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ABSTRACT
Question

What istheroleof hormonal therapy asadjuvant therapy
in patients with stage 1 endometrial cancer?

Per spectives

Thereislittle consensus on therol e of adjuvant treat-
ment for patients with stage endometrial cancer. Al-
though the use of hormonal therapy hasbeen established
in advanced disease, |ess agreement has emerged con-
cerning the benefits of adjuvant hormonal therapy for
patientswith early-stage disease. The objective of the
present evidence serieswasto review the existing lit-
erature on the role of hormonal therapy as adjuvant
therapy in patientswith stage1 endometrial cancer.

Outcomes

Reports were sought that included at least one of the
following outcomes: overall survival, disease-free sur-
vival, recurrence (local, or distant, or both), adverse
effects, and quality of life. Because of the potential for
long-term adverse effectswith adjuvant hormonal treat-
ment in this patient popul ation, especially with regard
to thromboembolic or cardiovascular events, therates
of non-cancer-related death were al so of interest.

<~
Cancer Care Ontario’sProgram in Evidence-Based

Careissponsored by Cancer Care Ontario and the
Ontario Ministry of Health and Long-Term Care.

M ethodology

The MEDLINE, EMBASE, and Cochrane Library data-
bases were systematically searched for randomized
controlledtrias, practiceguideines, systematicreviews,
and metaranalyses. Theresulting evidenceinformed the
development of theclinical practiceguideline. Thesys-
tematic review with meta-analyses and practice guide-
linewere approved by the Report Approva Panel of the
Program in Evidence-Based Care, and by the
Gynecology Cancer Disease Site Group (DsG).

Results

Ninerandomized trials and one published meta-analy-
sis comparing adjuvant hormonal therapy with no
adjuvant therapy in women with stage 1 endometrial
cancer congtituted the evidence base. Onetrial reported
astatistically significant survival benefit with adjuvant
progestogen as compared with no further treatment
(97% vs. 69%, p < 0.001). In that trial, the treatment
group had ahigher number of patientswith lessmyo-
metrial invasion, and alower number of patientswith
advanced-stage disease. These differencesin baseline
characteristics between the randomized groups were
considered to be clinically important. In addition, the
results of that trial were not consistent with those of
other trials, and the trial was a source of statistical
heterogeneity when datawere pooled acrosstrials.

In two of the nine randomized trials, statistically
significant recurrence-free benefitswere detected with
adjuvant hormonal therapy ascompared with no further
therapy. Inonetrial, thedifference between therates of
recurrence was 16%; however, the methodol ogic con-
cernsrelated to that that trial limited itsrelevance. In
the other trial, the difference between the rates of re-
currence was 5%. In that trial, patients were at ahigh
risk of recurrence. None of the remaining seven
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randomized trial sreported any significant differencein
recurrence rates between treatment groups.

The meta-analysisidentified in the literature de-
tected no statistically significant recurrence-free or
overall survival benefit associated with adjuvant hor-
monal therapy as compared with no adjuvant therapy
[odds ratio (or): 1.05; 95% confidence interval (ci):
0.881t0 1.24). Thoseresultsare consistent with there-
sults of the meta-analysisin the present report, which
included an additional two trials (or: 1.10; 95% ci:
0.91t01.34).

Practice Guideline

Target Population Thisclinical recommendation ap-
pliesto women with newly diagnosed stage | endome-
trial cancer.

Recommendation The available evidence does not
demonstrate any benefit for adjuvant hormonal therapy.
The use of hormonal therapy is not recommended as
adjuvant treatment for patients with stage 1 endome-
trial cancer.

KEY WORDS

Adjuvant hormonal therapy, stage endometrial can-
cer, early-stage endometrial cancer

1. QUESTION

What istherole of adjuvant hormonal therapy in pa-
tientswith stage1 endometrial cancer?

2. CHOICE OF TOPIC AND RATIONALE

Endometrial cancer isthe most common gynecologic
cancer in Canada®. Each year, approximately 3900
women are diagnosed with endometrial cancer in
Canada, about 1550 of whom residein the province of
Ontario. Approximately 75% of patients present with
stage 1 disease, which is confined to the uterus?. Pri-
mary surgical treatment for patients with stage 1 en-
dometrial cancer typically consists either of a total
abdominal hysterectomy with bilateral sal pingo-
oophorectomy, or complete surgical staging, which
involves abdominal hysterectomy, bilateral sal pingo-
oophorectomy, dissection or sampling of pelvic or
para-aortic nodes (or both), peritoneal cytology, omen-
tectomy, and peritoneal biopsies?.

Thereis little consensus on the role of adjuvant
treatment for patientswith stage1 endometrial cancer.
Currently, there is evidence to support the role of
adjuvant pelvic radiotherapy in stage 1 endometrial
cancer to reducerisk of recurrence for higher-risk pa-
tients (stage ic, grade 3) and perhaps for patients at
intermediate risk (stage ic, grades 1 or 2; or stage ia
or 1B, grade 3), but not for patients at lower risk (stage
1A Or 1B, grades 1 or 2) 4. Although the use of hormonal

therapy has been established in advanced disease 5,
less agreement has emerged on the role of adjuvant
hormonal therapy in early-stage disease.

The objective of the present evidence series was
toreview the existing literature on the role of hormo-
nal therapy as adjuvant therapy in patientswith stage|
endometrial cancer.

3. METHODS
3.1 Literature Search Strategy

A literature search was conducted using MEDLINE
(ovip: 1966 through January 2007), EmMBASE (OVID:
1988 through January 2007), the CochraneLibrary da-
tabase (ovip: Issue 1, 2007), the Physician Data
Query database, the Canadian Medical Association
InfoBase, and the National Guideline Clearinghouse.
In addition, abstracts published in the proceedings of
the meetings of the American Society of Clinical
Oncology (1997—2006) and the European Society for
Medical Oncology (2002—2006) were searched for
evidence relevant to this report. Reference lists of
related papers and recent review articles were also
scanned for additional citations.

The literature search of the electronic databases
combined disease-specific terms (endometrial neo-
plasms/ or endomet:.ti. and cancer.ti. or neoplasms/ or
carcinoma.ti. or adenocarcinoma:.ti.) with treatment-
specific terms (antineoplastic agents, hormonal/) for
thefollowing study designs: randomized controlled tri-
as(rcrs), practice guidelines, systematic reviews, and
meta-analyses.

3.2 Study Selection Criteria

Articleswere selected for inclusion in the systematic
review of theevidenceif they randomized patientswith
stage 1 endometrial cancer either to adjuvant hormonal
therapy or to no adjuvant treatment or other forms of
hormonal therapy. To encompasstrialsinwhich most
patients had early-stage disease, an a priori decision
was made to include trials if at least 60% of the pa-
tients reported had stage | disease or if results were
reported separately for patients with stage 1 disease.
Thereport had to include at |east one of thefollowing
outcomes: overall survival, disease-free survival, re-
currence (local, or distant, or both), adverse effects, or
quality of life. Because of the potential for long-term
adverse effects with adjuvant hormonal treatment in
this patient population, especially with regard to throm-
boembolic or cardiovascular events, therates of non-
cancer-related death were also of interest. It was
determined a priori that the literature search would be
expanded to include other study designsif theinitial
search failed to identify sufficient evidencetoinform
the systematic review.

Practice guidelines, meta-analyses, or systematic
reviews explicitly based on evidence related to the
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guideline question were also eligiblefor inclusionin
the systematic review.

Articles were excluded from the systematic re-
view of the evidenceif they were casereports, letters,
editorials, or papers published in alanguage other
than English.

3.3 Synthesizing the Evidence

Combining results acrosstrial s provides added power
for detecting the efficacy of atreatment and improves
thereliability or confidence of the point estimate. |de-
ally, data are pooled using hazard ratios (HRS); how-
ever, if that method is not possible given the level of
the datareporting, meta-analyses using point-in-time
estimates are conducted.

For the meta-analysis reported here, data were
analyzed using the Review Manager 4.2.10 statistical
package (The Nordic Cochrane Centre, Copenhagen,
Denmark), obtai ned through the Cochrane Collabora-
tion (www.cochrane.org). Results are expressed asthe
pooled Hr or the odds ratio (or) with 95% confidence
interval (c1), inwhich avaluelessthan 1.0 favoursthe
experimental treatment and a value greater than 1.0
favoursthe control.

As part of combining datain a meta-analysis, an
assessment of heterogeneity is performed. Clinical
heterogeneity is assessed by determining whether the
populations, interventions, and outcomes are suffi-
ciently similar to pool data. Statistical heterogeneity
was assessed by Q test, with avalue of p < 0.10 se-
lected asthelevel at which heterogeneity isdeemed to
be present. The | 2 statistic quantifies how much het-
erogeneity can be attributed to chance or to areal ef-
fect. If substantial heterogeneity is present, possible
clinical and methodologic reasons are qualitatively
explored. Therandom effects model istypically cho-
sen over thefixed effectsmodel asthe more conserva-
tive estimate of effect.

4. RESULTS
4.1 Literature Search Results

Nine rcts®14 and one published meta-analysis!® on
adjuvant hormonal therapy for patients with stage |
endometrial cancer met the specified criteriaand were
deemed eligiblefor inclusionin the systematic review
of the evidence. Because the number of rcTs identi-
fied was sufficient, the search was not expanded to
include other study designs.

In the nine trials identified, patients were
randomi zed to either adjuvant progestogen therapy or
to a control group with no adjuvant therapy 614, In
seventrials, patientsin the control group received no
further treatment 5-12; intwo trials, patientsin the con-
trol group received a placebo control. One trial also
included athird group of patients randomized to re-
ceive tamoxifen©.

4.2 Study Quality

Only two of the nine randomized trials specifically
described the randomi zation process®!; however, an
additional two trials®* were multicentric investiga-
tions that reported centralized randomization proce-
dures. Thus, although randomization and allocation
conceal ment techniqueswere not specifically reported,
it can beinferred that adequate randomization occurred
in the latter two trials. Each of the trials reported a
comparison of baseline patient characteristicsand im-
portant prognostic variablesthat could potentially in-
fluence outcome, such asdepth of myometrial invasion
and histologic grade. In seven trials®7%-13, baseline
characteristics of the patientsin thetreatment and con-
trol groups were comparable, demonstrating an ad-
eguate randomi zation process. Inthetrial by Urbanski
et al. 8, the progestogen group had noticeably more
patientswith favourable characteristicsinterms of stage
and depth of myometrial invasion, aclinically relevant
difference between groups. Conversdly, inthetrial by
Lewis et al. 14, the placebo group had more patients
with favourable characteristicswith regard to depth of
myometrial invasion.

All of thetrials except the trial by Quinn’ main-
tained their comparison groups. In the Quinn trial, if
recurrence was observed in the control group, the pa-
tients were offered adjuvant hormonal therapy and
crossed over to thetreatment group.

Overall survival 61113-14 or recurrence-free sur-
vival 12 were described or inferred asthe primary out-
comes of interest upon which power calcul ationswere
based. Only two trialsspecifically reported their power
calculation ”11, but omission of that information may
be areflection of how reporting standardsfor clinical
trial methodology have changed over time. Fivetrias
randomized more than 200 patients per arm 791114,
two trials®®8 randomized fewer than 135 patients per
arm, and two trials 1213 randomized fewer than 30
patients per arm.

Anintent-to-treat analysiswasreported in five of
the nine trials 21113 gnd not reported in the remain-
ing four trials®101214 |ntent to treat is a more con-
servative approach to dataanalysiswhereby all patients
areanalyzed according to their original randomization
gnment regardl ess of factors such asdrop-out, non-
compliance with treatment, or crossover. Seven stud-
ies had a follow up rate of >80% %810-14, one study
had afollow-up of 75%°2, and one study did not report
follow-up data’. Wherereported, overall survival was
measured at or beyond the point of median follow-up.

4.3 Trial Characteristics

To be eligible to participate in the trials, patients re-
quired ahistol ogic diagnosisof endometrial adenocarci-
nomaand, with the exception of onetrial 14, first had to
undergo surgery, which included at least atotal abdomi-
nal hysterectomy and bilateral sal pingo-oophorectomy,
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followed by adjuvant radiation therapy if indicated ac-
cording to pathology criteria. Inthetrial by Lewis et
al. 4, patients were randomized into two groups, one
offering preoperativeradiation therapy and surgery, and
one offering surgery alone. (Current practice no longer
uses preoperative radiation therapy.) The progestogen
agentsintheadjuvant hormonal therapy groupsincluded
medroxyprogesterone acetate 6791114 hydroxypro-
gesterone caproate®1913, and gestonorone caproate?.
Thedoses of hormonal therapy wererelatively equiva-
lent in all of the trials, even when compared across
formulations.

Infour trials>1214, only patientswith stage dis-
ease (confined to the uterine corpus) were eligible to
participate; in the remaining five trials 81011 pa-
tients with more-advanced stages of endometrial can-
cer werealso eligible. Inthelatter trials, at |east 60%
of patientswere diagnosed with stage disease®810.11,
Thetrial reported by Quinn had specificinclusion cri-
teriafor patientswith histologically high-risk endome-
trial cancer in addition to stage | disease ”.
Furthermore, that trial performed a subgroup analy-
sisof the patients after removing 117 women consid-
ered ineligible after pathology review. In three other
trials, subgroup analyses of high-risk endometrial can-
cer were performed 1012 |n those three trials, the
subgroup analyseswere not decided a priori, and they
weretherefore likely not to have adequate power for
significant results. I n the present review, dataon sub-
group analyses are not reported.

Protocolsfor changesin treatment were specified
in three of the nine randomized trials, with patients
who experienced arecurrencein the control group be-
ing ableto crossover to the hormonal treatment group”
or with patients who experienced side effects having
the option to stop treatment 211, In the trialsin which
patients had the option to stop treatment because of
side effects, patientswho stopped treatment were still
analyzed according to theintent-to-treat approach %1,

Thetrialswere conductedin Germany ©, Australia’,
Poland 8, Italy %12, Norway 1°, the United Kingdom 11,
and the United States 1314,

4.4 Outcomes

Doeshormonal therapy used as adjuvant treatment for
early-stage endometrial cancer improverecurrenceand
survival outcomes for patients, and isoverall quality
of lifeaffected?shormonal therapy morelikely to be
useful for well-differentiated tumoursthan for poorly-
differentiated tumours?

The sections that follow outline key findings re-
garding recurrencerates, survival, and adverse events,
including non-cancer-related deaths.

No identified trial answered the questionsregard-
ing quality of lifeor tumour differentiation, nor did they
report compliance with treatment. It should also be
noted that reporting conventions have changed over
time, and because the identified trials span a 30-year

period, somedata considered standard by today’s con-
ventions are missing in thereporting of thetrials (for
exampl e, reporting of HRs, common-point-in-time es-
timates, adverse events, compliance with treatment,
and so on). Datafrom thetrialswere extracted asavail-
able. Table | summarizes the recurrence and survival
results of theninetrials.

4.4.1 Survival

Of the ninerandomized trials, onetrial detected asta-
tistically significant differencein overall survival be-
tween the treatment group, who received
hydroxyprogesterone caproate, and the control group,
who received no further treatment 8. In that trial (by
Urbanski et al.), the overall survival rate at 5 years
was 97% in thetreatment group as compared with 69%
inthe control group. Although 70% of the patients had
stage disease, the foregoing results were based on all
205 patientswith stagesi—i endometrial cancer. A criti-
cism of thetrial isthat the prognostic variables in the
two groupswere not equally distributed at baseline: the
treatment group had a higher number of patients with
less myometrial invasion, and alower number of pa
tients with advanced-stage disease. These differences
in baseline characteristics between the randomized
groupswere considered to be clinically important.

Theremaining eight trialsdid not find any statisti-
cally significant differences between thetreatment and
control groups®7:9-14, Theoverall survival resultsfrom
thetrial reported by Quinn” may have been tempered
by the crossover of 64 of the 107 control patients to
hormonal therapy at recurrence; however, outside of
subgroup analyses, the effect of crossover on survival
isunknown.

The datawere sufficient to pool the total number
of deathsin thetreatment and the control groups across
all trials®14; however, because the datareporting was
variable, it was not possibleto conduct meta-analyses
using HRS, and identical points in time could not be
captured. The total numbers of deaths were pooled
across different time points as an alternative method
of pooling data. In one trial in which data were not
directly reported, datawere estimated from informa-
tionreportedin thetrial using theintent-to-treat popu-
| ation as the denominator 12,

Asseenin Figure 1, meta-analysis demonstrated
no statistically significant differencein overall survival
between patients who received an adjuvant hormonal
therapy and patients in the control groups (or: 0.96;
95% ci: 0.67 to 1.37). The datawere statistically het-
erogeneous (p = 0.0004, 12 = 72.1%), and sensitivity
analysis determined that the source of the statistical
heterogeneity wasthetrial by Urbanski et al. 8. Given
that the Urbanski et al. trial wasthe source of the sta-
tistical heterogeneity and that the unequal distribution
of prognostic variablesat basdlineinthat trial wasclini-
cally relevant, that trial wasremoved from the pooled
analysis. Asseenin Figure 2, when the Urbanski et al.
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trial was removed, the heterogeneity of the meta-
analysis was no longer statistically significant (p =
0.27, 1 2= 20.6%), and the difference in overall sur-
vival remained nonsignificant between groups (or:
1.10; 95%ci: 0.91t0 1.34).

4.4.2 Recurrence

Recurrence rates were reported in six of the nine
randomized trials 51912, Of those six trials, two re-
ported agtatistically significant differenceinrecurrence
rates between trestment groups”8. Inthetrial by Quinn?,
inwhich all patientswere at ahigh risk of recurrence,
21% of the control group ascompared with 16% of the
hormonal treatment group experienced arelapse (p <
0.05). Inthetrial by Urbanski et al. 8, 23% of patients
in the control group as compared with 7% of the pa
tientsinthehormona therapy group recurred (p < 0.001).
Theremaining four trials showed no statistically sig-
nificant difference in recurrence rates between the
treatment and control groups®910-12,

Six of theninetrials provided sufficient informa-
tionto pool thetotal number of recurrencesin both the
treatment and control groups using point-in-time

estimates®1912, Thereporting of datawasagain variable
across the randomized trials, and thus the total num-
bers of recurrences were pooled across various time
points. Datawere estimated from information reported
in onetrial using theintent-to-treat population asthe
denominator 12,

As seen in Figure 3, although fewer recurrences
were associ ated with adjuvant progestogens, no statis-
tically significant differencesin recurrence rate were
detected between patient groups (or: 0.74; 95%ci: 0.51
to 1.08) and statistically significant heterogeneity was
detected (p = 0.04, 12 =57.2%). The source of the sta-
tistical heterogeneity was once again deemedto origi-
nateinthetrial by Urbanski et al. 8. Asseenin Figure
4, when that trial wasremoved from the pooled analy-
sis, the remaining five trials 6791012 were statisti-
cally homogeneous (p = 0.26, 12 = 24.5%), and the
difference in recurrence remained nonsignificant be-
tween groups (or: 0.85; 95% ci: 0.65t0 1.10).

4.5 Adverse Events

Tablen summarizesthe adverse effectsreported across
the ninerandomized trial s5-14. Fivetrialsreported data

Study Treatment Control OR (random) gt OR (random)
ar sub-category i nm 95% Cl S 95% Cl Year
W on Minckwitz (61 £3/133 23/134 1z.00 1.01 [O.53, 1.20] Z002
Quinn (7) 149505 1657507 17.62 0.87 [0.86, 1.13] 1998
Urbranzki (3) 37100 33/108 —_— £.87 0.07 [0.0Z, 0.23] 1933
De Palo (51 397348 36,370 14 42 1.17 [0.73, 1.89] 1233
Wergate (10) 1127553 93/531 17.10 1.z0 [D.88, 1.&2] 1929
Macdonald (11) e0/214 £E/Z1E - 15.25 1.11 [0.72, 1_g3] 1988
De Palo (121 0732 3730 e 1.z29 0.1z [0.01, Z.44] 1283
Malkssian (13) 4718 217 — - .09 Z_14 [D.34, 13.59] 1978
Lewiz (14) 3B/288 23/287 . 13.35 1.76 [1.0Z, 3_04] 1974
Total (95% CI) z189 z19& L3 100.00 0.9 [0.&7, 1.37]
Total events: 425 (Treatment), 434 (Contral)
Test for heterogeneity: Chi® = 2863, df =8 (P =0.0004), P=721%
Test for overall effect: £ =023 (P =0.82)

0.01 aA 1 10 100

Favours treatmert  Favours control

FIGURE 1 Meta-analysis of deaths with adjuvant hormonal therapy versus control (9 trials). or = oddsratio; ci = confidence interval.

Study Trestment Contral O (random) izt OR (random)
ar sub-category i nm 95% Cl S 95% Cl ear
Wan Minckwitz (8] 2371332 23/1324 7.90 1.01 [O0.52, 1.90] z00z
Quinn [7) 1437805 1657507 z8.31 0.87 [0.88, 1.13] 1938
De Palo (9) 39,348 36/370 1z.70 1.17 [0.73, 1.891] 1933
Yergote (107 llz/EE2 927531 z24.18% l.20 [0.28, l.&Z2] 1989
Macdonald (11) e0/214 £5/218 - 15.22 1.11 [0.72, 1.g3] 1988
De Palo (12) 0732 3/30 — 0.40 0.1z [0.01, Z._44] 1983
Malkazian (13) 4/12 2/17 B B 1.05 2.14 [0.24, 13.E59] 197¢g
Lewiz (14) 3B/288 237287 —=— 10,24 1.76 [1.0Z, 3_.04] 1974
Tatal (25% CI) 2089 2091 3 100.00 1.10 [0.91, 1.33]
Total events: 425 (Treatment), 401 (Contral)
Test for heterogeneity: Chi* =582, di =7 (P=027), 7 = 206%
Test for overall effect: £ =099 (P =0.32)

0.01 a4 1 10 100

Favours treatmert  Favours control

FIGURE 2 Meta-analysis of deaths with adjuvant hormonal therapy versus control (8 trials). or = oddsratio; ci = confidence interval.
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Study Treatment Control OR (random) Weight OR (random)

ot sub-category i nm 95% Cl P 95% Cl Year
Yon Minckwitz (5) 137133 157134 —a— 13.51 0.86 [0.39, 1.88] zooz
Guinn (7 2l/E0kL 1077507 E i 27,35 0,71 [0.E2, 0.92] 1992
Urbranzki (3) 75100 z4/108 —a 11.4& 0.z5 [0.10, 0O.8&Z] 1933
De Pala (9) 297348 Z3/370 i 1%.00 1.37 [0.78, Z_4Z2] 1933
Wergote (100 E7/EE2 TESE2L 26, 1& 0,24 [0.E2, 1.19] l9a9
De Palo (12) 1r32 4730 ﬁ z.gl 0.zl [0.0Z, 1.33] 1983
Tatal (95% CI) 1671 1e7? 100,00 0,74 [0O.E1, 1.08]

Total events: 195 (Treatment), 245 (Contral)

Test for heterogeneity: Chi®=11.63,df =5 (P =004), F =57 2%

Test for overall effect: Z =156 (P=0.12)

0.

Favours treatment

oA

1 10 100

Favours control

FIGURE 3 Meta-analysis of recurrences with adjuvant hormonal therapy versus control (6 trials). or = oddsratio; ci = confidenceinterval.

Study Treatment Control OR (random) Wit OR (random)

ot sub-category i nm 95% Cl P 95% Cl Year
Yon Minckwitz (5) 135133 157134 10.08 0.86 [0.39, 1.88] zooz
Guinn (7 2l/E0kL 1077507 27.E6& 0,71 [0.E2, 0.92] 1992
De Palo (3) 297348 23/370 17.32 1.37 [0.78, Z_4Z] 1933
Wergate (100 877553 754531 33.57 0.54 [0.59, 1.19] 1959
De Pala (12) 1/3E 4/20 — 1.37 0.Z1 [0.02, 1.99] laa2
Total (95% CI) 1571 157z & loo.00 0.85 [0.65, 1.101

Total events: 191 (Trestment), 224 (Contral)
Test for heterogeneity: Chi® = 530 df = 4 (P = 0.26), F = 24 5%
Test for overall effect: 7 =124 (P=0.22)

0.

Favours treatment

o1

1 10

Fawvours contral

100

FIGURE4 Meta-analysis of recurrences with adjuvant hormonal therapy versus control (5 trials). or = oddsratio; ci = confidence interval.

on major harmful side effects or deaths unrelated to
the malignancy, and three trials reported on minor
symptomatic side effects or withdrawal s because of
toxicity 211, The most common minor side effects
included weight gain, peripheral edema, and nausea®®.
One tria reported an incidence of overall minor side
effects of 53% in the progestin group and 16% in the
control group, but did not indicate whether the differ-
encewasdtatigtically significant 6. Another trial reported
aminor side effect rate of 12%, but did not calculate
sideeffectsfor patientsin the control group®. Macdonad
et al. reported that 4% of patientsinthe hormond therapy
group devel oped hypertension, which disappeared after
the drug was stopped 1. The drop-out rate attributable
totoxicity ranged from 5% to 19%in thethreetrial sthat
reported data on that outcome %911,
Serioussdeeffectsincluded thromboembolic events
such asdeep veinthrombosi s, pulmonary embolus, and
stroke, or cardiovascular disease such as myocardial
infarction and deterioration of congestive heart fail-
ure. Inthetrialsthat reported these events, therewere
no statistically significant differences reported be-
tween the treatment and control groups® 7911, One
trial ® indicated a serious side effect rate of 6% inthe
progestogen group as compared with 2% in the con-
trol group (p value not reported), and another trial 10
reported higher rates of death from cardiovascular
diseasein thefirst 2 yearsin the progestogen group
thaninthecontrol group (5% vs. 3%, p=0.07). Addition-
aly, deathsthat were not attributableto malignancy were

related mainly to cardiovascular or thromboembolic
causes. Only one trial 1% showed a statistically signifi-
cant difference in deaths unrelated to malignancy (9%
of patientsin the hormonal group vs. 6% of patientsin
the control group, p=0.04). Inthetrial by Urbanski et
al. 8, the only trial to report an overall survival differ-
ence, 11 patient deathsunrel ated to malignancy occurred
in the control arm, and none occurred in the treatment
arm (p value not reported). The remaining trials that
reported deaths unrelated to malignancy did not de-
tect any statistically significant difference between
the treatment and control groups®7.911,

4.6 Quality of Life

None of the studiesreported dataon quality of life.

4.7 Meta-Analysis Identified by the Literature
Search

Martin—Hirsch et al. 1> conducted a meta-analysis of
published data comparing adjuvant progestin therapy to
no adjuvant therapy in endometrial cancer. Theauthors
identified seven 111314 of the ninetrials®#included
inthe present systematic review of theevidence. These
authors also excluded thetrial by Urbanski et al. 8 on
the basis of clinical and statistical heterogeneity, and
reported no significant difference in overall survival
between patients who received progestin therapy and
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those who received no adjuvant treatment (or: 1.05;
95%ci: 0.88t01.24; p=0.6). They dsoidentified three
trials that reported recurrence rates 210, Again, with
theremoval of thetrial by Urbanski et al. 8, amarginal
reduction in recurrencerate was detected among women
receiving progestin therapy as compared with women
receiving no adjuvant therapy (or: 0.81; 95%ci: 0.65to
1.01; p = 0.06); however, the rate was not statistically
significant. Meanwhile, theauthorsreported that therate
of non-cancer-related deathswas significantly higher in
the progestin group (or: 1.33; 95% ci: 1.02 to 1.73),
presumably because of the adverse cardiovascular ef-
fectsof progestin treatment.

The meta-analysis in the present review of the
evidence included two additional trials, the trials by
von Minckwitz ® and De Palo 2. Overall, aside from
the additional trials, the results of the two meta-analy-
seswere highly comparable.

5. CONCLUSIONS

Ninerandomized trials and one meta-analysis of pub-
lished dataprovide the evidence basefor ngthe
role of adjuvant hormonal therapy inwomen with stage
I endometrial cancer. Several factors limit the inter-
pretability of theresults, but the greatest limiting fac-
tor is that the trials, which span a 30-year period,
generally haveinconsistent reporting throughout. The
inconsistencies limit the quality assessment of inter-
nal validity related to patient and study characteristics

and to outcomes. No quality-of-life data, little dataon
adverse events or treatment compliance, and limited
dataon recurrence and survival outcomes, especialy in
regard to HRS and time-to-event estimates, were re-
ported. Thereweredso differencesin patient populations,
unexpected findings that were not consistent with the
resultsof similar randomized trials, and notabl e di screp-
ancies between patients at baseline despite the
randomizetion process. These limitations affected the
external validity of thetrials; however, thesetrialspro-
vide the only randomized data that inform the role of
adjuvant hormonal therapy in this patient popul ation.

Despite the limitations, the evidence was consi st-
entinthedirection of effect: adjuvant hormona therapy
does not confer asurvival advantage in patients with
stage1 endometrial cancer. Eight of the ninerandomized
trialsfailed to detect any differencein survival between
thetreatment group and the control group. Theremain-
ing trial did demonstrate asurvival difference, but the
quality of that trial is subject to criticism because of
important differences in baseline characteristics be-
tween the patient groups. Moreover, the trial results
were not consistent with theresults of the other identi-
fied rcTs. The magnitude of the effect ishighly unex-
pected when reviewed in comparison with the results
of the other similar trialsreported. Also, intwo meta-
analyses, no survival advantages were detected with
adjuvant hormonal therapy.

In seven of the ninerandomized trials, recurrence
rateswere not significantly different between patients

TABLEII Adverse events of adjuvant hormonal therapy in early endometrial cancer

Sudy Patients Treatment Adverse events Withdrawal Second Deaths
(n) groups Minor  Serious because of primary not related
(%) (%) toxicity malignancy to cancer
(%) (%) (%)
von Minckwitz et al., 20026 134 None 16 2 — 6 9
133 Progestogen 53 6 19 7 10
121 Tamoxifen 34 3 3 2 6
Quinn, 19987 507 None NR 4 — <1 13
505 Progestogen NR 5 NR 2 15
Urbanski et al., 19938 105 None NR NR — NR 10
100 Progestogen NR NR NR NR 0
DePaoetal., 1993° 370 None NR 3 — 3 5
348 Progestogen 12 2 5 1 4
Vergoteet al., 198910 531 None NR 3 — <1 6
553 Progestogen NR 5 NR 1 9
(p=0.04)
Macdonald et al., 198811 215 None NR 4 — NR 11
214 Progestogen 42 3 11 NR 10
DePaloetal., 198312 30 None NR NR — 3 NR
32 Progestogen NR NR NR 3 NR
Malkasian and Bures 197813 17 Placebo NR NR NR NR 6
18 Progestogen NR NR NR NR 11
Lewisetal., 197414 287 Placebo NR NR NR NR NR
285 Progestogen NR NR NR NR NR

a8 The only minor adverse event reported was hypertension.

No p values were reported, except where indicated. NrR = not reported.
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in the adjuvant hormonal groups and patients in the
control groups. Of the two trials that detected lower
recurrenceratesin patientsin the progestin group, the
trial by Urbanski et al. ® reported more favourabl e base-
line characteristicsfor patientsin thetreatment group,
and the trial by Quinn 7 reported data on patients at
highrisk of recurrence. Although the meta-analysisin
the present review and the previously published meta-
analysis showed a marginal reduction in recurrence
rate with adjuvant therapy, that reduction was not sta-
tistically significant at the 0.05 level.

Finally, although not consistently reported, the
rates of adverse events among patients in the hor-
monal groups were generally higher than those
among patientsin the control groups. Minor side ef-
fects were reported more often in the treatment
groups, although tests of statistical significancewere
not performed. Therate of non-cancer-related death
was shown to be higher with progestogen in one
randomized trial, mainly because of cardiovascular
or thromboembolic events (p = 0.04). In contrast,
Urbanski et al. 8 reported a 10% non-cancer-rel ated
death rate in the control group and a 0% rate in the
treatment group. Thisunexpected finding not seenin
the other randomized trials. The meta-analysis by
Martin—Hirsch et al. ® did not demonstrate a statis-
tically significant difference in non-cancer-related
death.

Unfortunately, the datareported in the randomized
trialswereinsufficient to stratify patientswith stage
disease by high as compared with low risk of recur-
rence. Whether the subgroups of patientswho were at
ahigher risk of recurrence (stageic, grade 3) would or
would not have benefited from adjuvant hormonal
therapy cannot befully answered by the available data.
Interpretation isfurther confounded by thefact that five
of the nine randomized trials included between 10%
and 35% of patientswith greater than stage | disease.
Further investigation by risk of recurrence should be
the focus of future research.

Given the lack of an overall survival benefit, the
marginal decrease in recurrence rate (seen mainly in
patients at higher risk of recurrence), and the need for
treatment regimens that can span years with possible
increases in adverse events, the evidenceis currently
insufficient to support the use of hormonal therapy as
adjuvant treatment for patients with early-stage en-
dometrial cancer.

6. FUTURE RESEARCH

The randomized trials completed to date have stud-
ied the use of specific types of progestogensin early
endometrial cancers, and onetrial included tamoxifen
as acomparison group 8. Futuretrials can potentially
include other anti-estrogenics, selective estrogen
receptor modulators, aromatase inhibitors, and
estrogen receptor downregul atorsin homogenous pa-
tient popul ations.
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