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Tumor confined to the vulva

Lesions <2 cm in size, confined to the vulva or perineum and with stromal
invasion <1.0 mm¥*, no nodal metastasis

Lesions =2 cm in size or with stromal invasion >1.0 mm¥, confined to the
vulva or perineum, with negative nodes

Tumor of any size with extension to adjacent perineal structures (1/3 lower
urethra, 1/3 lower vagina, anus) with negative nodes

Tumor of any size with or without extension to adjacent perineal structures
(1/3 lower urethra, 1/3 lower vagina, anus) with positive inguino-femoral
lymph nodes

(i) With 1 lymph node metastasis (=5 mm), or

(i1) 1-2 lymph node metastasis(es) (<5 mm)

(1) With 2 or more lymph node metastases (=5 mm), or

(i1) 3 or more lymph node metastases (<5 mm)

With positive nodes with extracapsular spread

Tumor invades other regional (2/3 upper urethra, 2/3 upper vagina), or
distant structures

Tumor invades any of the following:

(i) upper urethral and/or vaginal mucosa, bladder mucosa, rectal mucosa, or
fixed to pelvic bone, or

(i1) fixed or ulcerated inguino-femoral lymph nodes

Any distant metastasis including pelvic lymph nodes







Table 2
Studies of neaadjuvant chesmatherapy for vilvar cancer.

Study N Indication (T regimen Noofcyeches  Response survival Achieved resectability
withaut exenteration
Durrant® EORTC [12) B LAVCn=18 Blin 5 mag M d1-5 + MTX 15 mg PO.d Uptod CR in 1% (3/28) NiA 1% (8/25)
Recurrence o = 10 land 4 + CONU 40 mg PDA5-7 week 1, PR in 53X [15/28)
then Blen 5 mgIMd] andd + MTX15 mg
PO d1 and 4 weeks 2-3
Benedetti-Panic” [64) 2 ACa=2 CisP100 mgim” day | + bleo15mgdays  Upio3 PR in 14% (321) Median FiU: 33 months 38X (8721
1 and § + MTX 300 mg/m® day 8 every SDin 81X (17/21) 347 05 24% with median 05
21 days 185 s
Wagenwe EORTC[13] 25 LAVCR=13 Wk 1:bleoS mgIMdl-5 + CCOMUADmg ~ Uptod CR 8% (2/25) Mean FIU: 12 months 40% (10/25)
Recurencen=12  POS-7 + MTX 10 mgPOd1 + 4 PR 48% (12/25) Status: 12% (3/25) alive NED
Whks 2-6: bheo 5 mgIM d1 + 4 + MTX Median 05 7E mos
15 g POl 1. Cycle repeated after | wh
break
Bafra (65 g LAWCn=9 Cycho 500 mg + MTX 50 mg + 5-FU i} pCk in 1% (1/9) NS 100% (59
500 g days 1,8 every 14 d PR 1 BO9% (8/9)
Geisler |11) 13 lAVCR=13 A) 5-FI 1000 mygfe” 24 b infusion d1- 3-4 A)PRin 60K (610),pRin Median F/U: 49 months 64X (3/14)
An=10 5+ CisP 50 mg/® IV d 1, g3wks A0% (4110} A) 9% (9/10) alive NED, mean 05
Bn=3 B) CisP 50 mg/n® IV g3wks B) 0% response 79 mos
B) 0% alive NED, mean 05 9 mog
Dimingues |66 5 AMa=135 ) Bleo 20 g IV d1-10 continuus 3 A) CRin 10% {1/10), PR in Mear FfL: 22 months 4 (10/25)
An=10 infusion 50% (5/10) A) 30% {3/10) alive NED, mean 05
Bjn=5 B) Taxt 100 mg/im® IV weekly BIPR in 40X (2/5) 46 mos
Cn=10 £) 57U 750 g/ 1= continuous C) PR in 20% {2/10) B) 208 (1/5) alive NED, mean 05
infusion + CisP 60-80 mg/m’ IV d1, 17 mos
weekly C) 10 (1/10) alive NED, mean 05
7 mis
Aragona [14]* I LAR=35 CisP + 5-RU {1 = 12) or CisP + Tax 3 PR i1 BGX (30/35) Median F/L: 49 months T (2735)
(n = 6)orCisP + 5-FU + Tax (n = B)or Status: 68X (24/35) alive NED
Vi + bleo + CsP(n = 6) or bleo alane Recurrence in 14% (4/29) of pls
{n=35) undergoing surgery
Han® | 10] i LAVCn=4 Tax 60 mgi” IV + Carbo ALC27 IV 9 ORR = (X Median FAL: 42 manths 0% (0/5)
Recurrence .= 2 weekly Status: 33% {2/6) alive NED

* Prospective trial; LAVC: locally-advanced vulvar cancer, ORR: overall response rate, PFS: progression-free survival, CR: complate response, pCR: pathologic complete response, PR: partial response, mas: months, CisP: cisplatin, 5-FU: 5-
lusornuracil, Tax: paclitael, bieo: bleoerycin, VinC: vincristin, Cyelo: cychphasphamide, Carbo: Carboplatin, AUC: Area under the curve, KA: not available, MTX: methotrexate, SD: stable disease, PD: progressive disease, CONL: lomusting, NfA:
ot available, NEDY: no evidence of disease and o recurrence.



uvant chemoradiation for vulvar cancer,

N Indication CT regimen RT regimen Response Survival Achieved resectability without
exenteration
6 IAVCn=6 5-RU 1000 mg/m’ infusion d1-4 + MMC 2040 Gy in 2 Gy daily fractions NS Mean F/U: 11 moaths 66% (4/6)
10 mg/m? [V d1. Status: 66X (4/6) alive NED
1-2 cycles
8 IAVCn=6 5-FU 750 mg/m? infusion d1-5 + MMC  45-50 Gy in 1.75 Gy daily fractions pCR in 75% (6/8) Mean F/U: 10 moaths 88%(7/8)
Recurrence 75 mg/m? IV dd + CisP 10 mg/m? IVd 1, Status: 25% (2/8) alive NED
n=2 given weekly during RT. Recurrence or progression in 50% (4/8)
12 IAVCn=9 5-RU 750-1000 mg/m’ infusion d1- Split-course. 25 Gy in 2 Gy daily fractions, 2 (R in 41X (5/12) F/U: 6-9 months 58% (7/12)
Recusrence 4 + MMC 10-12 mg/m’ IV d1, week 1of  courses with 1 moath break PR in 33% (4/12) Status: 25% (3/12) alive NED
n=2 each course of RT Recurrence in 60X (3/5) of pts with CR
2 IAVCn=20 Bleo 30 mg IV d1, 3,5 during weeks 1 + 3 30-45 Gy in 3 Gy duily fractions (R in 16X (7/42) Mean F/U: 12 moaths 16%(7/42)
Recusrence of RT PR in 50% (21/42) Status: 2% (1/42) akive NED
n=2 Recurrence in B5% (6/7) of pts with CR
12 IAVCn=12 CisP 4 mgi?/d infusion d1-4 + 5-FU 40 Gy in 2 Gy daily fractions (R in 50% (6/12) Mean F/U: 18 moaths 75%(9/12)
250 mg/m/d infusion d1-4, given weekly PRin 41%(5/12) Status: 50% (6/12) alive NED
for 4 wks Recurrence in 16% (1/6) pts w CR and 83%
(5/6) of pes w PR
58 LAVCn =4l 5-FU 750 mg/m? infusion d1-5 + MMC 54 Gy in 2 courses (36 Gy + 18 Gy) with  ORR 77X (45/58) Median F/U: 22 moaths NA
Recurrent 15 mg/m® IV d1 given week 1 of each 14 d treatment break KR in 31%(13/42) Status: 48% (28/58) alive NED
n=17 course of RT Recurrence in 27% (16/58)
31 IAVCn=24 5-FU 750 mg/m? infusion d1-5 + MMC 54 Gy in 2 courses with 14 d trestment (Rin 48X (15731) Median F/U: 34 moaths 93%(29/31)
Recurrentn =7 15 mg/m? IV d1. Given for 2 cycles break PR in 41%(13/31) Status: 61% (19/31) alive NED
Recurrence in 25% (831)
71 IAVCh=T71 5-FU 1000 mg/m’ infusion d1-4 + CsP 2 courses of 238 Gy, given as 1.7 Gy BID for  CR 47X (34/71) Median F/U: 50 months 95% (68/71)
50 mg/m? IV d1, given week 1 of each 4 days and daily foe 6 days with 2 wk break Status: 56% (40/71) alive NED
course of RT Recurrence in 34% (24/69)
6 I[AVCn=46 5-RU 1000 mg/m’ infusion d1-4 + CsP 2 courses of 238 Gy, given as 1.7 Gy BID for  pCR (nodes) 40% (1537)  Median F/U: 78 months 80% (37M6)
50 mg/m? IV d1, given week 1 of each 4 days and daily for 6 days with planned PCR (vulva) 522 (2038)  Status: 26% (12/46) alive NED
course of RT 2wk break Recurrence in 51%(19/37)
18 AVCn=18 5-RU 1000 mg/ne? infusion d1-4 + CsP 44.6 Gy, in 1.6 Gy BID fractions for 5 d, then  ¢CR in 72%(13/18) Mean FfU: 24 moaths 78% (14/18)
50 mg/m? IV d1 given first and last week 1.8 Gy daily for 7 d, with 1-2 wk break then  pCR in 39% (7/18) Status: E3% (15/18) alive NED
of RT 16 GyBIDfor5d Recurrence in 17% (3/18)
18 IAVCn=18  CisP40 mg/m*d 1 and 5-FU 1000 mg/m® IMRT 46 Gy in 1.6 Gy BID fractions for 5d,  <CRin 13/18 (72%) Median F/U: 22 months 100% (18/18)
infusion, d 1-5. Two cycles, given the first  then 1.8 Gy daily for 7-8 d then abreak of  ¢PRin 5/18 (28%) Status: 55% (10/18) alive NED
and Last week of RT 10-14 d, then 1.6 Gy BID for 5d pCR in 9713 having Recurrence in 28% (5/18)
surgery (64%)
2 IAVCn=2 Carbo AL 2 weekly during RT 50 Gy in 2 Gy daily fractions pCR 27% (6/22) Median F/U 28 months 100% (22/22)
ORR 95% (21/22) Status: 54% (12/22) alive NED
Recurrence in 32% (7/22)

Radiotherapy given to the vulva, groin, and petvis unless otherwise stated AUC: area under the curve; N/A: not available; LAVC: locally advanced vulvar cancer; IMRT: intensity-modulated radiation therapy, CR: complete response
wse; oCR: clinical complete response; ¢PR: clinical partial response; pCR: pathologic complete response; DSS: disease-specific survival; 0S: overall survival; Carbo: carboplatin; NED: no evidence of disease and no recurrence; pts
nitomycin C; 5-FU: S-fluorcuracik; (fu: follow-up; RT: radiation therapy; ¢sP: cisplating mos: months; wk: weeks; d: days; ORR: overall response rate; Gy: Gray; BID: twice a day.



Sudies of chemaradiation for primary treatment of valvar cancer with curative inenL

Srudy N Indication CT Regirmen RT Regimen Response Recusfende Survival
Iversen |67 13 LAVCn=9 Bleo 30 mg 1M d1,3,5 repested after 2 wesks  36-40 Gy in 3 Gy daily fractions A FfU: 12 months 3 (4113) 2
Recurrence n = 4 Recurrende NS
Kalra" |GE| 3 LAVCR =2 MM 10 mgier I dl + 5-FU 1000 mgfr® 50 Gy in 2 Gy daily fractions CR i 100 {3/3) Mean FU: 33 months 100% [3/3) &

Recurrencen = 1 infusson d1-5 ghven weeks | and 4 of BT Recurrende in 0% (1/3)
Ewans” [62) 4 LAVCn=4 S-FU 1000 mgen” continsows mfusion dl-  25-50 Gy in 2 Gy daily fractions CR i 50% [2/4) Mean F/U: 18 months S{H [ 214) al
4 + MMC 10 mg/m?® 1V d1 PR in 50 (2/4) Recurrence 0% (0y2) with CR
Thenas [20) 24 LAVCn=39 S-FU 1000 mgfe” infusion d1-4 + MMC 36-59 Gy in 1.6 Gy fractions, mos with a2-  CRin 58% [ 14/24) Median F/U: 20 months MA
Recurrence n = 15 & mg/r? [V d1, given weeks 1+ 4 wik break Recurrence in SO (7/14) with
R
Berek® [15] 12 LAVCn=12 5-FUI 1000 mge infusion d1-4 + CisP #0-52 Gy in 1.6-18 Gy daily fractions, with  CR in 67% (8/12) Median F/L: 37 months E3X ([ 10/12)
100 mgier? d1 every 28 days for 2 cycles boast to valva {up to 74 Gy) PR in 25X (3/12) Recurrence in 17X (2/12)
Russell [70] 5 LAVCa =18 5-FU 750-1000 meye® nfusion d1-4 + 0P 54 Gy for macso and 36 Gy lor micrescopic CR in BOX (20/25) Median FUJ: 24 msonths SEX [ 14/25)
Recurence n = 7 100 mgien® IV d1, 2-3 cycles given, disexse Recurrence in 15% (3/20) with
CE
Koh [71] D LAVCn =17 5-FUI 7501000 mgfm® IV infusion d1-4, 54 Gy in either daily or BID fractions CRin 50%(10/20)  Median F/U: 37 months 35X (720 4
Recurrence n = 3 weekly for 3 cycles PR n 0T (8/20) Recurrence in 30% [6/20) Seyr D55 491
Sohap-Montefliore [72] 37 LAVCa =19 5-FU 750 rgfm? infusion d1-5 4+ MMC 45 Gy in 2 Gy daily fractions CR in 40% [15/37) FfL: M5 Z-yr 05 37X
Recurrence n = 18 10 eregfe® IV d1, given firse 5 d and lase 5 d of PRENZOL(11/37)  Recusrence in 33X (5/15) with
KT CE
Wahlen [73] 19 LAVCn =19 5-FUI 1000 mgfe® infusion d1-4 given weeks 4550 Gy in 1.6 Gy daily fractions, plus CRin5Z%(10/19)  Median F/U: 34 months T (15/19)
1 + 5 of RT. 5i patients also given MMC Emiplant or electron boost 1o vulva PR in 36X (7/19) Recusrence in 10K (1/10) with  S-yr DSBS
10 e IV n ]
Cunpirgham [74] 4 LAVCR =14 5-FUI 1000 mgio® infusion d1-4 + CisP 45-50 Gy plus vulvar boast of 9-14 Gy CR in 64% (9714) Mean FjU: 26 manths 28X (4/14) 4
50 mrgim® A1, given on firs and Last week of PR in 20% [4/14) Recusrencs in 11% [ 1/3] with
KT R
Leiserawinz [75] 3 LAVCa=23 S-FU 1000 mger? infusicn d1-4 + CsP Vulvar and inguinal region. 54 Gy in 18 Gy CRin 78X [1B/23) Mean F/U: 45 months B [ 14/23)
100 mgim® [V d2, given 2-3 times during KT BID fractions Recurrence in 17X [4/23)
AKI| 78| 12 TIn3psT2inSps,  5-FU 1000 mgion'/24 h is continuous infu-  Valva onby (all pis node negative]. 30-36 Gy CRin 100K (12712)  Mean FU: 41 months BEX [8/12) 2
T3 ind pis sion days 1-4 and 29-32 plus MMC 15 mgin®  in 2 Gy daily fractions Recurrence in 16X [2/12) 3-yr DFS =
IV day 1
Han | 16] 14 LAVCR =10 5-FU 1000 mgen” infusion d 1-4 + MMC &0-57 Gy 7 pis received customized bischy  CR in 71X [ 10/14) Median F/L: 26 months 57X (B/14) 4
Recurrence n = 4 10 mrgtm® IV d1; given week 1 and 5 of RT PR n 290 [4/14) Recurrence in 208 (2/10) with  S-yr 05 54%
CE
Mulayim [21] 7 LACn=7 5-FUI 1000 mge infusion d1-4 + MMC 60 Gy for macro and 45 Gy lor microscopic  CR in BSX (6/7) Median FL: 31 months AZ% (37) al
10 gt IV A1, given weeks 1 amd 4 of BT disexse Eecurrende in 28% (2/7) Median 05 3
Landmim |77] I3 LAVCn =33 Either weekly CisP 40 mig/m® or two cycles of 476 Gy in 1.8 Gy daily fractions CRinB7%(20/33)  Median F/: 31 months N/A
CisP 50 g™ IV d 1 + 5-FU 1000 mgim® IV Recusrence in 17 (5/29) with
dl-4 Rk
Mak |17) 4 AVCn=24 Either weekly CisP or 3-4 week 5-FU based 50 Gy, timing of fractions warsed CR in 58X (20/34) Median F: 31.5 months Actuarial 2-y
reginens Recusrence N3 518%
Tans | 78] 2B LAVCn =20 5-FUI 1000 mgio® infusion d1-4 + MMC Split course 40 Gy + 20 Gy in2 Gy fractions  CRin 71% (20/28)  Median F/U: 42 months B4X [ 18/28)
Recurrence i = § 10 g™ IV d1, given first week of gach wilh 2-wk break PR in 14X [4/28) M5 4=yt 05 G5%
course of BT
Moore* GOG 205[18] 5B LAVCn =358 Weekly ClsP 40 mgfm? [V, up to 7 cyebes 576 Gy in 1.8 Gy daily fractions OoR in 63X (37/58)  Median F/U: 24 months 51% (30/58)
pOR in 50 (20/58]  Recusrencs in 24 (7/20) with

pCR

* Prospective. Radiotherapy given o the vulva, groin, and pelvis unless otherwise stated. LAVC: locally advanced vulvar cancer, RT: radiation therapy, DRR: overall response rate, CR: complete response, PR: partial resporse, pOR: pat
plete reapomse, o(R: dinical complete resporse, PFS: progression-free survival, S-FLU: S-fluseouracil, MMC: mitsmycin-C brachy: brachytherspy, Bleo: blasmyein, CiP: cigplatin, KA not available, DSS: disease specific susvival, BID: pw
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Sudies of chemotherapy for acvanced or metastatic vuvar cancer.
Study { Indication CT Regimen Response Survival

Thigpen* GOG [ 23] Recurren! melaslatic diseas2, 20,22 dieno Cispletin 50 mg/nr IVy3wks 0 CR /A
naive patients, mosthac prior BT O PR

Thigpen* GOG | 23] Recurrent metastatic diseas2, chemo naive Piperadnedione 9 mg/m* IV q3wks (I CR N/A
patients, most had prior RT O PR

Muss® COG [24] Recurrent metastatic diseasa. Mitoxantrena 12 mg/m?* IV gdwiks O CR Macian PFS 1.3 mos
Y1 (10/11) had prior Kl and 365 (4/11) had s PK Mecian Us 3.2 mos
pror CT

Cormin® [25] Recurrent disease, chemn-naive parients Cisplzrin 80 mz/m* IV d1 + Vinorelhine 40% ORR (R/15) Marian PFS 10 maonths
All had prior RT 25 mgmr' Ivdland d8, 2 ld forup o G cycles 273 CR(4/15)and 135 Macian 05 19 months

PR (2/15)

Wittaveer EOFTC 23] 29 Recurrent metastatic or LAVC not amenable to  Paclitavel 175 mgim® IV ¢3wks: up to 9 cycles 6% CR (229) Macian PFS 26 mcs
RT or surgery. G5 PR (229) Mzcian 05 6.3 mos
69% (20/29) had previous RT and 17% (5/29) 1-yr 05 30%
had prior I

* Prospective, LAVC: ocally edvanced vulvar cancer; ORR: overall response rate; PFS: progression free survival; CR: complete response; PR: partial response; RT: radiation therapy; CT:
chemotherapy: N/A&: not avadable.




Carcinoma della vulva recidivato

Spesso la recidiva e in una area precedentemente
radiotrattata

Sono presenti pochi studi clinici in letteratura



Oncology. 2009 77(5):281-4. doi: 10.1158/000255259. Epub 2009 Nov 18.
Cisplatin and vinorelbine chemotherapy in recurrent vulvar carcinoma.

C Hrrnlnh LoizziV GissiF, Serrati G, Panzaring b, Camiero C, Selvagai L.

16 pazienti con recidiva di carcinoma della vulva (9 con
recidiva locale ,7 con recidiva linfonodale inguinale

CDDP g1 + vinorelbina gg1-8

4 pz con CR (27%) + 2 PR (13%)

4 pz SD (27%) 5 pz progressione
Median PFS 10 mesi OS 17 mesi



Ann Oncal. 2009 Sep;20(3):1511-6. doi: 10.1033/annonc/mdp(4d. Epub 2009 Jun 1.

Phase Il study on paclitaxel in patients with recurrent, metastatic or locally advanced vulvar cancer not amenable
to surgery or radiotherapy: a study of the EORTC-GCG (European Organisation for Research and Treatment of

Cancer-Gynaecological Cancer Group).

Wittevean PO ', van der Velden J, Verqote | Guema C, Scarabeli C, Coens C, Demonty G, Reed I

31paz da 10 centri con malattia avanzata o recidivata
Paclitaxel 175 mg/mq ogni 21 gg

20 paz. Precedentemente radiotrattate
Neutropenia di grado 3 e 4 nel 27% delle paz
2CR+ 2PR (13%)

PFS 2,6 mesi OS 6.8 mesi



