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HER?2 positive TINOMO tumours:

Time for a change?

HER2 pozitivni TINOMO tumor: Cas pro zménu?
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Introduction

Unarguably, breast cancer has been
one of the types of cancer which has
most benefited from the exponential
raising in the armamentarium of new
cancer drugs, mainly due to the disco-
very of compounds which target the
HER 2 overexpressed subtypes, leading
to lower recurrence rates in this popula-
tion of patients [1,2] when administered
in an adjuvant schedule for one year.

In the majority of those studies, the
accrual criterion utilised was tumours
with the diameter above one centime-
tre or with axillary lymph node invasion.
Even though it has already been pro-
ven an enhanced aggressivity of HER 2
over expressing tumours in early clini-
cal setting [3], still to this day the indi-
cation of adjuvant treatment remains
only for tumours larger than one cen-
timetre in the absence of lymph node
commitment.

The present survey was then carried
out to esteem the natural behaviour of
this subkind of tumours as well as their
main metastatic sites in a Brazilian cohort.

Methods

Six hundred and thirty three treated
breast cancer patients have been identi-
fied in our oncology unit in the last five
years. Of this group, 102 were HER 2 over
expressed, and 16 had less than a centi-
metre of diameter with negative lymph
node at the time of the surgery.

These patients were followed from
the date of surgery until July 2011,
looking for date and patterns of relapse.
Patient’s electronic charts have been re-
viewed until this very same month utili-
sing data from a single institution in the
state of Santa Catarina, southern Bra-
zil. All the patients were from the natio-
nal health system of Brazil, in which our
institution is the reference hospital for
a population of over a million and a half
lives.

Results

Out of 16 identified patients, eleven had
had a relapse of the disease, as it follows:
five patients with central nervous sys-
tem metastasis, three with visceral meta-
stasis (lung/liver), two with bone relapse
and one local relapse, documented ei-
ther by image or biopsy. To be noticed
the fact that, in our data, all the relap-
ses were diagnosed within the first year
after the completion of the treatment,
between one and 11 months.

Discussion

It goes without saying that the HER 2
overexpression is a clear indication of
aggressivity, even in the TINOMO sub-
group of patients, compared with their
HER 2 negative counterparts, because,
even though our study did not make
a direct subgroups comparison, we can
take account of historical controls of this
disease.
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It's important to pinpoint that, due to
the small number of subjects, definitive
conclusions cannot be taken, but a good
amount of evidence is produced, which
should be sought in the future with
possibly multicentric bigger trials.

In the absence of prospective rando-
mised trials, it's hard to advocate the un-
restricted use of trastuzumab in this set-
ting of patients, even though that, given
the nature of the disease, in our opinion
it'’s urgently needed an adjuvant study
in the subcentimetric group of patients,
because of their high probability of be-
nefit with trastuzumab.
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...k prodlouzeni preziti

Presné zacilend inhibice VEGF (Vascular Endothelial Growth Factor)
prokazatelné prodluzuje preziti nemocnych u fady nddorovych onemocnéni.

AVASTIN JE OD 1. 3.2010 HRAZEN Z PROSTREDKU VEREJNEHO ZDRAVOTNIHO POJISTENI
PRO INDIKACE KOLOREKTALNI KARCINOM, KARCINOM PRSU, NSCLC A KARCINOM LEDVINY.

ZE SEZNAMU KONTRAINDIKACI PODANI AVASTINU BYLY VYNATY NELECENE CNS METASTAZY.

AVASTIN JE MOZNE PODAVAT V KOMPLEXNICH ONKOLOGICKYCH CENTRECH.
JEJICH SIT JE POPSANA NA WWW.ONCONET.CZ

AVASTIN® 25 mg/ml koncentrat pro pipravu infuzniho roztoku

- Zakladni informace o pfipravku

Ucinna latka: bevacizumabum. Drzitel rozhodnuti o registraci: Roche Re-
gistration Limited, Velké Briténie. Registracni ¢isla: EU/1/04/300/001-002.
Schvalené indikace pro pouziti: Terapie metastazujiciho karcinomu tlustého
stieva nebo rekta v kombinaci s chemoterapeutickym rezimem obsahujicim
fluoropyrimidin. Avastin v kombinaci s paklitaxelem je indikovan jako lécba
prvni linie u nemocnych s metastazujicim karcinomem prsu. Avastin v kom-
binaci s kapecitabinem je indikovan k prvni linii [échy nemocnych s metasta-
zujicim karcinomem prsu, u kterych se lécha jinou moznou chemoterapii,
vetné antracyklindi a taxand, nepovazuje za vhodnou. Nemocni, ktefi byli
v poslednich 12 mésicich léceni rezimem obsahujicim taxan a antracyklin
v adjuvantnim podani nemaji byt léceni kombinaci Avastin + kapecitabin.
Avastin pfidany k chemoterapeutickému rezimu s platinou je indikovan
k [éché prvni linie nemocnych s neresekabilnim pokrocilym, metastatickym
nebo rekurentnim nemalobunécnym plicnim karcinomem jiného histologic-
kého typu, nez predominantné z dlazdicovych bunék. Avastin v kombina-
ci s interferonem alfa-2a je indikovan jako lécha prvni linie u nemocnych
s pokrocilym a/nebo metastazujicim karcinomem ledviny. Kontraindikace:
Precitlivélost na lécivou latku nebo jakoukoli pomocnou latku pripravku,
na latky produkované ovaridinimi bunkami cinskych kiecki nebo na jiné
rekombinantni lidské nebo humanizované protiltky. Téhotenstvi. Upozor-

néni: Zvysend pozomost u pacientti s intraabdominalnim zanétlivym pro-
cesem (zvySené riziko vzniku perforace a pistéle GIT), po operaci (mozné
komplikace pri hojeni ran), s nekontrolovanou hypertenzi (riziko hypertenzni
krize a proteinurie), ve véku nad 65 let (zvySené riziko vzniku arteridlnich
tromboembolickych pfihod), u pacientt s kongenitélni hemoragickou dia-
tézou, ziskanou koagulopatii nebo u pacientti lécenych plnou davkou an-
tikoagulancii k 1éché tromboembolismu pred zahdjenim léchy Avastinem.
V pripadé vzniku tracheoesofagedini pistéle nebo jakékoli pistéle 4 stupné
trvale ukoncit Iécbu. Ukonceni léchy zvézit v pripadé vnitini pistéle mimo
oblast GIT. V ojedinélych pripadech riziko vzniku reakce na infuzi/hypersen-
zitivni reakce. Nezddouci Gcinky (nékteré z nich se jevily jako zavazné) byly
hlaSeny pfi uZiti v neregistrovaném nitroocnim podani. Klinicky vyznamné
interakce: Bevacizumab neovliviiuje v klinicky zédvazném rozsahu farmakoki-
netiku 5-fluorouracilu, karboplatiny, paklitaxelu a doxorubicinu. U nékterych
pacientti lécenych kombinaci bevacizumabu a sunitinib maldtu byla hlena
mikroangiopaticka hemolytickd anemie (MAHA). Hlavni klinicky vyznamné
nezadouci tcinky (u pacientti lécenych jak v monoterapii, tak v kombinaci
tindlni perforace, pistéle, hemoragie, arteridlni a Zilni thromboembolismus,
syndrom reverzibilni zadni leukoencefalopatie, proteinurie. Nejcastéjsi nezd-
douci Gcinky - astenie, prajem, dysfonie, nausea a jinak nespecifikované bo-
lesti. Davkovani a zpisob podani - Obecnd doporuceni: Prvni davka Avasti-
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nu by méla byt podavana béhem 90 minut ve formé nitrozilni infuze. Jestlize
je prvni infuze dobre snaSena, druhd infuze maze byt podévana béhem 60
minut. Jestlize je dobe sndSena infuze poddvand béhem 60 minut, viechny
ndsledujici infuze mohou byt podavany béhem 30 minut. Nepodavejte jako
bolus v nitrozilni injekci nebo bolusovou injekci. Infuze nesmi byt podévé-
ny nebo michany s roztoky glukdzy. Snizeni davky pfi vyskytu nezédoucich
prihod se nedoporucuje. V pfipadé nutnosti musi byt [écha bud trvale ukon-
Cena nebo docasné pozastavena. Doporucené davkovani pro jednotlivé
diagndzy: Viz platny Souhr Gdajii o pripravku. Dostupna baleni pfipravku:
1x 100 mg bevacizumabu ve 4ml; 1x 400 mg bevacizumabu v 16 ml koncen-
tratu pro pfipravu infuze. Podminky uchovavani: Uchovavejte v chladnicce
(2°C-8°C). Chrarite pred mrazem. Uchovavejte injekéni lahvicku v krabicce,
aby byl pripravek chranén pred svétlem. Datum posledni revize textu: 27.
7. 2011. Vydej lécivého pripravku je vazan na lékarsky predpis. Lécivy
pripravek je hrazen z prostiedki verejného zdravotniho pojisténi (pro
indikace kolorektalni karcinom, karcinom prsu, nemalobuné¢ny karcinom
plic a karcinom ledviny - pesné podminky Ghrady jsou uvedeny na adrese:
ww.sukl.cz). Dalsi informace o pfipravku ziskate z platného Souhrnu tidajd
o pripravku Avastin nebo na adrese: Roche, s.r.o., Dukelskych hrdind 52,
170 00 Praha 7, telefon 220 382 111. Podrobné informace o tomto pfiprav-
ku jsou uverejnény na webovych strankdch Evropské lékové agentury (EMA)
http://www.ema.europa.eu/.
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