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OBJECTIVES

1.1 To determine the survival and progression free interval of patients
with maximally debulked advanced endometrial carcinoma treated with
abdominal rediation therapy.

1.2 To determine the procression free interval and site of recurrence in
patients with Stage I and Il papillary sercus carcinoma of the
endometrium treated with abdomiral radiation therapy with pelvic
boost.

BACKGROUND AND RATIONALE

In regard to Objective 1.1:

Advanced endcmetrial carcinoma, Stage III and Stage IV accounts for 10% of
all patients with errfometricl carcinoma. There are additional patients,
clinically Stage 1 or Stage II, who on surgical evaluation have more
advanced disease, disease rot readily cured by total abdominal hysterectomy
and bilateral salpinmgoophorectomy and pelvic radiotherapy. According to
1665 data obtained from GOG Protocol #33,1 6.3% of patients with Stage I
or 11 had adnexal spread of disease. The peritoneal cavity was involved by
gross tumor in 6.1% of patients - 1.87 by cross serosal breakthrough of the

vterve, 1,89 kv palvic “rplarts and 2,82 by ertezrelvic implants.  Danetf

tyin

€1 &7 eveiueted 32 patients with Stace II! citczse. She divided them
into Z groups: 19 patients with "clirical Stage III" and 13 patients with
"rethologic Stage ITI". The crude five year survival was 11.7% and 44%
respectively. The most commcrn evidence of distant metastasis in patients
with clinical Stage TII was diffuse intraperitcreal metastasis with tumor
involving the omentum, mesentary, small bowel and peritoneum. Yoonessi et
3 reported on 20 of €4 patients who died with distant or distant and

local metastasis. The distant metastasis were carcinomatosis with or

al

without ascites and invelvement by the omentum. In his review of
. . 4 .
adenocarcinoma of the endometrium, Howard Jones™ recommended primary
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exploraticen and total abdominal hysterectomy and bilateral
salpingoophorectomy in clinical Stage III patients. Occasionally the
adnexal mass is benign or primary ovarian carcinoma. He stressed that a
correct diagnosis and documenrtation of the full extent of disease is
essential to develop a treatment regimen. However, his experience with
whole abdominal radiation therapy was small and disappointing. He
therefore advocated treatment of Stace IV disease with progestational
agents.

Progestational agents have, however, been somewhat disappointing. Jones4
cites an overa!l obiective response rate of 20-40%. Most of these
responses are in patients with well differentiated tumor. There was an

overail response rate of only 14% ir a GCG study5

of patients with
¢ivanced or recurrent enacretrial carcinoma treated with medroxy-
progesterone acetate. The response alse cerreiated with grade, the well
differentiated tumors respcrcding better than the poorly differentiated
tumecrs. Since 73% of Stage IIT tumors are Grade 11 (54%) and Grade 111

f19%), the expected resperse to progestins is quite poor.6

Systemic chemotherapy has beer ecuelily disappointing. GOG Phase 11 trie]7
cf cis-Platinum had only a 4% objective response (one partial response)
emorigc petients with measurable advanced or recurrent endometrial cancer. £
response rate of 36.8% was ncted ir combination chemotherapy for two
regimens - melphalan and 5-fluverouracil cor cdevervhicin., 5-Fflyorourzeil and
cyc1ophcspham1de.8 Preliminary response date or patien.. .veatec ,» th

1 reveals

either doxcruticin or doxorubicin and cyclophesphamice (GOG 48)
only a 25.3% respcree rate (10.4% CR, 14,9% PR). Conclusions drawn are
that "the combination of doxorubicin plus cyclophosphamice eppears to offer
no advantace cver doxorubicin alone in the management of endometrial

carcinoma."

In 2 highly selected patient group radiation therapy appears promising.
Greer and Hamberger9 reported a corrected 5 year survival of 80% anc
absolute 5 year survival of 63% among 27 patients with intraperitonezl
metastatic adenocarcinoma of the endometrium, who had 2 ¢m or less residual
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disease at laparctomy, and postoperative treatment of whele abdomen by
moving strip techricue with pelvic boost irradiation. Twelve patients with
incidental metastatic disease did better than those 15 patients maximally
debulked to 2 cm or less (5 year survival 91%, 71% respectively). The
distribution of tumor grade was Grade 1 - 5 patients; Grade 2 - 16
patients; and Grade 3 - 4 patients. There was no difference in survival
by grade of the tumor. Major complications included two patients
develeopirg severe enteritis requiring cessation of therapy. Major late
complications included one patient with a vaginal ulcer, ore patient with a
partial small bowel obstruction and rectal bleeding managed conservatively,
and one patient with small bowel obstruction requiring surgical correction,
with a later development of an enterccutaneous fistula also surgically
cerrected.

Cf six patients with recurrerce, three developed recurrence inside of the
treatment field, two developed recurrence outside the treatment field, and
one developed recurrence in both areas. No data are currently available
for systemic therapy in such a highly selected patient population.

In summary advancec erccretrial carcinoma, "surgical stage” III and IV
limited to the ebdomen, in small series, appear tc have a favorable
response to total abdomiral radiotherapy if maximally debulked at
Taparctomy to 2 cm or Tess.

F Fhese 11 trial of total abcdemiral raciation therapy in treating patients
with erccmetria’ carcinoma with abdominal metastasis, maximally debulked tc
2 cm or less, is therefore proposed to attempt to confirm the excellent
results by Greer and Hamberger.

In regard to Objective 1.2:

Papillary serous adenocarcinoma of the endometrium has also been recently
identified as a clinically agoressive variety of endometrial carcinoma
Hendrickson et a]lG reviewed 256 Stage I endometrial carcinomas and

identified 26 as uterine papillary serous adenocarcinoma. Fifty percent of



-4 GOG #94

these 26 patients relapsed (five times the rate of classical endometroid
carcinoma of the endometrium). Six of 7 failures in the upper abdomen were
uterine papillary serous carcinoma (6/26 papillary serous tumors failed in
the upper abdomen). There were an additional 26 patierts with more
advanced papillary adenocarcinomas which were followed. Of these, 11
presented or relapsed with abdominal carcinomatosis. Only four of these 26
patients survived. The authors recommended adjuvant upper abdominal
radiatior therapy or chemotherapy. Sato et a]ll reviewed 229 patients with
endometrial carcinoma. Eight of these patients had papillary serous
aderccarciroma. Only 3/8 had Stage I disease; 3/8 had Stage III and 2/8
had Stage IV. This contrasts sharply with 80% rate of Stage I crdinarily
seen with ercdcretrial carcinoma. This papillary tumor was also associatec
vith deep mvometrial involvement in 50% of the cases. Walker and M111512
cemcrstrated 6/11 patients with papiliary serous carcinoma had either Stece
ITT cr IV cdisease. Lauch1an]4 proposed that early lymphatic and vascular
involvement was respcnsible for frequent dissemination c¢f aisease even in
the absence ¢of deep myometrial involvement. Hendrickscn10 cited the
tercercy ¢f tumcr to spread over the peritoneal surfaces in a manner
similar to ovarian cearcinoma.

Because of the aggressiveness of papillary serous carcinoma of the
endometrium, with frequent relepsec and spread in the upper abdomen and
peer response of endomeirial carciroma ir general to progestational agents
ird cvetemic chemothevary, 9t 9t oreresed thet Stece 1oing IT papiilery
sercus carcinoma vaviants te ircluded. However, this subset of patients
will be eveluated separately in order to detect differences in progression
free interval and site cf recurrence.



