Che ruolo ha BRAF
nella nostra routine e perche
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Decine di papers su BRAF....

con risultati spesso
contradditori




Association Between BRAF V600E Mutation and
Mortality in Patients With Papillary Thyroid Cancer

Xing, ML), PRI}
AL S Mesheni MDD
Rathryn A Coswers, SM
Dhavid Yaoln. MI)
Mol T WI
Bels Bemelluve, PRI}
Liumah s, MI)
Cavering Wiz WD)
TFodersca Yasuediu, W11
. Nchiasd Tassie, MDD
T Madsmbaiurh, M1
Jemsn A Fagee, M3
Thuoe Puseids, M1 FLD
oy —— ]} }
i (R )
Tachars Juesah, N11, PLI
Dhrstions | 0 Noill, MBS hsmsl, M5
P — )
Alfredt K. L, ML P51
(l-.‘—-l-h—-ﬁ-p'n-.m.l\l)
M“—m
Mg T Vadkaswy, MDD
s...u'...vn.nu
Mot & Zeigme MIT_
Williarn 1 Wrtes, WD)
T e M0
[ — T L)
Thavial Seusmby, M1
Tl W. Ladwmenss, M)
Viessw Sydorvere. PLIE
ARLLLAEY Torecnn SANCYN
(FTO) = b s commitia £13-
docrine muligeancy 208 aC
corria for ¥ mack of Wl ity

mid cancers. " Thereme sesertl vorams
o PTC. the manoetty sl which awe con.

Sot a0 pp 1529 and 1533,

A VEO0E B 3 proxmemont oreogans 1 papiiary Synoas o (FTOL
St £2 min In PTO malaing peteed mantalty fas ant teen @tsoirng

Objective To myestigat the retatmrnhip betwraen BIAT VEDOE mutstion ot FTC-

Tofatng sortesy
Destgn, Sstting, fsttopecte of 1843 pmﬂl'!
mmlﬂrﬁ zpd“mm::nmnnp S8 yurs
unmccnlml-m up engof I3T0ness | 1367 moothe

% ndis! Tostmae Al llmlu?mm- SR and 2010
Mam Outcomes and Measures Feont dests specioaty cased by FTC

Resurts O-llwmﬂsvnsgt MEas S O3 Imitsny
1008 5% O, 08%-2 ‘l.JU'-’OC!HnElAl “mt-poﬂnnnmmm

g: gﬁi 2-0“2g;5a£5 ! 03-45":“

Of 2R VT waro 12.87
VI MGLEteT).

THEEVe fEsErts: the famnd ratio (HR) was 2 66 (95% O, 1 305 431 afur adfjon-
mnxqot:qm. e, And mesca conty Deats por 100U pamsin.-yeaes 1

the
2E

of =2 conmvertna! wanent of FTCwerg 1XEXES5K O B30 4660w

T 100-5 000 wERAS EDOE- poatn W TUIER0C- g sSve patares tne
sduTed HR was 3 53 (55% 01,1 15398 'Whn
tolds vpeon, and dietent matastzes wirm 360

DOOY MEtERaEE
ntmmmm

ton of RRAF VE0OE wih mortatty Sor all FTC was op fongee sgnicant 1R, 1.21¢

XN CL0EI 276 ANpher HRAFVEDGE-ssencuiad pationt moriaily was s ob-
P SRR Y ummuw:m
Wi asjisimant e pabant

mmmmknn?
e redl ot :mznu o 1000 porsen yemrsw ens =5

T1L19. ‘l-

ansgmxazssummtwmm mm«%m
mwuxcomcno&esw:mmt PR 0L 042

AU n WD Qtan Lo malasians, Jestrs
772 R 1MTNMwiZadsx 1B
POTINY VETRERCH. dUradpnted

g HR 0.84195% 0. 0277820

Condusions snd RUSWance 11 U SUNHOSN T MUSDIGy sy,
SETOCHAA W Yo TR bt ot
oversll rmstaty m PTC 8 ow and T Bocs-

w BEA VGIE mutston wi
ity Smong Atk w s PTC

Fi
444 VEoos-

HLZEESS O I M5 s

e s of

o s et nooponent of oy e, how 1) sae SEAF VEOCE 1D Inaregs o

takty nk n padonts wih F1C s e Thes
ha Degnasc e INErspoasc reicznon of ERAF

VAMA JD0D 2 eSS F a0t

mmd
s e AT
v gus

wemtbacst] TTC anef N nilsrsmme FTC,
with the foemer typeally showing pap
iilary souctures and the tter falliodar
sracteres inadcitivn tn e chancet
wei muchgr Eatures of PTE The ovet-
all Soyr paven: survival oie far PTG
s O W TN A mayor chinnal chad
lerige tx how o redaly dlatinguat oe-
lents who need Svatmeoty 10
recduce mortatity drom those whindo s
Thissepreens 3 end=ly comsoyenstl is-

ST yeerrrEs Wedse desarraties Al oo rervd

sue s chprold coeer medatre Entey-
by terause of the low peesil moeal-
sy ol 2o gmrer The testee dox bacome
v mare the high an.
sl inoudeney of FTC ™ Seveat! ciiny.

cogmzhudegaal risk Baciors have bern

SR
PR T m:m

AL e e TN e 1 ban



Design, Setting, and Participants Retrospective study of 1849 patients (1411
women and 438 men) with a median age of 46 years (interquartile range, 34-58 years)
and an overall median follow-up time of 33 months (interquartile range, 13-67 months)
after initial treatment at 13 centers in 7 countries between 1978 and 2011.

Conclusions and Relevance |n this retrospective multicenter study, the presence of
the BRAF V60OE mutation was significantly associated with increased cancer-related mor-
tality among patients with PTC. Because overall mortality in PTC is low and the associa-
tion was not independent of tumor features, how to use BRAF V60OE to manage mor-
tality risk in patients with PTC is unclear. These findings support further investigation of
the prognostic and therapeutic implications of BRAF V600E status in PTC.

JAMA. 2013;309(74):1493-1501 WWW.jama.com



When the aggressive tumor features of
LNM, extrathyroidal invasion, and dis-
tant metastasis were also included in the
model, the association of BRAF V600OE
with mortality was no longer statisti-
cally significant (for all PTC, HR, 1.21
195% CI. 0.53-2.76]; for conventional
PTC, HR, 1.51 [95% CI. 0.50-4.57]).



Virchows Arch (2014) 464:333-346
DOI 10.1007/s00428-013-1521-2

INVITED REVIEW

Prognostic biomarkers in thyroid cancer

Paula Soares « Ricardo Celestino « Miguel Melo -
Flsa Fonseea « Manuel Sobrinho-Simoes



The use of BRAF mutation per se for PTC prognosis
remains controversial mainly due to the fact that BRAF
V600E mutation 1s found m about half of PTCs [46], from

which less than 10-15 % of the tumours will display aggres-
stve behaviour




Staging 1s considered the most important prognostic
factor in thyroid cancer as in other human cancer
models.
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JCEM ONLINE

Advances In Genetics—Endocrine Care

BRAFV600E Mutation Does Not Mean Distant
Metastasis in Thyroid Papillary Carcinomas

Valentina Sandisi,* Davide Nicoli,* Moira Ragazzi, Simonetta Piana,
and Alessia Ciarrocchi

L =boratory of Molecular Biology (V.S,, D.N., A.C,), Department of Oncology, and Pathology Unit (M.R.,
5.P.), Department of Oncology, Arcispedale Santa Maria Nuova, Istituto di Ricovero 2 Cura 3 Carattere
Scientifico, 42123 Reggio Emilia, Italy

47 PTC CON METASTASI A
DISTANZA




Distribution of BRAFV600E mutation in distantly metastatic and control PTC

PTC with distant Wild BRAF
Total metastasis type BRAFV600E V§00E (%)
Control PTC 75 0 42 33 440
PTC without extrathyroidal invasion 31 0 15 16 51.7
and lymph node metastases (pT1-T2, NO) .

Distantly metastatic PTC 47 47 33 14 29.8
MicroPTC 5 5 5 0 0

Dead of thyroid carcinoma 26 26 18 8 30.8

Distant metastasis of V60OE PTC 5 2 3 60.0




JCEM ONLINE

Advances in Genetics—Endocrine Care

Allele Percentage of the BRAF V600E Mutation in
Papillary Thyroid Carcinomas and Corresponding
Lymph Node Metastases: No Evidence for a Role in
Tumor Progression

Greta Gandolfi, Valentina Sancisi, Federica Torricelli, Moira Ragazzi,
Andrea Frasoldati, Simonetta Piana, and Alessia Ciarrocchi

Laboratory of Molecular Biology (G.G., V.S., F.T., A.C.), Depariment of Oncology, Pathology Unit (M.R.,
S.P.), Department of Oncology, and Endocrinology Unit (AF.), Department of Surgery, Arcispedale S.
Maria Nuova-Istituto di Ricovero e Cura a Carattere Scientifico, 42123 Reggio Emilia, Italy

132 PTC CON O SENZA
METASTASI LINFONODALT E
CORRISPONDENTI LINFONODI



Occurrence of BRAF V60OE Mutation in Primary PTC LNMs

BRAF V600E BRAF Wild Type
n (Frequency) (Frequency)
Total PTCs 132 58 (0.44) 74 (0.56)
Nonmetastatic PTCs 37 18 (0.49) 18 (0.51)
Metastatic PTCs 95 40 (0.42) 55 (0.58)
PTCs with distant metastases 45 15(0.33) 30 (0.67)
PTCs without distant metastases 50 25 (0.50) 25 (0.50)
LNMs from VGB00E-positive primary 28 23(0.82) 5(0.18)
PTCs
LNMs from wild-type primary PTCs 12 1 (0.08) 11 (0.92)




CANCER

Small papillary thyroid cancers
Is BRAF of prognhostic value?

Paula Soares and Manuel Sobrinho-Simoes

The growing incidence in thyroid cancer results mainly from the detection
of small or very small papillary thyroid carcinomas. The management of
patients with such small tumors represents a major clinical challenge.
Could evaluation of the BRAF status of such tumors aid risk stratification
and patient management?

Soares, P & Sobrinho-Simoes, M. Nat. Rev. Endocrinol. 7, 9-10 (2011); doi:10.1038/nrendo.2010.213




We concur with Basolo ef al. that the corre-
lation between BRAF status and clinicopatho-
logical parameters in microPTC remains
controversial, but we think one cannot
clarify the controversy without integrating
histotype together with tumor invasiveness.
Furthermore, we think the excellent progno-
sis of microPTC means that it is unrealistic
to suggest, as it has recently been advanced,
that patients with BRAF-mutated microPTC
should be treated more aggressively merely
on the basis of BRAF status.



Che ruolo ha BRAF
nella nostra routine?

» Solo significato diagnostico
* Mai significato prognostico
» Solo su materiale citologico
* Solo su TIR3 o TIR4




Non ¢’ e alcuna evidenza definitiva che un risultato
biomolecolare sia migliore di quello fornito da un
patologo esperto e dedicato.

Forse i fondi destinati all’ implementazione di diversi
test molecolari potrebbero essere investiti nella
formazione delle risorse umane.




Nella Thyroid Cancer Unit di Reggio Emilig,
la percentuale di indeterminati & del 6%
(TIR 3=4.6% + TIR 4=1,4"% ), una percentuale
nettamente inferiore a quanto atteso, secondo i
dati di letteratura.

Tale risultato e reso possibile dalla
competenza dei professionisti e dal controllo
attento dei processi, ma anche dalla
comunicazione quotidiana e dalla condivisione

delle scelte.
-
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ALLA THYROID
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