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New perspective of endometrial cancer screening in women with abnormal

bleeding

Prof Hung-Cheng Lai, MD, PhD
Department of OBS&GYN, Shuang Ho Hospital, Taipei Medical University, Taipel, Taiwan

Background: The increasing incidence and mortality of uterine cancer in Taiwan and
worldwide suggests a need for new strategies. DNA methylation assays from conventional
Pap materials used as a triage test may allow women to avoid unnecessary endometrial
biopsy.

Methods: We did a multicenter confirmatory study to test the diagnostic accuracy of a
standardized DNA methylation assay (MPap™) against results from invasive procedures.
Women older than 40 years old with abnormal uterine bleeding underwent a transvaginal
ultrasound, MPap™ and endometrial tissue biopsy by suction curettage, dilatation and
curettage, or hysteroscopic biopsy. Sensitivities (Sen), specificities (Spe) and accuracies were
calculated.

Result: From Jan 2018, we started to enroll patients from 5 centers around Taiwan. A
preliminary analysis of 251 women as a training set revealed Sen of 90%, Spe of 75% and
accuracy of 90% for the detection of endometrial cancer, which is better than TVUS with
accuracy around 65-70%.

Conclusion: The application of DNA methylation-based testing for endometrial cancer
detection is promising. MPap™ testing, used as a triage before an invasive endometrial
biopsy, may allow women to avoid invasive biopsies by more than 70%, which may reduce the
risks and cost of over-diagnosis.
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Detection of lymph node metastasis in early stage endometrial cancer
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* Debate: Adjuvant treatment for endometrial cancer after surgery --

RT for early and advanced endometrial cancer, pros and cons (IE7 £ ##)

Endometrial cancer is the most common cancer of the female reproductive tract in
developed countries. Surgery is the first treatment for almost all women with endometrial
cancer. The tissues removed at surgery are examined to determine the stage of cancer.
Depending on the stage of the cancer and surgical pathologic findings, further adjuvant
treatments, such as radiation and/or chemotherapy may be recommended.

The prognosis for early-stage endometrial cancer is excellent, but some patients within
this group will have risk factors such as age, tumor grade, depth of myometrial invasion, and
lympho-vascular space invasion (LVSI) that will place the risk of 5-year disease recurrence as
high as 20% to 25%. Several phase III randomized controlled trials (RCTs), including the
PORTEC-1,2,3 and GOG 99 defined high-intermediate risk (HIR) group of surgically staged
endometrial cancer patients and demonstrated decreasing recurrence rates following
adjuvant radiotherapy (RT) in these population without altering overall survival (OS).
Furthermore, Gupta et al. evaluated the impact of adjuvant RT on 33,600 patients with
high-intermediate risk (HIR) stage I endometrial cancer, and showed that adjuvant RT
followed by surgery was associated with a statistically significant 4.1% improvement in 5-year
OS compared with surgery alone in stage I HIR endometrial cancer. These data suggested
that adjuvant RT could be considered in early-stage endometrial cancer patients with certain
pathologic risk factors.

Patients with advanced-stage endometrial cancer have a significant rate of relapse. GOG
122 demonstrated adjuvant chemotherapy significantly improved PFS and OS compared with
whole- abdominal irradiation. However, in this trial, residual tumor up to 2cm was allowed,
and it has been speculated that low dose RT was not sufficient for macroscopic residual tumor.
Maggi et al. showed no OS differences between RT and chemotherapy, but local recurrence
rate was lower in RT arms in high-risk patients without residual tumor. Three RCTs, including
GOG 249, PORTEC-3, and GOG 258 investigated the effect of RT combined with
chemotherapy in high-risk patients. These trials confirmed that RT is an effective,
well-tolerated, and appropriate adjuvant treatment in high-risk early and advanced
endometrial cancer. Although RT could not improve OS, but it could decrease local recurrence
rates and had less adverse effects.
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* Debate: Adjuvant treatment for endometrial cancer after surgery --

RT for early and advanced endometrial cancer, pros and cons (IE75 & ##)

Heng-Cheng Hsu, MD
Department of OBS&GYN, National Taiwan University Hospital Hsin-Chu Branch, Hsin-Chu, Taiwan

Endometrial cancer is a common cancer in women in Taiwan, ranking sixth in prevalence
and with its cancer related death ranking 11. According to the national registry annual report
of Taiwan, there were 2128 of cases of endometrial cancer in 2016.

The disease is comprised with mostly early stage disease because of its irregular
bleeding symptoms leading to prompt diagnosis. Early stage disease patients have a
favorable prognosis. The majority of the early stage cases are treated with surgery, with
adjuvant therapy reserved for those with a higher risk of recurrence. Risk of recurrence is
categorized by multiple factors according to previous literature.

As with patients with advanced disease, the treatment is surgery with adjuvant therapy.
Clinical and pathological factors affect the risk of recurrence include the extent of abdominal
and pelvic disease, histologic subtype, nodal involvement, and whether optimal resection was
achieved. The optimal treatment for advanced stage endometrial cancer has been in much
debate.

There has been much research in how the adjuvant therapy should be done in both early
and advanced stages of endometrial cancer. In order to decrease the risk of recurrence,
women with high-risk endometrial cancer have been treated with pelvic radiation for decades.
Also, there is a higher incidence of pelvic recurrences reported in cases treated with adjuvant
chemotherapy alone compared to those with radiation. We share our views in order to show
how radiation therapy implementation benefit the patients with a higher risk of recurrence
and those with advanced disease.
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* Debate: Adjuvant treatment for endometrial cancer after surgery --

RT for early and advanced endometrial cancer, pros and cons

For stage I endometrioid adenocarcinoma, NCCN guidelines suggested vaginal
brachytherapy for low and intermediate risk disease in the presence of risk factor for
recurrence, including age >= 60 years, depth of invasion, LVSI, and possible tumor volume,
depth of invasion, and lower uterine segment or surface cervical glandular involvement.
However, none of large RCTs proved pelvic and/or vaginal brachytherapy in improving OS of
adjuvant irradiation. Moreover, in the meta-analysis of randomized trials, irradation also failed
to increased OS. Although vaginal brachytherapy was associated with less complications than
pelvic R/T, there were no trials direct comparing vaginal brachytherapy with observation when
risk factor exists.

For completely staged II endometrioid carcinoma treated with radical hysterectomy, no
adjuvant therapy was suggested for patients without other risk factors other than cervical
involvement.

For stage III disease, subgroup analysis from PORTEC III trial which randomized candidate
patients to chemoradiation (monthly cisplatin + pelvic RT, then carboplatin + paclitaxel x 4 or
to pelvic RT alone, found 5-year overall survival 79% for CCRT, 70% for R/T alone (R 0.71,
adjusted p=0.074). 5-year failure-free survival was 69% in CCRT group, and 58% in R/T group
(HR 0.66, adjusted p=0.014)

Uterine serous carcinomas, clear cell carcinomas, carcinosarcomas, and undifferentiated/
dedifferentiated carcinomas are considered more aggressive histologic variants of malignant
epithelial tumors, with a higher incidence of extrauterine disease at presentation. Therefore,
systemic therapy with (or without) tumor-directed RT is the preferred option.

Accordingly, R/T is not an adequate adjuvant treatment in different clinical situations of
endometrial cancer!
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Novel therapy for ovarian cancer

Peng-Hui Wang, MD, PhD
Department of OBS & GYN, Taipei Veterans General Hospital & National Yang-Ming University, Taipei Taiwan

The current treatment of EOC is the combination of complete staging surgery with
primary debulking surgery (PDS) and postoperative platinum-paclitaxel-based chemotherapy,
or the use of sandwich method (chemotherapy-operation-chemotherapy), including
preoperative chemotherapy (neoadjuvant chemotherapy-NACT), interval debulking surgery
(IDS) and postoperative multi-agent chemotherapy. Under this most popular and
well-accepted standard therapy, the outcome is still disappointing because nearly all patients
can achieve complete remission, even though they are advanced diseases; however,
unfortunately, the majority of patients will relapse with the median progression-free survival
(PFS) ranged between 16 and 21 months, and the median overall survival (OS) ranged from 32
to 57 months, and these patients finally will die within several years after initial treatment. All
suggest the new modalities are urgently needed to enhance the therapeutic effects and
subsequently increase PFS and OS.

Among the promising advance in EOC therapy, such as altered delivery method of
chemotherapeutic agents (intravenous or intraperitoneal routes), changed dose and interval
of chemotherapy administration (dose-dense chemotherapy), intraperitoneal hyperthermia
treatment, and additional new agents (small molecules, monoantibodies, and others), which
can target the specific cancer-specific antigens, hint the underlying repair system of cancer
cells, block the nutrition or oxygen supply (for example, antiangiogenic drugs), change the
interaction between cancer cells and surrounding cells, alter or modify behaviors of cancer
cells, enhance immune-clearance ability (for example, immune checkpoint inhibitors, immune
system modulators), or enhance the therapeutic effect of the original chemotherapy. These
latter new agents can be used in the combination of original chemotherapy or alone, based
on their targeted sites and mechanisms. All represent a paradigm shift in cancer treatment.

The current talk serves to update emerging data from research articles or trials
evaluating the impact of novel therapy on EOC and briefly introduce the advance and
development of therapeutic interventions with the goal to improve outcome of patient with
EOC.
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* Debate: Secondary debulking for recurrent ovarian cancer
“RABEFMRERMIIEENAE (EHEHW)

Cheng-Chang Chang, MD, PhD
Department of OBS&GYN, Tri-Service General Hospital, Taipel, Taiwan

Secondary debulking in women with recurrent epithelial ovarian cancer is widely
practiced and debated, which is safe and feasible in selected patients. The results of these
studies may be different because of different clinical practices and different patient
populations.

Patients with a positive predictive Arbeitsgemeinschaft Gynakologische Onkologie (AGO)
score who underwent a secondary debulking surgery for platinum-sensitive recurrent ovarian
cancer (PSROC) first relapsing after at least six months since platinum chemotherapy
experienced longer progression-free survival (PFS). AGO DESKTOP I employed a predictive
AGO score to identify patients who will have complete tumor resection in secondary surgery,
composed of an Eastern Cooperative Oncology Group performance score of 0, complete
resection during first-line treatment, and ascites less than 500 ml. Positron emission
tomography-computed tomography(PET-CT) scan has more positive findings in patients with
suspect recurrence who have rising CA125 levels despite negative results on standard
magnetic resonance imaging(MRI) or computed tomography(CT); it can modify the
management by accurately mapping the distribution of recurrent disease, and it is definitely
associated with a real RO status after secondary cytoreductive surgery. In the era of
personalized medicine, the indication of secondary debulking should be individualized.
Secondary debulking increases time to first subsequent therapy (TFST) and post-recurrence
survival (PRS) in PSROC patients with BRCA™" candidate for olaparib maintenance after
platinum-based chemotherapy. HIPEC following secondary cytoreduction is an alternative
approach for patients with the recurrent ovarian disease. A meta-analysis showed better OS
rates for patients with recurrent epithelial ovarian cancer when adding HIPEC to secondary
debulking and traditional chemotherapy.

Secondary debulking is a clinically beneficial treatment option for selected patients with
PSROC. Younger women in good health with a lengthened disease-free interval and isolated
tumors are the best candidates for surgery.
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* Debate: Secondary debulking for recurrent ovarian cancer
“RABEFMREREMIIEENAE (EHEW

Liao Cheng-I MD
Department of OBS & GYN, Kaohsiung Veterans General Hospital, Kaohsiung, Taiwan

Despite the absence of randomized data showing a survival benefit conferred by primary
cytoreductive surgery, meta-analyses support the approach. Theoretically, maximal surgical
effort may help overcome intrinsic drug resistance, increase drug perfusion, enhance host
immunologic response, increase the growth fraction of tumor cells, and circumvent acquired
drug resistance after adjuvant platinum-based and taxane-based systemic therapy.
Unfortunately, recurrent disease develops in more than 80% of women. The 10-year rates of
disease-free survival among patients with recurrent disease are abysmal and are below 15%

Given the widespread adoption of primary surgical cytoreduction, it is not surprising that
the approach is also strongly considered for patients with recurrent disease — particularly
those who are considered to be candidates for platinum reinduction (e.g., a prolonged
treatment-free interval after platinum therapy) and those with isolated or limited-volume
recurrent disease.

Current National Comprehensive Cancer Network list the secondary cytoreduction
procedure can be considered in patients with recurrent ovarian cancer who recur more than
6— 12 months since completion of initial chemotherapy, have an isolated focus (or limited foci)
of disease amenable to complete resection, and do not have ascites.

In GOG-0213 trial, secondary surgical cytoreduction in patients with platinum-sensitive,
recurrent epithelial ovarian cancer selected according to these criteria appears to be feasible,
with acceptable postoperative morbidity, but did not result in longer overall survival than no
surgery. The delay in initiation of chemotherapy in the surgery group and the previous
residual status after the primary cytoreductive surgery may deliute the benefit of secondary
cytoreductive surgery.
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* Debate: Secondary debulking for recurrent ovarian cancer
“REEFNRESMINEENAE (RTEHW)

Hung-Hsueh Chou
Division of gynecologic oncology, Department of Ob/Gyn,
Chang Gung Memorial Hospital at Linkou

Disease recurrence occurs in most of epithelial ovarian cancer (EOC), and always comes
repeatedly afterwards. Salvage treatments include secondary debulking surgery and
chemotherapy, or in associated with other adjuvant methods.

Some studies focus on the benefit of secondary cytoreductive surgery. The Gynecologic
Oncology Group (GOG) 213 trial randomly assigned 485 patients with recurrent
platinum-sensitive ovarian or primary peritoneal cancer who had a complete response to
front-line chemotherapy, a treatment-free interval longer than six months, and
investigator-determined resectable disease to secondary cytoreductive surgery followed by
platinum-based chemotherapy (N=240) or platinum-based chemotherapy alone (N=245)
(carboplatin and paclitaxel with or without bevacizumab). Complete gross resection (R0O) was
achieved in 63% of patients who underwent surgery.

At 48 months median follow-up, the HR for death was similar for both groups (surgery
versus no surgery HR 1.29, 95% CI 0.97-1.72), which corresponded to a median overall
survival after surgery versus chemotherapy of 50.6 and 64.7 months, respectively. The HR for
disease progression or death was also similar (surgery versus no surgery HR 0.82, 95% (I
0.66-1.01), with median progression-free survival after surgery versus chemotherapy of 18.9
and 16.2 months, respectively.

In addition, 9 percent of patients in the surgical group experienced surgical morbidity,
and one patient died from postoperative complications.

Therefore, we object secondary cytoreductive surgery to every patient with recurrent
EOC.
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* Debate: Secondary debulking for recurrent ovarian cancer
“RABEFMREREMIIEENAE (RAEEW)

Hao Lin, MD,
Department of OBS&GYN, Kaohsiung Chang Gung Memorial Hospital, Taiwan

The debate over secondary cytoreductive surgery for recurrent, platinum-sensitive
ovarian cancer remains an open one, as studies reported over the past year produced
disparate results.

The concept of secondary cytoreductive surgery dates first described in the early-1980s
based on single-center case series and retrospective cohort studies have supported the
concept for well-selected patients. A meta-analysis involving 1,100 patients identified
complete surgical resection (RO) as the strongest predictor of survival (P<0.001). At the 2017
American Society of Clinical Oncology (ASCO) annual meeting, a large, randomized European
study (DESKTOP III) showed significant improvement in progression-free survival (PFS) with
secondary surgical debulking. In 2018, a retrospective analysis from Norway showed a strong
association between treatment-free interval, complete surgical resection, and both PFS and
overall survival (OS), as compared with patients who received only chemotherapy at
recurrence. However, at the recent 2018 ASCO annual meeting, a highly anticipated U.S.
NRG/Gynecologic Oncology Group (GOG 213) trial showed no survival benefit -- PFS or OS --
for patients who had secondary cytoreductive surgery, followed by chemotherapy, versus
those who received chemotherapy alone. Median OS was a year longer for the non-surgical

group.

There are possible several reasons that may dilute the surgical effect measured:

1. Patient selection criteria on the prediction of RO on secondary surgery varied among
centers. The question remains, as to which selection criteria should be used? Gynecologic
surgeons at MSKCC established a relatively simple patient selection criteria to predict RO
in secondary cytoreductive surgey. The criteria take into account the 1) duration of the
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disease-free interval, 2) single or multiple sites of recurrence, 3) the presence or absence
of carcinomatosis. Their experience of using this criteria showed a RO rate of 86%.
However, the RO rate would have dropped to 49% if the patients had been evaluated by
the criteria used in the randomized European trial. Patient selection criteria for the
European study consisted of 1) >6-month platinum-free interval, 2) good performance
status, 3) no residual disease after primary surgery, 4) <500 mL of ascites. Therefore, case
selection remains challenging and controversial among many centers.

2. The use of bevacizumab and the selection of highly active chemotherapy may have
masked an incremental benefit from surgery, similar to the evaluation of bevacizumab
combinations in frontline therapy.

3. Improvements in clinical care and the availability of more effective treatments,
particularly those in selected populations (e.g. use of PARP inhibitors in patients with
tumors with alterations in BRCA1 or BRCA2). All these may extend postprogression
survival and can dilute the secondary surgical treatment effect measured.
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