-

brought to you by . CORE

View metadata, citation and similar papers at core.ac.uk

provided by Varna Medical University Press: Journals

Cwpue-0sut 1pob, 23, 2017, 31-34
MenunuHckH yHUBEpCUTET - BapHa

Heart-Lung (Varna), 23, 2017, 31-34
Medical University of Varna

MPEJCHPIHO MBKIEHE
MMPU NAIIMEHTH C HEOILJIACTUYHU
3ABOJISIBAHUS

Antonust Kumesa, Jlunsna Mupuesa

1l Kaunuxa no xapouonozus,
YMPBAJI “Ceema Mapuna” — Bapna,
Meouyuncku ynueepcumem — Bapua

PE3IOME

ChbplieuHNTEe apUTMUH €A YeCT MPOOJIeM TPH MAIUSHTUTE
C KapIuHOM, MOTaT Jia TOBIUSAT Ka4eCTBOTO Ha JKUBOT H
JIa YCIOXKHAT JICYEHHETO Ha HEOIUIACTHYHOTO 3a00JIsIBaHe.
CKOpoOITHY TPOYYBaHMS MOKA3BaT, Y€ HOBOTIOSIBUIIOTO CE
npeacspaao MexaeHe (ITM) e 3HaunM prcKoB (akTop 3a
rocJeBaia quariosa Ha kapuuHom. I[IM ce cpema mno-
YeCTO MPH TMAIMEHTH C MAJIWTHEHH 3a00JsBaHUs, ocobe-
HO TIpY Te3H, KOUTO ca IOI0KEHH Ha onepanus. Hammre
JIAHHM TIOKa3BaT, 4e 6% OT MalMeHTUTe, XOCTTMTATU3UPAHN
110 TMOBOJ MPUCTHITHO Min niepcuctupaiio [IM, ca ¢ kapuu-
HOoM. [IM Tipy manueHTruTe ¢ HeOTIAaCTUYHM 3a00JIIBaHUS
MoOXe J1a ObJie IPUIPYIKABAIIO 3200JIsIBaHe, MOCIESHUIA OT
OCHOBHOTO 3a00IIiBaHE WM YCIOXXKHEHHE Ha TeparmusATa.
KapiuHOMBT € IPOTPOMOOTHYHO ChCTOSHHE, HE € BKJIFO-
YeH B CKAJIUTE 32 OLICHKA Ha PUCKA M HAKOU OT XUMHOTEpa-
MIEBTHUIIMTE JICHCTBAT MIPOTPOMOOTHYHO. B chIIOTO Bpeme
HSKOW OT MaJINTHEHHUTE 3a00JISIBAaHUS ca CBBP3aHH C MTOBU-
LIEH PHUCK OT Xemoparus. Hsima criennduyau npenopbku
3a neuenune Ha [IM mpu kaprmHOMHO O0sTHH. Cria3Bar ce
HSKOW OT OOIMINTE HPETOPHKH, 3aJI0KEHH B HACTOSIINTE
PBKOBOZCTBA, KATO CE€ MMAT MPEIABHU/ U HATMYHUTE JaHHH
MIpY KapIMHOMHO OOJHU, HO € HEOOXOAUM WHIUBHIyalIn-
3UPaH MOIXO0 OT MyITHANCIUIUTNHAPEH SKHIT.

Krouoeu oymu: npedcvporo mwiicoeHe, KapyuHom

[Ipencwpmuaoro mexacae (IIM) e Hail-uectata mpu-
YMHA 33 XOCTHWTATU3aIMsA IO IMOBOA apuTMHA. To
3acara 1,5-2% oT oOmara momynamus, 3avecTsiBa
¢ BB3pacTTa M poctura yectora 20% mpu nwma Has
851. [IM moBnusBa Ka4eCTBOTO HA KUBOT. CBBP3aHO
€ C 5 IbTH TO-BUCOK PHCK OT MHCYNT M € MPUYHHA
3a 20% ot Bcwuku nHCYNTH. Habronasa ce moswieH
PHICK 3a pa3BUTHE HA CHhP/IEYHA HENOCTATHYHOCT, TIO-
YECTH XOCTIHTANIN3aUA U cMBPTHOCT (1-3). Chpaed-
HUTE apUTMHUH Ca YeCT MPOoOJIeM TpH TAlMEHTUTE C
KapruHOM. Te Morar /ia Biomar OOIIOTO ChCTOSHHE
1 J1a YCIOXKHSAT JICYSHUETO Ha HEOTUTACTHIHOTO 3200-
nsgBa"e. EnwneMHonorndyHu JaHHW OT TPOYYBAHHSA
MIpH TIAIMEHTH, OTIEPUPAHU 32 KapIIMHOM, ITOKa3BaT
mo-Brcoka gectora Ha [IM. CKopoITHE TTpOydYBaHuUs
MOKa3BaT, Y€ HOBOMOSBUIOTO ce [IM e 3Hauum puc-
KOB (hakTOp 3a MOCiIeBaIa TUardo3a Ha KapImHOM
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ABSTRACT

Cardiac arrhythmias are a common problem facing cancer
patients and, when present, can affect quality of life and
complicate the treatment of their malignancies. Recent
study shows that new-onset atrial fibrillation (AF) is a sig-
nificant risk factor for the subsequent diagnosis of incident
cancer. AF has been found to occur with an increased fre-
quency in patients with malignancies, particularly in those
undergoing cancer surgery. Our data shows that 6 % of tne
patients, hospitalized for paroxysmal or persistent AF are
with cancer. AF in a cancer patient may be a comorbid-
ity, may be a consequence of the cancer or a complication
of cancer therapy. Cancer is a prothrombotic state, it is not
incorporated in the risk prediction scores and some antican-
cer agents act prothrombotic. At the same time some malig-
nancies are associated with increased risk of hemorrhagia.
There are no specific guidelines for AF management in can-
cer patients. Treatment is based on general recommenda-
tions from current guidelines in noncancer patients and the
existing evidence in cancer patients, but there is a need of
an individualized approach from a multidisciplinary team.
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Atrial fibrillation (AF) is the most common arrhyth-
mia as a reason for hospitalization. It affects 1.5-2%
of the general population, becomes more frequent
with aging and is present in 20% of the individuals
over 85 years old. AF influences the quality of life. It
is associated with a 5 times higher risk of stroke and
is a reason for 20% of all strokes. There is a higher
risk for development of heart failure (HF), more fre-
quent hospitalizations and higher mortality (1-3). Car-
diac arrhythmias are often found in cancer patients.
They can worsen the general condition and compli-
cate the treatment of malignancies. Epidemiological
data show that AF occurs with an increased frequency
in patients, undergoing cancer surgery. Recent study
shows that new-onset AF is a significant risk factor
for the subsequent diagnosis of incident cancer (4,5).
The development of AF may be induced directly from
specific targeted therapies such as ibrutinib (6). The
first published results, confirming the higher morbid-
ity of AF are from a case-control study among veter-
ans with colon cancer in 1994 (7). A registry study of
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(4,5). Haxoun cnenuduyHu TapreTHH TEpanuu, Kato
nOpyTHHHO, MOraT AMPEKTHO na mpeau3Bukar 1M
(6). ITppBUTE MyOAMKYBaHU pE3yNTAaTH, JOKA3BAIH
no-Bucokata 3aboneBaemoct ot [IM, ca ot mpoyu-
BaHE Cpell BeTepaHu C pak Ha Je0eTI0To YepBo Mpe3
1994 r. (7). Ananu3 Ha 1aTcku perucTsp mpes 2014 r.
coun, ye manueHture ¢ [IM ca umanu 2,5% (95% CI,
2,4%-2,5%) aObCONIIOTEH PHUCK OT pPaK B I'BPBHUTE TPU
Mecella clie/l MarHo3ara, KaTo pUcKbT € OCTaHall BU-
cok 24 mecena cief auarHosara (8). Connen u CbTp. B
Women’s Health study (34 691 y4yactHuumn) Hamupar,
4e yecToTara Ha KapuUMHOMa € CUTHH(UKAHTHO MO-
BUCOKa cpex skeHute ¢ [IM B cpaBHeHHE ¢ Te3u Oe3
[IM — 3 m'bTH MO-BUCOK PUCK B IPBUTE 3 Mecela OT
nuarnosata Ha [IM u Bce orue Bucok ciien 1 roguna
(HR 1,42) (9). Hammure nanHu mokassat, ue 6% OT
465 XocnuTaNM3MpaHyu MALUEHTH B paMKUTe Ha 1 To-
JIMHA TI0 MOBOJ MPUCTBIHO WM nepcuctupaino 1IM
ca ¢ JIoKa3aH KapLHOM.

[IM npu nmarnueHTHTe ¢ HEOIUIACTUYHU 3a00JIIBaHUS
MoOXe Ja ObJe mpuapyxasaio 3abojsiBaHe, Mmocie-
JIMLa OT OCHOBHOTO 3a00JIsIBaHE WJIH YCIOKHEHUE Ha
Tepanusta. Hamuie ca o0 npenpasmnoaraiiy ¢ak-
TOpPH KaTO HaIlpegHaja Bb3PacT, 3aTIbCTSABAHE, U-
cenektponureMus u xunokcus (10). TymopbsT Moxe
Jla UHBa3upa MHOKap/a Mo ChCEJACTBO MIIHM Ype3 Me-
TacTasu. BaxkHa poiist 3a passuruero Ha IIM urpasr
BB3MAJIEHUETO ¥ HEBPOXOPMOHAIHUTE MPOMEHH, Chb-
I'BTCTBAINY MaJUTrHeHUTE 3a00ssiBanust (11,12).
YcTaHOBEHU ca HSAKOM NMPEeIUKTOpPH Ha IOCTOoIepa-
TuBHOTO IIM mnpu nanyveHTH C HEOIUIACTUYHU 3a-
oonsiBanus. [loBumenute HuBa Ha NT-proBNP 24
yaca npeau Wi 1 Jac cied omepanys ca CBbp3aHH
ChC 3HAYUMO TO-BUCOK puck oT [IM (64% cpemry
5%; p<0,001) (13). Croitnoctu Ha NT-proBNP Hag
182 ng/ml unu BNP wazg 30 pg/ml ce cmsrar 3a npe-
ckazBauy. Nojiri T u cbTp. T0Ka3BaT MPU ONEPUPaHH
3a 0enopo0eH KapLUHOM, Y€ ChOTHOIICHUE MEXKIY
paHHaTa TPAaHCMHUTpPAJIHA CKOPOCT U ThKaHHATa paH-
Ha CKOpPOCT Ha MUTpaiHMs aHyiyc Haj 8 uma 90%
YyBCTBUTEIHOCT U 73% crnenuduuHOCT 32 MpeauK-
uus Ha nocronepatusHo [IM (14). Bnusiaue oxassar
CBIIO0 HAIlpeHajaTa Bb3pacT, MBKKHAT M0JI, MO-AbJI-
TOTO OINEpPaTHBHO BpeMe, HaNpeAHAIMUAT CTaaAud Ha
KapLUHOMa, HAJIMYMETO Ha OTIEPaTHUBHU YCIIOKHEHH,
HEOOXOIMMOCTTa OT MOCTONEPaTUBHA XEMOTpaHchy-
31, aHaMHe3aTa 3a XWUIEPTOHUS M IpeorepaTuBHO
napokcuzMaiiio [IM.

Hsma cnenmduyan npenopbKy 3a MayeHTy ¢ Kapiy-
HoM u [IM. Farmakis u cbTp. mpeanarar anropuTbm
3a CKpHHUHT W JieueHHe, 0a3upaH Ha MpPEropbKHTE
3a [IM B oOIiara nomyJanys U HAJIMYHUTE JJAHHU OT
MIPOYYBaHHUS CpeJl MAMEHTH ¢ MAIMTHEHH 3a00J1s1Ba-
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all Danish patients in 2014 shows that patients with
AF had a 2.5% (95% Cl, 2.4%-2.5%) absolute risk of
cancer diagnosis in the first 3 months after diagnosis
of AF, which remained higher 24 months after the di-
agnosis (8). Connen et al., in Women’s Health study
(N=34 691), found that the incidence of cancer was
significantly higher in women with AF in comparison
to women without AF — the risk of cancer was 3 times
greater within 3 months of AF diagnosis but still el-
evated beyond 1 year (HR 1.42) (9). Our data show
that 6% of the patients, hospitalized for paroxysmal or
persistent AF are with cancer.

AF in cancer patient may be a comorbidity, a con-
sequence of the cancer or complication of cancer
therapy. Cancer and AF share some common predis-
posing factors such as age, obesity, dyselectrolytemia
and hypoxia (10). The tumor may invade directly the
myocardium or by metastasis. Inflamation and neu-
rohormonal changes, accompanying cancer, play an
important role for the AF onset (11,12).

Some of the predictors for post-operative AF in cancer
patients are determined. High levels of NT-proBNP 24
hours before and 1 hour after the operation are asso-
ciated with significantly greater risk for AF (64% ver-
sus 5%; p<0.001) (13). Cut-off postoperative values of
NT-proBNP of 182 ng/L or BNP over 30 pg/mL are
predictive. Nojiri et al. found in patients operated for
lung cancer that the ratio between the early transmitral
velocity and the tissue early velocity of mitral annulus
>8 has 90% sensitivity and 73% specificity for predic-
tion of postoperative AF (14). Other important factors
are advanced age, male sex, long duration of surgery,
advanced cancer stage, occurrence of surgical compli-
cations, need for postoperative blood transfusions, his-
tory of hypertension and pre-operative paroxysmal AF.
There are no specific guidelines for management of
AF in cancer patients. Farmakis et al. suggest an al-
gorithm for screening and treatment, based on guide-
lines in the general population and the available data
in patients with malignancies (5). It is recommended
to perform an ECG as a screening for AF at the time
of the diagnosis of cancer, perioperative, before the
chemotherapy and in case of history for heart flutter-
ing, racing or irregular pulse.

Treatment of AF in cancer patients is difficult. Pre-
scription of anticoagulants should be done after as-
sessment of the risk profile. The evaluation of throm-
boembolic risks starts with CHA2DS2-Vasc score.
There is evidence that cancer is a prothrombotic state,
although it is not incorporated in this risk prediction
model. Some cancers (pancreatic, ovarian, lung and
primary hepatic) and some anticancer agents (cis-
platin, gemcitabine, S5-fluorouracil, erythropoietin,
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Hus (5). Ipenopbusa ce nposexxaane Ha EKI kato
ckpuHUHT 32 [IM mpu AMarHoCTULIMPAHETO HA KapLu-
HOM, TIEPUOTICPATUBHO, IPEIH U CJIE] XUMHOTEPAIHS,
KakTO W MpH HaJW4yhe Ha CUMITOMHU — ChplEOUeHe,
MpecKayaHe WK 4yBCTBO 3a HEpaBHOMEPEH ITyJIC.
Jleuennero Ha IIM npu Te€3u NmauMEeHTH € TPYHIHO.
[IpennucBaHeTo Ha aHTUKOAryJNaHT CTaBa CieJ OIl-
penensiHe Ha pucKkoBHs Mpoduit. OneHKara Ha TPOM-
6oemOommuHms puck 3amouBa ¢ CH2DS2Vasc. Uma
JIOKA3aTeJICTBa, Y€ KapUHUHOMBT € MPOTPOMOOTHYHO
CBCTOSIHUE, BBIIPEKH Y€ HE € BKIIIOUEH B Ta3M CKaja.
Hsxou nokanuzanuu Ha KapruHoMa (TTaHKpeac, sifd-
HUK, Os11 Ipo0, TbpPBUYEH YePHOAPOOEH ), KAKTO U HSl-
KOM XHUMHOTEpAneBTUIH (LUCIUIATHH, TeMUIUTOOHH,
5-¢yopoypaiuii, epUTPOIIOSTHH, IPAHyJIOUHUT KOJIO-
HUCTUMYJHpaI (GakTopH) ca CBBP3aHU C MO-BUCOK
puck ot TpoMbo3a (15). Ilpu u3umcnsaBane Ha xeMo-
parudHus puck mMoxe aa ce mznomssa HAS-BLED
ckasata. C Mo-BUCOK PHUCK OT XeMoparusi ca UHTpa-
KpaHUAJHUATE TYMOPH, XeMaTOJIOTHYHUTE HEOTIIIa3MHU
¢ neeKTr B Koaryjianuara ¥ MeTacTaTUyHara 4ep-
HOJIpoOHa Oosect. Hanmmuuero Ha ChIbTCTBAILA Te-
panusi 1 METaOONUTHU HapYIIEHUsI O0YCIaBSIT PHUCK
OT HEIPEeIBUIUM OTTOBOP Ha JIEYEHUETO C aHTUKOA-
rynantu. Tepanusita ¢ ButaMuH K aHTaronuctu mo
MIOBO/T THI00KA BEHO3HA TPOMOO03a BOAM JO 6-KpaTHO
MO-BHCOK PUCK OT XeMOparusi B CpaBHEHUE C OOJHU
0e3 kapuuHoM (16,17). OuakBar ce 1aHHHU 32 TPHUIIO-
JKCHUETO Ha HOBUTE aHTHKOATYJIaHTH IPU MAIUEHTH
C KapIMHOM. BB3cTaHOBABAaHETO U MOAIBPKAHETO HA
CHHYCOB PUTBHM HU3IJICK]A NPETIOPHUUTEITHO C OTJIE]
HaMaJIsiBaHEe Ha M3MOJI3BAaHETO HA AHTHUKOATYJIAHTH.
Wma nannm, ye amuonapoH e edukaceH 3a Kapauo-
BEP3MO TpH MAIMEHTH, OTIEPUPAHM 32 paK Ha Oenust
npo0 (18). [Tpu GomHM ¢ MeTacTaTu4HA OOJIECT Jieue-
HHUETO € HACOYEHO IJIaBHO 32 KOHTPOJI Ha Chp/ieuHara
yectoTa. TpsiOBa 1a ce MMa MpeIBU/L U PUCKBT OT IPO-
aputmun. Menukamenture ot kinac III, kato amuona-
POH, ca cBbp3aHM ¢ ynbibkaBaHe Ha QT uHTepBana.
[TonobGeH edektT UMaT ¥ HAKOM XUMHOTEPAIEBTHLIN
KaTo apCeHOB TPHOKCHJ, aHTMOTCHHH HHXUOWUTOPU
W OHJaHCeTpoH. HsiMa nocraThuHO IaHHU 32 edekTa
OT paaroppeKBeHTHATA KaTeThpHa abialus IpH Kap-
UUHOMHO OonHH. He ca mpoBexiaHy u3cieaBaHus 3a
edekra oT 3aTBapsHE HA JICBONPEACHPAHOTO YXO MPH
Ta3u MOIyJIAIHSL.

Bpsakara mexxay [IM u 3mokadecTBeHo 3ab0isiBaHe
He e noOpe neduuupana. Crna3Bar ce HIKOH OT 00-
LIUTE MPETIOPBKH, 3aJI0’KEHH B HACTOSIIIUTE PHKOBOI-
CTBa, KaTO C€ UMAT MPEBH U HATUYHHUTE JaHHH IPH
KapLUHOMHO OOJTHH, HO € He0OXO MM MHINBU/LY a1~
3MpaH MOJX0J OT MyJITHAUCIHUIUIMHAPEH EKHUII.

granulocyte colony-stimulating factors) are assosiated
with higher thrombotic risk (15). For evaluation of
hemorrhagic risk the HAS-BLED score may be used.
Intracranial tumors, hematologic neoplasms with co-
agulation defects and metastatic liver diseases carry
greater hemorrhagic risk. The presence of concomi-
tant medication and metabolic disorders determines
the risk of unpredicted answer to the treatment with
anticoagulants. Treatment with vitamin K antagonists
for deep venous thrombosis leads to a 6 times higher
risk of bleeding in comparison to non-cancer patients
(16,17). Additional data for the administration of nov-
el anticoagulants in cancer patients are expected. Sinus
rhythm restoration and maintenance is recommended
because it will reduce the usage of anticoagulants.
Data show that amiodarone is effective for cardiover-
sion after lung cancer surgery (18). In metastatic dis-
ease and AF rate control is considered. There is a risk
of proarrhythmia. Drugs from class III as amiodarone
may prolong the QT interval. Some chemotherapeu-
tics such as arsenic trioxide, angiogenic inhibitors and
ondansetron have similar effects. The data about the
effect of radiofrequency catheter ablation in cancer
patients are sparse. The results of left atrial appendix
closure are not well studied in this population.

The association between AF and cancer is not well de-
termined. Treatment is based on general recommen-
dations from current guidelines in noncancer patients
and the existing evidence in cancer patients, but there
is a need of an individualized approach from multidis-
ciplinary team.
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