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the peak 70 and 79 years of age,

4-5% of the genital malignancies in women.

3,900 new cases and 920 deaths /year in the US

American Cancer Society (2010) Cancer Facts & Figures

88% of the patients, the symptoms had been present for
about 6 months
28% longer than 5 years.
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New aspects of vulvar cancer: Changes in localization and age of onset

Monika Hampl **, Stella Deckers-Figiel *, Juergen A. Hampl °, Daniel Rein ®, Hans G. Bender *
P - - P

Gysecolopie Oncolpy 109 (2008) 340- M5

From 01/1980 until 06/2007 224 pts

| period Il period Il period
1980-1989 1989-1998 1998-2007
53 pts mean age 65.6 69 pts mean age 63.9 102 pts mean age 57

§: ) l‘-—"i —e— number TOtaI

P00 e e ;

o + e increase 192%

20 — —A/'
e

Two-third of the tumors women age <50 years

were HPV-positive with a nearly 4-time

increase in younger patients (+372%) due to
HPV high risk infection.
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Gynecologic Oncology Group risk groups for vulvar carcinoma: improvement in
survival in the modern era

Landrum LM Gynecol Oncol 2007

175 pts

Risk clhsafication Tumer sizellymph nodes

Survival rate

Mimmal Tumer <2 cm and negative lymph nodes 51% 100%
40% 97%

Low Tumex 2.1-8 cm and negative lymph nodes

Tumer <2 cm and one positive 1ymph node

Imermediate Tumer =8 cm and negasive lymph nodes
Ve =, and ¢ O e— o
Tumxr >2 cm and one positive lymph node 6% 82%
Tumexr <8 cm and two unilateral positive lymph nodes
High Tumer =8 cm and two unilateral positive lymph nodes
0 . o 0
Three or mare positive lymph nodes 3% 100%

Bilateral pesitive lymph nodes

Historic group
Survival rate

97.9%
87.4%

74.8%

29%

Survival among the minimal and low risk groups is preserved in spite of less radical

surgery.
5-year survival rate for intermediate and high risk patients also appears

to be improved. This is likely a result of advancement in adjuvant chemo-radiation

and a younger patient population that presents with less advanced disease
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SURGICAL CONCEPTS EVOLUTION

Cancer of the vulva.
Taussig FJ Am J Obstet Gynecol 1940;40:764.

1 950 The anatomy of the lymphatic drainage of the vulva and its

influence on the radical operation for carcinoma.
Way S. Ann Coll Surg Eng 1948;3:187.

Radical vulvectomy and bilateral inguinal //’ 4\
lymphadenectomy through separate groin incisions. ) g}
1 980 Hacker NF Obstet Gynecol 1981;58:574. o B
\
An alternative approach to early cancer of the vulva. i gy
DiSaia PJ, Am J Obstet Gynecol 1979;133:825. @,

1 990 Intraoperative lymphatic mapping for vulvar cancer.
Levenback C Obstet Gynecol 1994,;84:163.
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1969 FIGO Clinical staging
1988 FIGO Surgical staging

2000 FIGO Surgical staging revised

FIGO stagiag 1969

FIGO maging 1988

RGO saging 2000

Cirecal sageng

Supal =agng

Surpeal sagng

Carcinaesa i st

Carcinares i it

carcnoma o mtu

Tursoras cocfoed m vulva, 2omo or beaxin
brpas danast ind o sopicous proa
moda

Turmerar confined to valva or periseam,
< lom in groses dmonnon, seda wx
=egative

Iz Turmersr confiesd w0 vdva ar vubea
and pesacum, Zom or koo in g
direraion and with g2oeea imvaion so
preater San | Omem. Node se repative.
It Tumow coafmed 2o vulvx or vulvx

and periscum, 1 om o len i prem-
o dimmucn and wesk teceral invasos

goeater chan 1.0 smm. Noder s segative

Tursost confined 1o vidva, moee dan 2
cm in dismecxr, and to sopcicw groin

roda

Turmorar confined to valva or periseam,
> Iom in groses dimendon, soda s
augatee

Tumour confned o vulvx or valvs and
perincum, mare shan I om in g

di Noda 1 i

1

Tursor of any sae woth: (1) Adpcem
spacad to the arethes mdlsr vagna, per-
eum, sad s, sadler (2) Chnically
mpicoas hyresh noda in cither prois

Tumosr of any sae with: (1) Adpcere
sprcad 1o S lower uxthe o ang, and/
ot (1) Usiluters regiona hmph node

el tass

(1) Tursosr txvadex any of the fallow-
g lower uncthes, vagira, ara (7) Uni-
ural agional ymph noda: mossnsas

Va

IV: Tamouwr of szy sinoe : (1) inSlerating
the bladder macom, or the sacral mo-
cam, ar both, incuding the wpper peetof
the wethral mcses, sad'se (1) faed o
the bane, and/ or (3) sther daant meas-
o

Ve

Arry distzst messnss, inchuding pavc

) SAPIENZA

UNTVERSITA DI ROMA

Any dimast mctatass, sncludag pdvc




International Journal of Gynecology and Obstetrics 105 (2009) 105-106

=

lntermational fourssd of
GYNECOLOGY
& OBSTETRICS

Contents lists available at ScienceDirect

International Journal of Gynecology and Obstetrics ?‘? ,ﬁ

journal homepage: www.elsevier.com/locate/ijgo @—-

www.figo.org

SPECIAL COMMUNICATION
Revised FIGO staging for carcinoma of the vulva

Neville F. Hacker

Royal Hospital for Women and University of New South Wales, Sydney, Australia

1) Stage IA will remain unchanged
because this is the only

group of patients with a negligible
risk of lymph node metastases,
but

2) Stage | and Il have been
combined.

3) The number and morphology of ‘
the involved nodes have been | ;
taken into account, . v i
4) bilaterality of X

positive nodes has been [ o _
< b2In<5
discounted. N1d< 5jmm R
(n oo N2c extracapsular
\ N3 fixed or ulcerated

2a3 In>




To decrease the incidence
of locoregional failures after
wide local excision in patients
with stage | and Il tumors
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To serve as an alternative to
inguinal or pelvic lymph node
dissection in patients with
clinically negative nodes

The role of Radiation therapy

To treat patients before surgery
for locally extensive tumors
that may be considered
inoperable initially

To reduce the incidence of
postsurgical failure in patients
with stage lll and IV disease;

' SAPIENZA

UNTVERSITA DI ROMA



A%ENDA OSPEDALIERA ]

SANT" ANDREA

UNIVERSITA™ DI ROMA "L A SAPIENZA”
SECONDA FACOLTA®
DI MEDICINA E CHIRURGIA

Patients with T1a disease have no risk of groin metastases
and do not need lymphadenectomy

Hacker, Cancer 93; Homesley, Cancer 95; Benedet, Int J Gynecol Oncol 2000;
Magrina Int J Gynecol Oncol 2000

Omission of groin irradiation seems to be justified in
low risk patients T1, NO-1 stage, no central location,
no vessel invasion, tumor thickness £ 2 mm

and G1-G2 tumors
Manavi, Int J Radiat Biol Phys 97
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cl1-2 cNO MO

radical excision of the tumour
and bilateral inguinal and
femoral lymph node
dissection

tumour recurrences in the
groin after surgery is often
reported as less than 2% .

Petereit 1993, Stehman 1992; Van der
Velden 1996
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Wound healing
Morley 76, 50%
Homeseley 86, 49%
Podtraz 83,85%
Stehman 93, 48%
Hallak, 2007, 19%
Petereit 93, 72%

Lymphedema
Homeseley 86, 27%
Podtraz 83, 69%
Stehman 93, 25%
Hallak, 2007 7%
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2011

Primary groln Irradlation versus primary groin surgery for
early vulvar cancer (Reviow)

van der Veldea ), Foma G, Lawrie TA

THE COCHRANE
COLLABORATION®

Background

Despite changes in technique, morbidity after surgery for vulvar cancer is high and
Mainly related to the groin dissections. Primary radiotherapy to the groin is expected
to result in lower morbidity. However, studies on the efficacy of primary radiotherapy
to the groin in term of groin recurrences and survival show conflicting results
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Groin dissection versus groin radiation in carcinoma of the vulva: a
Gynecologic Oncology Group Study.

Stehman FB Int J Radiat Oncol Biol Phys 1992;
300 pts T1-3 cNO

STOPPED EARLY

52 pts
Radiotherapy Inguinal-femoral
50 Gy lymphadenectomy
Qe 9] I.. (J“‘t W::‘i‘_ nrx Av 'v;‘»:w'v“.‘j
Toual #5% CI) T b3} [ 1000 % 1020 [ 059, 175.78)
5/27 (18.5%) P=0.02 0/25 (100%)

' SAPIENZA

UNTVERSITA DI ROMA



A%ENDA OSPEDALIERA
SANT" ANDREA

UNIVERSITA™ DI ROMA "L A SAPIENZA"

SECONDA FACOLTA®
DI MEDICINA E CHIRURGIA

Groin dissection versus groin radiation in carcinoma of the vulva: a
Gynecologic Oncology Group Study.
Stehman FB Int J Radiat Oncol Biol Phys 1992;

Shay oty Padcdborzy apry M Pt Aot P Mt
M N Midae?a 0 MiPed?X 0

Qeteen (77) W [ —i— ney
Toual #5% C1) r N e 100 % 10.20 [ 059, 175.78 )

Yo vt ! ckotoryy) § fummey
|m?wv 0l okt

ook by ol et 7 < LGP~ QT
Yt br wyyocp o Not spokobin

Statistical bias

1) The patients were not identically distributed in both study group

2) not used important prognostic factors indicating the Involvement of
the lymph nodes such as tumor thickness and vascular infiltration
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Groin dissection versus groin radiation in carcinoma of the vulva: a

Gynecologic Oncology Group Study.
Stehman FB Int J Radiat Oncol Biol Phys 1992;

Shay oty Padcdborzy apry M Pt Aot P Mt

M N HifaZA 0 MiPed¥X 0
Qe |9 W [ "+ nex

Total (95% CI) r N fe— 100 % 1021 | 059, 175.78)

Yo vt ! ckotoryy) § fummey

Hetamgmontty rol sppicatie

Ik br ol alact 7+ LD (P

Vol by ity e ot polctin

Radiotherapic bias
50 Gy prescription at 3 cm below the anterior skin surface,
with 50% of the dose with electron beam 12-13 MeV
whereas the primary site and the pelvic nodes were not treated

Lymp nodes deeper than 4 cm could have been undertreated
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Femoral vessel depth and the implications for groin node radiation.
Koh, WJ

Int J Radiat Oncol Biol Phys 93

Reanalysis
substantial underdosage of the target volume

the three failure treated with electrons received estimated dose of
21.8-33.05 Gy

' SAPIENZA
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GROIN NODE IRRADIATION FOR VULVAR CANCER:
TREATMENT PLANNING

MUST DO MORE THAN SCRATCH THE SURFACE
Lanciano Int J Radiat Oncol Biol Phys 93

Accurate target definition: “ if the target is not properly
defined, ..tumor control is impossible

Definition of the target with CT or MRI is crucial

The simplicity and accuracy of parallel opposed
photon field for most nodal depths make this tecnique
most appealing for a cooperative trial...
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Inguinofemoral radiation of NO.N1 vulvar cancer may be equivalent to

Lymphadenectomy if proper radiation technique is used
Petereit Int J Radiat Oncol Biol Phys 93

49 pts T1-4, NO-1

retrospective

25 23
lymphadenectomy RT 50 Gy

Nodal control 100% P=0.14 91%

3-year 96% 90%
cause specific survival

SAPIENZA
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Prophylactic inguinal-femoral irradiation as an alternative to
primary lymphadenectomy in treatment of vulvar carcinoma

SORANA HALLAK'!, LUZ LADI® and BENGT SORBE!

pts stage

297 T1-4 RT 267

S 27

Type of radiotherapy

633
95
54

218

67.7
78
27

218

417
200
383

Adjuvant 186
Curative 28
Palliative 16
None 64
PHOTON/ Targe
Inguinal lymph nodes 199
ELECTRON v
Pelvis 8
50 : 50 None 64
Schedule
2x264Gyx % 96
Ix30Gyx18 46
o 1x20Gyx25 88
h = Depth dose curve 6MV + 12 MeV
Rel dose
e T 120;
100
807 d \\
60 \

40
20—
0

1 21 41 61 81 101 121 141 161 181 201

INTERNATIONAL JOURNAL OF ONCOLOGY 31:

1.0
09
08
0,7
0,6

S
™

04

0,3

Cumulative Proportion Surviving

P PP
o - N

1077-1085. 2007

RELAPSE FREE SURVIVAL

75%
75%

CARCINOMA OF THE VULVA
Inguinal Relapse-Free Survival by Inguinal Therapy

Inguinal irradiation (N = 201) - mostly unknown lymph node statud

B 0 L T PR

Inguinal lymphadenectomy +/- irradiation (N = 27) *
Irradiation (N = 13) - no Irradiation (N = 14)

* Negative selection blas (1227, 44%, positive lymph nodes) ?

Log-rank test: 0.854
P=0393

2 B 6 8 10 12
Years From Diagnesis

14 16 18 20
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Primary groin irradiation versus primary groin surgery for
early vulvar cancer (Review)

wan der Velden ). Fous G, Lawrie TA

C

THE COCHRANE
COLLABORATION®
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Daly 1974 Non-randomised study. Insufficient numbers.
Edsmyr 1961 Non-randomised study. Incidence of proin recurrences cannot be analysed separately
Hallak S 2007

Retrospective observational study. 294 cases of vulvar cancer were iven post-operative radiotherapy after standan
surgery which induded inguinal lymphadenectomy in only 27 cases. 110 patients had Stage I disease

Two separate inguinal fields were irradiated with combined photon (6MeV) and electron (12 MeV) beams. Dos
47.5 Gy to 54 Gy; depth: relative depch dose = 100 from 2 6ill 7 cm. Three different fraction schedules were usey
Follow-up was for a minimum of 10 years. Overall, 127 recurrences were recorded (43%) - 15/110 patients witl
Stage 1 disease (14%). The S-year survival of the Stage 1 group was 69% and relapse free survival (RFS) wa
60%. RFS rate was not associated with the type of surgery performed (total/partial vulvectomy or local tumou
excision) The inguinal relapse free rate was 75% both for patients treated with adjuvant inguinal irradiation
without lymphadenectomy (n-201) and patients treated with primary lymphadenectomy + inguinal irmadiatior
(n-27). Tt was not possible to identify the inguinal relapse free rate for the stage /11 patients who had radiotherap'
as sole treatment for the proins separately. Post-op complications were sienificantly more frequent in the s

CHONCT 13

(inguinal) lymph node dissection performed. This isa sub-optimal procedure and makes mmparis‘on difficult

Leserowitz 1997

Non-randomised study. Incidence of proin recurrences cannot be analysed separately

Manavi 1997

Case-control study of T1 NO-1 MO patients. Control - ‘wait and see’. 65 patients received radiotherapy to
inguinofemoral nodes, 70 received no treatment 1o nodes. 5 patients had non-squamous cell carcinoma. No
significant difference in relapse rates and survival. Radiotherapy dose: 60Gy: type: telecobalts depth: 45 Gy at
Scm.

Groin recurrence - 3/65 (4.6%) versus 7/70 {10%). “Low™ morbidity: 5/65 (vaginal stencsis: 2, inguinal pain,
recto-vaginal fistula, infection) versus 2/70 (vaginal stenosis). Survival overall - 919% @ disease specific: ? disease
free)

Perez 1998

Observational study of 87 women with T1-2 NO-1 MO vulvar cancer (7 with non-squamous cell carcinoma):
19/87 women received radiotherapy to inguinofemoral lymph nodes. Dose: 50-70Gy: type: photons (electron
boost); depth: at 4am. Groin recurrence occurred in 2/19 cases (10.5%). No survival data

Petereit 1993

Non-randomised study. Incidence of groin recurrences cannot be analysed separately in relation to early stage
disease

Pirtoli 1982

entioned.
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rsus groin radiation in carcinoma of the vulva: a

Gynecologic Oncology Group Study.

Stehman FB Int J Radiat Oncol Biol Phys 1992;
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| orpmewtce not ook e
Tt br ovorll olfiect 7 < 1M [T - OO
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N . Prophylactic inguinal-femoral irradiation as an alternative to
Ceaess Caba .. [ amars sy

Primary groin irradkation veruss primary groin surgery for
oarly vulvar cancer (Review)
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primary lymphadenectomy in treatment of vulvar carcinoma

SORANA HALLAK', LUZLADI? and BENGT SORBE!

IDepartment of Gynecological Oncology, and 2Department of Obstetrics and Gynecology,
Orebro University Hospital, S-701 85 Orebro, Sweden

Received January 8, 2007: Accepted June 7, 2007
therapy

Factor Odds ratio 95% C.1. P-value
Radiotherapy (D/F) 1.00 0.50-2.00 0.990
Lymphadenectomy 4.63 1.11-19.21 0.033

L ogistic regression analysis. D/F. dose per fraction (2.0 Gy versus
3.0o0r2.64 Gy).
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Groin dissection versus groin radiation in carcinoma of the vulva: a
Gynecologic Oncology Group Study.
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Stehman FB Int J Radiat Oncol Biol Phys 1992;

03100, 726]

Mortality related to treatment
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until a clear equivalence between groin
Irradiation and dissection is demonstrated in a well-
designed prospective randomized trial with QA of
radiotherapy,
lymphoadenectomy still represents the standard
approach to the groin
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sentinel node’ studies
A Year Number Bl Traces Preoperive Suocess Fake TOXi C ity

of patenss dye (1)) ey IV IERRC S aptyy e (%)

lLeveanback ezal K9] 1995 21 Y N N o6
Decssare & al |49 1997 10 N Y N 1
De Cicoo e al (5] 1997 1% N Y Y 1 Surgery
de Hulle e al [42] 1998 10 Y Y Y 1
Ak et al [53) K] 5 Y N ! 56
Tavees a a. |54 2001 . o
Molpes e al_ 45) 2001 Negatlve SN 1

Maka et 2l 1%6) 2001 Rl

De Cicoo & al |57) 2000 T< 4 cm bl b
e | Groin surgery omitted =y

-—-CCCCCCC-CCCNCCCC’E
-
2
-
n

lLeveaback ezal 199 2001 i
Sz ecal o) == | Relapse 6/259 (2.3%) 1w
Moore & al. [61] 2003 . 0 1ve1”
Puig Tweoet a al. {62] 3-trs survival 97% %
Lows-Sylvesze e al. J03| ™7 Y ~ T o
Messo ezal 163 20 Y Y Y SN
Rob e al (65 w9 Y Y Y 10 @vr® 0 ()
68X (D) 1)
Hawspy e al. |66) 42 ' Y N 95 0
6 Y Y 1

evonstca 3 o Sensitivity 89.9%
Negative predictive value 95.6%
False-negative predictive value 4.4%

Lodell @ 2 |7}
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Audoe Year Number Be Traces Preoperive Seccess Fake

of patenss dye (I T IVEERORC S Ay ae (%) Beganve
lLeveaback ezal K9] 99 Y N N s 0
Decsare &« 4 (90) 197 10 N Y N 1 ]

Groningen International Study on Sentinel nodes
in Vulvar cancer (GROINSS-V lII)

Observational study

Sentinel node negative: no lymphoadenectomy
Sentinel node positive: radiotherapy

Rob e al [65) 2007 59 Y Y Y 1M (IV1)* 0 (/)
68X (D) 1)
Hawpy e« al |60 20007 42 Y Y N
Mooee e 2l |67] 2008 6 Y Y Ei
Van de Zee &= al (6% 2008 ¥ Y Y
Levesback ezal ¥9) 2008 515 Y Y ¥ 942 (VT
7% (D)
Lndell & 2|70} 2010 77 Y Y Y 9 (IVT)*
D
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To decrease the incidence
of locoregional failures after
wide local excision in patients
with stage | and Il tumors

To serve as an alternative to
inguinal or pelvic lymph node
dissection in patients with

clinically negative nodes

The role of Radiation therapy

To treat patients before surgery
for locally extensive tumors
that may be considered
inoperable initially

To reduce the incidence of
postsurgical failure in patients
with stage lll and IV disease;
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Surgical-pathologic factors associated with a higher
risk of local recurrence:

deep invasion (>5mm) and lymphovascular space

invasion

Boyce J, Gynecol Oncol 1985;20:364,
Binder SW, Gynecol Oncol 1990;37:9.

Positive margins
Heaps JM et al Obstet Gynecol 1990;38:309-314

Close surgical margin

Heaps JM, Fu Gynecol Oncol 1990;38:309.
Chan JK, Gynecol Oncol 2007;104:636-41.
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LONG-TERM IMPACT OF POSTOPERATIVE RADIOTHERAPY IN
CARCINOMA OF THE VULVA FIGO I1I

MarTiy Busci, PD Dr. MED.,* BRGIT WAGENER,” MosHE SCHAFFER, DR. MED.* AND x:-':'_‘ 1 —
EcxuarT DUnvkE, Pror. DR, MED.* :CL
lat. J. Radistion Owcalogy Biol Phys., Vol 48, No. 1, pp. 213-218, X00 ‘ l bings L r_éugam:p
10 pts adjuvant 60 Gy | =
9 pts adjuvant 40 Gy T1-2No | -—- -7
51pts observation T SR

No prospective trial
has succesfully tested
E:;:'.;:';;1 this hypothesis b

ADJU

31 pts adjuvant RT local recurrence 16%

31 pts observation local recurrence 58% a1 2|
Positive margin

T
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The role of Radiation therapy

To treat patients before surgery
for locally extensive tumors
that may be considered
inoperable initially

To reduce the incidence of
postsurgical failure in patients
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Management of pelvic lymph nodes

Pelvic lymphadenectomy revealed positive pelvic nodes in approximately
5% of all the cases,
15-20% of the patients with positive groin nodes and nearly 0% of those

Since the clinical benefit of pelvic
lymphadenectomy is limited, this procedure is

Ro rarely carried out today i

fret oy pervicrympraaeecronTy
Franklin Il EW, Obstet Gynecol 1971; Podratz KC, Am J Obstet Gynecol 1982;

Therefore, the potential survival benefit of pelvic lymphadenectomy
appears to be 1% (20% of 5% who have pelvic nodal disease) for all
patients or 4% (20% of 20% who have pelvic nodal disease) for those with

positive groin nodes
Thomas GM, Gynecol Oncol 1991;
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Radiation therapy versus pelvic node resection for carcinoma of the
vulva with positive groin nodes.
Homesley HD, Obstet Gynecol 1986,68:733

114 pts
Radical vulvectomy and bilateral inguinal femoral lymphoadenectomy

Groin pN+

Radiotherapy Pelvic lymph node
Groin and pelvic nodes dissection
45-50 Gy

2-yrs OS 68%  P=0.03 2-yrs OS 54%

Clinically pos nodes 2-yrs OS 59% 2-yrs OS 31%

22 pos nodes 2-yrs OS 63% 2-yrs OS 37%
SAPIENZA
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Radiation therapy versus pelvic node resection for carcinoma of the
vulva with positive groin nodes.

Homesley HD, Obstet Gynecol 1986,68:733

100
- | - Pelvic node dissection/1

75 ==
= 4 t - Radiation therapy/1
=
% - Radiation therapy/2+
§ The benefit was limited to patients with more
S than one pathologically positive node

o5 - e——

- Pelvic node dissection/2+
0 T I 1

0 12 24 36
Months from protocol entry
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Assessment of current International Federation of Gynecology and
Obstetrics staging of vulvar carcinoma relative to prognostic factors for

survival (a Gynecologic Oncology Group study).
Am J Obstet Gynecol 1991;164(4):997-1004.

5-year survival

negative nodes 90.9%,
1-2 positive nodes 75.2%
3—-4 positive nodes 36.1%,
5-6 positive nodes 24.0%
7 or more positive nodes 0%

Prognostic value of pathological patterns of lymph node positivity in

squamous cell carcinoma of the vulva stage lll and IVA FIGO.
Origoni M, Gynecol Oncol 1992;45(3):313—6.

5-year survivals

nodal metastases less than 5 mm 90.0%,
5-15 mm 41.6%
>15 mm 20.6%

extracapsular spread had a poor prognosis (25%) compared with
patients with disease confined to the node (85.7%) ; P=0.001).

L SAPIENZA

M/ UNIVERSITA DI ROMA




e NDA OSPEDALIERA
i SANT" ANDREA

UNIVERSITA™ DI ROMA “LA SAPIENZA™

SECONDA FACOLTA®
DI MEDICINA E CHIRURGIA

Extracapsular Growth of Lymph Node
Metastases in Squamous Cell Carcinoma
of the Vulva

The Impact on Recurrence and Survival

Jacobus van der Velden, M.D.,* Arnold C. M. van Lindert, Ph.D._,t
Frits B. Lammes, Ph.D.,* Fiebo J. W. ten Kate, Ph.D._,t Daisy M. D. S. Sie-Go, Ph.D.,§
Hans Oosting, Ph.D.,|| and A. Peter M. Heintz, Ph.D.t

e gy ————— CANCER June 15, 1995, Volume 75, No. 12

BOI— e Table 2. Effect on Survival of Various Clinicopathologic
5 Variables Additional to Extranodal Spread
2 60 Tt
g "--,_. Variable Chi-square P value
D -
] 40 RERSygpamessess itz n ; o Extranodal spread 16.22 0.00
Size 2.00 0.16
20 _____ 3/22 Nodal No. of nodes 1.39 0.24
| e 2018 Banods FIGO stage 0.54 0.46
p—— e | e s g -t Metastasis size 0.23 0.63
g L 2 30 8 80 5 Nodal repl ¢ 0.06 0.80
time in months Oda rep acemen 5 S
Laterality 0.03 0.87

FIGO: International Federation of Gynecology and Obstetrics.
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Gynecologic Oncology 114 (2009) 343-345

Contents lists available at ScienceDirect
GYNECOLOGIC
ONCOLOGY

Gynecologic Oncology

journal homepage: www.elsevier.com/locate/ygyno

Adjuvant radiotherapy in patients with vulvar cancer ancl one intra capsular lyrnpl'l
node metastasis is not beneficial

G. Fons ¥, SSML.A. Groenen ”, M.H.M. Oonk €, A.C. Ansink ¢, A.G.J. van der Zee <, M.P.M. Burger °,
L.J.A. Stalpers 9, J. van der Velden *

Number of recurrences per site of recurrence.

Site of recurrence Intra capsular metastasis
Without RT® With RT

None 30 (68)° 19 (62)

) F 1 T (Y
Groin 1(2) 0 (%)_l

VIS (Z) Za\

Distant 2(5) 2 (6)
Unknown 3(7) 1(3)
Total 44 (100) 31 (100)

¢ Radiotherapy.
b Percentage.
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Prognostlc Role of Lymph Node Metastases in Vulvar
Cancer and Implications for Adjuvant Treatment

Linn Woelber, MD,* Christine Eulenburg, PhD,7 Matthias Choschzick, MD,} Andreas Kruell, MD,§

Cordula Petersen, MD,§ Friederike Gieseking, MD,* Fritz Jaenicke, MD,* and Sven Mahner. MD*
international jounal of Gynecological Cancer « Volume 22, Number 3, March 2012

TABLE 3. Multivariate analysis of the prognostic impact
of the number of positive lymph nodes as a continuous

Z. variable on disease recurrence under consideration of
57 Tpm— the interaction between number of positive nodes
L ———
é - l. Ld e — and adjuvant radiotherapy (n = 157)
[c -— X
E§- R e 4 C+LN i e % CT
'} - p FAE (v ! 1+
4 i s No. affected nodes <0.001 1.752 1380 2.225
# F e T 15 {no adjuvant radiotherapy
a - 24 » a "o > ¢ an groins/pelvis)
ame nmarite No. affected nodes 0.828 0972 0.749 1.261
l\lmanaml:c st o = o e 2 = = ; (adju\'am radlo(hcrap)'
* b, 2 & 11 -
Tily 21 14 W T F & 4 4 4 groins/pelvis)
é.t: ﬁb o i 2 § ; g g g Interaction between no. 0.001 0555 0394 0.781
3 : ; : 5
' positive nodes and
FIGURE 2. Impact of the number of positive lymph adjuvant radiotherapy
nodes on_giseas&fre: surviva:l! (n = ]50768PO <>0;101 pT2 vs pT lab 0.721 1.143 0.549 2383
node positive vs. node negative; P = 0.C ez pT3/4 vs pT lab 0336 1.634 0.601 4.446
1 positive node; P=0.189 2 vs. 1 positive node). G2 vs Gl 0.533 0.731 0272 1.961
G3 vs GI 0.858 1.098 0395 3.047
Age per year 0.003 1.036 1012 1.06]

Depth of invasion per mm 0333 1.026 0974 1.080

Bokl values mdicste sagmificant results.
CI, confidence interval; HR, hazard ratio.

Conclusions: The negative impact of lymph node metastases is already evident in patients
with only | affected lymph node. In patients receiving adjuvant radiotherapy, the negative
effect of additional lymph node metastases is reduced; adiuvant treatment might therefore
be beneficial in patients with only ] positive node.
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> @ Size of sentinel-node metastasis and chances of
non-sentinel-node involvement and survival in early stage
vulvar cancer: results from GROINSS-V, a multicentre
observational study

Maake # Oonk, Bettien M van Hemel, Hamry Mollera, foanne A de Hully, Anca C Ansink, igrace Vergote, René H Yerhajen, Angefo Maggions,
Katja N Goarenstroom, feter | Baldwin, Eleonora 8 van Dorse, jacobus van der Velden, Ralph H Hermans, Hans Wvan der Putten, Pierre Orouin,
ingo B Runnebaum, Wim | Sater, Ate G van der Zee

Lancet Oncology 2010;11:646

Our data show that the risk of non-sentinel node metastases
Increases with size of sentinel-node metastasis.

No size cutoff seems to exist below which chances of
non-sentinel-node metastases are close to zero.

Therefore all patients with sentinel-node metastases
should have additional groin treatment
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To decrease the incidence To serve as an alternative to
of locoregional failures after
wide local excision in patients
with stage | and Il tumors

inguinal or pelvic lymph node
dissection in patients with
clinically negative nodes

The role of Radiation therapy

To treat patients I?efore surgery To reduce the incidence of

for locally extensive tumors postsurgical failure in patients
that may be considered with stage Ill and IV disease;
inoperable initially
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1990 1974

VULVAR CANCER
1987

Combined therapy as an alternative to exenteration for locally advanced
vulvovaginal cancer. Il. Results, complications, and dosimetric and surgical

considerations.
A.Boronow RC, J Clin Oncol 1987;10:171-81.

37 pts
brachytherapy * external beam RT
local control 86%

No patients required a pelvic exenteration
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Radiochemotherapy
Why ?

Women undergoing exenterative procedures have higher
surgical complications rates, including a mortality rate of 2%

to 10%
sn/ 10 avoid exenterative | .
8 procedures

Such radical surgery is also inappropriate for young women as

it causes severe psychosessual problem
Gadducci 2006
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CHEMORADIATION AS PRIMARY OR ADJUVANT TREATMENT FOR
LOCALLY ADVANCED CARCINOMA OF THE VULVA

StEPHANIE C. Han, M.D.,* Davip H. Kiv, M.D..* Susan A. HicGins, MDD *
Maria-Luisa Carcanciu, MD.,' Axp Barry M. Kacivskr, M.D., PuD.*'

Iat. J. Radiation Oscology Biol Phyx., Val 47, No. 5, pp. 12351244, 200

Table 1. Clinical features of patients treated with primary

chemoradiation and doses of radiation therapy v
-
Age Clinical EBRT dose -
Patient (years) stage (Gy) H
| 3
Primary chemoradiation E
I 65 TINO 48 2
2 73 T3N1 57
3 73 T3NO 54
4 52 T3INO 62
5 54 T3NO 52
6 76 T4N1 62
7 64 T3NO 54
8 49 T3N1 40
9 g1 TIN2 40
10 58 T3NO 45 .
Ch diation for di £
11 79 T2NO 44 =
12 66 TIND 45 2 B
12 69 TINO 54 s
14 67 T2N1 45
EBRT * external beam radiation therapy.

—th

Conclusion; Concurrent radition thmpy und chcmothcrnpv decrenses local rlupse rae, improm disease
spedﬁc nnd owrnll survival over RT alone as primary treatment for locally advanced vulvar cancer, @ 2000
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bleomycin

Irradiation and bleomycin in the treatment of inoperable vulval carcinoma.

Iversen T Acta Obstet Gynecol Scand 1982

Combined bleomycin and irradiation in preoperative treatment of advanced
Squamous cell carcinoma of the vulva.

Scheistroen M Acta Oncol 1993

Worse outcome
Lung toxicity
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5- FU with or without MMC

Radiation Response to

authors pts | chemotherapy o
dose chemoradiation
Levin OR= 6 (100%)
6 5-FU+MMC 20-25 Gy
Gyn Oncol 1986 Surgery 4pts
Thomas CR=14 (58.3%)
24 5-FutMMC 45-51Gy
Gyn Oncol 1989 Surgery 5 pts

Sebag-Montefiore CR=15 (46%)

32 | 5-FU+MMC 45-50 Gy

IntJ Gyn C 1994 OR=26 (81.2%)
Wahl CR=10 (53%),

anen 19 | 5-FU+MMC 45-50 Gy (93%)
Cancer 1995 OR=17 (89%)
Lub:

tp! 31 | 5-FU+MMC 54 Gy OR 29 (93%)
Cancer 1996
Landoni

58  5-FU+MMC 54GY pCR=13 (31%)

Gyn Oncol 1996




5-FU with or without MMC

Radiation Response to
authors pts CHT o
dose chemoradiation
Levin OR=6 (100%
v 6 primary 5-FU+MMC 20-25 Gy (100%)
Surgery 4pts
Th 9 primar CR=14 (58.3%
omas primary 5-FUXMMC 45-51Gy (58.3%)
15 recurrence Surgery 5 pts
Sebag- _ CR=15 (46%)
_ 32 primary 5-FU+MMC 45-50 Gy
montefiore OR=26 (81.2%)
Wahl CR=10 (53%),
anen 19 primary 5-FU+MMC 45-50 Gy (53%)
OR=17
(89%)
Lupi 24 prima 5-FU+MMC
“P! primary 54 Gy OR 29 (93%)
7 recurrent
Landoni 41 prima
' primary 5-FU+MMC 54GY pCR=13 (31%)

17 recurrent
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authors pts | chemotherapy
Levin 6  5-FU+MMC
Thomas 24 | 5-futMMC
Sebag-Montefiore 39 5. EU+MMC
Wahlen 19 5-FU+MMC
Lupl 31 | 5-FU+MMC
Landoni 58 5-FU+MMC

5-FU 1000 mg/m2/day ic 1-4,
MMC 10 mg/m2 d1

5-FU 1000 mg/m2/day ic 1-4
+* MMC 6 mg/m2 d1

5-FU 750-1000 mg/m2/day ic 1-5,
MMC 10-15 mg/m2 d1

5-FU 1000 mg/m2/day ic 1-4,
MMC 10 mg/m2 d1

5-FU 750 mg/m2/day ic 1-5,
MMC 15 mg/m2 d1

5-FU 750 mg/m2/day ic 1-5,
MMC 15 mg/m2 d1
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5 FU .Wlth or without MMC

authors pts CHT Ra:iation
aose
2.0-2.5Gy x 10

Levin 6 5-FU+MMC | 20-25 Gy

45 Gy to the pelvis
Thomas 24 5-fuxMMC 45-51Gy 51 to the vulva with e-

25 Gy SPLIT 1 mth 25 Gy
Sebag-Montefiore 32 | 5-FU+MMC | 45-50 Gy 45 Gy continous
Wahlen 19 | 5.FU+MMC @ 45-50 Gy 45-50 Gy continous

36 Gy SPLIT 2 wks
Lupi 31 5.FU+MMC 54 Gy 18 Gy to the vulva

36 Gy SPLIT 2 wks

Landoni 58 | 5. FU+MMC 54GY 18 Gy to the vulva
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Radiation Response to
authors pts | chemotherapy dose chemoradiation
Levin 6 5-FU+MMC 20-25 Gy
Thomas 24 5-futMMC 45-51Gy
Sebag-Montefiore 32 5-FU+MMC 45-50 Gy C R

0 0
31%-100%
Wahlen 19 5-FU+MMC 45-50 Gy
Lupi 31 5-FU+MMC 54 Gy
Landoni 58 5-FU+MMC 54Gy
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5-FU with or without CDDP

Radiation Response to
authors pts | chemotherapy o
dose chemoradiation
Berek 12
CDDP+5-FU 44-54 CR 8 (66.7%),
Gyn Oncol 1991
OR=11 (91.7%)
Russell 23
CDDP+5-FU 36-54 CR 20 (80%)
Gyn Oncol 1992
Eifel PCR=4 (33.3%),
12 CDDP+5-FU 40-50
Gyn Oncol 1995 OR=11(91.7%)
Cunningham 14 CR=9 (64.3%),
CDDP+5-FU 50-65
Gyn Oncol 1997 OR 13 (92.8%)
Moore 71
CDDP+5-FU 47.6 CR=33 (46.5%)
Int J Oncol Biol Phi 98
Gerszten 18 CR=13 (72.2%),
CDDP+5-FU 44.6
Gyn Oncol 2005 OR=18 (100%)
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5-FU with or without CDDP

Radiation Response to
authors pts CHT o
dose chemoradiation
Berek 12 CR 8 (66.7%),
CDDP+5-FU 44-54
primary OR=11 (91.7%)
18 primary
Russell
7 recurrence CDDP+5-FU 36-54 CR 20 (80%)
Eifel PCR=4 ( 33.3%),
12 primary CDDP+5-FU 40-50
OR=11(91.7%)
Cunningham 14 CR=9 (64.3%),
CDDP+5-FU 50-65
primary OR 13 (92.8%)
Moore 71
] CDDP+5-FU 47.6 CR=33 (46.5%)
primary
Gerszten 18 CR=13 (72.2%),
CDDP+5-FU 44.6

primary

OR=18 (100%)
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5-FU with or without CDDP

authors pts | chemotherabv

5-FU 1000 mg/m2/day ic 1-4
Berek 12 CDDP+5-FU CDDP 50-100 mglm2/day 1-2,

5-FU 750-1000 mg/m2/day ic 1-4
Russell 23 | CDDP+5-FU CDDP 100 mg/m2/day 1

5-FU 250 mg/m2/day ic 1-4, weekly
Eifel 12 CDDP+5-FU CDDP 4 mg/m2/day 1-4, weekly

5-FU 1000 mg/m2/day ic 1-4
Cunningham 14 CDDP+5-FU CDDP 50 mg/m2/day 1

5-FU 1000 mg/m2/day ic 1-4
Moore 71 CDDP+5-FU CDDP 50 mg/m2/day 1

5-FU 1000 mg/m2/day ic 1-4
Gerszten 18 CDDP+5-FU CDDP 50 mglm2/day 1

' SAPIENZA
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Radiation
authors pts | chemotherapy dgsé
44-54 Gy continous
Berek 12 CDDP+5-FU 44-54
36-54 Gy continous
Russell 23 CDDP+5-FU 36-54
40-50 Gy continous
Eifel 12 CDDP+5-FU 40-50
vulva 50 to 65 Gy
Cunningham 14 | CDDP+5-FU 50-65 pelvi of 45 to 50 Gy.
1.7 Gy BID to 4.760
Moore 71 CDDP+5-FU 47.6 SPLIT COURSE
1.6 Gy BID to 44.6
Gerszten 18 CDDP+5-FU 44.6 SPLIT COURSE

8 SAPIENZA
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Radiation Response to
authors pts | chemotherapy dose chemoradiation
Berek 12 CDDP+5-FU 44-54
Russell 23 CDDP+5-FU 36-54
Eifel 12 CDDP+5-FU 40-50 C R
Cunningham 14 CDDP+5-FU 50-65 330/ 0'80(%
Moore 71 CDDP+5-FU 47.6
Gerszten 18 CDDP+5-FU 44.6
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Outcomes after radiation therapy with concurrent weekly platinum-based
chemotherapy or every-3-4-week 5-fluorouracil-containing regimens for
squamous cell carcinoma of the vulva

Raymond H. Mak?, Lia M. Halasz *, Cynthia K. Tanaka ®, Marek Ancukiewicz ©, Delray J. Schultz®,
Anthony H. Russell ¢, Akila N. Viswanathan ®*

Cynecologe Oncology 120 (2011) 0VI-107

Al patients (n=44)  Every-J-d-week SMU-based chemtherapy (7= 28] Weekly platmum-bosed chemotberagy (0= 18] p-Valoe

Median (rarge) Solow-up (months) 915 [J8-1657) 259 (38-165.7) S8 1781001) p=0M
Acveartal 2.ear (5 7138 nn 7454 P08
Actwarial 2+year DIY LAH) 1) b1.4% p=08
Actwanial 2ear IR bebs LM bR p=0t
Acvarial 24ear LRR nx nn 3 =03
Actwarial 2+ear DM §ns 10465 B35 p=08
pCR’ 538%(14726) 50.0% (918) 625% 58) 068

Clirecal complete response SKEE(2074) 3% (14724 BUES (610 p=10

Wéekly 5F-U
CDDP

acute skin toxicity G3 62.5% 32% p=0.26

acute non-skin toxicities G4 0 11.5% p=0.07

Dehydration, diarrhea, mucositis

treatment breaks 0.5 12 p=0.01
Median day
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Concurrent radiochemotherapy

Local disese

persistence Follow-up
Author pts CHT RT (Gy) or recurence
after RTCHT months
+ surgery
Levin, 86 6 5-FU+MMC 18-60 1(17%) 1-25
Evans,88 a4 5-FU+MMC 25.7 2 (50%) 20-29
Thomas,89 24 5-FU+ MMC 44-60 9 (37%) 5-45

oy 7a

Local disease persistence
or recurrence after
chemoRT# surgery

23% (0%-54%)

Eifel, 95 12 5-FU+CDDP 40-50 5 (42%) 17-30
Cunningham, 97 14 5-FU+CDDP 45-50 4 (29%) 7-80

Gerszten, 2005 18 5-FU+CDDP 44.6 3 (17%) 1-55
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Impressive
response
and
local control

Patterns of Care for Radiotherapy in Vulvar Cancer:
A Gynecologic Cancer Intergroup Study

David K. Gaffney, MD,* Andreas Du Bois, MD, 7 Kailash Narayan, MD, i Nick Reed, MD,§
Takafumi Toita, MD, || Sandro Pignata, MD, Peter Blake, MD,# Lorraine Portelance, MD,**
Azmat Sadoyze, MD, 11 Richard Potter, MD,:3 Alessandro Colombo, MD,§§ Marcus Randall, MD,////
Mansoor R. Mirza, MDY and Edward L. Trimble, MD#3#

(Int J Gynecol Cancer X00,19: 163-167)

12 cooperative groups: 2/3 neoadjuvant Radiochemotherapy
unresectable or >lll stage
48.215 Gy
different indications, RT fields, CHT
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@ Chemoradiation for advanced primary vulval cancer (Review)

THE COCHRANE
COLLABORATION®

HII1, Lovar 4

Background

 Vulval canceris 2 rare gymaecological cancer. There is o standard approach for treating locally advanced primary vlval cancer (FIGO

stage [ and IV). Combined treatment modalites have been developed using radiotherapy, chemotherapy and surpery. The advantapes
and disadvantages of such treatment s not well evaluated,

Objectives

To evaluate the effectiveness and safety of neoadjuvant and primary chemoradiation for women with locally advanced primary vulval
cancer compared to other primary modalities of treatment such as primary surgery or primary radiation.
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Primary chemoradiation Neoadjuvant chemoradiation
VS VS
primary surgery primary surgery
Landrum, 2008 7N Maneo, 2003
Mulayim, 2004 'é L RCT

retrospective
THE COCHRANE
COLLABORATION®

no statistically significant did not appear to offer longer
difference in survival survival compared to primary
HR= 1.09, 95% CI 0.37- 3.17 surgery in advanced vulval
tumours
RR =1.29, 95%CI 0.87- 1.91
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Neoadjuvant chemoradiation for advanced primary vulvar cancer.
Van Doorn HC,

Cochrane Database Syst Rev 2006

1)Patients with an inoperable primary
tumor or lymph nodes benefit from DEsge
chemoradiation if an operation of lesser
scope can ultimately be performed

2) Neoadjuvant therapy is not justified in
patients with tumors that can be
adequately treated with radical
vulvectomy and bilateral groin node
dissection

' SAPIENZA
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Neoadjuvant

RTCHT

authors

pts

CHT

Radiation
dose

Response
to
RTCHT

Planned

surgery
(Response)

| Response rate after RTCHT ranged from 46% to 91%

1 Dose of radiation are usually ~ 50 Gy

1Surgery not actually delivered to all cCR patients

{1 PCR rate ~ 30%




Definitive
RTCHT

authors

pts

CHT

Radiation
dose

Response to
RTCHT

Salvage
surgery

Overall response rate ranged 81%-100%

Dose of radiation are usually about 50 Gy but better

OS with dose > 50 Gy

Surgery is kept as a reserve treatment for the salvage
of the residual disease
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PREOPERATIVE CHEMORADIATION FOR ADVANCED VULVAR CANCER:

A PHASE 1I STUDY OF THE GYNECOLOGIC ONCOLOGY GROUP G OG 1 0 1

Davip H. Moorg, M.D..* GiLLian M. Tuomas, M.D.." Gustavo S. Montana, M.D.F
ANGELIKA Saxer, C.C.R.A..E DonaLp G. Garrur, M.D.! anp Georce Ort, MDY

It J Radudion Oncology Bicl. Phys., Vol 42, No, |, pp. 7935, 1998

104 pts T3-4 N2-3
8/89 to 2/94

Table 3. Acute adverse effects

Day of treatment Grade
Treatment regimen 1 2 3 -+ S5 8 9 10 11 12
Radiation therapy* XX XX XX XX X X X X X X Acute adverse effect 0 1 2 3 4
Cisplatin, 50 mg/m? X
5-FU, 1000 m = X X X X .
1t o 21 o= N Hematologic 47 16 7 3 0
split cours 2 30 31 32 3 7 38 40 .
Rad‘;attic?: theiapy* x?( XX XX XX 3x )? 3;( X 3x9 x Emesis 44 13 16 0 0
Cisplatin, 50 m?> X T
e mfgifnz 2 o s X Diarrhea . . 57 8 6 1 1
— : Other gastrointestinal 49 8 14 0 2
5-FU = S-fluorouracil. A
*Radiation therapy delivered 170 cGy twice daily (fractions Ul'lIlal'y 54 12 6 | 0
separated by 6 hours) during 5-FU infusion and 170 cGy on .
daIi)ly tfor rerj;lainder of eratn%enl cc-ur‘sjefl EZchasplit course dgli(\:'ﬁ—: Hepatlc 71 1 1 0 0
Sied:2380°cGy. Pulmonary 67 5 1 0 0
Infection 64 ] S | 2
Neurologic 66 3 2 2 0
47 6 Gy BID Cutaneous 10 8 16 19 20
? Cardiovascular 69 0 1 2 1
SPLIT COURSE Lymphatics 47 9 13 4 0
Fever 63 3 6 1 0
Wound breakdown 64 3 2 2 2
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PREOPERATIVE CHEMORADIATION FOR ADVANCED VULVAR CANCER:
A PHASE 1I STUDY OF THE GYNECOLOGIC ONCOLOGY GROUP

Davip H. Moorge, M.D..* GiLian M. Tuomas. M.D.." Gustavo S. Montana, M.D.F
ANGELIKA Saxer, C.C.R.A..% Donap G. Garrur, M.D.! anp Georce OLt, M.D.Y

Table 4, Surgical management of primary tamor versus anticipated surgical management prior to chemoradiotherapy

Actual procedure
Wide ' v ' '
Anticipated procedure Biopsy c\];:'::m Vulva Other Vagina c.\':t{.l:mn exl::ter:l(::m N_o_(f Am(mg [h.elso panems l[?ma]ly presemmg Wlth Vu}var Can
é“m g : ; § E g § 2 (ErS TeQUITNg exenleratve Surgery, only one patent -
one 2 ) i ! : ' '

et R W S 3 (], 2 qured exenteratve Surgery and two paients equied co-
T . o g Jostomy {0 esect residual isease,

Total exenteration 1 2 0 * 0 0 1 0

at the time of planned surgery

33/71 (46.5%): no visible vulval cancer
38/71 (53.5%): gross residual cancer

2/71 (2.8%) residual unresectable disease

' SAPIENZA
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PREOPERATIVE CHEMO-RADIATION FOR CARCINOMA OF THE VULVA
WITH N2/N3 NODES: A GYNECOLOGIC ONCOLOGY GROUP STUDY

GUSTAVO S. MonTANA, M.D., F.A.C.R..* GiLLIAN M. Taomas, M.D.," Davip H. M()()Rl-;, M.D.*
ANGELIKA SAXER, C.C.R.A..} CuarLes E. ManGaN, M.D.l Samuer S. Lentz, M.D.." anD

Hervy E. AVERETTE, M.D.”

SANT" ANDREA

UNIVERSITA® DI ROMA “LA SAPIENZA"™
SECONDA FACOLTA;

D1 MEDICINA £ CHIRURGIA

GOG 101

Int. J. Radiation Oncology Biol. Phys., Vol. 48, No. 4, pp. 1007-1013, 2000

unresectable, N2/N3 groin lymph node

Table 3. Protocol summary

Table 5. Treatment ouscome after surgery (n = 38)

Outcome

No evidence of disease

Dead of interquent disease

Dead with complications

Recurrence, primary only

Recurrence, primary only and distant metastasis
Recurrence, mewinal nodes only

Distant metastasis oaly

OO bt s 'O b2 W

resectability rate, 95%,

lymph nodes negative in 15/37 (41%)
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A phase Il trial of radiation therapy and weekly cisplatin chemotherapy for the
treatment of locally-advanced squamous cell carcinoma of the vulva: A gynecologic

o GOG-205
David H. Moore *-*, Shamshad Ali ®, Wui-Jin Koh ¢, Helen Michael ¢, Mack N. Barnes ¢, Carolyn K. McCourt ',

Howard D. Homesley %, Joan L Walker "

Gynecdiogc Oncdiogy 124 (2012) 529533

958 T3 or T4 NO-3, MO primary 1/2005 to 9/2009
not amenable to surgical resection by standard radical vulvectomy.

NO underwent pretreatment inguinal-femoral lymph node dissection and If pNO,
radiation therapy to only the primary tumor

c CR ‘ incisional biopsy of the primary tumor site

surgical excision of gross residual disease
in the vulva and/or inguinal-femoral lymph
nodes

45 Gy (1.8 Gy) and 57.6 Gy to gross disease
no scheduled radiation break
CDDP weekly (40 mg/m2)
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A phase Il trial of radiation therapy and weekly cisplatin chemotherapy for the
treatment of locally-advanced squamous cell carcinoma of the vulva: A gynecologic
oncology group study

David H. Moore **, Shamshad Ali ®, Wui-Jin Koh ¢, Helen Michael ¢, Mack N. Barnes ¢, Carolyn K. McCourt ',
Howard D. Homesley %, Joan L Walker "

Adverse event” Grade

40 (69%) women who completed >

1 2 3 4
the planned study treatment " > m = 3
p y Anemia® 7 22 25 3 1
Thrombocyto penia 28 22 5 3 0
. Neutropenia 30 7 10 3 3
among all evaluable patients Other hem tolagic s o o 12 3
Allergy/immunal ogy 54 1 3 0 0
CR at the vulvar primary 50% (29/58 e % % 5.5 =B
p p ry 0 Cardiovascular as 3 3 3 1
Fatigue 13 20 20 5 0
Other ammtitutional symptoms 45 7 6 0 0
. > Alopecia 45 3 3 2 0
among patlents WIth cCR Racli sion dermatitis 47 1 4 6 0
Rash desquamaion 25 7 12 8 2
= (1) Other dermamlogic/'skin 46 6 E 2 0
pPCR at the vulvar primary 78% (29/37), Endocrine ss 7 1 o o
Nausea 15 25 17 1 0
Vomiting 30 15 38 1 0
Diarrhea 20 22 10 6 0
Other gastrointe=stinal 24 14 11 S 0
Creatinine 47 7 4 0 0
Other renal/genitourinary 37 10 8 3 0
Hemoarr hage 54 3 0 1 0
Hepatic 52 4 2 0 0
o Infection B 1 5 7 1
£ Lymphatics 56 2 0 0 0
3 Metabalic/lsharatary 33 12 3 6 4
c Musculos keletal 54 2 2 0 0
‘g Neuropahy, motor 56 0 2 0 0
§ Newropahy. sensary 4? 7 3 0 0
03 Other neurologic 45 7 ki 1 1
Oaular/visual 57 1 0 0 0
02 Pospone Aive Deed Total Pain 23 10 15 10 0
o e, mES Pulmaorary 5 0 4 1 o0
- == Pathclogic 21 8 2 Sexual/reproductive 52 4 1 1 0

0.0

12 24 ES

Months on Study
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A phase Il trial of radiation therapy and weekly cisplatin chemotherapy for the
treatment of locally-advanced squamous cell carcinoma of the vulva: A gynecologic
oncology group study

David H. Moore **, Shamshad Ali ®, Wui-Jin Koh ¢, Helen Michael ¢, Mack N. Barnes ¢, Carolyn K. McCourt
Howard D. Homesley #, Joan L. Walker "

GOG stucies of preoperative che mo-radiation: locally-advanced vulva carcinoma

oG 101 GOG 205
Evaluable 71 58
CCR 34 (48%) 37 (643)
PR 231%) 2 (50%)
PAR/CR 22/34 (65%) 29/37 (78%)

(R =0inkal Complete Response
PCR = Patholog kal Complete Respanse.

Conclusions This combination of rad;at ion' therapy plus weekly cispl.a.tin s'uccessfulty yieldedvhigh com-
plete clinical and pathologic response rates with acceptable toxicity.
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Radiochemotherapy

Patients with advanced stage disease not suitable for surgery
due to technical unresectability or medical comorbidities

Patients with early stage disease involving midline structures

definitive neoadjuvant
Definition of “ overtly inoperable” Definition of “potentially operable”
Higher dose=Higher CR?? Dose 50 Gy is enought?
Which CHT? Which CHT??

SAPIENZA
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Which Chemotherapy?
studies ongoing

TAX * irradiation produce a clear additive cytotoxic effect in several
vulvar squamous carcinoma cell lines

Combination of TAX and CDDP had a clear additive or synergistic

cytotoxic effect on different vulvar squamous carcinoma cell lines

Jaakkola Cancer 1996, Jaakkola M, Anticancer Res 1997;
Raitanen M, Int J Cancer 2002;97:853-7

TAX in patients with recurrent, metastatic, or locally advanced vulvar
cancer

EORTC phase Il trial 55985 ongoing

Gefitinib in mice transplanted with the human vulvar tumour A431
expressing high levels of epidermal growth factor receptor [EGFR],

significantly increased the growth inhibitory action of CDDP and
TAX

Sirotnak FM, Clin Cancer Res 2000



Which radiotherapy?
Studies ongoing

Preoperative intensity-modulated radiotherapy and chemotherapy
for locally advanced vulvar carcinoma
Sushil Beriwal **, Devin Coon *, Dwight E. Heron *, Joseph L. Kelley °, Robert P. Edwards °, TOXICITY . ! 4
Paniti Sukumvanich ®, Kristin K. Zom ®, Thomas C. Krivak acute skin reactions in all patients.
No patient had moist desquamation in

Cymecologe Onelogy I (05 5155 the groin region.
Most patients had radiation induced
diarrhea.

cCR of 74% One patient died of a MI

pCR of 64% Three/ 14 patients who had surgery

had prolonged wound complications
No patient had grade 3 or above
radiation related acute or late
morbidity.

Six patients had measurable
lymphedema

1.6 Gy twice a day for 10 fractions,

1.8 Gy once a day for 7-8 fractions, planned break of 10 to 14 days

1.6 Gy twice a day for 10 more fractions.

CDDP 40 mg/m2 on Day 1 and 5-FU 750 to 1000 mg/m2 on Days 1 to 5.
Surgery of residual tumor or biopsy of the tumor region if the patient had a
complete clinical response was planned for 6-8 weeks after treatment.



Which radiotherapy?
Studies ongoing

A dosimetric evaluation of dose escalation for the radical treatment of locally
advanced vulvar cancer by intensity-modulated radiation therapy

Monique CW.M. Bloemers, M.D.,*" Lorraine Portelance, M.D.," Russell Ruo, M.Sc..* William Parker, Ph.D.?
and Luis Souhami, M.D.

Medical Dosimersy 37 (2012) 310-313

sequential IMRT boost (seq-IMRT) 56.4 Gy
simultaneous integrated boost (SIB-IMRT) 67.2 Gy.

IMRT reduces the dose to the OAR compared with 3D-
CRT IMRT for vulvar cancer is feasible and an attractive
option for dose escalation studies




New trials
Focused on

Age and comorbidity

Effect of age and comorbidity on the treatment and survival of older patients with
vulvar cancer

Rahel G. Ghebre **, Rebecca Posthuma ®, Rachel Isaksson Vogel ®, Melissa A. Geller?, Linda F. Carson *

Cynecolope Oncoldogy 121 (2011) 95599

Quality of life

Long-term sexual function in survivors of vulvar cancer: a cross-sectional study.

Hazewinkel MH, Laan ET,
Gynecol Oncol. 2012 Jul;126(1):87-92.
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No pelvic lymph node dissection
Yes inguinal lymph nodes

Dissection in patients with
clinically negative nodes

LN sentinel??

The role of Radiation therapy
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deep invasion (>5mm) and
lymphovascular space
invasion

Positive margins

Close surgical margin

No pelvic lymph node dissection
Yes inguinal lymph nodes

Dissection in patients with
clinically negative nodes

LN sentinel??

The role of Radiation therapy
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deep invasion (>5mm) and
lymphovascular space
invasion

Positive margins

Close surgical margin

No pelvic lymph node dissection
Yes inguinal lymph nodes
dissection

in patients with clinically negative

nodes

The role of Radiation therapy

More than 1 positive LN
and/or

Extracapsular disease
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deep invasion (>5mm) and
lymphovascular space
invasion

Positive margins

Close surgical margin

No pelvic lymph node dissection
Yes inguinal lymph nodes
dissection

in patients with clinically negative
nodes

The role of Radiation therapy

RTCHT
definitive or neoadjuvant

STANDARD?
in unresectable disease

young patients

More than 1 positive LN
and/or

Extracapsular disease
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deep invasion (>5mm) and No pelvic lymph node dissection
lymphovascular space Yes inguinal lymph nodes
invasion di ti
Positive margins Issection
Close surgical margin in patients with clinically negative
nodes

Multi-disciplinary approach

RTCHT

definitive or neoadjuvant More than 1 positive LN

STANDARD? and/or

in unresectable disease Extracapsular disease

young patients
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