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ABSTRACT

Background Systemic therapy options are needed for women with recurrent, metastatic, or persistent cervical
cancer. This systematic review and clinical practice guideline were developed to address that need, and to update a
2007 guideline from Cancer Care Ontario’s Program in Evidence-Based Care.

Methods Theliterature between 2006 and April 2014 in the MEDLINE and EMBASE databases, the Cochrane Database
of Systematic Reviews (Issue 4, 2014), the Cochrane Central Register of Controlled Trials (Issue 3, 2014), relevant
guideline databases, and conference proceedings of the American Society of Clinical Oncology (2007-2013) was
searched. A working group developed draft guidelines and incorporated comments and feedback from internal and
external reviewers.

Results Four phase m1 randomized controlled trials met the inclusion criteria for the review and provided the
basis for draft recommendations. Feedback was obtained from Ontario practitioners and others abroad, which led
to modifications to the draft recommendations. Three key recommendations were developed.

Conclusions The working group concluded that all patients should be offered the opportunity to participate in
appropriate randomized clinical trials. Cisplatin—paclitaxel, cisplatin-vinorelbine, cisplatin-gemcitabine, and
cisplatin—topotecan are recommended combinations for this patient population. The substitution of carboplatin
for cisplatin in the foregoing combinations can also be recommended because carboplatin is associated with fewer
adverse effects and greater ease of administration. Selection of combination chemotherapy will depend on the
toxicity profile, patient preference, and other factors. Finally, bevacizumab in combination with cisplatin—paclitaxel
or carboplatin—paclitaxel is recommended for a specific subset of the target population as outlined in Gynecologic
Oncology Group study 0240.
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INTRODUCTION

Approximately 610 new cases and 150 deaths from car-
cinoma of the cervix occurred in Ontario in 2013'. The
prognosis for early-stage cervical cancer is good because
of effective screening practices and early treatment op-
tions; however, the 5-year survival rate for women with
cancer that has spread beyond the true pelvis to adjacent
organs is only 17%?2. Treatment options that can improve
duration of survival while maintaining quality of life are
therefore needed.

In 2007, Cancer Care Ontario’s Program in Evidence-
Based Care (PEBC) developed a guideline about recom-
mended chemotherapy options for patients with recurrent,
metastatic, or persistent cervical cancer®. At that time, only
one trial, acomparison of cisplatin with cisplatin plus topo-
tecan, demonstrated a statistically significantand clinically
meaningful improvement in median survival duration (2.9
months) in favour of combination therapy. On that basis,
that guideline recommended treatment with cisplatin—
topotecan over single-agent cisplatin. However, in current
practice, based on the results of more recent clinical trials,
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clinicians in Ontario use cisplatin (or carboplatin, which
has fewer side effects and is more feasible to administer) in
combination with paclitaxel to treat recurrent, metastatic,
or persistent cervical cancer*®.

More recently, other researchers, motivated by con-
ventional chemotherapy’s modestimpact on the long-term
survival rate, have initiated trials of novel biologic agents.
Cumulative side effects and platinum resistance after
initial treatment of locally advanced cervical cancer with
cisplatin-based chemoradiation® also provide a rationale
for studying novel biologic agents or non-cisplatin-con-
taining agents in this patient population®. For example,
bevacizumab is a biologic agent that inhibits the growth of
tumours by binding and inactivating angiogenesis-stim-
ulating vascular endothelial growth factor, thus limiting
the formation of tumour vasculature®.

The objective of the present guideline was to up-
date the previous Cancer Care Ontario PEBC guideline
on chemotherapy options for women with recurrent,
metastatic, or persistent cervical cancer?, and to explore
whether new therapeutic options are associated with
significantly improved outcomes for that patient popula-
tion, or whether new options are available that could be
suitable for women who have experienced cumulative
side effects or who do not tolerate the currently available
treatment options. The intended users of this guideline
are gynecologic oncologists and oncologists treating
gynecologic cancers.

METHODS

The evidence base was developed using the methods of
the practice guidelines development cycle’. Evidence was
selected and reviewed by a small working group compris-
ing members of the pEBC Gynecologic Cancer Disease
Site Group, which includes individuals with expertise in
gynecologic oncology and health research methodology.

Literature Search Strategy

Theliterature in MEDLINE and EMBASE (March 2006 to April
2014), the Cochrane Database of Systematic Reviews (Is-
sue 4 of 12, April 2014), the Cochrane Central Register of
Controlled Trials (Issue 3 of 12, March 2014), the Canadian
Medical Association Infobase, the U.S. National Guidelines
Clearinghouse, and conference proceedings of the Ameri-
can Society of Clinical Oncology (2007-2013) were searched
for reports of new or ongoing trials. Relevant articles and
abstracts were selected and reviewed, and the reference
lists in those sources and recent review articles were also
searched for additional trials. Table 1 presents the complete
search strategy.

Study Selection Criteria

Inclusion Criteria

Articles were included in the systematic review of the evi-
dence if they were fully published reports or abstracts and
met these criteria:

They were systematic reviews based on randomized
controlled trials (rcTs).

They were phase 111 RcTs comparing chemotherapy
with other systemic therapy agents or with no further
treatment for recurrent, metastatic, or persistent cer-
vical cancer, and they reported at least one of these
outcomes: complete or partial response rate, overall or
progression-free survivalrate, adverse effects, or health-
related quality of life (RcTs reporting on heterogeneous
populations—for example, women at arange of disease
stages—were included if results were given separately
for patients with recurrent, metastatic, or persistent
cervical cancer).

The search was limited to phase 111 trials because the
Working Group determined that this level of evidence
would be the minimum necessary to create new recom-
mendations for clinical practice.

Exclusion Criteria
Articles were excluded if they were

non-English-language publications,

studies evaluating the role of radiotherapy adminis-
tered with chemotherapy, or

second- or subsequent-line therapy options.

Synthesizing the Evidence

The Working Group decided that a meta-analysis of
phase 11 trials would be conducted if more than one study
was found that compared the same patient populations and
treatment regimens.

Internal Review

The draft document underwent review by the PEBC Gy-
necologic Cancer Disease Site Group, which acted as the
Expert Panel for this report, and the pEBc Report Approval
Panel, athree-person panel with methodology and clinical
expertise. Formal approval by those panels was required,
and panel members were also invited to provide comments.
The Working Group was responsible for incorporating
feedback and changes as required.

External Review by Ontario Clinicians and Other Experts
The pEBC external review process is two-pronged. It in-
cludes a targeted peer review that is intended to obtain
direct feedback on the draft report from a small number
of specified content experts, and a professional consulta-
tion thatis intended to facilitate dissemination of the final
guidance report to practitioners. After approval of the
document by the internal review panels, the draft docu-
ment with recommendations modified as suggested by the
reviewers was circulated to external review participants for
review and feedback.

Several weeks before completion of the draft report,
targeted peer review nominees were contacted by e-mail
and asked to serve as reviewers. Three reviewers agreed,
and the draftreportand a questionnaire were sent to them
by e-mail. The questionnaire consisted of items evaluat-
ing the methods, presentation, and clinical soundness of
the recommendations, and the completeness of report-
ing. Written comments were invited. The questionnaire
and draft document were first sent on 22 September 2014.
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TABLE I MEDLINE literature search strategy

exp cervix neoplasms/

(cerv$ and (neoplasm$ or cancer$ or carcin$ or tumo$ or malig$)).tw.
1or2

(advance$ or metasta$ or recur$ or persistent).tw.
3 and 4

exp drug therapy/

exp drug therapy combination/

exp chemotherapy/

chemothera$.tw.

or/ 6-9

5and 10

meta-analysis as topic/

meta analysis.pt.

(meta analy$ or metaanaly$).tw.

_\_._\_.d_.
G AR =0 ® 2N U R W=

(systematic review$ or pooled analy$ or statistical pooling or mathematical pooling or statistical summar$ or mathematical summar$ or
quantitative synthes?s or quantitative overview).tw.

16.  (systematic adj (review$ or overview?)).tw.
17.  (exp Review Literature as topic/or review.pt or exp review/) and systematic.tw.
18.  or/12-17

19.  (cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or cinahl or chinhal or science citation index or scisearch or bids or
sigle or cancerlit).ab.

20.  (reference list$ or bibliograph$ or hand-search$ or relevant journals or manual search$).ab.

21.  (selection criteria or data extraction or quality assessment or jadad scale or methodological quality).ab.

22.  (study adj selection).ab.

23. 2lor22

24.  review.pt.

25 23 and 24

26.  exp randomized controlled trials as topic/ or exp clinical trials, phase i as topic/ or exp clinical trials, phase IV as topic/
27.  (randomized controlled trial or clinical trial, phase i or clinical trial, phase IV).pt.

28.  random allocation/ or double blind method/ or single blind method/

29.  (randomi$ control$ trial? or rct or phase i or phase IV or phase 3 or phase 4).tw.

30.  or/26-29

31.
32.

(phase Il or phase 2).tw. or exp clinical trial/ or exp clinical trial as topic/
(
33. (31 or 32) and random$.tw.
(
(

clinical trial or clinical trial, phase Il or controlled clinical trial).pt.

34. clinic$ adj trial$1).tw.

35.  ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3 or dummy)).tw.

36.  placebos/

37.  (placebo? or random allocation or randomly allocated or allocated randomly).tw.
38.  (allocated adj2 random).tw.

39. or/34-38

40. 18 or 19 or 20 or 25 or 30 or 33 or 39

41. 11 and 40

42.  (comment or letter or editorial or note or erratum or short survey or news or newspaper article or patient education handout
or case report or historical article).pt.

43. 41 not 42

44.  limit 43 to English
45.  Animal/

46.  Human/

47. 45 not 46

48. 44 not 47

49, (200602% or 200603$ or 200604$ or 200605% or 200606$ or 200607 $ or 200608$ or 200609$ or 200610$ or 200611$
or 200612% or 2007$ or 2008% or 2009% or 2010% or 2011$ or 2012$ or 20139%).ed.

50. 48and 49
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Follow-up reminders were sent at 2 weeks (e-mail) and at
4 weeks (telephone call) where necessary.

Professional consultation feedback was obtained
through a brief online survey of health care professionals
who are the intended users of the guideline. Participants
were asked to rate the overall quality of the guideline and
whether they would use or recommend it. Written comments
were invited. Participants were contacted by e-mail and di-
rected to the survey Web site, where they were provided with
access to the survey, the guideline recommendations, and
the evidentiarybase. The notification email was sent 22 Sep-
tember 2014. The consultation period ended 24 October 2014.

LITERATURE SEARCH RESULTS

Systematic Reviews
No systematic reviews that met the inclusion criteria for
the guideline were located.

Primary Literature
Four phase 111 rcTs met the inclusion criteria for the review
(Figure 1), including

atrial of cisplatin—paclitaxel (reference arm) compared
with three other cisplatin combinations [Gynecologic
Oncology Group (GoG)-0204]°.

a 2x2 factorial design comparing two types of combi-
nation chemotherapy with and without addition of the
biologic agent bevacizumab (coG-0240)°.

a trial to assess the noninferiority of carboplatin—pa-
clitaxel compared with cisplatin—paclitaxel [Japan
Clinical Oncology Group (jcog)-0505]%.

a trial of cisplatin compared with mvac (methotrexate—
vinblastine—doxorubicin-cisplatin)'” that was discontin-
ued early because of 4 deaths among 64 patients in the
mvAc arm. The trial did not meet its accrual objectives
and had inadequate power for statistical comparisons.
It was therefore excluded from the analysis.

Ameta-analysis was not considered because consider-
able heterogeneity was evident with respect to the therapy
combinations under assessment.

Study Design and Quality

Two studies were fully published, and one was available
as an abstract (Table 11). On the whole, the aggregate risk
of bias in the body of evidence was considered to be high
because of a lack of information about the randomization
method, sequence generation, and allocation concealment.
Table 11 sets out those and other study characteristics and
quality indicators.

Study Characteristics

Table 111 presents the characteristics of the included studies.
In coG-0204, the overall survival (0s) rate was the primary
outcome, and response rate, progression-free survival rate,
adverse effects, and quality of life were secondary objec-
tives®. In cog-0240, primary outcomes were the os rate and
the frequency and severity of adverse effects; secondary
outcomes were the progression-free survival rate and tu-
mour response’. All patients in both studies had an Eastern

336 records after
duplicates
removed

13 records screened I_.{ 323 records excluded

6 full-text articles
excluded:

not an
RCT/indirect
comparison: 3

not relevant: 1

economic

11 full-text articles .
analysis: 1

and one abstract
assessed for

eligibility

—

study terminated
early: 1

5 full-text articles
and one abstract
included (4 studies)

FIGURE1 Literature search flow diagram. The search strategy in Table |
was applied for the period 2006 to April 2014.

Cooperative Oncology Group performance status of 0 or
1, meaning that they were at least ambulatory and able to
complete work of alight or sedentary nature!!. Prior surgery
was not reported for either study. In one study®, patients
were ineligible if they had received prior chemotherapy for
metastatic disease. In another®, they were ineligible if they
had received prior chemotherapy for recurrence of cancer.
Prior platinum chemoradiation therapy was common in
patients in both groups, ranging from 64% to 73% in the
G0G-0204 study arms®, and from 71% to 77% in the GoG-0240
study arms®. In all arms of both studies, the percentage of
patients with stage 1vB cancer (advanced: cancer has spread
to parts of the body away from the cervix, such as the liver,
intestines, lungs, or bones) was 16%-18%. More than two
thirds of the participants had recurrent cancer (range in
the studyarms: 69%-78%), and the prevalence of persistent
cancer ranged from 6% to 14%. The percentage of patients
with disease confined to the pelvis was not reported in
G0G-02045; in GoG-0240, 54% of patients in the entire study
group had disease confined to the pelvis®. Table 111 presents
the dose and scheduling of the systemic therapy options.

In jcoG-0505%, the percentage of patients who had
received prior platinum was not reported, and all patients
had stage 1vB or recurrent disease (Table 111).

Table v presents adverse event rates from the trials.
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in study
protocol

and 33 patients on bevacizumab
crossed over to other salvage therapy

National Cancer Institute.

National Institutes of Health; OS = overall survival rate; NCI

intention-to-treat; NIH =

ITT =

TARGETED PEER REVIEW AND
PROFESSIONAL CONSULTATION

The three reviewers who provided responses during the tar-
geted peer review were located in the Canadian provinces
of British Columbia, Quebec, and Alberta. The professional
consultation resulted in 18 replies from Ontario, Quebec,
and Nova Scotia.

The participants in both processes rated the guide-
line highly on methods, presentation, recommendations,
completeness of reporting, information included, and
quality. As in the internal review, the cost-effectiveness
of bevacizumab was cited as a concern, as were the in-
crease in adverse events and the high discontinuation
rates associated with that option. Access to bevacizumab
and funding approval were considered potential barriers
to implementation of the recommendations. The initial
draft recommendations contained an endorsement of
carboplatin rather than cisplatin as the preferred agent
in combination chemotherapy. Reviewers raised signifi-
cant concerns about the recommendation for carboplatin
rather than cisplatin in the bevacizumab combination,
especially considering that the recommendation was
based on data published in an abstract. In response, the
Working Group further emphasized that the triplet would
be considered an option, rather the preferred option.

RECOMMENDATIONS, KEY EVIDENCE,
AND JUSTIFICATION

Recommendation 1

It is recommended that all patients with recurrent, meta-
static, or persistent cervical cancer be offered the oppor-
tunity, if available, to participate in rRcTs that evaluate the
efficacyand adverse effects of systematic therapyregimens.

Summary of Key Evidence and Justification
for Recommendation 1
Recommendation 1 is the opinion of the Working Group.

Recommendation 2

Cisplatin with paclitaxel is recommended for the target
population, and cisplatin in other combinations—in-
cluding cisplatin-vinorelbine, cisplatin-gemcitabine,
and cisplatin—topotecan—can also be considered. The
substitution of carboplatin for cisplatin in those combi-
nations is also recommended for this target population,
because carboplatin is associated with fewer adverse ef-
fects and greater ease of administration. The selection of
combination chemotherapy will depend on toxicity profile,
patient preference, and other factors. For example, cisplatin
combinations might be preferred in cases of allergic reac-
tion or difficulty with bone marrow suppression.

Summary of Key Evidence and Justification

for Recommendation 2

The 60G-0204 trial®, which included patients with a per-
formance status of 1 or less'! (meaning that they were
ambulatory, but restricted in physically strenuous activi-
ties), compared the combinations cisplatin—vinorelbine,

Current Oncology, Vol. 22, No. 3, June 2015 © 2015 Multimed Inc.
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TABLE Il Study characteristics

Reference Pts Agent, dose, and schedule Prior platinum Stage  Recurrent Persistent
(study name) (n) (all schedules used 21-day cycles) radiation therapy IVB (%) (%)
(%) (%)
Monk et al., 2009° 118 Cisplatin: 50 mg/m? on day 2 68 17 72 12
(GOG-0204) Paclitaxel: 135 mg/m? on day 1 over 24 h
117 Cisplatin: 50 mg/m? on day 1 73 16 71 13
Vinorelbine: 30 mg/m? on days 1 and 8
119 Cisplatin: 50 mg/m? on day 1 64 18 71 11
Gemcitabine: 1000 mg/m? on days 1 and 8
118 Cisplatin: 50 mg/m? on day 1 73 18 69 13
Topotecan: 0.75 mg/m? on days 1, 2, and 3
Kitagawa et al., 20128 253 Cisplatin: 50 mg/m? on day 2 over 2 h Pts had received 100 100 0
(JCOGO0505, abstract) Paclitaxel: 135 mg/m? on day 1 over 24 h 0to 1 prior

Carboplatin: AUC 5 on day 1 over 1 h
Paclitaxel: 175 mg/m2on day 1 over 3 h

platinum agents
(percentages not reported)

Tewari et al. 201492 114 Cisplatin: 50 mg/m? 75 16 78 6
(GOG-0240) Paclitaxel: 135 mg/m? or 175 mg/m? on day 1
111 Topotecan: 0.75 mg/m? on days 1-3 73 17 69 14
Paclitaxel: 175 mg/m? on day 1
115 Cisplatin: 50 mg/m? 77 17 71 12

Paclitaxel: 135 mg/m? or 175 mg/m?on day 1
Bevacizumab: 15 mg/kg on day 1
112 Topotecan: 0.75 mg/m? on days 1-3 74 18 70 13
Paclitaxel: 175 mg/m? on day 1
Bevacizumab: 15 mg/kg on day 1

2 Three options for the administration of paclitaxel were available, used at the discretion of the investigator.

Pts = patients; AUC = area under the curve.

cisplatin—gemcitabine, and cisplatin-topotecan. The refer-
ence armwas cisplatin—paclitaxel, and os was the primary
endpoint. The study was terminated early because the
comparator groups were unlikely to demonstrate statistical
superiority for any of the combinations compared with the
reference combination, thus justifying the recommenda-
tion that each combination could be considered an option
for the target population.

Carboplatin (areaunder the curve 5 for 1 hour on day 1)
in combination with paclitaxel (175 mg/m? for 3 hours on
day 1) was tested as an alternative to the standard, but more
toxic, cisplatin (50 mg/m? for 2 hours on day 2) and pacli-
taxel (135 mg/m? for 24 hours on day 1) in a jcoG phase 111
noninferiority trial in stage 1vB persistent or recurrent
cervical cancer (jcoG-0505)%. That study, published as an
abstract, followed 253 patients for 17.4 months and demon-
strated the noninferiority of carboplatin—paclitaxel com-
pared with cisplatin—paclitaxel (os duration: 17.5 months
vs. 18.3 months respectively; hazard ratio: 0.99; adjusted
90% confidence interval: 0.79 to 1.25; noninferiority p =
0.032); Table 1v). Patients in the carboplatin combination
group experienced lower rates of neutropenia, febrile
neutropenia, rise in serum creatinine, and early treatment
discontinuation because of adverse effects; they also expe-
rienced higher rates of thrombocytopenia and neuropathy.
A significantly higher non-hospitalization period (a proxy
for quality of life) was also observed for patients in the
carboplatin—paclitaxel arm. Based on those results, and
on feasibility of administration, carboplatin—paclitaxel is

recommended as a treatment option for recurrent, meta-
static, or persistent cervical cancer.

Recommendation 3

Bevacizumab in combination with cisplatin—paclitaxel is
recommended for a specific subset of the target population,
which includes only patients whose characteristics match
those of the GoG-0240 study population®. Carboplatin can
be substituted for cisplatin in that patient population,
based on the Summary of Key Evidence and Justification
section that supports this recommendation.

The subset includes patients with primary stage 1vB
disease (thatis, ithas spread to parts of the body away from
the cervix, such as liver, intestines, lungs, or bones)'? or
withrecurrent or persistent disease not amenable to cura-
tive treatment with surgery, radiotherapy, or both; with a
performance status of 1 or less; and with adequate renal,
hepatic, and bone marrow function. It excludes patients
previously treated with chemotherapy for recurrence and
those with nonhealing wounds, active bleeding conditions,
orinadequately anticoagulated thromboembolism. In ad-
dition, coG-0240 did not include patients with stage 1118
cancer (local extension to the pelvic sidewall) or 1va cancer
(invasion into bladder or rectum). For more details about
the GoG-0240 patient population, see the study details
provided at ClincalTrials.gov (http://clinicaltrials.gov/ct2/
show/NCT00803062).

Contraindications to bevacizumab include uncon-
trolled hypertension; arterial thromboembolic events
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TABLE IV Study outcomes: response rates and survival rate?

Reference Pts Treatment Response [n (%)] Median survival ~Median PFS
(study name) (n) arms (months) (months)
CR PR CR+PR
Monk et al., 2009° 118 Cisplatin—paclitaxel 3(2.9) 27 (26) 30 (29.1) 12.9 5.8
(GOG-0204) 117 Cisplatin—vinorelbine 8 (7.4) 20 (19) 28 (25.9) 10.0 4.0
119 Cisplatin—gemcitabine 1(0.9) 24 (21) 25(22.3) 10.3 4.7
118 Cisplatin-topotecan 2(1.8) 24 (22) 26 (23.4) 10.3 4.6
(p>0.05) (p>0.05)
Kitagawa et al., 20128 253 Cisplatin—paclitaxel NR NR NR 18.3 6.2
(JCOGO0505, abstract) Carboplatin—paclitaxel 17.6 6.9
(noninferiority (p>0.05)
p=0.032)
Tewari et al., 2014° 229 Cisplatin—paclitaxel + bevacizumab NR NR 89 (38.9) 15 7.6
(GOG-0240) 223 Cisplatin—topotecan + bevacizumab NR NR 64 (28.7) 12.5 5.7
(significance  (1-sided p=0.88)  (p=0.008)
not
reported)
225 Cisplatin—paclitaxel 14 (6.2) 67 (28.8) 36 13.3 5.9
or topotecan—paclitaxel
227 Cisplatin—paclitaxel + bevacizumab 28 (12.3) 81 (36) 48 17.0 8.2
or topotecan—paclitaxel + bevacizumab
(p=0.03) (p=0.008)  (1-sided p=0.004)  (p=0.002)
114 Cisplatin—paclitaxel 9(7.9 42 (37) 45 14.3 NR
115 Cisplatin—paclitaxel + bevacizumab 17 (15) 41 (35) 50 17.6 NR
(p=0.51) (1-sided p=0.04)
111 Topotecan—paclitaxel 11 (9.9) 19 (17) 27 12.7 NR
112 Topotecan—paclitaxel + bevacizumab 5 (4.5) 48 (43) 47 16.2 NR
(p=0.002)  (1-sided p=0.09)

2 Statistically significant p values (<0.05) appear in boldface type. Tests are two-sided unless otherwise noted. (The one-sided p values in GOG-

0240 used a significance level of 0.025.)

Pts = patients; CR = complete response; PR = partial response; PFS = progression-free survival; NR = not reported.

within the preceding 6 months (includes cerebrovascu-
lar accident, transient ischemic attack, and myocardial
infarction); surgical procedure within 28 days; and full-
dose anticoagulation.

Summary of Key Evidence and Justification

for Recommendation 3

A significant os rate advantage for chemotherapy with
cisplatin (50 mg/m?) plus paclitaxel (135 mg/m? or 175 mg/
m? on day 1) or topotecan (0.75 mg/m? on days 1-3) plus
paclitaxel (175 mg/m? on day 1) with bevacizumab (15 mg/
kg on day 1) compared with the same chemotherapy op-
tions without bevacizumab was detected (hazard ratio:
0.71; 98% confidence interval: 0.54 to 0.95; one-sided p =
0.004). Regimens were repeated at 21-day intervals. There
was also a significant difference in os for cisplatin—pacli-
taxel plus bevacizumab compared with cisplatin—paclitaxel
without bevacizumab (median os: 17.5 months vs. 14.3
months; hazard ratio: 0.68; 95% confidence interval: 0.48
to 0.97; one-sided p = 0.04; Table IV). Patients in the beva-
cizumab arm experienced more hypertension of grade 2 or
higher, thromboembolic events of grade 3 or higher, and
gastrointestinal fistulae of grade 3 or higher; however, no
significant differences in quality of life were detected. Like

the GoG-0204 patients, the GoG-0240 patients had a perfor-
mance status of 1 orless. The discontinuation rate was 25%
for patientsin the bevacizumab group compared with 16%
for patients in the group that did notreceive bevacizumab.

Although 6oG-0240 tested bevacizumab with cisplatin
and paclitaxel, the noninferiority of carboplatin—paclitaxel
asdemonstrated in Jcog-0505, its more favourable toxicity
profile and ease of administration, and its demonstrated
efficacy in other disease sites'® provide support for the
recommendation for carboplatin.

Qualifying Statement for Recommendation 3

The combination of carboplatin and bevacizumab can
carryariskofthrombocytopenia. However, estimates of the
level of risk for that adverse event are not available, because
the combination was not tested in the patient population
targeted in this guideline.

DISCUSSION

In the population of women with metastatic, recurrent, or
persistent cervical cancer, incremental improvements in
the duration of os are significant, and quality of lifeisalso a
primary outcome of interest for patients and their families.
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Based on an os rate advantage for combination chemo-
therapy versus cisplatin alone, the previous version of this
guideline recommended cisplatin-topotecan for patients
with recurrent, metastatic, or persistent cervical cancer.
In the 8 years since the previous guideline was released,
two new, fully published phase 111 rcTs and an abstract
that met the inclusion criteria for this systematic review
and guideline were reported. Those three studies present
advances in the knowledge about effective treatments for
the target population. The emergence of biologic therapy in
particular represents a new frontier for treatment options.

Two studies of platinum-containing combination therapy
established the non-superiority of three different platinum-
containing chemotherapy doublets over cisplatin—paclitaxel,
and the noninferiority of carboplatin—paclitaxel, which is also
associated with fewer adverse events than is cisplatin—
paclitaxel. The choice of combination therapy should be
guided by patient and clinician preference, the toxicity profile
of the therapy combination, and ease of administration.

Inarecently published study, the addition of the biologic
agentbevacizumab to cisplatin or topotecan combined with
paclitaxel resulted in a statistically significantimprovement
in the os rate. In that trial, although self-reported health-
related quality of life was not significantly lower in patients
in the bevacizumab group, a higher rate of adverse events
was observed, including more gastrointestinal and genito-
urinary fistulae, whichis a concern. Asaresult, the addition
ofbevacizumab isrecommended only for the specific subset
of the population that is relatively healthy (performance
status 0-1) and has the other characteristics detailed in the
reportrecommendations. In addition, the consultation and
approval process for this guideline elicited concerns that
the cost and the increase in adverse effects associated with
the addition of bevacizumab might not be worth the small
potential change in outcome, given the ultimately dismal
prognosis for this group of patients as a whole.

Despite the positive results with the addition of beva-
cizumab to chemotherapy, the prognosis for our target
patient population remains poor, and alternatives to
conventional therapy such as exploitation of the genetic
diversity of cervical cancer and potential immunothera-
peutic approaches are still needed'. Accruing enough
patients to obtain sufficient power to test novel strategies
isachallenge, given a small prevalent population and cost
concerns; however, more research is needed to improve ef-
ficacy and reduce the adverse effects associated with treat-
ment of recurrent, metastatic, or persistent cervical cancer.
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