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Classificazione “pattern- based” deII ‘adenocarcinoma
endocervicale invasivo e distinzione
dall'adenocarcinoma in situ e
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Il sottoscritto Ezio Venturino
ai sensi dell’art. 3.3 sul Conflitto di Interessi, pag. 17 del Reg. Applicativo
dell’Accordo Stato-Regione del 5 novembre 2009,

dichiara
X che negli ultimi due anni NON ha avuto rapporti diretti di

finanziamento con soggetti portatori di interessi commerciali in campo
sanitario



Da 75 a 80% dei cancri della cervice sono rappresentati da carcinomi
squamocellulari

Lo screening cervico-vaginale ha portato a un importante declino del
carcinoma squamocellulari della cervice

-
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Tuttavia abbiamo assistito a un incremento
relativo e assoluto dell’incidenza
dell’adenocarcinoma endocervicale (25%
circa) ol
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FIG. 1. Age distribution of
invasive cervical cancer his-
tologic subtypes, 1973-2007.

AgeAdijusted incidence rates per 100,000 women

2024 2529 30-34 3539 4044 4549 5054 5559 6064 6569 70-74 7579 8084 85+
Age Group

Adegoke, 2012



FIGO Cervical Cancer

 stadiiniziali (IA1-1B1) sono classificati sulla
profondita dell'invasione stromale

e Gli stadi IB2-IB3 si basano sulla dimensione
macroscopica

» Gli stadi IIA1-11IB sono definiti dalla
diffusione localmente avanzata

e @Gli stadi IlIC1-11IC2 hanno metastasi
linfonodali

* Gli stadi IVA-IVB sono definiti da
estensione oltre la pelvi o alle superfici

mucose della vescica o del retto
(Bhatla et al, 2018)




GISCi =
Il patologo contribuisce a

stimare la profondita
dell’invasione tumorale e lo

spessore.
o0
lalvolta I'invasione stromale non e definibile 5/



ALTRI FATTORI DETERMINATI DAL
PATOLOGO:

L'INVASIONE LINFOVASCOLARE

IL MODELLO (PATTERN) DI INVASIONE
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WHO classification of tumours of the uterine cervix

8140/3  Adenocarcinoma NOS \
8483/3* Adenocarcinoma, HPV-associated

8482/3  Adenocarcinoma, HPV-independent, gastric type

8310/3  Adenocarcinoma, HPV-independent, clear cell type

9110/3  Adenocarcinoma, HPV-independent, mesonephric
type

8484/3* Adenocarcinoma, HPV-independent, NOS

380/3 __Endometrioid adenocarcinoma NOS

8980/3  Carcinosarcoma NOS

8560/3  Adenosquamous carcinoma

8430/3 Mucoepidermoid carcinoma

8098/3  Adenoid basal carcinoma

8020/3  Carcinoma, undifferentiated, NOS

Squamous epithelial tumours
Squamous metaplasia
Atrophy

C(‘."\fl‘\"'\‘,“véri acuminatum

Glandular tumours and precursors

Endocervical polyp Mixed epithelial and mesenchymal tumours
Mullerian papilloma 8932/0 Adenomyoma NOS
Na lian cyst Mesonephric-type adenomyoma

Endocervical-type adenomyoma

8140/2  Adenocarcinoma in situ NOS
8483/2* Adenocarcinoma in situ, HPV-associated
8484/2* Adenocarcinoma in situ, HPV-independent

5th edition

L ‘ADK-EC e associato ad HPV
nell’85% dei casi e in circa la
meta dei casi vi e
associazione con il ceppo 18




G I SC = | & - 27 = 28 ottobre, Verona

Gruppo atano Scroeing dl Covcocarcnomal ‘ B GISCi

G I i A I S SO n o i n Ia rga p a rte H PV_ pos itivi Table 2. Human papillomavirus (HPV) :::es, among women aged 18-39 years, by final case diagnosis (n = 3,746)

CiNg
Total AIS AIS Only AIS + CIN CIN3 only

HPV type characteristics n % n % n % n % p-value'
Total typed 189 79 110 3,557
HPV positivity

Positive for any HPV type 188 78 % 110 100 3,491 026

Positive for single type 151 65 82 86 78 2,887

Positive for multiple types 37 20 13 16 24 22 604 17 G I i
HPV type groups

Any 16 and/or 18 174 92 73 92 101 92 2224 63 .01

Any 9-valent HR-HPV? 180 95 74 % 106 9% 3,085 87 ©.01 Ade Nno-

Any HRHPV? 184 97 77 97 107 97 3,387 95 022

Alpha-7* 81 43 36 46 45 a1 438 12 .01

Alpha-9* 116 61 43 54 73 66 3,007 85 «0.01 Ca rci n O m i

HPV types targeted by 9-valent vaccine”

. T In situ
31 4 2 1 i | 3 3 392 11 «0.01
- N 2w sono HPV-
H H 52 6 3 0 0 6 6 286 8 0.01 e .
Gli ADC usual type sono in gran parte HPV- & St ot ob @ W positivi
Other high-risk types®
positivi. - S ————
51 3 2 1 1 > § 2 156 4 0.06
56 0 0 0 0 0 0 35 : § 0.42
59 (! 1 1 1 0 0 53 1 0.52
66 3 2 2 3 1 1 63 2 1.00
I t- ) d- ADC I II ) ) t [} [} 68 1 1 0 0 1 1 31 3 1.00
Ip1ai clear-cell, sierosi, gastrici € e ot 5 GO s o 50% screening con Pap

*High-risk HPV types include HPV 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66 and 68.

- ; :
11 H “HPV alpha species: alpha-7 include HPV 18, 39, 45, 59, 68 or 70; alpha-9 include HPV 16, 31, 33, 35, 52, 58, or 67. 50% screening co-testing
endometrioide sono in gran parte - S s e o] e e e o e e
Abbreviations: AIS, adenocarcinoma in situ; CIN3, cervical intraepithelial neoplasia grade 3; HR-HPV, high-risk human papillo mavin:
t- °

Cleveland et al. Int J Cancer 2020




Nel 2013 e stato proposto di stratificare il
rischio prognostico degli adenocarcinomi
endocervicali in base al modello di invasione
(De Vivar et al., 2013).

« N

tre livelli da indolente ad aggressivo
Pattern A, Pattern B e Pattern C.

AN 4

SILVA SYSTEM




Stadio e prognosi dei pazienti
con Adenocarcinoma
Endocervicale si basano su

La dimensione e la profondita
di invasione del tumore

Gli aspetti patologici del
tumore impattano su stadio e
prognosi?

Invasive Endocervical Adenocarcinoma
Proposal for a New Pattern-based
Classification System With Significant Clinical
Implications

A Multi-institutional Study

Diaz De Vivar et al. 2013
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Total (+)
DOI (mean  Patients with LN/total
Method N in mm) (+) LN resected LN Recurrences DOD Stage 1 Stages II-1V
Standard 352 (100%) 6.7 49 (13.9%) 78/6506 39 (11.4%)* 16 (4.6%)* 311 (88.3%) 41 (11.7%)
Pattern A 73 (20.7%) 3.8 0 (0%) 0/1333 0 (0%) 0 (0%) 73 (100%) 0 (0%)
Pattern B 90 (25.6%) 4.0 4 (4.4%) 5/1750 1 (1.2%)* 0 (0%) 86 (95.6%) 4 (44%)
Pattern C 189 (53.7%) 9.2 45 (23.8%) 73/3423 38 (22.1%)* 16 (8.8%)* 152 (80.4%) 37 (19.6%)

*Percentages from available outcomes.

LN metastases: P<0.001 comparing Pattern A with B/C; P<0.05 comparing Pattern A with B; P<0.0001 comparing Pattern A with C.

Stage I versus IT or higher: P <0.005 comparing Pattern A with B/C; P = 0.147 comparing Pattern A with B; P<0.0001 comparing Pattern
A with C.

DOD indicates died of disease; DOI, depth of invasion; LN, lymph node/s. Int J Gynecol Pathol Vol. 32, No. 6, November 2013



Su una coorte di 292 HPV-associated endocervical adenocarcinomas :
Assenza di MTS LN nel Pattern A e nel Pattern B

Criticita: probabilmente non applicabile al 15% degli ADK HPV non related
(sottotipi gastrico, clear cell e endometrioide)

Conclusione: Application of the Silva System is only relevant in HPV
cervical adenocarcinoma.

(Stolnicu et al, 2018).
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Un gruppo olandese su uno studio retrospettivo di 82 donne ha evidenziato che oltre
la dimensione, la profondita d’invasione e LVI anche il pattern d’invasione ha valore
predittivo indipendente in termini di recurrence-free e disease specific survival.

Inoltre il pattern A dimostrava, rispetto ai pattern B e C, un carico mutazionale

inferiore con una minoranza positiva per mutazioni KRAS e costantemente privo di
mutazioni in PIK3CA, PTEN

Spaans et al 2018).
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Table 1  Associations among invasive patterns of endocervical adenocarcinoma and clinicopathological parameters

Clinicopathological parameters Pattern A (n=28) Pattern B (n=21) Pattern C (n=164) p value®
Mean age at diagnosis, years (range) 43 (26—-66) 48 (34-67) 49 (23-75) 0.007
Histological type 0.150
Usual 28 (100%) 21 (100%) 152 (92.7%)
Gastric 0 (0%) 0 (0%) 12 (7.5%)
No. cases with LVSI (%) 0 (0%) 5 (23.8%) 123 (75.0%) <0.001
No. LVSI foci (%) 0.253
<3 0 (%) 3 (60.0%) 43 (38.5%)
>3 0 (%) 2 (40.0%) 2 -
No. cases with LN meltastases/total cases (%) 0724 (O%)" 0/18 (0%)° m <0.001
No. metastatic LNs/total LNs (%) 07453 (0%) 0/319 (0%) 125/3362 (3.7%) <0.001
DOI (%) <0.001
<3 mm 20 (71.4%) 8 (38.1%) 8 (4.9%)
>3 to <5 mm 5(17.9%) 6 (28.5%) 18 (11.0%)
>5 to <10 mm 3 (10.7%) 6 (28.5%) 32 (19.5%)
>10 mm 0 (0%) 1 (4.8%) 106 (64.6%)

DOL depth of invasion; LN, lymph node; LVSIL, lymphovascular space invasion.

 p values: age at diagnosis was calculated using ANOVA: other parameters were calculated by the chi-squared test.

* Two patients underwent hysterectomy without pelvic LN dissection and two were treated by the cone/loop electrosurgical excision procedure.
€ Three patients underwent hysterectomy without pelvie LN dissection.

9 One patient underwent hysterectomy without pelvic LN dissection.

Table 2 Comparison of the three growth pattern subgroups in usual-type endocervical adenocarcinoma with pattern C

Xu et al, 2019
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Lower mutatio burden o -g;%

Minority KRAS mutation Oog 00 QD

lacking mutations in PIK3CA, PTEN N
(Spaans et al 2018)



it has been estimated that such
distinction cannot be made in as much as 20%

of cases

Ostor AG. Early invasive adenocarcinoma of the uterine cervix. Int J Gynecol Pathol 2000;19:29-38 «



Definizione di AIS HPV correlato € una
proliferazione di ghiandole neoplastiche
confinate all’epitelio endocervicale correlate a
infezione da HPV-High Risk

. LW
AR
LT s .
N * epitelio pseudostratificato
b, '\-‘\f.;'/i * nuclei allungati ingranditi ipercromici
195 * Mitosi atipiche
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Int J Gynecol Pathol Vol. 40, No. 2 Supplement 1, March 2021
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Is this more than an in-situ lesi
» Are there “too many”
+ Does it exgy

PATTERN A
ADENOCARCINOMA

HPV-related endocervical
adenocarcinoma

* Usual type

* Mucinous NOS

* Intestinal

* Signet-ring cell

« Stratified mucin producing

YES or
UNSURE

T11. Algorithmic approach to the distinction between in-situ and invasive HPV-associated endocervical adenocarcinoma. HPV indicates
human papilloma virus; NOS, not otherwise specified.

Alvarado-Cabrero et al. Int J Gynecol Pathol Vol. 40, No. 2 Supplement 1, March 2021
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TABLE 1. New Classification System for Invasive Endocervical
Adenocarcinomas Based on Pattern of Invasion (Silva System)

Silva System

Pattern A Well-demarcated glands with rounded contours,
frequently forming groups

No destructive stromal invasion

No single cells or cell detachment

No LVI

Complex intraglandular growth acceptable, ie,
cribriform, papillae

Lack of solid growth, ie, architecture well-moderately
differentiated

Depth of the tumor or relationship to large cervical
vessels not relevant

Pattern B Localized (limited, early) destructive stromal invasion
arising from pattern A glands (well-demarcated
glands)

Individual or small groups of tumor cells, separated from
the rounded gland, often in a focally desmoplastic or
inflamed stroma

Foci may be single, multiple, or linear at base of tumor

LVl +

Lack of solid growth, ie, architecturally well-moderately
differentiated

Pattern C Diffuse destructive stromal invasion, characterized by:
Diffusely infiltrative glands, with associated extensive
desmoplastic response

Glands often angulated or with a canalicular pattern,
with interspersed open glands

Confluent growth filling a x4 field (5mm): glands,
papillae (stroma only within papillae), or mucin lakes

Solid, poorly differentiated component (architecturally
high grade): nuclear grade is disregarded

LVl +

Box 8.01 Py fi
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CONCLUSIONI:

National
Comprehensive Cancer
Network (NCCN)

come nota al grading
da International

Collaboration on
Cancer Reporting

guidelines classifica il
pattern di Silva come
concetto emergente

Isabel Alvarado-Cabrero et al. International Journal of Gynecological Pathology 40:548-S65

Il pattern di Silva
indicato nel report

sinoptico da College of
American Pathologists

E’ utile che nel referto
anatomo-patologico
venga indicato se vi &
invasione stromale
distruttiva (pattern B e
C) o non distruttiva
(pattern A)



Il Pattern A richiede una biopsia conoide con margine negativi
e correla con assenza di recidiva e assenza di mts LFN

!

in una resezione radicale potrebbe essere un utile parametro per evitare potenziali
complicazioni da ulteriori trattamenti

Il pattern C puo essere assegnato anche su biopsia

Il valore prognostico del System Silva si basa su studi retrospettivi pertanto e auspicabile lo
sviluppo di trial clinici a conferma
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