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Relevance of the sentinel node biopsy in early stages of endometrial cancer
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Emile Darai (Professor and chief of Obstetrics and Gynecology, Department
of Tenon Hospital, University Pierre et Marie Curie, Paris, France)
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& £7:h% B cervical screening quidelinet tgit £ screening interval

CA Cancer J Clin2012 Mar 14. doi: 10.3322/caac.21139. [Epub aloégdint]

American Cancer Society, American Society for Colpgcopy and Cervical Pathology,
and American Society for Clinical Pathology screemig guidelines for the prevention
and early detection of cervical cancer.

Abstract

An update to the American Cancer Society (ACS) giiné regarding screening for the
early detection of cervical precancerous lesiorsaamcer is presented. The guidelines
are based on a systematic evidence rewdewtributions from 6 working groups, and a
recent symposium cosponsored by the ACS, the Ameigociety for Colposcopy and
Cervical Pathology, and the American Society faniCal Pathology, which was attended
by 25 organizations. The new screening recommemuafiddresage-appropriate
screening strategies, including the use of cytolagy high-risk human papillomavirus
(HPV) testing, follow-up (eg, the management oeearpositives and screening intervals

for screen negatives) of women after screeningatfeeat which to exit screening, future
7




considerations regarding HPV testing alone asragy screening approach, and
screening strategies for women vaccinated agaiR$18 and HPV18 infections.

1)

2)

3)

4)

5)

6)

Cervical cancer screening should begin at age adsy#/omeryounger than age 21
years should not be testewvith either the Pap test or the HPV test.
Women between the age$ of 21 and 29 Jears shouddiap test every 3 years
HPV testing should not be used in this age grodessnt is needed after an abnormal
Pap test.
Women between the ages of 30 and 65 years showédaiap test plus an HPV
test (called “co-testing”) every 5 yearsThis is preferred, but it @lso okay to
continue to havePap tests alone every 3 years
Women| older than 65 years who have had regulatdzpthat were nornhahould
not be screenedor cervical cancer. Once screening is stoppeshauld not be
started again. Women who have had serious cemieahncer shoulde tested for
at least 20 years after that diagnosjseven if screening continues past age 65 years.
A woman who has had a hysterectomy (with remov#hefcervix) for reasons not
related to cervical cancer and who has not hadaareancer or serious precancer
should not be screened.
A woman who has been vaccinated against HPVIdistill follow the screening
recommendations for her age group.

TABLE 1. Summary of Recommendations

PAGE RECOMMENDED

POPULATION NUMBER | SCREENING METHOD® | MANAGEMENT OF SCREEN RESULTS COMMENTS
Aged <21y 7 No screening HPV testing should not be used for screening
or management of ASC-US in this age group
Aged 21-29y 8-9 Cytology alone HPV-positive ASC-US® or cytalogy of LSIL HPV testing should not be used for
every 3 y of more severe: screening in this age group

Refer to ASCCP guidelines®

Cytology negative or HPV-negative ASC-UsP
Rescreen with cytology in 3 y

Aged 30-65y 9-16 HPV and cytology HPV-positive ASC-US or gytology of LSIL or more severe: Screening by HPV testing alone is not

\ o3 p a1 . S .
cotesting” every Refer to ASCCP guidelines” recommended for most clinical settings
5y (preferred)

HPV positive, cytology negative:
Option 1. 12-mo follow-up with cotesting
Option 2: Test for HPV16 or HPV16/18 genotypes
® [f HPY16 or HPV16/18 positive: refer to colposcopy
o [f HPV16 or HPV16/18 negative
12-mo follow-up with cotesting

Cotest negative or HPV-negative ASC-US:
Rescreen with cotesting in 5y

Cytology alone every | HPV-positive ASC-US® or cytology of LSIL or more severe:
3y (acceptable) Refer to ASCCP guidelines #

Cytology negative or HPV-negative ASC-UsP
Rescreen with cytology in 3 y

Aged =65y 16-17 No screening following Women with a history of CIN2 or a

adequate negative more severe diagnosis should continue
prior screening routine screening for at least 20 y
After hysterectomy| 17-18 No screening Applies to women without a cenvix and

without a history of CINZ or a more
severe diagnosis in the past 20 y or
cervical cancer ever

HPV vaccinated 18-19 Follow age-specific recommendations (same as unvaccinated women)

ASCCP indicates American Society for Colposcopy and Cervical Pathology; ASC-US, atypical squamous cells of undetermined significance; CINZ, cervical intra-

epifl

helial neoplasia grade 2; HPY, human papillomavirus; LSIL, low-grade squamous intraepithelial lesion.

*Women should not be screened annually at any age by any method.

"ASC-US cytology with secondary HPV testing for management decisions.
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J Clin Oncol.2012 May 1;30(13):1553-61. Epub 2012 Apr 2.

Appropriate chemotherapy dosing for obese adult pa¢nts with cancer:
american society of clinical oncology clinical praitce guideline.

Griggs JJMangu PB Anderson HBalaban EPDignam JJHryniuk WM, Morrison VA,
Pini TM, Runowicz CD Rosner Gl .Shayne M Sparreboom ASucheston LELyman

GH.

Source

2318 Mill Rd, Suite 800, Alexandria, VA 22314, gelthes@asco.org.

Abstract

PURPOSE To provide recommendations for appropcyiaoxic chemotherapy dosing
for obese adult patients with cancer. METHODS Thaefican Society of Clinical
Oncology convened a Panel of experts in medicalggnécologic oncology, clinical
pharmacology, pharmacokinetics and pharmacogenaticsbiostatistics and a patient
representative. MEDLINE searches identified stugigslished in English between 1996
and 2010, and a systematic review of the literatvae conducted. A majority of studies
involved breast, ovarian, colon, and lung cancings guideline does not address dosing
for novel targeted agents. Results Practice pasteicies demonstrate thap to 40% of
obese patients receive limited chemotherapy dosdsat are not based on actual body
weight. Concerns about toxicity or overdosing in obesep# with cancer, based on the
use of actual body weight, are unfounded. RecomaterThe Panel recommends

that full weight-based cytotoxic chemotherapy dosdse used to treat obese patients

with cancer, particularly when the goal of treatmert is cure. There is no evidence that
short- or long-term toxicity is increased amongs#patients receiving full weight-based

doses. Most data indicate that myelosuppressitreisame or less pronounced among
the obese than the non-obese who are administaltedeight-based doses. Clinicians
should respond to all treatment-related toxicitresbese patients in the same ways they
do for non-obese patients. The use of fixed-dosenctherapy is rarely justified, but the
Panel does recommend fixed dosing for a few selgents. The Panel recommends
further research into the role of pharmacokinetiod pharmacogenetics to guide
appropriate dosing of obese patients with cancer

ARy T,
/
Ref 1 (pll)| # i* TGOG 2. #:i® (Impact Factor 4.9): small cell neuroendocrine

cervical cancer #+4+* radiotherapy + % ** 5 cycles of
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cisplatin-etoposide-containing chemotherapy % /5%

Eur J Cancei2012 Jan 13. [Epub ahead of print]

Primary treatment and prognostic factors of small ell neuroendocrine
carcinoma of the uterine cervix: A Taiwanese Gynedogic Oncology
Group study.

Ref 2 (pl12) i TGOG 2. # i (Impact Factor 3.76): ovarian granulose cell

tumor

Gynecol Oncol2012 Feb;124(2):244-9. Epub 2011 Oct 20.

A long-term follow-up study of 176 cases with adultype ovarian
granulosa cell tumors.

Ref 3 (pl13)| #& B KGOG = &% JCO ¢ paper 7 (Impact Factor: 18.970)

J Clin Oncol.2012 Apr 20;30(12):1329-34. Epub 2012 Mar 12.

Preoperative identification of a low-risk group for lymph node
metastasis in endometrial cancer: a korean gynecaa oncology group
study.

Ref 4 (pl4)| WHI study: H# * Premarin, ¥ @ $#&°> breast cancer risk

Lancet Oncol2012 May;13(5):476-86. Epub 2012 Mar 7.

Conjugated equine oestrogen and breast cancer in@dce and mortality
in postmenopausal women with hysterectomy: extendddllow-up of the
Women's Health Initiative randomised placebo-contrdled trial.

Ref 5 (pl15)| MSKCC sz % 5% intraperitoneal chemotherapy

Gynecol Oncol2012 Mar 21. [Epub ahead of print]

Progression-free and overall survival of a modifiedutpatient regimen
of primary intravenous/intraperitoneal paclitaxel and intraperitoneal
cisplatin in ovarian, fallopian tube, and primary peritoneal cancer.

Irradiation # 3 ovarian clear cell carcinoma - ifFEE

J Clin Oncol.2012 Apr 9. [Epub ahead of print]

Low-Stage Ovarian Clear Cell Carcinoma: PopulationBased Outcomes
in British Columbia, Canada, With Evidence for a Suvival Benefit As a
Result of Irradiation.

Ref 7 (pl7)| Platinum-sensitive recurrence: Olaparib
N Engl J Med2012 Apr 12;366(15):1382-92. Epub 2012 Mar 27.
Olaparib maintenance therapy in platinum-sensitiverelapsed ovarian
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cancer.

Ref 8 (pl18)| &+ ¥ 3 % CCRT with weekly cisplatin-topotecan

Gynecol Oncol2012 Apr;125(1):158-62. Epub 2011 Dec 22.

A phase | study of concurrent weekly topotecan andisplatin
chemotherapy with whole pelvic radiation therapy inlocally advanced
cervical cancer: a gynecologic oncology group study

Ref 9 (p19)_CCRT for advanced vulva SCC

Gynecol Oncol2012 Mar;124(3):529-33. Epub 2011 Nov 9.

A phase Il trial of radiation therapy and weekly cisplatin chemotherapy
for the treatment of locally-advanced squamous ceflarcinoma of the
vulva: a gynecologic oncology group study.

Ref 10 (p20)| Radiosurgery *: %32 ¥ 3% brain metastasis ¢h& ¢
Cancer2012 Feb 15;118(4):1138-44. doi: 10.1002/cncr.26&pub 2011 Jul 14.
Single brain metastasis: whole-brain irradiation plus either
radiosurgery or neurosurgical resection.

Ref 11 (p21)| =% lymphedema 2 7= jivg i+

Gynecol Oncol2012 Apr 17. [Epub ahead of print]

A novel approach to the treatment of lower extremiy lymphedema by
transferring a vascularized submental lymph node #p to the ankle.

2 i TGOG 2. #:1f (Impact Factor 4.9): small cell neuroendocrine
cervical cancer #+4+* radiotherapy + % ** 5 cycles of

cisplatin-etoposide-containing chemotherapy % /5%

Eur J Cancei2012 Jan 13. [Epub ahead of print]

Primary treatment and prognostic factors of small ell neuroendocrine
carcinoma of the uterine cervix: A Taiwanese Gynedogic Oncology
Group study.

Wang KL, Chang TCJung SM Chen CHCheng YM Wu HH, Liou WS, Hsu ST Ou
YC, Yeh LS Lai HC, Huang CY, Chen TG Chang C,JLai CH.

Source

Department of Obstetrics and Gynecology, Mackay kleah Hospital and Mackay
Medical College, Taipei, Taiwan; Department of Ninigs Mackay Medicine, Nursing and
Management College, Taipei, Taiwan; Departmentlagtétrics and Gynecology, Taipei
Medical University, Taipei, Taiwan.
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Abstract

BACKGROUND:

Our aims were to investigate the treatment andcdpathological variables in relation to
prognosis in small cell neuroendocrine cervicaticemma (SCNECC).

PATIENTS AND METHODS:

Clinical data of SCNECC patients with InternatiorRaderation of Gynaecology and
Obstetrics (FIGO) stages I-IV treated between 1&28Y 2009 at member hospitals of the
Taiwanese Gynecologic Oncology Group (TGOG) wetmspectively reviewed.
RESULTS:

Of the 179 eligible patients, 104 were of FIGO stddl9 stage IIA, 23 stage 1IB, 9 stage
lll, and 24 stage IV. The median failure-free suaVi(FFS) was 16.0months, and the
median cancer-specific survival (CSS) was 24.8nmrthmultivariate analysis, FIGO
stage and lymph node metastasis were selectedesendent variables in stages IIV.
stages 11B-IVB, primary treatment containing etoposde and platinum for at least 5
cycles (EP5+) (n=16) was associated with signifiginbetter 5-year FES (42.9%
versus 11.8%, p=0.041) and CSS (45.6% versus 17.1p%0.035) compared to other
treatments (n=40) Furthermoregoncurrent chemoradiation with EP5+

(CCRT-EP5+) was associated with even better 5-ye&FS (62.5% versus 13.1%,
p=0.025) and CSS (75.0% versus 16.9%, p=0.016)

CONCLUSIONS:

FIGO stage and lymph node metastasis are signifipagnostic factors in SCNECQG
stages 1IB-1IVB, CCRT-EP5+ might be the treatment ofchoice, which could be also
true for earlier stages.Despite limitations of a retrospective study spagrm long time
period and heterogeneous managements, the resuigdgan important basis for
designing future prospective studies

24 i TG0G 2. # i+ (Impact Factor 3.76):

Gynecol Oncol2012 Feb;124(2):244-9. Epub 2011 Oct 20.

A long-term follow-up study of 176 cases with adultype ovarian
granulosa cell tumors.

Sun HD Lin H, Jao MS Wang KL, Liou WS, Hung YC, Chiang YC Lu CH, Lai HC, Yu
MH.

Source

Department of Obstetrics and Gynecology, Taipeehis General Hospital, Taipei,
Taiwan.

Abstract

OBJECTIVE:

Because of rarity, indolent clinical course, ananafst importance, small sample size
studies of previous ovarian granulosa cell tum&GTs), this study was conducted to

12



report the clinical characteristics and long-temmcomes of 176 pathologically
confirmed GCTs.

METHODS:

Between 1984 and 2010, we retrospectively evalubfédatients from multiple medical
centers in Taiwan.

RESULTS:

The mean age at the diagnosis was 46 years ang haHrof the patients (45.7%) were
in their fourth or fifth decades of life. The ma@stmmon symptoms included abdominal
pain (28.5%), followed by irregular menstruatio®.(@). The mean tumor size was 10.4
cm. The stage distribution at diagnosis was stag&7.8% of patients, stage 1l in 5.1%,
stages IlI-V in 6.1%, and unknown in 11% of patseithe median follow-up period was
60.7 months. The recurrence rate was 21%. The lbser@and 10-year survival rates
were 96.5% and 94.1%, respectively. In univariat&ysis, initial stage, presence of
residual tumor after initial surgery, need for adjat chemotherapy, and tumor size were

associated with disease recurreringhe multivariate analysis. only the presence of

residual tumor after initial surgery and tumor size were significantly associated with
recurrence.

CONCLUSIONS:
The outcomes of patients with GCTs were good, wehrly to 95% of patients surviving
5 and 10 years. The prognosis was related tolistidge, presence of residual tumor after

initial surgery, and tumor size (>13.5 crBjfferent surgical methods and/or adjuvant
therapy appear not to affect the outcome

58 B KGOG = £ 3 JCO chpaper i (Impact Factor: 18.970)

J Clin Oncol.2012 Apr 20;30(12):1329-34. Epub 2012 Mar 12.

Preoperative identification of a low-risk group for lymph node
metastasis in endometrial cancer: a korean gynecada oncology group
study.

Kang S Kang WD, Chung HH Jeong DHSeo S$Lee JM Lee JK Kim JW, Kim SM,
Park SY, Kim KT.

Source

Department of Obstetrics and Gynecology and CaResearch Institute, College of
Medicine, Seoul National University, 101 Daehak}omgno-gu, 110-744, Seoul,
Republic of Korea; kjwksh@snu.ac.kr.

Abstract

PURPOSE The aim of this study was to develop agaeive risk prediction model for
lymph node metastasis in patients with endometaater and to identify a low-risk
group before surgery. PATIENTS AND METHODS The noadlirecords of 360 patients
with endometrial cancer who underwent surgicalistagiere collected from four

13



institutions and were retrospectively reviewed.u8ing serum CA-125 levels,
preoperative biopsy data, and magnetic resonanaging (MRI) data, a multivariate
logistic model was created. Patients whose pratijotebability was less than 4% were
defined as low risk. The developed model was eatBrwalidated in 180 patients from
two independent institutions. Resuisrum CA-125levels andhree MRI parameters
(deep myometrial invasion, lymph node enlargemamd, extension beyond uterine
corpus) were found to hedependent risk factors for nodal metastasisThe model
classified 53% of patients as part of a low-riskwgy, and the false negative rate was
1.7%. In the validation cohort, the model classi#3% of patients as low-risk, and the
false neqative rate was 1.4%The model showed good discrimination (area utiter
receiver operator characteristic curve = 0.85)\aad calibrated well. The negative
likelihood ratio of our low-risk criteria was 0.125% ClI, 0.04 to 0.29), which was
equivalent to the false-negative rate of 1.3% (I%9.5% to 3.3%) at the assumed
prevalence of nodal metastasis of 10%. CONCLUSIGMgserum CA-125 and MRI
as criteria resulted in the accurate identificabba low-risk group for lymph node
metastasis among patients with endometrial cancer.

WHI study: ¥ * Premarin, » @ $&-> breast cancer risk

Lancet Oncol2012 May;13(5):476-86. Epub 2012 Mar 7.

Conjugated equine oestrogen and breast cancer in@dce and mortality
in postmenopausal women with hysterectomy: extendddllow-up of the
Women's Health Initiative randomised placebo-contrdled trial.

Anderson Gl Chlebowski RT Aragaki AK, Kuller LH, Manson JEGass M Bluhm E
Connelly SHubbell FA Lane D Martin L, Ockene JRohan T Schenken R
Wactawski-Wende.J

Source

Fred Hutchinson Cancer Research Center, Publiadti8alences, Seattle, WA, USA.
Abstract

BACKGROUND:

By contrast with many observational studies, womnehe Women's Health Initiative
(WHI) trial who were randomly allocated to receive oestrogeneahad a lower
incidence of invasive breast cancer than did thdse received placebo. We aimed to
assess the influence of oestrogen use on longerlierast cancer incidence and
mortality in extended follow-up of this cohort.

METHODS:

Between 1993 and 1998, the WHI enrolled I1B9 postmenopausal women from 40 US
clinical centres into a randomised, double-maské&at,ebo-controlled trial. Women aged
50-79 years who had undergone hysterectomy anéxyaetted 3-year survival and
mammography clearance were randomly allocateddongputerised, permuted block
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algorithm, stratified by age group and centre giweive oral conjugated equine oestrogen
(0-625 mg per day; n=5310) or matched placebo (264 he trial intervention was
terminated early on Feb 29, 2004, because of aerageffect on stroke. Follow-up
continued until planned termination (March 31, 20@onsent was sought for extended
surveillance from the 9786 living participants ctige follow-up, of whom 7645 agreed.
Using data from this extended follow-up (to Aug 2809), we assessed long-term
effects of oestrogen use on invasive breast cancelence, tumour characteristics, and
mortality. We used Cox regression models to estrhatzard ratios (HRs) in the
intention-to-treat population. This study is regied with ClinicalTrials.gov, number
NCTO00000611.

FINDINGS:

After a median follow-up of 11-8 years (IQR 9- 19)2the use of oestrogen for a
median of 5-9 years (2:5-7-3) was associated witkver incidence of invasive breast
cancer (151 cases, 0-27% per year) compared with placEdases, 0- 35% per year;
HR 0-77, 95% CI 0-62-0-95; p=0-02) with no diffeefp=0-76) between intervention
phase (0-79, 0-61-1-02) and post-intervention péffsets (0- 75, 0-51-1-09). In
subgroup analyses, we noted breast cancer risktiedwith oestrogen use was
concentrated in women without benign breast dis@as@ 01) or a family history of
breast cancer (p=0- 020 the oestrogen aroup. fewer women died from breagancer
(six deaths, 0-009% per year) compared with can{d® deaths, 0-024% per year; HR
0-37, 95% CI 0-13-0-91; p=0-03). Fewer women irodstrogen group died from any
cause after a breast cancer diagnosis (30 deat% per year) than did controls (50
deaths, 0-076%; HR 0-62, 95% CI 0-39-0-97; p=0-04).

INTERPRETATION:

Our findingsprovide reassurance for women with hysterectomy skmg relief of

climacteric symptoms in terms of the effects of og®gen use for about 5 years on
breast cancer incidence and mortality However, our data do not support use of

oestrogen for breast cancer risk reduction becang@oted benefit probably does not
apply to populations at increased risk of such eanc

Ref 5 MSKCC £z % ;% intraperitoneal chemotherapy

Gynecol Oncol2012 Mar 21. [Epub ahead of print]

Progression-free and overall survival of a modifiedutpatient regimen
of primary intravenous/intraperitoneal paclitaxel and intraperitoneal
cisplatin in ovarian, fallopian tube, and primary peritoneal cancer.

Barlin JN Dao F, Zgheib NB Ferguson SESabbatini PJHensley ML, Bell-McGuinn
KM, Konner J Tew WP, Aghajanian CChi DS

Source

Gynecology Service, Department of Surgery, Mem@lahn-Kettering Cancer Center,
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New York, NY, USA.

Abstract

OBJECTIVE:

GOG study 172 demonstrated improved progressian(P€&S) and overall (OS) survival
for patients with stage Il optimally debulked oier and peritoneal carcinoma treated
with IV/IP paclitaxel and IP cisplatin comparedstandard IV therapy. The inpatient
administration, toxicity profile, and limited congpion rate have been blamed for the
lack of acceptance and widespread use of this esgilWe sought to evaluate the PFS,
OS, toxicity, and completion rate of a modifiedpattent IP regimen.

METHODS:

Using a prospectively maintained database, we ateduthe outcomes of patients who
underwent primary optimal cytoreduction for statj@varian, tubal, or peritoneal
carcinoma followed by IV/IP chemotherapy from 18%9. Our modified regimen was
as follows:lV paclitaxel (135ma/m(2)) over 3hon day 1]P cisplatin (75ma/m(2))on
day 2, and IP paclitaxel (60mg/m(2)) on day 8, giegery 21days for 6cycles.
RESULTS:

We identified 102 patients who initiated the magtiffil\V/IP regimen and completed
chemotherapy. The median follow-up was 43months.Mkdian age at diagnosis was
57years (range, 23-76). Primary disease site wasyo/7 (75%); fallopian tube, 13
(13%); peritoneum, 12 (12%). FIGO stage was: IBA8%); IIB, 4 (4%); IlIIC, 90
(88%). Residual disease after cytoreduction wasensd8 (57%)<lcm, 44 (43%). The
most frequent grade 3/4 toxicities were: neutropeh? (12%); gastrointestinal, 8 (8%);
neurologic, 6 (6%). Eighty-two (80%) of 102 pateobmpleted 4 or more cycles of
IV/IP therapy; 56 (55%) completed all 6¢cycles. Thedian PFS and OS were 29 and
67months, respectively.

CONCLUSIONS:

By modifying the GOG 172 treatment regimennvenience, toxicity, and tolerability

appear improved. with survival outcomes similarto those of GOG 172. This modified
IV/IP regimen warrants further study.

Ref 6| Irradiation # % ovarian clear cell carcinoma - if/E§

J Clin Oncol.2012 Apr 9. [Epub ahead of print]

Low-Stage Ovarian Clear Cell Carcinoma: PopulationBased Outcomes
in British Columbia, Canada, With Evidence for a Suvival Benefit As a
Result of Irradiation.

Hoskins PJLe N, Gilks B, Tinker A, Santos JWong F, Swenerton KD

Source

All authors: British Columbia Cancer Agency, Vanegey British Columbia, Canada.
Abstract
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PURPOSETo evaluate the population-based outcom&ta@é | and Il ovarian clear cell
carcinoma (OCCC) in a North American populatiorateel with carboplatin/paclitaxel
and abdominopelvic irradiation. PATIENTS AND METHGBetrospective analysis was
performed of 241 patients referred in the carbapladclitaxel era. Irradiation was to be
used with a few defined exceptions. However, bexzadigliffering beliefs as to its
effectiveness, its use was consistently avoidesipgagific oncologists, allowing the
opportunity to study its possible effect on disefise survival (DFS) in these concurrent
cohorts.ResultsFive- and 10-year DFS rates were &#3w 0% for stage 1A/B; 67% and
57% for stage IC; and 49% and 44% for stage Ipeesvely. Five- and 10-year DFS
rates for those with stage IC disease based parefypture were similar to rates for
patients with stage IA/B, at 92% and 71%, respebtivi he remaining patients with
stage IC had 48% 5- and 10-year DFS. Multivariaidyssis using a decision tree
identified positive cytology as the most importéadtor (72% relapse rate if positive and
27% if negative or unknown). If, in addition, thepsule surface was involved, then the
relapse rate was 93%radiation had no discernible survival benefit for patientthw

stage 1A and IC (rupture alone), wheréasthe remainder of patients with stage I1C

and stage 11, it improved DES by 20% at 5 years (dative risk, 0.5); the benefit was
most evident in the cytologically negative/unknogroup. CONCLUSIONDES is

similar in this North American population with eafCCC to the DFS reported in Asia.
A potential benefit from irradiation was evident in a subset

Ref 7| Platinum-sensitive recurrence: Olaparib

N Engl J Med2012 Apr 12;366(15):1382-92. Epub 2012 Mar 27.

Olaparib maintenance therapy in platinum-sensitiverelapsed ovarian
cancer.

Ledermann JHarter P Gourley G Friedlander MVergote | Rustin G Scott G Meier W,
Shapira-Frommer RSafra T Matei D, Macpherson EWatkins G Carmichael ,]
Matulonis U

Source

University College London (UCL) Cancer InstituteCU& UCL Hospitals
Comprehensive Biomedical Research Centre, 90 TatarCourt Rd., London W1T 4TJ,
United Kingdom. j.ledermann@ctc.ucl.ac.uk

Abstract

BACKGROUND:

Olaparib (AZD2281) is apral poly(adenosine diphosphate [ADP]-ribose)
polymerase inhibitor that has shown antitumor activity in patients withh-grade

serous ovarian cancetith or without BRCA1 or BRCAZ2 germline mutations.
METHODS:

We conducted a randomized, double-blind, placeburotled, phase 2 study to evaluate
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maintenance treatment with olaparib in patient& wlatinum-sensitive, relapsed,
high-grade serous ovarian cancer who had receweat more platinum-based
regimens and had had a partial or complete resgorteeir most recent platinum-based
regimen. Patients were randomly assigned to recdaparib, at a dose dD0 mq twice
daily, or placebo. The primary end point was progresgiea survival according to the
Response Evaluation Criteria in Solid Tumors guiness.

RESULTS:

Of 265 patients who underwent randomization, 136vessigned to the olaparib group
and 129 to the placebo grolgrogression-free survivalwas significantly longer with
olaparib than with placebo (medigh4 months vs. 4.8 monthfom randomization on
completion of chemotherapy; hazard ratio for pregien or death, 0.35; 95% confidence
interval [Cl], 0.25 to 0.49; P<0.001). Subgrouplgses of progression-free survival
showed that, regardless of subgroup, patientssildparib group had a lower risk of
progressionAdverse eventanore commonly reported in the olaparib group timathe
placebo group (by more than 10% of patients) waresea (68% vs. 35%), fatigue (49%
vs. 38%), vomiting (32% vs. 14%), and anemia (1&8/H%); the majority of adverse
events were grade 1 or 2. An interim analysigwgrall survival (38% maturity, meaning
that 38% of the patients had died) showed no saanif difference between groups
(hazard ratio with olaparib, 0.94; 95% CI, 0.63.t89; P=0.75).

CONCLUSIONS:

Olaparib as maintenance treatmgiginificantly improved progression-free survival
among patients with platinum-sensitive, relapségh-{grade serous ovarian cancer.
Interim analysis showeglo overall survival benefit The toxicity profile of olaparib in
this population was consistent with that in pregistudies.

+ ¥ 3% CCRT with weekly cisplatin-topotecan

Gynecol Oncol2012 Apr;125(1):158-62. Epub 2011 Dec 22.

A phase | study of concurrent weekly topotecan andisplatin
chemotherapy with whole pelvic radiation therapy inlocally advanced
cervical cancer: a gynecologic oncology group study

Rose PGSill MW, McMeekin DS Ahmed A Salani R Yamada SDWolfson AH, Fusco
N, Fracasso PMCase Western Reserve University, Cleveland, O19834USA.
rosep@ccf.org

Abstract

PURPOSE:

To determine the maximum tolerated dose (MTD) andeadose-limiting toxicities
(DLT) of intravenous topotecan administered witreklg cisplatin during pelvic
radiation therapy in patients with locally advancedvical cancer.

METHODS:
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Patients were treated at one of two dose levetsvieg intravenous topotecan at
0.5mg/m(2) and cisplatin at either 30 or 40 mg/ngi2en weekly for 6 weeks
concurrently with pelvic radiation and intracawtdarachytherapy. The primary endpoint
for the escalation study was acute dose-limitingcitbes occurring within 30 days of
completing radiation therapy.

RESULTS:

Eleven patients were enrolled. Dose-limiting tatyiconsisting of Grade 3 nausea and
vomiting lasting >24h in one patient and gradel8ife neutropenia in another patient
occurred at the first dose level of weekly topote@ebmg/m(2) and cisplatin 40 mg/m(2).
This necessitated de-escalation to weekly cispBimg/m(2) in combination with
topotecan 0.5mg/m(2) and pelvic radiation. Thisedesel was tolerable in 6 evaluable
patients with only one DLT consisting of grade bthbocytopenia, grade 3 abdominal
pain and grade 3 elevated gamma glutamy! transjeegei(GGT).

CONCLUSIONS:

In women with locally advanced cervical cangeiravenous topotecan 0.5mg/m(2)

and cisplatin 30 mg/m(2) given weekly for 6 weeksith concurrent pelvic radiation
and intracavitary brachytherapy were tolerablethi@rrexpansion of the feasibility
cohort of this study was suspended based on thésed a phase 3 trial comparing the
efficacy of platinum combinations in advanced aeclrrent cervical cancer.

CCRT for advanced vulva SCC

Gynecol Oncol2012 Mar;124(3):529-33. Epub 2011 Nov 9.

A phase Il trial of radiation therapy and weekly cisplatin chemotherapy
for the treatment of locally-advanced squamous ceflarcinoma of the
vulva: a gynecologic oncology group study.

Moore DH Ali S, Koh WJ Michael H Barnes MN McCourt CK Homesley HD Walker
JL.

Source

Gynecologic Oncology of Indiana, Indianapolis, 168287, USA.
David.Moore@ssfhs.org

Abstract

OBJECTIVES:

To determine the efficacy and toxicity of radiatibeerapy and concurrent weekly
cisplatin chemotherapy in achieving a completeicdihand pathologic response when
used for the primary treatment of locally-advaneelvar carcinoma.

METHODS:

Patients with locally-advanced (T3 or T4 tumors aoienable to surgical resection via
radical vulvectomy), previously untreated squammelscarcinoma of the vulva were
treated with radiation (1.8 Gy daily x 32 fractieh3.6 Gy)plus weekly cisplatin (40
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ma/m(2)) followed by surgical resection of residuaiumor (or biopsy to confirm

complete clinical response). Management of thengsonph nodes was standardized and
was not a statistical endpoint. Primary endpoirgsencomplete clinical and pathologic
response rates of the primary vulvar tumor.

RESULTS:

A planned interim analysis indicated sufficientiaty to reopen the study to a second
stage of accrual. Among 58 evaluable patientsethere 40 (69%) who completed study
treatment. Reasons for prematurely discontinuiegttnent included: patient refusal
(N=4), toxicity (N=9), death (N=2), other (N=3). &ite were 37 patients withcamplete
clinical response (37/58: 64% Among these women there were 34 who underwent
surgical biopsy and 29 (78%) who also had a coragdathological response. Common
adverse effects included leukopenia, pain, radhadiermatitis, pain, or metabolic
changes.

CONCLUSIONS:

This combination of radiation therapy plus weekptatin successfullyielded high

complete clinical and pathologic response ratesith acceptable toxicity.

Radiosurgery * &% ¥ 3 brain metastasis & ¢

Cancer2012 Feb 15;118(4):1138-44. doi: 10.1002/cncr.26&pub 2011 Jul 14.
Single brain metastasis: whole-brain irradiation plus either
radiosurgery or neurosurgical resection.

Rades DVeninga T Hornung D Wittkugel O, Schild SE Gliemroth J

Source

Department of Radiation Oncology, University of keak, Lubeck, Germany.
Rades.Dirk@gmx.net

Abstract

BACKGROUND:

The current study was conducted to compengrosurgical resection (NR)followed by

whole-brain irradiation (WBI) (NR + WBI) with WBI followed byradiosurgery (WBI
+ RY) in patients with a single brain metastasis.

METHODS:

The outcome of 41 patients treated with WBI + RS vedrospectively compared with

111 patients who received NR ;+ WBI with respedbtml control of the treated
metastasis and survival. Eleven additional potept@gnostic factors were investigated,
including WBI schedule, patient age, patient gendarnofsky performance score (KPS),
primary tumor type, extracerebral metastases, sa@ipartitioning analysis (RPA) class,
interval between the first diagnosis of cancehmtreatment of brain metastasis,
metastatic site, maximum diameter of the metastas graded prognostic assessment
(GPA) score.
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RESULTS:

The 1-year local control rates were 87% after WERS-and 56% after NR + WBI (P
=.001). Using the Cox proportional hazards moithe treatment regimen remained
significant (risk ratio [RR], 2.46; 95% confideniceerval [95% ClI], 1.29-5.17 [P
=.005]). On the multivariate analysis, local cohtvas also found to be associated with
the maximum diameter of the metastasis. The 1-y@aival rates were 61% after WBI +
RS and 53% after NR + WBI (P = .16). Acute and tatecities were similar in both
groups. On the multivariate analysis, KPS, extrelmel metastases, RPA class, and the
GPA score were found to be independent predictiossrvival.

CONCLUSIONS:

The use of WBI + RS resulted in significantly bettelocal control of the treated
metastasis than NR + WBI. Survival was not fountécignificantly different in either
group. Because WBI + RS|isss invasivehan NR + WBI, it appears to be preferable for
many patients with a single brain metastasis. Thesdts should be confirmed in a
randomized trial

Ref 11| = % lymphedema 2. #7 % #g &

Gynecol Oncol2012 Apr 17. [Epub ahead of print]

A novel approach to the treatment of lower extremiy lymphedema by
transferring a vascularized submental lymph node #p to the ankle.
Cheng MH Huang JJNguyen DH Saint-Cyr M Zenn MR Tan BK Lee CL

Source

Division of Reconstructive Microsurgery, DepartmehPlastic and Reconstructive
Surgery, Chang Gung Memorial Hospital, College @didine, Chang Gung University,
Taoyuan, Taiwan.

Abstract

OBJECTIVE:

Vascularized groin lymph node flaps have been ssfably transferred to the wrist to
treat postmastecomy upper limb lymphedema. Thidystwestigated the anatomy,
mechanism and outcome of a novascularized submental lymph node (VSLN) flap
transfer for the treatment of lower limb lymphedema

METHODS:

Bilateral regional submental flaps wetissected from three fresh adult cadaverfor
histological study. A unilateral submental flap veissected in another six fresh cadavers
after latex injection. The VSLN flap was transferte the ankles of seven lower
extremities in six patients with chronic lower extrity lymphedema. The mean patient
age was 61+1.4years. The average duration of lydgrha symptoms was
71+42.2months.

RESULTS:
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There was a mean of 3.3+1.5 lymph nodes aroundubmental artery typically at the
junction with the facial artery, on the six cadawérstological sections. Mean of 2.3+0.8
sizable lymph nodes were dissected and suppligddogubmental artery in six cadaveric
latex-injected submental flaps. All seven VSLN #8aurvived. One flap required
re-exploration for venous congestion but was swsfag salvaged. There was no donor
site morbidity. At a mean follow-up of 8.7+4.2mostlthe mean reduction of the leg
circumference was 64+11.5% above the knee, 63.3¥3%elow the knee and
67.3£19.2% above the ankle.

CONCLUSION:

The transfer of a vascularized submental lymph rilagieto the ankle is a novel approach
for the effective treatment of lower limb lymphedam
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