is absent after 5000 rad, give boost
up to 1500-2000 rad, if residual N1 - perform
neck dissection.

N2 AlB - Perform neck dissection if primery is
controlled by radiation or if primary is
resectable with radiation.

N3A - Perform neck dissection if technically
feasible after radiation or if primary is
rasectable.

N38 - Bilateral neck dissection if primary is

controlled by radiation or if primary is
resectable after radiation.
Neck dissections should not be performed in cases of
nasopharynx primaries, except in treatment of
persistent nodes.

Treatment Planning. Llocalizing films of each field

will be taken and sent to the RTOG Office in the first
week of therapy together with a copy of the treatment
plan. Isodose distributions will be submitted to RTOG
Headquarters with the Radiotherapy Form at the
completion of radiotherapy.

pDosimetry Monitoring. The Radiological Physics Center

in Houston will conduct field surveys to verify the

accuracy of dosimetry at each participating
institution.
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6.2 Pion Therapy.

The tumor dose will be 3600 minimum peak pion rad at the 80%
fsodose 1ine, i.e., approximately 2 cm from the 953 isodose 1ine
or gross tumor margin. (The maximum dose, at the 100% isodose,
will be 4500 peak pion rad.) The minimum dose prescribed {s the
minimum dose to the target volume, which includes the Tocal
Tymphatic spread in those instances where such lymphatic spread
is contiguous with or near the gross tumor volume. The minimum
dose may have to be reduced if the treatment plan indicates that
a critical structure {such as spinal cord) will receive a dose
which exceeds its tolerance. The 1imit for spinal cord treated
to partial thickness is 2000 peak pion rad, and for spinal cord
treated to full thickness is 1750 peak pion rad. The daily
minimum tumor dose will be 100 peak pfon rad. Split course

treatment may be needed to conform to accelerator operating
schedules,

Treatment of nodes will follow the same guidelines as defined
under 6.1.7 above. Involved nodes may or may not be treated with
peak pions, depending on the decision of the radiation therapist
. as to whether the nodes may be better managed by pion radiation,
conventional methods (radiation therapy, surgery, and/or
implant), or a combination. Involved nodes which 1ie within the
plateau pion field will be treated with curative intent using
conventional wethods {additive radfation therapy, surgery, and/or
implant). (Biological studies indicate the RBE in the plateau is
1.0.)} If conventional radiation is used, the type of radiation
will be electrons, unless the structures are too thick, in which
case supervoltage x-rays or cobalt-60 teletherapy may be used.
The conventional radiation will be directed to avoid overlapping
the primary pion-treated site. I1f, for whatever reason, the full
prescribed dose of pion radiotherapy cannot be delivered,
additive conventional radfation may be delivered to the primary
field, to a dose level to be determined on an individual patient
bqsis. Patients who recefve such additive conventional therapy
to the primary field will be retained on study, but will be
stratified separately for statistical analysis.
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7.0 ENDPOINTS Of STUDY AND RESPOMSE CRITERIA
Primary endpoints will be derived from:
7.1 Patient survival time.
7.2 Quality of survival,
7.2.1 Karnofsky function assessment.
7.2.2 Subjective assessment..
7.3 Local Tumor Response.

The rate of regression of the primary tumor and regional nodes

under radiotherapy and at each assessment will be determined by

measurements of the primary tumor and any palpable nodes, in
maximun dimensions and two dimensions at right angles to
deterwine tumor volume if possible; otherwise by subjective
assessment of percentage regression. Assessment will be recorded

Just prior to Day 1, at 5000 rad, immediately after treatment,

following surgery, if done, or boost radiotherapy, and at each

follow-up visit. While three dimensions for tumor volume
determinations should be recorded, routine assessments will use
two dimensions. Assessment will be as follows:

7.3.1 Complete response (CR) ~ Complete disappearance of all
measurable and palpable tumor.

7.3.2 Partial response (PR) - Tumor shrinkage greater than
50% of the product of the perpendicular diameters of
the two largest dimensions.

7.3.3  Minor response (MR) - Tumor shrinkage greater than 25%
but less than 50% of the product of the perpendicular
diameters of the two largest dimensions.

7.3.4 - No change (KC) - 25% growth to 25% shrinkage of the
product of the perpendicular diameters of the two
largest dimensions.

7.3.5 Progressive disease (PD) - Growth of tumor greater than
29% of the product of the perpendicular diameters of
the two Targest dimensions.

7.4 Response of regional! node metastasis.
7.5 Incidence of distant metastasis.
7.6 Inctidence of local recurrence.

7.7 Evaluation of acute and late response of normal tissue (Appendix
I11).
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9.4
9.5

9.6
9.7

9.8

Time and site of local recurrence (if any)} as accurately as
possible.

Patient functional status during survival.

Time of survival in years.

The first day of definitive treatment is considered Day 1.
Follow-up assessments should be scheduled within two weeks of the
specified times and will be reported:
9.7.1 One month after treatment, then every three months for
12 months counting from Day 1.
9.7.2 Every six months for the next four years (when patient
survival time reaches five years after Day 1).
If a study patient cammot return to the Study Center in
Albuquerque, arrangements will be mmde to have hiw examined at
another hospital or by his private physician and a report of this
examination submitted. The following information will be
recorded on the follow-up form at each visit {unless indicated
otherwise):
9.8.1 Brief interim history, to include the following
information:
3.8.1.1 Xerostomia.
9.8.1.2 Local pain.
9.8.1.3 Ffibrosis in the treated region, both primary
and neck. '
9.8.1.4 Evidence of soft-tissue necrosis.
9.8.1.5 Evidence of bone necrosis.
9.8.1.6 Ability to eat solid or soft foods, and to
swallow Viquids normally.
9.8.1.7 Recovery of normal speech in the absence of
laryngectomy.
9.8.1.8 Performance status.
9.8.1.9 Weight.
9.8.1.10 Acute and late response of normal tissue (see
Appendix IY).
8.8.2 Physical examination: [same as 4.2).
9.8.3 Performance status (Karnofsky function assessment).
9.8.4 Laboratory tests, as indicated.

e e ' 00133232.025
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9.8.5
9.8.6
9.8.7

10.0 PATHOLOGY
10.0 Pathology
10.1.1

10.1.2

10.1.3

[0e9i8n

Imaging procedures, as indicated (same as 8.4).
Ophthalmologic exam to assess lens opacity (annually).
Progress toward endpoints {complications, tumor
response, etc.) will be recorded and reported at each
follow-up visit. If a recurrence develops, a biopsy
should be taken 2nd the date of recurrence should be
fixed as closely as possible. Patients recefving pion
radiotherapy will receive an annual physical
examination by a Study Center radiation oncologist at
the Study Center in Albuquergue or at a regional
clinic closer to the patient's home.

data will be deri{ved from:

Biopsy Specimens. Biopsy specimens will be examined by
pathologists at the participating institutions to
substantiate the diagnoses. Representative slides for
patients entered onto the study will be forwarded to
RTOG Headquarters for review by the study pathologist.
Copies of biopsy reports will be submitted to RTOG
Headquarters and the referring and/or follow-up
physictan.

Surgical Specimens. Any tissue surgically removed from
anatomic sites will be examined by pathologists at the
participating fnstitutions where the surgery was
performed. A description of the surgical specimen and
microscopic slides will be forwarded to RTOG
Headquarters for review by the study pathologist.
Autopsies. Autopsies should be performed on all study
patients by pathologists at the participating
institutions. The postmortem study should include a
description of irradiated tissues and pattern of tumor
spread. Autopsy reports and representative microscopic
slides will be forwarded to RTOG Headquarters for
review by the study pathologist, with detailed anatomic
description of the sites where specimens were obtained
for correlation of pion dose and pathological changes.
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11.0 FORMS

A copy of each study form must be submitted to RTOG Headquarters.

Data will be recorded on standard forms to be supplied to each
participating institution. The following records will be generated by
the study team and participating institutions for storage, retrieval,
and analysis:

11.1 RTOG 1nitial registry form (submitted for both elfgible and

ineligible patients entering each participating institution).
11.2 On study form.

11.3 Treatment prescription.
11.4 Localization films.

Localization films of each field will be takem am sent to the

RTOG Office in the first week of therapy together with a copy of

the treatment plan.

11.5 Treatment summary form:

11.5.1 Radiation therapy administered (type of energy, daily
schedule of treatment, maximum dase, complications
during radiation therapy, a description of the lesion
at the end of treatment, patfent's weight at the end of
treatment, performance at end of treatment,
complications following therapy and their management,
copies of port films and {sodose curves, etc.).

11.5.2 Operative procedures and findings, if applicabie
(extent of disease, presence of metastases, type and
extent of surgery performed, etc.).

11.5.3 Postoperative data (complications following surgery,
patient weight at time of discharge, performance at
time of discharge, etc.).

11.5.4 Drugs administered, if any (a description of type and
dose of any drugs administered, duration, and purpose,
including any chemotherapy administered in the event of
lack of tumor control).

11.6 Follow-up Assessment Form {see Section 9.0).
11.7 Pathology Forms {see Section 10.0)

Wy 24 00133232.027
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11.8 Summary of Forms Submission.

Form Due
Initial registry Within two weeks of evaluation
On study form Kithin two weeks of randomization

Study entrance form
Radfiotherapy prescription
Copies of Jocalization films
Pathology slides and reports

Treatment summary form Within two weeks of completion
Copy of radiotherapy record - of radiotherapy

Copy of boost fields _

Isodose distribution

Follow-up assessment Within two weeks of times in 9.7
Surgery form Within one month of surgery
Pathology slides and report

- Death form Within one month of death
ADDITIONAL THERAPY ALLOWED

12.0

13.0

at

Therapy is to be administered as detailed in section 6.0. Subsequent
therapy shall proceed at the discretion of the patient's responsible
physician. Indications for subsequent therapy and the therapy
performed should be documented in the patient's follow-up records.

STATISTICAL CONSIOERATIONS

The two main endpoints of this study are local control and survival.
Local control is easier to evaluate in that it requires less follow-up
(in this disease the majority of treatment failures will be apparent
by 18 months after treatment) and requires fewer patients to detect
improvements. The following table shows that to be relatively certain
of detecting 40% local control for pion-irradiated patfents over a 20%
rate for conventionally irradiated patients, a total of 150-180
patients will be needed.

Based on avaiTab]e 1iterature and their experience, members of the
Comittee on Human Trials of Pion Radiation Therapy have determined
that a cumulative S-year survival rate of approximately 15% is
currently experienced by patients eligible for this study. They
further-felt that an improvement of 100% {or survival of about 30%)
should be sought for patients assigned to pion radiotherapy.

N e D0133232.028
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The patients in the local contral comparison will give a somewhat
lower probability of detecting a 30% vs. 15% S-year survival rate for
the pion- and photon-irradiated groups.

PROBABILITY OF DETECTING

(A) (B)
A Doubling of A Doubling of S-Year Survival Rate
LOCAL CONTROL RATE Average
Number of Follow-Up 3-Yr. 4 Yr. 5 Yr.
Patients/Arm
70 a8y 55% 67% 74%
80 91% 66% 74% 82%
20 94y 75% BAY% 88%
100 951 81% 89% 92%

14.0

The survival calculations assume a negative exponential distribution
giving rise to log-death-rates which are approximately normally

distributed. For both endpoints, a one-sided 5% test of significance
i$ used.

PATIENT CONSENT AND PFER JUDGMENT

A1l institutional, Food and Drug Administration, and National Cancer
Institute regulations requiring submission to the institutional human
experimentation committee and the use of procedures for obtaining and
recording informed consent will be followed. A patient may be removed
from the study at any time if the study is not in the best interest of
the patient. A patient may withdraw voluntarily from the study at any
time, as will be indicated in the consent form (See Appendix V).

e e 00133232029
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APPENDIX [
STAGING OF CANCER AT HEAD AND MNECK SITES

Staging. Staging for this protocol is derived from the AJC clinical
staging system. The assessment of the extent of the primary guuor will
usually be based on inspection and palpatfon of the oral cavity, pharynx,
and neck. Radiographic studies may be important in assessing bone
invasion. Palpation of the neck is necessary to establish clinical
suspicion of the presence or absence of cervical lymph nodes. In clinical
evaluation, the actual size of a nodal mass should be measured and
allowance made for intervening soft tissues. It {s recognized that most
masses over 3 cm in diameter are not single nodes but confluent nodes or
tumor in soft tissues of the neck. Midline nodes are considered
homolateral nodes.

American Joint Committee for Cancer Staging and End Results Reporting {1978)
Oral Cavity

Buccal mucosa

Lower alveolar ridge

Upper alveonlar ridge

Retromolar gingiva (Retromolar trigone)
Floor of mouth

Hard palate

Anterior two-thirds of the tongue

Primary Tumor (T7)

TX No available information on primary tumor

TO No evidence of primary tumor

T1S Carcinoma in situ

Tl Greatest diameter of primary tumor 2 cm or Jess

T2 Greatest diameter of primary tumor greater than 2 cm but
not greater than 4 cm

T3 Greatest diameter of primary tumor & cm or greater

T4 Massive tumor greater than 4 cm in diameter with deep

invasion to involve antrum, pterygoid muscles, base of
tongue, or skin of neck.
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REGION SITE

Nasopharynx - Posterior superior wall {vault)
- Lateral wall

Oropharynx = Fauctal arch including soft palate, uvula, and anterior
topsillar pillar
- Tons{1tar fossa and tonsi}
- Base of tongue including glossoepiglottic and pharyngo-
epiglottic folds
- Pharyngeal wall including lateral and posterior walls
ad posterior tonsillar pillar

Hypopharynx - Pyriform sinus
= Postcricoid area
- Posterior hypopharyngeal wall

Primary Tumor (T)
TX Tumor that cannot be assessed
T0 Ko evidence of primary tumor

Nasopharynx:

T1S Carcinoma in situ

Tl  Tumor confined to one site of nasopharynx or no tumor visible
(positive bifopsy only) -

T2 Tumor involving two sites (both posterosuperior and lateral walls)

T3 Extension of tumor into nasal cavity or oropharynx

T4 Tumor invasion of skull or cranial nerve involvement, or both

Oropharynx:

TIS Carcinoma in situ

T1 Tumor 2 cun or less in greatest diameter

T2 Tumor greater than 2 cm, but not greater than 4 cm in greatest
diameter

T3  Tumor greater than & cm in greatest diameter

T4 Massive tumor greater than 4 cm in diameter with invasion of bone, soft
tissues of neck, or root {deep musculature) of tongue

; 00133232032
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Hypopharynx:

TIS Carcinoma in situ

Tl  Tumor confined to the site of origin

T2 Extension of tumor to adjacent region or site without fixation of
heailarynx

T3 Extension of tumor to adjacent region or site with fixation of
hemilarynx

T3 Massive tumor invading bone or soft tissue of neck

Nodal Involvement (N)

NX Nodes cannot be assessed

NO No clinically positive nodes

Kl Single clintcally positive homolateral node 3 cm or less im diameter

N2 Single clinicaily positive homolateral node greater than 3 cm but not
greater than 6 cm in diameter or multiple clinically positive
homolateral nodes, none over & cm in diameter

N2a Single clinically positive homolateral node greater than 3 cm but
not greater than 6 cwm in diameter

N2b Multiple clinically positive homolateral nodes, none over 6 cw
in diameter
N3  Massive homolatera) node(s), bilateral nodes, or contralateral node{s)
N3a Clinically positive homolateral node{s), one greater than 6 cm in
diameter
N3b Bflateral clinically positive nodes {in this situation, each

side of the neck should be staged separately; that is, N3b:
right, N2a; left, N1}
N3c Contralateral clinically positive node(s) only

Distant Metastasis (M)
MX  Not assessed
MO No {known) distant metastasis
Ml Distant metastasis present
Specify
Specify sites according to the following notations:
Pulmonary - PUL
Dsseous - 055
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Hepatic - HEP
Brain - BRA

Lymph Nodes - LYM
Bone Marrow - MAR

Pleura - PLE
Skin - SKI
Eye - EYE
Other - OTH

STAGE GROUPING

Stage 1 Tt NO MO
Stage 11 T2 NO MO
Stage II1 T3 NO MO
i T or T2 or T3, N1, MO
Stage IV T4, KO or N1, MO

Any T, N2 or N3, MO
Any T, Any N, M1
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APPENDIX 11

KARNOFSKY PERFORMAMCE SCALE

Nomal; no complaints; no evidence of disease.

Able to carry on normal activity; minor signs or symptoms of
disease.

Normal activity with effort; some sign or symptoms of disease.
Cares for self, unable to carry on normal activity or do active
work.

Requires occasional assistance, but is able to care for most
personal needs.

Requires considerable assistance and frequent medical care.
Disabled; requires special care and assistame.

Severely disabled; hospitalization is indicated, although death not

jmminent.

Yery sick; hospitalization necessary; active support treatment is

pecessary.

Moribund; fatal process progressing rapidly.
Dead.
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APPENDIX 111
'MANAGEMENT OF DENTAL PROBLEMS
IN IRRADIATED PATIENTS!
DENTAL CARE FOR_IRRADIATED PATIENTS

Goals for a dental care program include:

1. To reduce incidence of bone necrosis.
2. To reduce incidence of irradiation caries.
3. To alTow proper fitting of dentures following treatment.

PREIRRADIATION CARE AND PROCEDURES

The patients may be grouped into 4 groups in accordance with the problems
they present prior to irradiation.

GROUP 1

Includes edentulous patients. They may require surgical removal of any
symptomatic cysts, infected retained root tips, or alveolar hyperplasis.

These patients require hygiene instruction and precautionary instruction
about trauma with premature use of a prosthesis.

GROUP 2

Includes those with poor dental hygiene, fncluding those patients whose
teeth are beyond repair by ordinary dental procedure, those with generalized

oral sepsis, those with generalized perfodontal disease, and those with
chronic periapical abscesses or granulomas.

Procedures performed on this group include removal of all remaining teeth
prior to irradiation with primary closure and surgical preparation of the
alveolar ridges to laterally support a prosthesis. There should be
antibiotic coverage during the healing stage and adequate time prior to the
start of radiation therapy. These patients need complete hygiene
instruction and precautionary instruction about premature use of a
prosthesis.

1. Daly, Thomas E.: Management of Dental Problems in Irradiated Patients.

The Radiological Society of North America. Chicago, I11., November 29-
30, 1971,
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GROUP 3

Includes those whose demtal condition {s fair, {ncluding those patients
whose teeth are restorsble by ordinary dental procedures, periodontal

pochkets are less than 3 mm deep, caricus lesions are not in close proximity
to the pulp, and no more than 20 restorable carious lesions are presemt.
X-ray examination should show at Teast one half of the bene sti1] present
areund root surfaces. These patients require remeval of amy teeth which ave .
non-salvageable i accordamce with the above and restoration of the .
rematning teeth as required. The patients are instructed for dental
prophylaxis and ytilize custom-made fluoride carriers.

GROUP 4

Includes those whose dental hygiene is good. This includes patients who do
not have severe malocclusion and in whom few carious lesions are present.
Carigus lesions are not in close proximity to the pulp amd are correctable
by corventional methods.. These petients require periodestal eweluatior amd
dental prophylamis treining, restorations as neaded, no- emtractions prior tor
radiation therapy, amt fitting for custom-made fluoride carriers.

EXTRACTION OF TEETH

If extraction of teeth is necessary prior to radiation therapy, the bone
rust be contoured so that primary closure at the extraction site is
possible. All loose spicuges and sharp projections must be removed. The
approximation of the gingival tissue must be such that the ¢losure is
neither too loose nor too tight. At least 10 days are required for adequate
healing prior to initiation of therapy.

CAUSATIVE FACTORS

The major causative factors appear to be the reduction of the amount of
saliva and secomdarily, reductiow of pH in the mouth. This ocecurs following
high dose radiationm to the major salivary glands using parallel opposed
fields. The decay process usually occurs in the first year following
radiation therapy. It tends to occur more quickly in teeth which have a
large amount of root cementum exposed and those with large amounts of plaque
formation present. Doses of radiation in excess of 2,000 rad to the
salivary tissue place the teeth at risk.

PREVENTIVE PROGRAM

The rationale behind fluoride treatments is to make the tooth surfaces less
susceptible to the decay process. This is accomplished by a combination of
increasing fluoride concentration on the tooth surface and by the effect of
fluoride on the plaque and flora that are present in the oral cavity.
Adequate resulits are obtained by: 1} cleansing the teeth thoroughly,
followed by a good home care dental prophylaxis program, 2) construction of
fluoride carriers, custom-made mouth guards which provide local application
of fluoride solution to the gingiva and tooth surfaces. Fluoride carriers
are made individually with the use of casts. Material used for making a
mouth guard is “STA-GUARD" plastic used in conjunction with vacutrole unit
produced by Jelrus Technical Products Corp., both of which are available

.y o 00133232.037
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through Tocal dental supply houses. This material is molded to the cast
impression and allowed to harden. A fluoride solution prepared at the M. D.
Anderson Hospital 1s now available from the Emerson Laboratories Inc.,
Dallas, Texas, 75221. It has been used to coat the plastic carrier for use
in the mouth. The patients are instructed to cleanse their teeth prior to
placement of the carrier. It.is then worn in place for 5§ minutes each day.
The patients are instructed to rinse their mouths thoroughly following use

of carrier. This will be continued for an indefinite period of time. -
Close follow-up fs necessary. R

RESULTS

In the 5-1/2 year program at the M. D. Anderson Hospital beginning in 1966,
a study of 304 patients shows that the incidence of necrosis of the jaw was
reduced to approximately 21% compared to 37% prior te initiation of the
study. Group 3 and Group 4 patients randomized with and without fluoride
treatoent showed reduction in radiation caries from 67% to 34% among Group 3:
patieats, and from 65% to 221 among Group # pattemts.

FAILURE TO COMTROL DECAY

Management of failure te centrol radiation decay includes silver fillings
with continued use of fluoride treatments. If the decay process is
sufficiently advanced that a filling will no longer stay {in place, these
teeth are merely smoothed so that there will be no sharp, irritating edges.
The mere existence of such a decayed tooth is not necessarily reason for
extraction, for it must be remembered that extraction could lead to
complications such as bone necrosis. Pulp exposure resulting from the decay

process can usually be handled by the use of antibiotics and/or root-canal
therapy.

HYPERSENSITIVITY OF TEETH

Occasionally, a patient will exhibit extreme sensitivity of the teeth
secondary to diminished amounts of saliva. This has been shown to be
reduced in incidence with the fluoride treatments. Should this problem

become manifest, increasing the fluoride treatment for 10 to 15 minutes 3
times a day is recommended.

INFECTIONS

Infections occurring in patients during or after radiation therapy are best

managed conservatively with good oral hygiene, irrigation and f1ush1ng
procedures, and systemic antibiotics.

BONE NECROSIS

The patients receiving radiation therapy to a high dose to the head and neck
region have increased susceptibility to bone necrosis for several reasons
including: impairment of normal metabolism, {ncreased susceptibility to
infection, and a severely limited repair process. Bone necrosis occurs most
often after post-irradiation surgery or other traumas. Conservative
management should be tried first, though in the more aggressive lesfons a
more radical approach may utlimately be necessary.
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APPENDIX IV
ACUTE NORMAL TISSUE REACTION GRADES

Skin

0 -
1 -
2 -
3.
4 -

Wi
Erythane
Dry Olsmapasamtion

Noist Desquamation
Acute Wecrosis

Oral-Pharyngeal Mucosa

0 -

- M- O N0 ot P -
| I O I O |

t 1 62

da,

N1l

Injection

Patchy Pseudo-Diphtheritic Membrane
ConfTuant Pseudo-Diphtheritic Membrane

= Ulcorethon

3k

Distortion of sense of taste without Xerostomia
Mi1d Xerastomia

Moderate Xerostomia

Severe Yerostomia

Acute Salivary Gland Necrosis

il

Mild to Moderate Diarrhea, No Tenesmus

Diarrhea with Mucous or Mild to Moderate Tenesmus
Diarrhea with Bleeding or Severe Tenesmus

Acute Necrosis

Proctoscopic Findings
0 -

1 - Injection

2 - Dusky Mucosa

3 - Edema

4 - Punctate Hemorrhage
5 - Gross Bleeding

GU Tract Symptoms

0 -

N =0 m F-R AN N

[ B |

N1l
Mil1d Dysuria, Mocturia < 3
.Moderate Dysuria, Nocturia > 3 < §

Severe Dysuria, Bladder Spasms, Nocturia > 5
Gross Hematuria

pitation

N1]

< 20% of Field
< 50% of Field
> 50% of Fleld
Tomplete Field
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symptoms {dry cough) fiorosis sr prewmonitis fibregis or praumonitis 1funrtficiency
SYight rediographic (severe congh) Low grade Dense radiographic changes Cont inmous onypue
AppeaArances fevar. Patchy radio- Assistad venctistion
graphic appearances
HEART None Asyaptomatic or mild modarate angina of effort Savere ampine Tonpanade
Symptons M1d pericarditis Pericardia]l effusion Severn haart fallere
Trangient T wave Norsa] haart 3ipe Constrictive paricarditis- Savere constrictive
{oversion and 5T changes Pergistemt sbnormslity Mederats wart fallure pericarditis
Sinus tachycardia > 110 7 T wave and 5T changes Cardiac )
{at vest) Lo RS EKE abmsvmaltties
ESOPHAGUS Hone M4 fibrosis Unable to take 30lid food Severe tHbrosis Necrotis
S1ight difficulty in wormally Able to swellow Perforation, Fistula
swillowing 3ol ids Suatlowing sewmi-s0lid food only 1iguids
e pain on swallowing Dilstatton say be indicated h{ have patn on swallowing
: Dilatation required
SMALL FLARGE None Mild disrrhes Poderate diarrhes amd colic ostruction or blewding Necroiis
INTESTINE Mild cramping. Powml lown! movement ¥ 5 timas reqiring surgery Perforation, Fistula
sovement < 5 times datly. datly. Ercwssive ractal
Slight rectal divcharge et aF interwmittest
or bleeding Meowting
LI¥ER None | MiTd lassitude, naused Noderate Symptoms Disablimg hepatitic Necrosts
dyspepsia Some shnorsal 1iver Imytficioncy Hapatic come or
Slight!y sbaormal liver function tests Liver fumction tasts Encepha ) opethy
function Serun aTbumin normal grosaly abnormal
Low dlbumin
Edemd or ascites
KIDMEY None Transient slbuminuria Persistent moderate Severe 11bwminria Halignant hypertention
No hypertesnsion albuminuria {24} Severe hypertawsion Ureaic coma
Mild impairment renal” ™14 hypertensiaon. Mo Persistent anamis {< 1098} Urea ) 100 ngt
function : related anemia. Moderate Severe remal faillure
Urea 25-35 st impairment renal function Urea > 60 mgt
Craatinineg 1.5.2.0 ngd Uras > 35-60 mgk Creatinine > 4.0 s
Creatintne Cleavance 3 75% Creatinine 2.5%-4.0 sk Creatinine Clesrance ¢ 50T
Creatinine Clearance (50-74%)
REATHDER Nane Stight epithelial atrophy Hoderate fraguenty Severw fraguercy § dnvria Nptrotis
Minor telangiectazia Generslired telangiectasia Severe generalized Contracted 81 pider
{micrescopic hematuria) intermittent macratcopic telangiectasia (often with {capacity < 100 ¢r)
hemituria setachine). Fregquent Severe Memorrhagic
hematuria. Reduction in cystitis
hladéer capacity (< 150 «c)
ONE None Asymptomitic Moderste pain or tenderness Savare Pain v tendermict Macrosis
Mo growth retardation Retardation of growth Comptete arrest bone growth Spontanecyt fracture
Redvced bone denstty lrregular bone sclerosis Dense bone sZiernsis
T None %ild joint stiffness Moderate stiffoess Severe joint stiffness Necrosis
Slight 1imitation of Intermittent or moderate Pain with severe Conplate Tixstion
WOV BN, Joint pain 1imitstion of movement
fderate Himitation of
mvemrnt
“Grade S:  Death directly related to radiation late effect®
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APPENDIX V
PATIENT COMSENT FORM FOR
RADIATION TREATMENT OF HEAD AND RECK CAMCER*

PATIENT 'S’ NAME:
MRS
HESPITAL/CLINIC:
HOSPITAL/CLINIC 1.D. NUMBER:
1. I, , agree to take part i{n a research
{Name of Patient)
study to test the use of radiation to treat cancer of the head and
neck. DOr. Steven E. Bush, Dr. , and
' (Name of Physician)
dectors they heve chosen will do this study. Persomx hulixing: them will
be stpervised by a doctor at all times wivile trestmmt iw being givenm.
2. The treatment to be given to me has been described to me by

Dr. . It is as follows:

a. I might receive x-ray or cobalt treatments to my head and neck.
These treatments might be given to me at the

TName of Institution)

b. I might receive negative pi meson (pion) treatments to my head and
neck. These treatments might be given to me at the Los Alamos
Meson Physics Facility, Los Alamos, New Mexico.

c. Some radioactive material might be inserted in the area of my
tumor, and then removed after several days.

d. I might have an operation after the treatments described above.

e. If I agree to take part in the study, I must agree to go to
Albuquerque and Los Alamos, New Mexico, for tests so that my
doctors can plan the best possible treatment for me.

f. If 1 am chosen for pion treatment, I must stay the needed time
{about eight weeks) in Los Alamos for treatment.

g . I must agree to return to the University of New Mexico Cancer
Research and Treatment Center in Albuquerque for needed follow-up
exams, if 1 am chosen for pion treatment.

he 1 understand that I will be chosen by chance for either x-ray,
cobalt or pion treatment, and that my doctors cannot tell me ahead
of time which treatment I will be chosen to receive.

*Sample Consent Form Submitted by the Study Chairman.
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3.
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Dr. has told me that I might not feel weTl
after these radiation treatments. Some of the things that might happen
to me are:

a. My skin might get red and peel in the treatwent area.
b. I wight have pain or swelling in the trestment area.
c. | may get cavities in my teath.

d. If the doctor and a dentist say that amy teeth are bad, some or all
of my teeth may have to be pulled before [ can be treated.

e. I may lose hair in the treatment area.

f. [ may have a cough, trouble breathing, a sore throat and trouble
swisllowing. This is usually temporary.

g. [ may have drymess or too much moisture in my mouth and throat.

h. I may lose my ability to taste food, although this usually goes
away- after treatment.

i. I may have a narrowing, sores or openings in the linings of my
mouth or throat. These may or may not go away. I may need an
operation to help those which do not go away.

J» 1 may need an operation after my radiation treatment which could
result in a permanent loss of voice.

ke I could get weakening of parts of my body or be unable to move
them, although this is not expected to happen.

1. 1 may lose bone or muscle in the treatment area, although this is
not expected to happen.

m. The number of my blood cells might be less. This could make it
easier for me to get a disease caused by germs, but my blood will

be tested often so that any problems can be treated quickly. This
would be rare.

n. Even if my blood cells do not become fewer, it might be easier for
. me to get a disease caused by germs and to run a fever.

0. I may later get a cancer of the thyroid, although this is not
expected to happen, especially in people over 45.

p- I might get cataracts {clouding of the lenses) in my eyes. This
is not expected, but if it does happen it can be corrected by an
operation.
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4. Dr. has told me about the good things this
research study might do for me and for other people. It will help to
find out which kind of radtation is better in controlliing head and neck
cancer.

5 Dr. has told me about other treatments for me:

a. An operation before x-ray or cobalt treatment;

b. An operatiom alone;

€. An operatiom, x-ray, or cobalt treatment and drugs;
d. An operation and drugs;

e. X-ray or cobalt treatment and drugs.

6. Dr. will answer any questions I have during
the treatment.

7. I know that the treatment could harm me. MNo one has said that it
wouldn't. I cam stop treetment at any time I went to.

8. Dr. is in charge of my treatment. He
can change the treatment at any time, or stop it.

9. If my body is injured by the research treatment, more than or different
from that explained above, 1 understand that any emergency medical care
I need will be given to me at no cost, but I will not be paid any
money. Payment for medical costs will not continue after the emergency
treatment is finished.

10. I understand that by signing this paper I am not giving up my legal
rights. State laws exist which may help people who think they have
been treated carelessly. For information, write or call the Risk

Management Division, Room 24, Lamy Buijlding, Santa Fe, New Mexico
87503.

Date: Time: Place:

Signed: Witness:

Witness:

{Parent or Guardian When needed)
Original: Patient Chart

cc: Patient
. RTOG Headquarters

P #158-5
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