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1.1 f{valuatlion of t*e role ol adjunciive extrefasciasl hysterectomy 3n
the treatment DY subsptimal Stage 1B carcinoma of the cervax.

-

"~

[valualion oY survival and patterns of failure in suboptaimal IR

cervaax Cancer. <

1.3 The study of toxicity of a combined radistion end surgical
therapeut it pTROTeT.

1.4 ELvalustion of {nhe prognostic value of warious surcicel/pathological
characteristies in suboptimal Stage IB carcinoma of the cervix,

RACKGROUND AND RITIDNALL

TJumor volume is Teparded to be the most important prognosiic factor an
most human cancers, and there is considerable evidence that this is true
for carcinoma of tne cervix., For the purposes of this protocol, the
terms "subop!imal™ or "bulky" are used to describe large volume, Stage 1B
cervical carcinomas. These occur in two anatomical forms: the exophvilic
cervix cencer grows out from the cervix toward the lower vagina, often
acouiring considerable diamelers: endophyvtic cancers, wsually thought to.
arise in the endorervix and frepuenily adenocarcinomas, grow within the
stroma of the cemix, expanding cervical tissue intop the shape of an
indursted cvlindesr, or & rain barrel. 1In such cases, the parametrium
eppears encroached upon, but actual nodular spread is not detected by the
phvsicien. Cure Tates in suboptimal Stage IB cervix carcinoms are
oenerally considered to be less than those found following trestment of
smaller lesions. This is sttributsble to the higher rate of local,
regional, and distant metasteses as tumor volume increaees.

Sresumably, local feilure reletes to the relative radio-recgistence of
Sulky tumors to dntrecavitary applicstions, due ito phvsical prinmciples
gerivesd from the dnverse souere law. Fersistent locel cdisesse coulf be

removed ~ith a3djunciive hysierectomy following radialion thefrapy.
2ion2l and disimnt metastzses may be occult in lvmph nodes at the time
primary t‘EEmeﬁi. gue to insufficient pre-invasive cor invasive lvmph
e evaluegtionz dn add;tzoﬂ. oocumented metastases, perticulariy 3 )
Toer ‘raﬂ 1.5 2 centimeters, may not be sterilized by penerzlly
ed levels o pelvic wzll radiation in cermkix cance:.
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pne:gderarle Jale have been generglec reoarginz the role of sdjiunclive
veierectomy an the conircl of locel cisease followdng racielion therad,
oo tne sudootamel, early sia2e malignancies of tne cervax. Most of thas
5 - : , ;

gterial ‘T 1e from tne MDD, fnnerson Hosnital, s, while leler
putrlicat2ons support the use of adjunciive hvsterectiomy in reducting
centra] Tecurrences, cure rates have npt been affected. More recenily,
Rotmanf guestioned the use of ajiunctive hysterectomy in bulkyegdr
barrel-shaped Stape llB lesions, 8nd noted e three-fold increase in
fistulae and doubling in obstructive urcoathy in petients treated wit
racist ion plus radical suroery. Perez? studied 102 cases of Steoe 1B and
112 cancers (not limited to dbulky or barrel-shaped lesions) end cases
were egually Civided belween those treaied «ith radist ion therapy slone
versus those treated with radiation therapv and redical hysterectomy

with lymphadenectomy. No cases of 1B cdisease failecd locslly, while three
treated with comhined therapy developed pelvic feilures. The difference
is probably not statistically significant, and Perez concluded that there
was no siaonificant difference in cure rales or morbidity between that
croup of patients treated witn radialion alone versus those patients
treated with racical hyslereciomy and lvmphadenectomy following radistion
therapy., Agditionezl publicalions do not further clarify tnese
oues* jons. 10-1

For these reasons, 1t appears Lhet the staoe has been set for a -
aros-sceale cooperative groud study in which sudoplimal Stade 1B cancers
of the cervix could be studied in a prospective fashion. The Cvnecolozic
Oncolooy Sroup could determians whether hvsterectomy affects local control
or cure rtates. what the comdlicstion rates in a multi-center study would

be. and what fsilure palterns exisg!,
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iy confairmed

]J\
h or withou!
engomeiTiel exiension), suboptimal or bulky (as defined in

Section 3.13), F1G0 Stege 1B, as confirmed by cervilal biopsy
snd endometrial ssmpling (biopsy or curettings), and studies

Fataenis wilh pramary, untrested, hastolozice
invasive carcinoms of the uterine cervix (wit

Pat ients with the following histologic tvpes of cancer:

Patienls with "suboptimal" or "bulky" cancers are

3.131 [xoponviirc lesions with an extermal tumor diameter of
< cm or greailer, as measured by calipers: OR

3.122 & cervix expanded to & com or greater. and presumes o

by the clinician to be principally invelved with
cancer, resulting in such an expansion: cylindricsl or

Patienis witnh disease limited Lo the cervix by rlinical.
radiographic and’/or surgical examination(s’.

Fgtienics who have signeg the [onsent Form.

L3

3.
pALYITT L INRFELILTIY ANT DT IS INNC
3.1 [lsoinle Pglgents
3.0
specified in Section 7.0.
31,12
~ Souamous caercinoma
~ Ldenozarcinoma
- AgenosquambDus Carcinoma
2.%3
defined zs follows:
“harrel-shaped" csncers.
3.14
3.5
5% 8¢
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T2 Pglaienle wlth 9act or concom:itant c8ncer oLner Lhar SKaN
‘excent melanoma’,

3,22 Patients with WBZ <3,000/mz) or plstelet count <100,000/mzl.
[ 8
LY

3,23 Palients with seplicemia or severe infection,

3.24 Patients with intesiinal ohsiructiion or gastroiniestinel
bleeding.

1,2% Pgtients with gcervix cancer wno have received 8hv previpus
urgery, radiation or chemotnerapy for that cancer.

3.26 Palients with significant impairment of henatic function:
alkal ine phosphatase, SGDT. or bilirubin levels wnich are 2 «x
norma] or higher., Fatilenls wiinh impairment of rengl
function: creatinine 2.0 or greater.

3.27 Patients whose circumstiances will notl pernmit completion of the
study or the reguired follow-ud.

3.28 Da‘;e. LS with renal abnorrali‘ies reqQuiring modifizstion of
radiation fields ipelvic kaoney, renal transplantation, etc.).

3.29 ©PSgiients with a 00C Performance Grade of 4.
3.30 Pstienis whp are considered mecdically inopesradble.
3.31 Patienis with prior hyvsterectomy (total or subtotsl).

3.32 Pgtients with rediograohic or hisiolopic involvement of the

c
hipgh commdn illsrc or pere-eortlic Jvmpﬁ nooes, ang patienis who
tave Diher evigsnce of exirenclyvic diseese, intluding positive
peritonegl cviciogv. 5

3.33 Patients whD gemonsicsle melastiaeis L0 any exire-uterine si
other than peivic nodes below high common iligs nodes.
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Al]l pslients with sudootamal Stane ]E carcanome of the
cervix will bave rouline clanacal evalustion, ancludang
history and phvsical examins!ion ang blooc studies (LBC,
differential, plstelet count, creatinane, SGDT, &lkaline
phosphalase ang bilirubin). All patients will hevescon-
firmation of disgnosis by cervical biopsy 8nd encometrial
sampl ino (biopsy or curettage). Chest x-ray and evalustion
of the urinary tract (intravenous pvelogrephy., rajicisotopic
renal scen or U7 scenning with contrast) are reouired. The
patient's disease must meet the criteris for clinaical

Stape 1B (Appendix 11).

Pat ients must be subjected to noninvasive preireatiment
evaluation of the para-aortic nodes by one of the following:
C1 scan, lvmphangiogram or sonogrart. 1f in the pre-entry
evaluat ion the patient had & T1 scanning with contrast that
included the pare-aortic and high common iliac.nodes in the
study volume, this study will satisfv the reguirement. 1f
nodes are interpreted as suspicious or positive on the basis
of the noninvasive evalustion, the investigator must proceed
to do either faine needle aspiration for positive nodes or -
extre-peratoneal surcical samdpling of nodes. 1f fane needle
espiration is negastive or 1f the noninvesive evsluation is
negative, extraperitoneal surgical sampling is ootionel.

Syroicel Stasoino Procedure

w
YIS

4.21 - Nodel Surperv

Patients may be evzluaied surpirelly in the same wav patients
with Stage 11, 11) and IVA cencess of the cervix ere manafel.
Tne patient may undesQo exirederitoneal surcical sampling of
sgre-a3ortic egnc hins common~ iligr nooes bilaterzlly as the
farst step (see Appensix V.., Feivars lvmph nodes below the
level of the upper common iliac onein need not be sampled.
Intraoeritoneal exploretion w«ill de carried sutl efter the
reiroperitonesl bisosies., Tviclogic weshings oFf the pelvic
cevity mesi be oStgineZ. Insoeciapn of all antre-adbdominal
crgens for evicence of metesiases mJiEY be done and suspictious
greas discovered should be biopsied, if possitle. Handlina of
tigsues im gress that will rTeceive rafiEtice subsesuently
shoulS be minimz).,  Tme resul4s of tnis susoiral staging will
ther serve o delerrine waeither pztiemts will be eligible fzo-
tris protocsl!., These individuels meetling tne 5li;ibility
reguiremenis of Section 2.7 snculd be entered,
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4,417 Regimen 7], Raciagtion Therapv Onlv - Ppoint A Dose 800D coby

: Point B Dose 5500 c0v

4,517 Ixternal Irradist ion

Patients will receive 4300 cGv externz] beam therany

delivered homogeneously tp the pelvis in &4-5 weeks,

(See Section 4.&3 for dose distribution., 5 day/week

fractions of 180-200 c¢Gy:.

NDIL: 1f &after 4300 colv it is not poseible to
oel iver sdegusie intraravitery treatnment,
externzl iresimenti may be continued up to
& maximum of 5030 cGv in 5 to € weelig, then
intracevitery treatment wil) pe oelavered.

I~{racavitery lrraciztion in Two or Dne Aoclacst jons

Patients will receive sufficient intracaviitary

tregiment 10 raise the Point A doses top BOD2D ¢ty

minimum toital {comhined external and intracaviter:
treztment’. Standars gfier loefing sie™ and ovoid

2oplicgicrs snould be vseZ for this. .

NDTE: 1f the petient received &000 cCy Pcint A
ocse from external trestment, two 2000 cGv
intrecavitery applicetions would be used: if
500D =Gy exiernzl dose wes piven, then a2

. single 3000 coCy applicslion would suffice.

Comzletjor 0f Tregime-s

I¥ necesgsery io reise (ne Ppint 2 dose ‘o tne

prescrined 5500 Ty tctal dose level, ecfitional

exzernal redistion wiih cenirel snielsing should be
iven pfier the inicecsvitery apolicastion in order to
gcoomplisn this,

CTE: A1) recdistion thereoy xust be compleied
within 10 weeks of its initistion.
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'wterngl! lrraZie’1on

Patients will receive £500 cCv external beasmr Xherapy
oelavered homooeneously Lo the pelvis in & ta 5 weeks.
(See Section &4.43 for odose distribution. 5 day/week
fractions of 1B3-20D cly).

NOTE: If after 4500 ely it is not possible to
deliver sdeguste intracavitary trestwent,
externel trestment mey be continued up to
e maximum of 5000 cGv in 5 to 6 weeks, then
intracevitary trestment will be delivered.

Imtracavitary lrradistion

Litner one or Lwo intracavitary apglicatiions may be
used to deliver 3000 cGy tc Peoint 2 using standard
after-lcacing epplicstiors wilh siem and ovoids.

NOTE: If the external trestment is carriec to 4500
cGy, the intracavitery dose will be 3000 ciGy
Point A oose, in order to schieve the pre-
scribed 7500 cGy Point 4 dose totsl {combined
external end intracevitary trestment).

Tompletion of Tregiment

17 necessery tp reise the Point 2 gose to the
crescribed S500 oGy totzl cose level, zdditionel
externgl T2Ziglion wiin CEMLTE! shaelizing snoulc be
civern gfier tne inmtracavditery esclaret2one,” in Dprger
sccomolish this. .

NDTE »

Al) redietion therapy must be completed
within 0 weexks of ite initietd

RS
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vary maore tnan 5% from the recommengecC dose.

Radia* ion Sources

Rsdiation sources employed in these clinical trisls ¢il) be
»~Tay genersiors which produce x-ray beams with the peak
photon energy of & MLV or more, or Cobelt 6D irrsdistors.
Radistion output of the unit must be aoepuzsie to permit
emplovment of 8 7SD or SSD of B] om or more.

Intracavitary radietion may be delivered by radium., cesium, or
cobalt sources in standacd cor commonly used applicators,
provaded that ecceptable radium dosimetry can be determinec.
interstitis]l tnerapy is not acceptable for this protocol.

The volume irrgfisted will include the totality of tne
DOVIDUS Ciseuse. the wmole uteruvs, paracervical. parametriel
and uterosacral regions, as well as the areas of the external
iliac. hyvpogesirac and cbiurator lvmpon nodes. As 3 minimuT,
ihis vplume woulgd have the following boundaries:

Superior: 1ne upper margin of L-5.

Jnferior: Tne micoortion of the pbturator foramen,
or the lowest exiencisn of the dissese
with adeguale margin.

Laterszl: 1 om bevond the lateral mergins of the
bony pelvic wall 2t the wides!t plane of
tne pelvis (tnis must be 3t least 7 om
frpm tne miZline of this olanel.

Szg= wverafaceilion filmg will Se phizlined ans suoriitern o

.
tne GOC Dperziione [99ice witn 4ne nztiijent's reocros.
Jrinpoongl Soeimeisy Tilme will e dalhen following the
INTTEIEVILETY msertion. gnd the film gnz celoulations
eudTitied Lo Tme Ioeretlaons JITTIze wIth tne oellemt’s recoros.
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