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3. Wstnp

3.1 Epidemiologia raka jajnika

Rak jajnika(OC)j est i stotnym kliniczgioél Jestigemimgoeczzni e
do ¢ z exewotedBemiginekologicznyms t anowi wi od Nc N kopietzyczyni
przyczyn nowotworowychs r edni 5bdsrt e wymrose Uyik o g o jest0 %. Na

w zaawansowanych stadiackwvynosi 31%, natomiast w przypadku choroby ograniczotej

jajnikas i M8@aNa przestrzeni ostatnich pinlidziesih
zachorowalSmi &git ebnm®die byl zwi Nzane ze wzro
antykoncepcji oraz poprawN do s[ti[plrRak3anika do no
coraz cznSciej nazywany | est chorobN przewl
terapeutyczne [ ekonomiczne. Opi ek a nad p &
wi el odyscyplinarnego, zgoUonego =z dgcBwi adcz

anestezfiiodjogt ar apeut Cwoiropaydookbgtpwaj @iz $ci
50 a 70 rokiem Uycia, |l edg moUe wystNpil w Kk

3.2 Rodzaje raka jajnika

Rak jajnika jest niejednorodnN grupN nowot wo
[ mol ekul arni e. Wyr - UOniamy nowotwory wywodz
germinalnejNaj czhishswet wor - w zgoSIl i wych bgjd ntkeo wey wo
WSr - d rak-w vagpurowitegooa myy srcakki m st o mmgiHGSOLJ o S| i v
High-Grade Ovarian Cancer) kt - m g ] g zrstahosiz(f Pozost adke typy
endometrioidiny - 1 0 %, rak | g-s16% rekdSrh -ukz e®i oraz raksurowicz o

ni skiej kEgolSyi so&csows. mniej ni U 5 %

Z uwagi na czinsit ofdi NWy srtingpwywsatnaraczaj Nco skut
wczesnej diagnostykii ni ej sza pr aca p o §fisidlogiczoemyakinjesst p o d
HGSOC.

3.3 Rozpoznanie raka jajnika

Wczesny rak jajnika nie daje objaw-w klinic
pomoc | ekarskN w momencie pojawienia sifin wo
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jamy brzusznej. W praktyce ginekologicznej w trakciaddnia ultrasonograficznego
transwaginalnego oceni any ] @sgtintemnatioralNDdariano d ny .
Tumor Analysis)i sy st emo wi zasad i definicji, kt -ry
przydatk-w moUna w sposab gysyeiatkywazny ilkloa
|l eczenia wysokospecjalistycznego w oBpxodkac|
akredytowane centra ESG@ng. The European Society of Gynaecological Oncol@gjly)
Udowodni ono przewaghi wy smddfieiegoji médelSADNEXb a d a n
(ang.Assessment of Different Neoplasias in the adnead)algorytmem ROMAang.Risk of

ovarian malignancy algorithm) k't - ry ni e wnaw yzkarsytwasnoiwia nwcaz e s n )
[7][8]. W cel u okreSlenia stopnia zaawansowani a
kl asyfi kaci{hr wgF&@d&OCati on internatiofhl e de
Pomocnicze mogN byl badania obrazowe t|j. t

rezonas magnetyczny.

Pomi mo medyadapoy brakuje testu przesiewwowego
metody wczesnego wykrywani Nagkowwy| pjosizki& usgl
nowychma r k eéiochemicznych kt - r es tmeongajwibly prossefiphannar

diagnostyczne.
3.4 Leczenie raka jajnika

Leczeniep o wi n nzndywiquélizowaneponi ewa U grupa chorych | e:
wzglndem stanpwr aklliimiocSzciegna chemi ot[®f api fi
Postnpowani ea aktyalnyehr vaytycanych tworzonych przezi ndzynar odow
towarzyst wa naukowe skupiaj Nce zar - wno gin
Podstawi wytyczrnych europejskichd ot yyclefNaost ipowani a, di agnost
profilaktyki moUna z n adwarFétw: BurapdjskiegBowavegsiva pr ac y
Onkologii Medycznej oraz Europejskigo Towarzystva Onkologii Ginekologicznej -

konsensus ESM@E&SGO zawarty w 2018 roku w Mediol&m Zakt ual i zowanN
wytycznych amer yka@32R i.NOCN fnmy.ANationalt Comprefeasiven

Cancer Network , kt -re jest sieciN 32 wiodNcych o
Zjednoczonych[11]. Leczenienaj c z i Sci e p ol eeggi cytoeedukeyjnejr wot n e
uzupedgni aj Ncej chemi ot eRrazpa § o mo wlee cbzyegnoi uw pbrioov
codziennej praktyki pochodnych platyny- karboplatyny, t a k s atp -paklitakse)

bewacyzumabu( r e k o mbi nowane przeciwciago monokl on
17
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Sr-dbJonka ViESEpymizowerdo b fpdlimeraz poli(ADR-RiFozy) {j.

olaparib czyniraparibkt - re daj N szansfi na wgndgmeleni e c
progression TTP) lub nawetc z as u  pr z e Uy arg.averallssdrkva-vOSH[18]g o (

[14. Szczeg- | nN egkr usptNa nppand jNe mit @ b ize teyrszizk swoichg y
plan-w prokreelcpyayphdkacw mogN one skorzys

pgodnoSci np. opalar apeaacpecybswczindldlaj Ncych (
3.5. Patogeneza nowotworu

Poc zdlp k dpatogenezy raka jajnika i i dat 0 NIX wieku [16]. Klasyczna teoria
powstawania nowotworgaproponowana przez M. Fathalkes k az uj Nca na rol A p
uszkodze@® w tnriakjcai ewioewuel awgd i ogtworzénia tegoo Swi a
zjawi ska ni[@7], p8l.Wieranitgjednalsii i@ | e i viledokbtaick obserwacji
poSrednio potwierdzaomchiomhipodeztdjaWykardanst
laktacji, c i Netyywiekup - F mengarche ivczesnejmenopazy.Z koleiwSrc dy nni k - w
ryzyka rozwojuOC opisujes ihlor monal n N t eHRIfLD],[[20]zusetuna ¢ z N
podst awi e orbirsrakiswawicgej aj Wieka, j aj owodu i otrze
identycznez apr oponowagnbhi pbbogizéznego zpogphoneawediw
Mulleralub na drodze transformagjiullerowskiej[21], [22]. Wy p a d k ® oviNi ¢esyic & E
teoria o ¥Fr-dl e nowot[28bir[2b]. Wb ssetrrwzarcpj kaa ctha | zanj aolv
zastosowanie wd zi a@anio charakterze prewencrmkanym z.
jajnika,pol egaj Ncej na resekcji jajowod: - w26y tr akc
Pomi mo rosnNcej iloSci dowod-w na jajowodowe
co do pierwotnego ¥Fr- -Wydajegsinodz&dj w mdwot
jednoznacznie zdefiniowanej dominuijehNswmg teor
s Nposzukiwara innych, potencjalnie prawdopodpmdresy c h S

nowotworzenia.

Na podstawie przegl Ndu piSmiennictwa w prac)
produkowanych w t kance t guszczdkvepi onaz ysiaf
adi ponektynie oraz | eptynie. Wi ele bada@E pot
ekspresjN adiponektyny, a zwifnkszonN |eptyny
dowody, Ue otygoSi, a w &palsekwienctpwapzyewlNe

reaktywnych form tlenu bi or[R7]iu2Dk FPomifowelup at o g e
18
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doni esi e ws k az wjgwdywajn OG)née udowddriono jednoznacznego
zwi Nz&kdimi er nejz powstswaniemirak@jmka [20], [31], [32]. Z uwagi na
powyUsze w naszwadoekamdamd agdhdzi agu pacjent ek

ci aafpay, zweryfi kowal dotychczasowe obserwacje.
Przegl Nd |literatury dotyczNcej roli ®k&admier
zostag opr acowa8aczewskaMp Bojeduk,K.a;c jKogakowski , A.;

Guzik, P.; Knapp, P. Obesity and Energy Substrate Transporters in OvariandCRevéWw.
Molecules 2021, 26, 1659

Rozw- j t kanki raka jajnerigai wymagaedos madt 2 ave
pomi ndzy tkankN nowot wor owN a t kanédtaholitm ot ac z
wi AkszoSci kom-rek nowot wor ow)38hObgemvsjds i Wy s o c
zar-wno procesy tleoaoweypakbodpbkizNgeraawe eko
war unki w Gto#doWwi ghu.nie tyl ko dostarcza A"
zaangaUowanych w biosyniNeerktamenblhdasnia wyk§
ekspresji biagkowepud(GLUTHngerpzgm rokewariemgl pacjgntelz y t vy
z rakiem piersi i rakiem jelita grubef@d], [35]. Ponadto,w | ne kwasy tJguszczow
roln budulcowN dla kom-rek nowotworoy§ch i m
[37].Pr ol i ferakj aakamjajni ka | e swysokoanergetycrmychod b i
|l i pid-w/ kwas-w tguszczowych dostarczanych w

i mportu 2z miBadaSrioad orwd slkiani ac h, klben: 7 &kohwoydhN wi

zmiany wwewrNt r zkomhokewsjf azie | ipidowej w sytua
Srodowi sku B&vKmitejnmmMly mgr upN substancj.i ni ez
funkcjonowania kom:-rKki nowot wor owe | s-N  amir

transportery aminokwasw ( A D bi agka kbpjeopeoiwe r - Unorodne
poczNwszy od neurotransmisji, przez uytrzym
zasadowej Bi or Nu d z iwengiaokrnie we wn Nt r zkro.rdd p awwgdaj N z
transporta mi nok wasi- wd o , Zzatemmw kloir zyst ywane sN zar - wr
anabolicznych jak i katabolicznych Zaburzenia w foakhkckowaAAT
kancerogendy rozwopm ot y o Sci [89. Opksywagyo zwiifikszonN
neutralrego transportea d o k 0 m-egokaanw n o k WLlaA$-1) w wielu nowotworach

zgoS!| i wynetdmnalizc &% poSwi Aconej t emu przzwei kNezFerki k o

zwi nkszeni emlpdaaryctomanowhtwordy gorszym rokowanien0]. Nadal
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brakuje jednak danycti ot y ¢ zMaczgn@ahragso r t er - w  a mnawotkovaehs - w

jajnika.

Innymz agadni eniem jest zjawisko tworzenia prze
zal eUy od zdolnoSci przeUycia kom-rek nabgon
guza. Kom-rki stajN sifn oporne na aphNmpytootzn w
udzi ag -okaydadji ¢jt @mitoilotransferag karnitynowej 1 (CPT1) [41]. Zar - wn o

transportery glukozy, kwas - w zngzeneew cozwojwy c h | &
wzroScie i pr zernzouMod worri-uw kajmeSmekngg R pot en
stanowil punkty uchwytu dl Badaeawo@azésnychrobemw

uUOycie inhibitor-w dla wybrzanydndawijzatus por t
hamowanie wychwytuk wa s - w t § u swicNzeigyoc hz i o bprolifethejin i e m
zatrzymani em c yokatawp okpddi:zrNk o we g o

Met abolizm raka jajni kWl ini erabpstag owduka Ez aa
przeka®muibktwat - w einiaghrzgaezeniaw z nmnyoowhot wo r a c. h ZQgo!
Dotychczas pomi mo wielu baaid@@i nupNodagdosshbs
k or e s p o ntrhnspoNeras gaku surowiczym jajnikada wysoki m stopniu z
Brakowa@®@d rk-owmpil eksowej pracy oryginalnej, \
r-Unych tr anspor,toeenionwkomlac i znactegie Kinicgtdanj Nc n a

uwadzewi el e dowod-w na r-Unice w metabol i zmie
transportterwwesabhgetrymcznych zadecydowano o

opisane w niniejszej rozprawie doktorskie;.

3.6 Rodzaje analizowanych transporter-w subs

substraty
3.6.ITransportery glukozy

Transportery glukozg N §r gbi ko pr otvey snt fopjujnNoowycchh w. k om- r
Do tej pory opisano 14odzaj w t r a n sglukozy tkadowarwch przez ludzki genom
R-Uni N sin one lokalizacjN w organizmie ss
kontekSci e nowpi @pr zpemz raa n whepqer w ewkely Tgudadhi
nowotworowychto GLUT1, GLUT-3i1 GLUT-4[43]71 [47].Zar - wn o-1 j&l GLUT-3
transportiN g |l ukozfin w spos-b cinsNligyy ¥ kolei GhUT-4 Zeatl e Uny
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transporter em Nada hrdkijen cezdanl oezlhnaycnz.ny ¢ h dowod: - w

zwi hkszonej ekspres|j isurowicrepgajiike.a g ek w t kankach
362 Transportery mleczan-w

Transportery monokarboksyl owe sN to biagka b
swoj ej bu#dawbe kg yKwasinkko@ynpirogronian, ketonyy st i peo wa n i

w przyrodzie zjawiska Warburga, odkrytego przez laureata Nagrody Nobla Otto Wanburga
1920r,kt - re pol ega na przemianie glukozy do kwa
j est T rieludaiaiznd ovB wi ad b z azl ny tlapsporterrvt r ansconow
ml ec z.®Ompr wzcaregop ot entcgggo substratu do produkcj i
nowotworowew procesie beta oksydagiiy k a z aM6T 1 Uie MCT4 odgr ywaj N
rol n w utrzymani u wewnNtrzkom-rkowego p

monokar boksyl owych (takich [48]aB0l.ml eczan, piro
363 Transportery kwas-ne thjwmsjkaz dwyelNtepiudziva

FABPs (biagka wi NUONce kwasy tJuszczowe) jest
kom:- r k@Qlcsher wu jzg a veii sik o zwi fkszonej bi odost ng
tguszczowych w Srodowi sku wzmoUonegowametabo
|l stnieje wiel eldlay @adjiE hwas emat Jowatcwowywh
z § o S |. Analigosvdmom.in.e k s p FABB4j(bii avfikN gdkewea sy t JUu[Slz cz owe
[52], CD361 (translokay k was - w t guszczowych Kkl®Bp@dna pr z
FABP6 (bi awk NGiNlcwa sy t gy §5%]c[35h RABPp® (b o n govbei a § k
wiNNeegok wa sy t g8z czowe

(7]

LPL (lipaza lipoproteinowp j est t o e n aygrofitycanegd oviahii dannyi ad ok wa s -
tguszczowych z triacyl ogl i cer olath,Jestktd zatene z a we
enzym poSredni o ddstarczanN csybstrameaergatygznygh wi fi ¢ ] eg
aktywnoSi determinuje stowi «&@mzublpnpciha nlbwas wwo
Zkoleisynt aza kwas  -(MASN)J §y sezscdz eewmyzeyhme meaktcj my sk at
kwas - w t § Uesthiomaresyncahd mi ar u s ubst an arjzmaczenieUy wc z
w powstawanii n s u |l i n oNajpowszebaddhioopk azuj N poSredni N rol ¥

progresji raka jelita grubedé7] [58].
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3.6.4Genymitochondridne potencjalnie istotne metabolicznie w raku jajnika

Mitochondri akemM- tloowe gakiteld@ obecne sN w kalU
zasadni czN czifBd mipmm dakicg yiwaAiTePgo wcze Sni ej z
opi era swonpmzewaaepo bereisaw beztl enowych (cw kom: |
teoretyczniemoU & y dpowodowasup o Sl edzeni em funkwij iiksnio®Sich
bada @ s wgertumiNa 0 ©oh i$ N r aia tgikko producentem energii w postaci

ATP, al e r -NunkcjesUy gmeadmoiw e ingekencid wgeny mitoehondrialne

np. wmitochandrialny czynnik transkrypcyjny A (TFAM$ k u t la lmam@vgniem rozwoju
nowotworuw mysinmo d e | u a. Rdalktywpedomty tlen{ang. reactive oxygespecies

ROS produkowanew r akci e metaboli zmu mitochondri al ne
i s N komp mowetwaroiNychw iz ¢ lasky- gwn a 58]wW mrdeesie syntezy energii
bierze wudzi ag wsymebiHADR (ang.3-hydraxyasy}CoA dehydrogenaje

kat al initochoNdciaiN beta oksydagj | i pi dednym z g§-wnych ¢
regul uj Ncych proces bi kogktywator jalfa neceptara gammad r i a |l
aktywowanego przez proliferatorp e r o k s y(B@GH-UWYGGL U kontr ol uj e n
innymi @eMpaaespadaUowanego w transkrypcj.i i re
R o ITRAM opisanor - wnw efdat ogene z i e[60 Gk&ydazacyachidthn C,c y
podjednostka 4/{COX4/1)je st k mé@zymemyj a Ecucha oddechowego.
bada@® kt-re potwierdzi gy zwi Nzek tamiyggn eksp
opornoSci na c h d6ticayzaburzanjach Apoptozygnp. & jakulsayjki macicy

[62].

3.6.5Transportera mi nokwas - w

Aminokway s M i e zebdriod np r azi @rolife@dj k om- r ek  nowo t pvaomrioewy a b
pedgni N funkcjn nie tylko skgdgadnik-w budul cow
innych zwi Nzk-wnmet avip alyi&kd arw aknwacslylowych (TCA) k ar b o |
W zwi Nzku z pmawyédszaymy wpgyw kontrol.i do
ami nokwasmiwkr oSrodowi s ku guza W ostajnien latachn cor
opracovanot er api e cel owane, kt -re maj N na celu
Pzykganbdde hlmynowani e prol i fer acjvito fkzy odziale k r ak
microRNA-126 jako regulatora transkrypcji gebAT-1 [63].

W piSmiennictwi e moUnda genalAElF(Na+noipe zasgboeddm i a
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transportessd o k o m-egolmoNnw n ok wa s - w: l eucyny, i zol eucyn)
histydyny, tryptofanu, waliny i tyrozyni$4]), ASCT2ANa+ z a | egditansporteanazwarego
akroni mem od ami nokwas :)ovazSNATIl@eutralmeygofranspertesy ny , ¢

ami nokwa § regaz Ebdem typu [65]).

Szczeg-Jowy przegl Nd Iiteratury poSwifcony t
zostag@g zawar tBaczewskgW; Bojazuk,&c ;i KogakowsKki, A.
Guzik, P.; Knapp, P. Obesity and Energy Subsffaamsporters in Ovarian CanéeReview.

Molecules 2021, 26, 1659
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4. Cel pracy

|l stnieje wiele dowod-w na zasadnoSi poszuk
pacjent-w, kt-rzy posiadaj N agWadaszymer W gwa rnii &n

wyodrnbni ono preferowanego substratawoemeg@eh:

znaczNco poprawi | Zrnoakloewzaineinei ep arc-jlennitce kw met
nowotworu zgoSliwego jajnika, a komir bami ogd
guz - w i stanowi | podgoUe do dalszych badaCE
moggyby stanowil uzupegnienie dla klasycznyec

Szczeg- - paepmwadzerlydh ada & obej mowadgy:

1. Ocenin ekspresjitroaams-pwrkedwj N\vgoypahmnych subs

w tkance nowotworowej jajnika.

2.Analizn zal eUnoSci pomindzy ekspresj N gen

bi ochemi cznymi tj. wilkdkmod$l gurzamerpuer wo
hospitalizacji, BMI ( podzi ag na nadwag®A 1P5 @otyggng o S ) ,
nowotworowy125),i | 0 SI pgytek skmWienna Mmimnbrynogenu
tyreotropowego (TSH).

3. Analizn czasu przeUycia w odniesieniu do

danyhzawartycrw o g:- |l nodostnpnej bazie TCGA (The
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5. Materiagy I met ody

Szczeg- §owed oitnyf corddedada®Emo Un a  zwpaatyeBadézewska,
M.; Supruniuk, E.; Bojczuk, K.; Guzik, P.; Milewska,P<ononczuk,K; Dobroch, J.;
Chabowski, A.; Knapp, P. Energy Substrate Transporters in@igde Ovarian Cancer: Gene
Expression and Clinical Implications. I3t. Mol. Sci 2022, 23, 8968.

5.1Charakterystyka grupy badanej i kontrolnej

Pr-bki zostagyezabegpi @ Bighanudoiweryteku-Medycznego

w Biagymgbdkue ze Sci Sle o0 WrgeBilsaym yetapie pr oc
przeanalizowano profil 158 pacjentek leczonych z powodu raka jajnika w Klinice Ginekologii

i Ginekologii Onkologicznej i Umersyteckim Centrum Onkologii w latach 202021.

Wysel ekcjonowano podtyp histologiczny raka ¢
zastosowano kryteria wyngNcczueknrizay c(ao,t ytgeorSa p i BaM|
hiperlidemiga Rycinal). Grupa b adana skgdgadaga s prie zze n2ilfo woaajcoj €
lub 1V stopie@®& zaawansoQeempac jrerktak ij ag yng yk an oa
mutacji BRCA1/2Pacj ent ki podzielono dodat kowo pod

CznSli pacjentek prezentowaga magdgy guz pierwo
drobnoguzkowy w j amie brzusznej szczeg- | ni
wodobrzuszem. Druga cznSi pacjentek <charakt
whzg&-hwonnych i brakiem obecnoSci drobnoguzkoc

Grupnfi kont rydkankiNdrosvége jajoika iogiacjenek, kt - re bygy oper
Klinice Ginekologii i Ginekologii Onkologiczngg powod - w i nnycKRyadna U no wce
2).
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N=158

tkanki nowotworowe
jajnika

Rycina

N=119

N=39
rak surowiczy jajnika
o wysokim

stopniu ztosliwosci

N=27

grupa badana

nie spetniaty kryterium

histologicznego /nie spelniaty

kryteriéw klinicznych / wystapit

problem techniczny

cukrzyca, przyjmowanie preparatow

zawierajacych lewotyroksyng,

N=36

prawidtowe tkanki
jajnika

Rycina2.

hiperdipidemia

BMI=35

drupy Hadaibej. r

N=15

nie spetnialy

N=12

nieakceptowalna
jako$¢ materiatu

N=21

analiza wstgpna

kryteriow wlaczenia

cukrzyca, przyjmowanie preparatow

zawierajacych lewotyroksyng,

Dob-r

hiperdipidemia
BMI=35

grupy

kontr

N=14
—
grupa kontrolna
N=7
nieakceptowalna

jako$¢ materiatu

ol nej
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5.2 Analiza ekspresjg e n nayoziomie mRNA wykorzystaniem | o S aéakzjiv e |
gaCEuchowej pol i mer a(ezattimequantatve PCR r zeczywi st ym

Cagkowi te RNA z askanakgamikgvzy pamocl Mualeo8pin RNA Plus Kit

z RNasefree DNase | (Ambion, Thermo Fisher Scientific, Waltham, MA, USA) zgodnie z
protokogem producent a. Przeprowadzono spektr
RNA (OD ratio of 260/280 and 26/ 2 3 0 ) . Cagkowite RMNA r(yk ne gl)o
syntezykomplementarnej ni@DNA (EvoScript universal cDNA master kit (Roche Molecular
Systems, Boston, MA, USA). If6 i o wa rGeuahkvea jpaimefiaay w czasie rzeczywistym
(QRT-PCR,reattime quamative PCR zost aga wykonana przyz uUyci
wykorzystaniem zestawhbastStaressential DNA green master (Roche Molecular Systems)
Zastosowano nastfinpuj Naw p4dr &@eplifikdgawsD5WL dens
przypadkuCD36SRB2, FATP1, FATP4, FABPprRABP4, GLUT1, GLUT4, FASNb-actin

lub 6 1 W frzypadkuMCT1, MCT4, LAT1, ASCT2, SNAT1, RGA, T EHAM,
COX4/1lorazLPL,a n a s30&gongagaw7 2 .$p@ cyfi cznoSi uzyskany
zweryfikowanow oparciu& r zy wN tpopgmripe owadzonN na zakoEcz
reakcji. W celu normalizacjipt r zymanych wyni k-w r-wnol egl e
referencatynp¥goi kib zostagy obliczone na podst
Pfaffl [66]

5.3 Analizastatystyczna danych zawartych w bazach TCGA i GTEx

Uzyskane wynikibada & | abopat owyamg c hz dany mi zdep
og-l nodost ip(TeqCarcer @énene MBGA CGA nal eUy do pr ow
szerokN skalfin mindzynarodowych, wielooSrodko

jesscharakterystyka mol ekul arna p on aAmalizie 0. 000
statystycznepoddano dane dot yc z Ndkach eikyskanyce sd26 gen -
pacij enrakiew jajmkapr zy uUyci u (armkGeeet BxpreSierP Prafiling

Interactive Analysisw odni esieniu do pr-b kontimaml nych
GenotypeTi ssue Expression projejctyyniLosgpned Sgag

5.4 Analiza statystyczna

Do analizy statystycznej uUyto opr ogWikamowani

(w celu oceny rozkgadu nor mal nego) oraz Lev
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por - wA@mu go testl tstudentdub U MannaWhitneya.Dop o r - wn wwaikisa e j

i | odgbup kastosowanoj ednoczynni kowN ANMOVA) lubzest Kruskatai ancj i

Wallisaoraz odpowiedni tegtosthoc.Korelaciep o mi ndzy badangcenianop ar a me
za pomocN wsp-gczynni ka Cklenr ecery cpfig warl annogS c iS p
zastosowano krzywe Kaplaideiera oraz test log a n k . R-Unice uznano

statystycznie przy p < 0.05.
6. Wyniki

Szczeg-Jowe i nfor maoijeda@Eatjyc zzNove r Bagmeiska;pw a c y :
M.; Supruniuk, E.; Bojczuk, K.; Guzik, PMilewska, P; Kononczuk,K.; Dobroch, J.;
Chabowski, A.; Knapp, P. Energy Substrate Transporters in@8igde Ovarian Cancer: Gene
Expression and Clinical Implicationiit. J. Md. Sci. 2022

61 Ekspresja gen-w transporter-w substrat- -w

W odniesieniu do t r ans p o Zabbsarwowano kzmriejgszemie t g U S
ekspresjiCD36/SRB2 orazFATP1w r aku j ajni ka w po%, - 6&8ani u d
PoziommRNA FABPpmb y § p o dyw#8%94, parieras gdy ekspre§jATP4p oz ost a J a

wzgl ndnie stabil.na w obydwu grupach

ZawartoSi transkr ypFABPADWtgamz 0d o mwie § @ ntkemde@ g X 21 %)
nowotworowejjajnika Nie odnotowano r -KASN cowgkazjainaidzy e
por - wnywalgsyneydemaoiviom k was - w ttkocenowovorowgjcvwh  w

kontrolnej EkspresjaLPL, zaanga Uowanejalwniparnoicae skwas-w t §u
triacylogliceroli zawartych wk r N U Nigogratdinachb ya bniabo@8% w kom: r Kk

raka.

W pr-bkachdd@3wO wano zwi iGkl4Tz aamnieszenilskUT4 e s j i
Wyni ki te bygy zgodne 2z dnostkyaczhyoszaapsyoZdeyindi g b a d a
w tkance nowotworowepad innymi transporterami68], [69]. Zwi N k s zamkryptea t r
odnot owan o MET4AWprzywaikudCTaniewykazanazmianNal e Uy zaz nac z
Ue red at gwanRNAOGEUTLi MCT4w grupi e kamaijrmirdhsej by
wszystkichbadanych r ansportezwwhksaygmwasRswym stopni

badanej w por - -wnaniu do pozostagych gen-w
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Ponadtoz a wa mRNAIATLb yag o r - w nayvwhydwn grupach, natomiasiykazano
obni Ueni eAS@TR £p riekawe,iekspresjatransporteraSNAT1 b yadznacznie

z wi N law tkamee nowotworowej
6.2 Ekspresja gen-w mitochondrialnych

Zaobserwowano istotnstatystycznieo b n i @ksprdsjiranskryptub-HAD w raku jajnika
(1T60%) w p ogrupykonioimdj. Nievdykazanor - Oni ¢ w st PPG@ni ach
1 UTFAMorazCOX4/1pom fi d zkya n k N n o jajoika ivkantrotn viN

6.3 Zal eUnoSi pomindzy a ekspresjN wybranych

pacjent - w

Ekspresjaanalizowanychgen - w ni e korel owaga z Kl iniczn)
nowotworuwg klasyfikacji FIGQ inwazj N wizgd-w ch¢gNemmigich cz)
jednakz aobser wowano z Nea k3 p PE&G]ZImRNAK(E1200%) oraz

obniNUoenk s METIS-p7T) w r el at ywni e magych guzach,
skgonnoSci N do tworzewmiitaksgezer zwt pwr -dwonasi

nowot worowych, kt-re miagy tendencjn do i nwa

WgrupieznadwagN ( BMI  wyUsmziee noblds e2rswokwgamo r - Uni ¢
badanych gen-w. M gotu@wan e 30w ik BABRENPGGIL [ kspr e

FASNw por - wnani uo dpor govaicd onwtejw masi e ci aga

6.4 Korelacje
Zaobserwowano zar - wno pozytywne | ak i nega
transpdW kem-wkach raka jajnika zaobRBABRAwWOwanNno

i FABPpm(p = 0.009, r = 0.490FATP4i MCTZ(p = 0.009, r = 0.489FATP4i FABPpm(p
= 0.0004, r = 0.636)praz SNAT1i GLUT1 (p = 0.005, r = 0.527)Ponadto stwierdzono
pozytywnek or el acj e p o nrABPgrzi BMle®LETLr ésjs\t nUeni em gl

oczuoradATli objiAntoSci N guza

Szczeg-§gowN analizn wraz z graficznN prezen
Aheat momdmda zwpeatyeBadzewska, M.Supruniuk, E.; Bojczuk, K.: Guzik, P.;
Milewska, P.; Kononczuk, K.; Dobroch, J.; Chabowski, A.; Knapp, P. Energy Substrate
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Transporters in Higirade Ovarian Cancer: Gene Expression and Clinical Implicatitns.
Mol. Sci. 2022.

6.50cenavart oSci prognostycznej wybr anywbhziegen- - w
TCGA

Cel em okzrvei@Npekmiiaidzy ekspresj N gen-w zwi Nzar
jajnika a danymi Kkl inicznymiang. eueral suavingdd5, z owa n
czas przeUycia wol nagg.pmgressprfreecsundvalPFSishopok fE (
zaawansowanik | i ni cznego dla kaUdego genu. W anal
war t FABR#iiLPLo r a z TFAMsi zNez a Jorszm rokowanien. Wzrost ekspres;ji
FABP4, PGG1 WrazCOX44k or e | kb wa §j BESynatomiast wzro&LUT4i TFAMz
dguUsApajizaw oparciu o TCGA pozmanyeik@Ea rre-svirni elvid
zestopniem zaawansowania Kklinicznegepoziomowot wo
ekspresjiFABPpm, FABP4, FASN, GLUTTTFAMmi a § zakiinlznyenkstadium raka

jajnika.
6.6 Podsumowanie

Wy ni ki bada E otaaanalizalanych z bpdy iGGA t wi erdzaj N znacz
pomi ndzy metabolizmem kom-rek prawidgowych ¢
prowadzi habwdaksaych grupalty, zwaleé PloSradkoswmc
zjawisk w praktyce klinicznej, [ podej mowal

terapi.i cel owanych w |l eczeniu nabgonkowego r
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7. WnioskKi

1 Wzrost ekspresjFABPpm SNATlorazGLUT1w HGSOC potwierdza z
zuUycie podstawowych substrat-w energetyc
T Najwinkszy w z odn@awano e W sprypadgkuyGLUT1 w tkance
nowotworowej jajnika co wskazujen a przewaghn wy kojagkpy st ani
podstawowego substratu energetycznego w HGSOC
1 Kom-r ki raddai fkaij nz wan k sMCd4 e jmog Ns puterszyimy
sprzyj awlsesewemSr ocdoo winostkeo wp § ynowotworn a z §o S
Wzrost ekspresfsNAT 1sugerujestotnyu d z i a § y @ progtesji HGSOC
Ekspresj a poszczeg-lnych gen-w zaleUaga
nowotworu, obecnoSci przerzut-w, jak i BN
f Pacjerki z wysokim poziomem ekspresiABP4 PGG1 lbraz COX4/lc ec howa §
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Abstract: Ovarian cancer is the seventh most common cancer in women. It is characterized by a
high mortality rate because of its aggressiveness and advanced stage at the time of diagnosis. It is a
nonhomogenous group of neoplasms and, of which the molecular basics are still being investigated.
Nowadays, the golden standard in the treatment is debulking cytoreductive surgery combined with
platinum-based chemotherapy. We have presented the interactions and the resulting perspectives
between fatty acid transporters, glucose transporters and ovarian cancer cells. Studies have shown
the association between a lipid-rich environment and cancer progression, which suggests the use of
correspondent transporter inhibitors as promising chemotherapeutic agents. This review summarizes
preclinical and clinical studies highlighting the role of fatty acid transport proteins and glucose
transporters in development, growth, metastasizing and its potential use in targeted therapies of
ovarian cancer.

Keywords: ovarian cancer; obesity; cancer progression; targeted therapy; lipids

1. Introduction

Opvarian cancer (OC) is the seventh most common cancer in women and the most
common cause of death from gynecological cancers, with a 5-year survival rate below
45% [1,2]. 90% of ovarian cancers are epithelial cancers, the most common, of which are
high-grade serous ovarian cancer (HGSOC), known among healthcare professionals as the
silent killer [3]. According to US data from 2016 covering the entire female population in
the US for every 100,000 women, 11 new ovarian cancer cases were reported, and 7 died of
cancer. Late diagnosis of advanced disease is the main cause of poor prognosis. In the early
stages of the disease, patients do not present any symptoms; the screening test does not
exist. Over the last two decades, ovarian cancer rates have decreased in North America and
Europe [4]. Approximately half of the epithelial ovarian cancers (EOC) had defects in DNA
repairing systems, while 96% of HGSOC tumors have TP53 mutation and present impaired
apoptosis [5,6]. The recent studies focus on the investigation of the metabolic basis of OC.
Observation of diverse clinical conditions in patients with an equal histopathological status
suggests the potential difference between preferred energy substrates. Factors as hypoxia,
oxidative stress or inflammation generally redirect the cell metabolism into anaerobic
processes and enhance the role of glucose. However, the biocavailability of free fatty acids
increases analogically in a neoplastic environment. The aim of this work is to present the
current scientific approach to OC metabolism and the potential clinical application.
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2. From Diagnosis to Setting a Proper Treatment Plan in OC
2.1. Signs and Symptoms

Although ovarian cancer can occur in younger women, it has a predisposition to
develop in women over 50 and with menopause, which means that as life expectancy
increases, the number of cases diagnosed increases each year. The vast majority of ovarian
cancers are diagnosed at an advanced stage due to the asymptomatic course of the early-
stage and nonspecific symptoms of the advanced stage [3,7]. The presence of symptoms,
such as pelvic pain, constipation, diarrhea, nausea, urinary problems, early satiety, suggest
performing a physical examination and transvaginal ultrasounds initially [8,9].

2.2. Diagnosis

Thereafter, ovarian cancer diagnosis includes contrast computed tomography (CT)
or magnetic resonance imaging (MRI) of the chest, abdomen, and pelvis to determine
cancer stage and the presence of metastases. It is also advisable to test tumor markers,
such as CA-125, CEA and CA 19-9, in order to exclude other causes of abdominal mass
symptoms different from ovarian cancer. Additionally, the severity of the disease and
potential resectability should be elucidated prior to laparotomy. Laparoscopic evaluation
of the abdominal cavity or percutaneous biopsy in the case of disseminated disease should
be considered. Examination of abdominal fluid samples in patients with ascites can also be
used for cachectic patients but is less reliable [10]. It is vital to provide genetic counseling
for women with a family history associated with a risk of harmful BRCA1/2 mutations and
HR deficiency (HRD), which increases the likelihood of developing ovarian cancer [11].

2.3. Surgical Treatment and Chemotherapy

Nowadays, the golden standard in the treatment is debulking cytoreductive surgery
combined with platinum-based chemotherapy (cisplatin, carboplatin or oxaliplatin) and a
taxane in 4-8 cycles. Over the last two decades, guidelines have changed significantly [12].
In advanced stages of OC, neoadjuvant therapy may be required before the surgery in
order to reduce tumor mass [8]. Cancer recurrence and platinum resistance are common
burdens in women diagnosed in the advanced stage. The scientific findings in the area
of molecular and genetic alternations in OC suggest that the potential beneficial effect of
targeted therapies should be inevitably evaluated [13].

Vasculogenesis and angiogenesis mediated by vascular epithelial growth factor (VEGF)
has a prominent meaning in the epithelial ovarian cancer development and spread. The
tumor blood vessels are more prone to VEGF effects than normal ones. Inhibition of
vascular epithelial growth factor receptors (VEGFR), highly expressed in OC, decreases
tumor vessels or metastases formation and cancer progression. Monoclonal antibody
bevacizumab inhibits tumor VEGEFR [11]. AURELIA trial reveals that adding bevacizumab
to conventional chemotherapy in platinum-resistant OC enhances response to the treatment
and increases progression-free survival [14].

2.4. Maintenance Treatment

Novel and constantly evolving treatments for primary and recurrent ovarian cancer
include angiogenesis inhibitors, poly (ADP-ribose) polymerase (PARP) inhibitors and
immunotherapy agents [6,15]. Furthermore, PARP inhibitors, such as olaparib, niraparib
and rucaparib, play an essential modulatory role by inhibiting DNA repairing systems [1].
Since BRCA mutations lead to cells’ DNA double-strand breaks, PARP inhibitors can cause
the death of those cells by leaving their DNA damaged [13]. A current state of knowledge
shows that PARP inhibitors have an application in the treatment of patients with BRCA1/2
mutations and recurrent ovarian cancer [1]. There is a strong need to elucidate novel
therapies based on inhibiting cell proliferation and angiogenesis because of their potential
application.
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3. Obesity and Ovarian Cancer

Obesity poses a threat for diverse tumor development and is correlated with dismal
prognosis [16]. The high concentration of adipocytes in the human organism results
in adipose tissue impairment, which leads to immune and hormonal alternations in the
microenvironment that is a fundamental part of carcinogenesis [16]. However, the excessive
visceral fat distribution is suspected to increase the likelihood of cancer development, but
a general higher fat concentration in the whole human body is not correlated with this
risk [17]. Besides the widespread conviction that the OC is an obesity-related neoplasm,
the meta-analyses do not confirm this theory. Nevertheless, the association between
increased body weight and ovarian cancer exists in the premenopausal period. High-
grade invasive serous tumors, the most fatal subtype, in this study were not associated
with BMI [18]. Bae etal. also showed that BMI at diagnosis could not be a prognostic
factor for the survival of ovarian cancer patients [19]. However, there are numerous
studies describing an increased risk of ovarian cancer in obese women. Foong et al.
demonstrated obesity as a potentially modifiable malignant factor in ovarian cancer in
their meta-analysis [20]. Moreover, the literature reviews show conflicting reports on
correlations between obesity and ovarian cancer, so more research is required to confirm
this thesis. It is worth mentioning that the main methods of obesity measurement in
the above-mentioned works were BMI and WHR. It is crucial that those indexes do not
provide data on fat distribution and may vary depending on the clinical condition. In
women suspicious of OC, the WHR is not adequate either due to ascites or mass in the
abdomen. Dual-energy X-ray absorptiometry seems to be an adequate method to evaluate
the exact amount of visceral fat but is hardly accessible. It is a high-quality alternative to
the reference methods of measuring visceral adipose tissue, which is CT and MRI [21,22].
There are studies suggesting that future research should be more precise, unified and
include features as the histological type and menopausal status [23].

The recent studies focus on the investigation of the metabolic basis of OC. The ob-
servation of diverse clinical conditions in patients with an equal histopathological status
suggests the potential difference between preferred energy substrates. It is commonly
known that cancer cells have increased requirements for ATP production and higher
energy supply. Warburg et al. observed that malignant cell transformation can lead to
higher glucose utilization via glycolysis even under normoxia [24]. Furthermore, other
diverse coexistent factors involved in tumor development like hypoxia, oxidative stress
or inflammation also redirect the cell metabolism into anaerobic processes and enhance
the role of glucose [25,26]. Since cancerous cells derive energy mostly from glycolysis,
they have a predilection to elevated glucose utilization. From the observations mentioned
above, it can be proved that the cancer cells alter the expression of glucose transporters
in order to increase glucose influx [27]. It can be observed that the overexpression of
different facilitative glucose transporters (GLUT) has been discovered in diverse cancer
tissues. Glucose transporter 1 (GLUT 1) is characteristic of liver, pancreas, kidney, lung and
glucose transporter 3 (GLUT 3) of lung and ovarian neoplasms. Unfortunately, the higher
presence of GLUTSs in cancer tissues is not precisely evaluated, and further research should
be conducted to provide more detailed data [28]. However, the bioavailability of free fatty
acids (FFA) increases analogically in a neoplastic environment. Visceral adipose tissue sur-
rounding tumors has a changed phenotype induced by cancerous cells. Cancer-associated
adipocytes produce FFA and adipokines [26]. FFA can be a source of energy for cancerous
tissues by fatty acid oxidation but also occupy a central part in a cell structure synthesis
and mediate by fatty acid-binding protein (FABP) signaling pathways involved in cancer
development [29]. Moreover, overexpression of fatty acid-binding protein 4 (FABP4) was
observed in different cancers, e.g., prostate, bladder, renal cell carcinoma and also ovarian
neoplasms. FABP4 is suspected to be a potential point of alternative treatments for cancers
associated with the adipose microenvironment [30].
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4. Glucose Metabolism in Cancer Cells

Itis widely known that malignant transformation can lead to increased metabolism [27].

Furthermore, malignant cells are characteristic of higher glucose consumption via anaero-
bic processes, such as glycolysis even under normoxia, which is known as the Warburg
effect [31]. Anaerobic glucose consumption results in less ATP production than oxidative
phosphorylation [32]. Moreover, diverse environmental factors, such as hypoxia, inflam-
mation, stress and lack of nutrients, also shift cancer metabolism into anaerobic. As a
result of the mentioned observations, it is known that cancer cells require a huge amount
of glucose [25,33,34]. Glucose influx into the cell is the first limiting process in the gly-
colysis pathway in non-malignant and cancerous tissues mediated by facilitative glucose
transporters across the plasma membrane [27,35]. In the current state of knowledge, there
are 14 GLUTs in mammalian cells involved in glucose transport, which have diverse func-
tions in glucose uptake and also vary in their location in mammalian tissues, regulation
and their affinities for glucose [36,37]. There are a few GLUTs overexpressed in cancer
cells involved in glucose uptake, especially GLUT 14, in order to elevate glucose up-
take [36,38]. Moreover, alternations in GLUTs expression in cancers are caused by diverse
pathways. Influence of hypoxic environment on cancerous cells results in the inhibition of
hypoxia-induced factor (HIF) alfa and beta degradation, which in this condition bind to
hypoxia-response elements (HRE) and induce transcription of glycolytic genes like GLUT
1 and 3 [27,39,40]. PI3K and Akt pathway and p53 mutation also contribute to enhanced
transcription of GLUT 1 and 3 [40]. The translocation of glucose transporter 4 (GLUT 4)
to the plasma membrane in insulin-dependent tissues is related to insulin stimulation;
however, factors, which induce the expression of GLUT 4 in cancerous tissues should be
assessed [40]. Taking into account that malignant cells are highly dependent on glycolysis
as the main way of energy production and that many factors regulate glucose uptake,
there is the likelihood that the inhibition of proteins involved in glycolysis, such as glucose
transporters, can have beneficial effects in cancer therapy [33].

4.1. A Broad Role of GLUT 1 in Cancer Development

GLUT 1 is abundantly found in the brain and erythrocytes, but also in adipocytes, liver
and muscles and plays a vital role in basal glucose influx into the cell [27,41]. Furthermore,
GLUT 1 is also regarded as a prerequisite in diverse processes of cancer development [42].
First of all, GLUT 1 is involved in enhanced glucose influx in malignant cells induced by
genetic alternations, growth factors and also hypoxia. GLUT 1 also occupies a central part
in energy production necessary for the proliferation of cancer cells [28,40]. Nogushi et al.
proved that the presence of antisense GLUT 1 in mice resulted in the reduction of tumor
growth with concomitant alternations in the cell cycle and lower glucose influx observed in
a gastric carcinoma cell line with antisense GLUT 1. These observations confirm that the ex-
pression of GLUT 1 is a fundamental part of processes involved in tumor development [43].
Moreover, Tsukioka et al. revealed that there is a remarkable correlation between GLUT 1
expression and VEGF in EOC. GLUT 1 is possibly involved in new vessel formation in EOS
via VEGEF, which is a potent factor of neovascularization in EOC [42,44,45]. Additionally,
GLUT 1 is also suspected to be a crucial factor in metastasis formation. Ito et al. detected
that enhanced expression of GLUT 1 in rhabdomyosarcoma cell line was coupled with
an elevated level of MMP-2 protein targeting degradation of collagen in the extracellular
matrix and suspected to regulate cancer cell migration and invasion [46—48]. All of the
observations above confirm that glucose uptake mediated by GLUT 1 plays a crucial role
in cancer development, especially EOC, as well as in metastasis formation.

4.2. GLUT 1in OC

The most prominent issue worth mentioning is that OC significantly varies from other
types of cancers. OC is more prone to forming metastases by the intraperitoneal spread.
Taking this into account, it can be supposed that OC cells and intraperitoneal metastases are
more deprived of oxygen supply if they are located far away from blood vessels. Kalir et al.
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showed that expression of GLUT 1 was observed in 96% of the human OC, lower expression
of GLUT 1 was detected in a borderline tumor, and local expression of GLUT 1 was also
observed in villus adenomas with the hazard of malignant transformation [49]. However,
expression of GLUT 1 was observed only in 57% of specimens from the human esophageal
squamous cell carcinomas in 60% of the human gastric cancer samples [24,50]. Higher
expression of GLUT 1 in OC induced by hypoxia is thought to be an adaptive mechanism
to oxygen deprivation observed in OC [49]. Furthermore, other research also indicates
that that GLUT 1 is highly upregulated in malignant OC [51]. Cantuaria et al. revealed in
their study the presence of GLUT 1 in 101 out of 103 specimens of the human EOC. Their
findings also proved significant alternations in GLUT-1 expression in malignant rather
than borderline and benign tumors [35]. In other studies, the expression of GLUT 1 was
observed in 98.7% of the human EOC [44]. A significant increase in expression of GLUT 1
was also observed in well-differentiated OC [35]. There is also a vast majority of studies that
show that there is a correlation between overexpression of GLUT 1 and the histological type
of OC. GLUT1 is abundantly expressed in serous adenocarcinoma; however, expression of
these transporters is decreased in clear cell adenocarcinoma [35,42,44,51,52]. There is also a
correlation between overexpression of GLUT 1 and stage of OC. GLUT 1 is upregulated
in an advanced stage of OC rather than in the early stages, but that observation was only
detected in serous adenocarcinomas [33,44,51,53].

GLUT 1 is regarded as a prognostic factor and associated with dismal prognosis in
some cancers, e.g., lung cancer, colon cancer, gastric cancer, renal [52,54-56]. Yin et al.
revealed that the positive effect of the treatment was lower in gastric cancer with ex-
pression with GLUT 1 [55]. Some data indicate there is a possible connection between
overexpression of GLUT 1 and prognosis in OC; however, that statement is unclear [51,53].
Cho et al. showed that overexpression of GLUT 1 in EOS is a prognostic factor of unfavor-
able prognosis, but assessing this marker has some analytic burdens [51]. Semaan et al.
showed that advanced stages of OC with concomitant overexpression of GLUT 1 are
less prone to chemotherapy, but one marker is not an adequate predictor in EOC [42].
Xintaropoulou et al. proved that there is no remarkable correlation between the expression
of GLUT 1 in OC and patient survival [33]. Tsusioka showed that the evaluation of GLUT
1 expression in OC is inadequate for predicting prognosis because other factors like age,
stage of cancer and histological type have a far more prognostic value for survival in
OC [44].

Summing up, OC is highly dependent on glucose consumption, and overexpression
of GLUT 1 is more obvious than in other cancers. Some types of OC, such as serous adeno-
carcinoma and advanced stages of OC, have a predilection for overexpressing GLUT 1. The
application of novel glycolytic inhibitors as an additive therapy to conventional chemother-
apy may have the clinical application [33,57,58]. However, the expression of GLUT 1 is not
regarded as an adequate predictor of patient survival in OC. Understanding the fact that
OC is highly reliant on glycolysis as a source of energy and that GLUT 1 plays a significant
role in cancer development, some researchers checked whether the inhibition of GLUT 1
results in alternations in cancer cell proliferation and suppression of tumor growth. Some
studies indicate that the inhibition of GLUT 1 has a potential clinical application in OC
treatment if there is a significant overexpression of GLUT 1 in OC. Shin et al. proved that
ciglitazone, an antidiabetic drug, can also play a crucial role in the inhibition of tumor
proliferation in vitro by altering glucose uptake mediated by GLUT 1, but also by changing
the amount of GLUT 1 in the plasma membrane. Furthermore, it was also observed that
the application of ciglitazone in mice in vitro resulted in OC size reduction [57]. Ma et al.
revealed that the application of a GLUT 1 inhibitor BAY-876 in OC in both in vitro and
in vivo models in mice resulted in a 50-71% decrease in tumor growth and also reduction
of glucose utilization rate [58]. Other research revealed that administration of STF 31, novel
GLUT 1 inhibitor and metformin to conventional chemotherapy caused the amelioration
of therapy effects in both platinum-sensitive and resistant OC [33]. All of the information
above confirms that the inhibition of glucose uptake mediated by GLUT 1 plays a signifi-
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cant role in the suppression of energy production in OC. The administration of GLUT 1
inhibitors can reduce cell proliferation and cancer growth. Resistance to platinum poses a
threat in conventional OC chemotherapy, and the fact that platinum-resistant OC is still
prone to glycolytic pathway inhibitors can cause beneficial development of conventional
treatment in OC.

4.3. A Potential Role of GLUT 3 in OC and Other Cancers

The numerous research indicates an inevitable role of GLUT 1 in cancer development,
whereas a precise function of other facilitative glucose transporters in that process is still not
well understood [34]. GLUT 3 is also abundantly found in tissues with higher requirements
for glucose, e.g., the brain, because of its higher affinity for glucose and plays a crucial role
in basal glucose influx [41,59]. The presence of GLUT 3 was also detected in diverse cancers,
e.g., lung cancer, endometrial cancer, and gastric cancer and was associated with dismal
prognosis [34,41,44]. GLUT 3 not only plays a crucial role in glucose uptake in cancer
cells but also, similarly to GLUT 1, has a remarkable correlation with the level of VEGF,
which is regarded as a vital factor of cancer neovascularization. Schlofer et al. revealed
the presence of GLUT 3 in 66% of the human primary gastric cancer or adenocarcinoma
of the gastroesophageal junction, and higher expression of GLUT 3 was associated with
advanced UICC stage of cancer. Furthermore, the expression of GLUT 3 in primary gastric
cancer has a remarkable correlation with unfavorable patients’ survival [34]. However,
studies conducted on the human stage I non-small-cell lung carcinoma revealed that the
presence of GLUT 3 in only 21% of specimens [41]. According to Tsukioka et al., GLUT 3 is
also expressed in OC, and the presence of GLUT 3 was revealed in 92.8% of the human
EOC specimens in their study. However, Rudlowski et al. proved the homogeneous, weak
expression of GLUT 3 in the human malignant OC, and interestingly, the presence of this
glucose transporter does not differ from benign lesions [53]. The current research does not
prove any correlations between the expression of GLUT 3 and cancer stage or histological
type. Taking into account unclear data about the expression of GLUT 3 in cancers, there
is a strong need to conduct further research to confirm a precise function of GLUT 3 and
whether targeting therapy by GLUT 3 inhibition may have potential clinical application in
OC treatment.

4.4. A Role of GLUT 4 in OC and Other Cancers

GLUT 4 is facilitative glucose transporter predominantly expressed in insulin-dependent
organs, such as brown and white adipose, skeletal and cardiac muscle [60]. GLUT 4 is found
primarily in a tubulo-vesicular compartment in cells. Translocation of this transporter
to the plasma membrane is mediated by insulin stimulation, which results in enhanced
glucose uptake to stimulated cells [40,60]. The presence of GLUT 4 is also abundantly
found in some cancerous tissues, which interestingly do not respond to insulin effects
in physiological conditions, e.g., colon, lymphoid, breast, thyroid, pancreatic and gastric
carcinoma [28,40,61-64]. The current state of knowledge indicates the presence and a
crucial function of GLUT 4 in OC; however, precise data about these glucose transporters
in carcinogenesis have been little studied, and data are still unclear [44,65]. Tsukioka et al.
in revealed a higher presence of GLUT 4 in 84.4% of the human EOC specimens. Moreover,
GLUT 4, similarly to GLUT 1, has a remarkable correlation with the level of VEGF, which is
responsible for angiogenesis in cancer development and metastases formation [44]. This fact
is confirmed by the observation that suppression of VEGFR2/AKT1/GSK3[3/SOX5/GLUT
4 pathway results in attenuating tumor growth in OC [66]. Furthermore, expression of
GLUT 4 varies in different histological types of OC and is significantly higher in advanced
stages of OC. However, Rudlowski et al. revealed that GLUT 4 is not expressed in malignant
OC [53]. There are also some studies that confirm an increased expression of GLUT 4 in
malignant OC than in benign and borderline. However, in this study, the presence of GLUT
4 was higher in mucinous and clear cell adenocarcinomas, which are associated with inferior
response to chemotherapy. Whereas GLUT 1 was detected to be mostly expressed in serous
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adenocarcinoma. These studies indicated that there is the likelihood that overexpression of
GLUT 1 and 4 is triggered by different factors in OC development [44,65]. Novel research
should be conducted in order to confirm a precise function of enhanced expression of
GLUT4 in OC development and provide information on whether inhibition of GLUT 4 will
have beneficial effects in transporter-targeted therapies in some types of OC associated
with resistance to chemotherapy because some research shows overexpression of GLUT 4
in mucinous and clear cell adenocarcinomas [65].

Understanding these facts in OC metabolism, some researchers conducted research to
prove whether inhibition of GLUT 4 results in alternations in cancer cell proliferation and
suppression of tumor growth. Chen et al. revealed that the impact of apatinib on OC, a
tyrosine kinase inhibitor, resulted in a decrease in glucose consumption and attenuation of
cancer cell proliferation in vivo in OC cells and also tumor growth suppression in vitro in
mice. Apatinib was regarded in this study as a modulatory factor in glucose metabolism in
OC by suppressing VEGFR2/AKT1/GSK3 /SOX5/GLUT4 pathway [66].

The vital role of glucose and its transporters—GLUTs in OC metabolism is inevitable.
The current state of knowledge shows that overexpression and the role of GLUT1 are
most obvious in OC, and a precise function of other facilitative glucose transporters in
OC development should be assessed [34]. Resistance to chemotherapy poses a hazardous
problem in OC treatment, so there is a strong need to elucidate whether a therapy targeting
glycolysis pathway could have a clinical application because there are some studies that
confirm its potential, beneficial effect [33,57,58,66] in Table 1.

Table 1. Facilitative glucose transporters in ovarian cancer—an overview.

p Major Subtype of OC € s
Type of GLUT o‘:;f"‘r‘e’;::g é"ﬁ‘}T with Higher P'é’:::::’é:’)‘fé:;";%g“ Potential Inhibitors
P Expression of GLUT y
- Ciglitazone—

- Serous - Adaptation to hypoxia [49] changing amount of
adenocarcinoma - Basal influx of glucose, which ~ GLUT1 in plasma
[35,42,44,51,52] is a source of energy [28,40] membrane [57]

GLUT 1 96% [49] - Advanced stages of - Possibly involved in - BAY-876—reduction of

98.7% [44] OC (detected only in mechanism—metastasis glucose utilization rate
serous formation [46-48] [58]
adenocarcinoma) - Possibly involved in new - STF31 and
[33,44,51,53] vessel formation via VEGF [44]  metformin—inhibition
GLUT1

The current research - Glucose reuptake [44]

GLUT 3 92.8% [44] does not prove any - Factor of neovascularization ~ not detected
correlations via VEGF [44]

Angiogenesis, metastasis anEf;;nif—modulatory

Mucinous and clear formation via

GLUT 4 84.4% [44] : VEGFR2/AKT1/GSK33/
cells adenocarcinoma VEGFR2/AKT1/GSK3p/ SOX5/GLUT4 pathway

SOX5/GLUT4 pathway [66] |1

4.5. A Role of MCT in OC and Other Cancers

Most cancerous cells derive energy mainly from glycolysis and have an elevated
glucose utilization rate [27]. As a result of glycolysis due to the Warburg effect in cancerous
cells (metabolism of glucose to lactic acid even under normoxia), a huge amount of lactic
acid is produced in the malignant cells [67]. Too much lactic acid may be detrimental to
cells by changing pH in intracellular fluid; thus, there is a need to efflux excessive lactate to
tumor environment, vascular endothelial cells, and to an oxidative phenotype of cancer
cells via monocarboxylate transporters (MCTs), mainly MCT1 and MCT 4 [68,69]. Some
studies show that there is a significant overexpression of MCT1, MCT2, and MCT4 in some
cancers, e.g., MCT4 in adrenocortical cancer, MCT1 and MCT 4 in cervix cancer, MCT1
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and MCT 2 in brain cancer as adaptation strategy [70-73]. Monocarboxylate transporters
play a predominant role in regulating pH balance in cancer cells in the case of enhanced
glucose glycolysis and lactate production [67]. Moreover, the current state of knowledge
indicates that lactate acts as a modulatory factor in cancerogenesis. Hence, lactate induces
cytokines and growth factors secretion by macrophages, which promotes inflammation
development in the tumor environment, tumor cell growth and metastasis formation [74].
Furthermore, Pinheiro et al. discovered a significant correlation between CD147 and
MCT1 expressions in ovarian cancer. Interestingly, overexpressed CD147 induces the
production of metalloproteinases and VEGF in cancerous tissues, and therefore, it induces
cancer development and aggressiveness [67]. All of the observations mentioned above
confirm that lactate metabolism contributes to cancer metastases formation. Hence, MCT’s
relevance in cancer development should be thoroughly elucidated.

5. Adipocytes and the Role of Lipid Transporters

Interestingly, the adipocytes play a key role in OC metastasis to the omentum (Figure 1).

The experiments in mice showed that injection of OC cells in association with omental
adipocytes resulted in three times bigger size of the tumor than OC alone [75]. This out-
come suggests the role of tumor lipid metabolism is dependent not only on genetic and
epigenetic changes but also on the bioavailability of lipids. The existence of adipose tissue
in the environment of the tumor in light of current knowledge is inevitable. Taking into
account the collective data describing an interaction between ovarian tumor and adipose
tissue, further studies of biology and ovarian cancer cell metabolism should be conducted.

Figure 1. High-grade ovarian cancer, omental cake-like metastasis to the omentum in a 68-year old
female; FIGO IIIC; 2019. University Oncology Center, Bialystok, Poland.

5.1. Fatty Acid Binding Protein 4

Despite a lack of strong evidence on the correlation between body mass and HGSC,
metastatic tissues are characterized by increased expression of FABP4. The experiments on
mice proved the role of FABP4 in the metastatic potential of cancer cells [76]. FABP4 is an
adipocyte isoform of fatty acid-binding protein (A-FABP/FABP4/aP2). The function of
FABP4 is to promote the uptake of long-chain fatty acids and to participate in lipid transport
and metabolic regulation. Much research was done recently to explain the biochemical
pathways and significance of this protein in cancerogenesis. There is inconsistent data
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about the role of FABP4 in ovarian cancer cells. Yu et al. indicate that the increased
level of this protein in ovarian cancer cells is a result of inflammation, more specifically
IL17-A activity and was associated with FAs intake followed by cell growth [77]. On the
contrary, Hua et al. showed that the inhibition of SRC (proto-oncogene protein tyrosine
kinase Src) was associated with increased levels of FABP4 in non-small cell and renal cell
carcinoma. They suggest that intracellular FABP4 plays a key role in decreasing lipid
droplets, which is accompanied by the formation of ROS (reactive oxygen species) [78]
(Figure 2). It is widely known that the rapid proliferation of cancer cells is associated
with increased levels of ROS. To survive, the cell must activate rescue metabolic pathways
to reduce the amount of ROS. The safe pathways for OC as the Warburg effect (glucose
to lactate transformation observed in cancer cells) and aerobic glycolysis are induced by
SRC. Therefore, treatment with SCR-inhibitor resulted in decreased tumor growth in vivo.
Moreover, simultaneously treating OC with FABP4-inhibitor and SCR-inhibitor showed
additive growth suppression, the opposite effect they expected. The confirmation of the
inhibitory effect of FABP4 suppression on the growth of ovarian cancer cells is the work
described by Mukherjee et al. [79]. Targeted therapy on FABP4 was performed in cancer
cells grown together with primary human omental adipocytes. This resulted in increased
levels of 5-hydroxymethylcytosine in DNA and decreased the number of clone formation
and gene signatures associated with ovarian cancer metastasis. This resulted in a reduction
in tumor size and metastatic potential. It is worth mentioning that the FABP4 inhibitor
significantly increased the sensitivity of cancer cells to carboplatin. Taken together, these
studies suggest that the adaptation of ovarian cancer cells to a lipid-rich environment is
accompanied by an increased concentration of FABP4. Inhibition of these lipid transporter
proteins reduces the aggressiveness of ovarian cancer, its metastasis to the peritoneum
and other high-fat environments. Finally, it reduces the size of the tumor. It is worth
mentioning, according to Nieman et al., we do not observe an increased concentration of
FABP4 in ovarian cancer cells alone, neither in those accompanying adipocyte-depleted
tissues [75]. This observation indicates the key role of FABP4 in peritoneal metastases
and a large association with obesity, where there is a significant increase in the number of
adipocytes.

5.2. CD36

The CD 36 receptor is an 88 kDa membrane glycoprotein and is a scavenger receptor
that binds to various ligands, such as apoptotic cells, thrombospondin-1 (TSP-1) and FFA.
CD36 is expressed in multiple cell types, mediates the binding and cellular uptake of long-
chain fatty acids, oxidized lipids and phospholipids, advanced oxidation protein products
and has roles in lipid accumulation, inflammation, apoptosis and molecular adhesion [80].
CD36 mediates the absorption of fatty acids, the major nutrients for the tumor. The fatty
acids are derived from tumor-associated adipocytes and, in high concentrations, promote
the proliferation and metastasis of tumor cells. This fatty acids transporter is also important
in the presence of tumors by accelerating tumor growth but also inhibits angiogenesis and
promotes vascular apoptosis when TSP-1 binds to CD36 on the surface of the MVEC [81].
Pascual et al. described a high ability to initiate metastasis at high concentrations of CD36,
which can either be caused by a high-fat diet or induced by palmitic acid in mouse models
of human oral cancer. It has also been shown that the use of CD36 inhibitors virtually
completely inhibits metastasis [82]. Ladanyi et al. reported in their work that OC cells
co-cultured with primary human network adipocytes showed high concentrations of CD36
in the cell membrane, which increased fatty acid uptake. The use of CD36 inhibitors
prevented the development of the malignant phenotype by reducing the accumulation
of lipid droplets but also reducing the concentration of ROS [83]. Last, but not least,
CD36 shows a higher concentration and is more prominent in peritoneal metastases of
ovarian cancer than in primary ovarian cancer and normal tissue [84]. To sum up, CD36 is
another fatty acid transporter whose increased concentration is observed in the presence of
adipocytes. This leads to the development of a malignant type of tumor and metastases,
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most often to the peritoneum. According to observations mentioned above, CD36-targeted
therapy is one of the methods of treating cancer as it can both reduce the size of a tumor
and prevent or inhibit the development of a malignant tumor.
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Figure 2. Proposed model of FABP4 role in the ovarian cancer cell [75,78] by Baczewska et al. SU6656—SRC-inhibitor;
L.D—lipid droplets; FFA—free fatty acids; HSL—hormone-sensitive lipase.

5.3. Fatty Acid-Binding Protein 6 (FABP 6)

FABP 6 is found in adipocytes but less expressed than FABP4 and macrophages. FABP
6is produced in the liver, then released with bile to the small gut and is involved in micelles
formation. FABP 6 mediates bile acid transport in an ileal epithelium. It is commonly
known that bile acids are regarded as a crucial factor initiating inflammation in colonic
epithelial cells and cell death [85]. As a result of inflammation-induced in colonic cells, bile
acids cause oxidative DNA damage, which is a fundamental part of malignant transfor-
mation [86,87]. Overexpression of FABP 6 is suspected to be generated by the influence of
bile acids on colon cancer cells in animal models [88]. According to Ohmachi et al., FABP
6 is abundantly found in colon cancer cells compared with noncancerous tissues. Their
study also revealed that there is a remarkable correlation between the size of the tumor
and the expression of FABP6; more precisely, smaller tumors have an enhanced expression
of FABP 6. Interestingly, levels of FABP6 expression significantly differ depending on the
histological type of colorectal cancer. The current research does not prove any correlations
between the expression of FABP 6 and cancer stage [87]. It is commonly known that
FABP6 is present in the cell, but no less important is its elevated blood level during cancer
progression. These observations confirm the recent research, which indicated FABP4 and
FABP6 as potential independent biomarkers of colorectal cancer. The increased levels in
the serum were associated with a higher risk of this neoplasm. Interestingly, the levels of
those proteins after the surgery were significantly reduced [89].

However, there is no research that indicates any positive correlation between elevated
levels of FABP6 and malignant transformation in OC. There is a strong need to conduct
further research to confirm the precise function of FABP 6 in cancer development and
whether there is any correlation between ovarian cancer and enhanced concentration of
FABP 6 in the serum.

42



Molecules 2021, 26, 1659

110f 18

5.4. Role of FFA Oxidation in Ovarian Cancer Progression

The high mortality rate of ovarian cancer results from the late detection of the disease
when it is in a highly advanced stage and metastasized. The spread of ovarian cancer in
the body depends on the survival of the epithelial cells after their detachment and loss
of nutrients due to cellular stress. Ovarian cancer cells become resistant to apoptosis as a
result of fatty acid oxidation by increasing the concentration of one of the essential beta-
oxidation enzymes [90]. An example of such an enzyme is carnitine palmitoyltransferase
1 (CPT1), which catalyzes the transfer of the long-chain acyl group of an acyl-CoA ester to
carnitine. Studies have shown increased levels of this enzyme in OC cell lines as well as
decreased survival in patients with overexpression of this enzyme. It follows that CPT1
may be a potential marker and a potential target of ovarian cancer therapy in order to limit
the spread of neoplastic cells [91]. Feng et al. showed in their work that an increase in the
concentration of CPT1 and Acyl-CoA dehydrogenase enzymes (ACAD enzymes) promotes
epithelial ovarian cancer progression [84]. However, the function of all the enzymes
involved in beta-oxidation is not fully elucidated, and data are not clear. Zhang et al.
described that a low concentration of carnitine palmitoyltransferase 2 (CPT2) correlates
with a decreased survival of patients with ovarian cancer and an increased frequency
of metastases. This is because CPT2 suppresses the G1/S cell cycle transition as well as
induces cell apoptosis. According to the authors of this study, CPT2 has the opposite effect
on CPT1 and ACAD enzymes and inhibits tumor growth and metastasis dissemination [92].
It is worth mentioning that some enzymes and molecules that induce beta-oxidation can
cause resistance to some anticancer drugs. A great example is collagen type XI alpha 1
(COL11A1), which is a new biomarker of cisplatin resistance in ovarian cancer. COL11A1
is both an inducer of beta fatty acid oxidation and increases the expression of proteins
involved in the synthesis of fatty acids. COL11A1-induced resistance to cisplatin can be
abolished by inhibiting beta fatty acid oxidation [93].

The modification of fatty acid oxidation for the therapeutic target in ovarian cancer
patients has not yet been fully investigated and requires further research. The effect of
individual enzymes on ovarian cancer cells varies, and the concentration of these enzymes
must be increased or decreased depending on the enzyme. As a result, they seem to be a
good therapeutic direction in targeted therapy and in the treatment of resistance to certain
anticancer drugs.

6. Role of Adipokines

Adipose tissue is not only involved in energy storage but also plays a crucial role in
hormone production, which are called adipokines [94]. Among many of them, leptin and
adiponectin have the most diverse and well-known effects on our bodies [95]. Adiponectin
is responsible, among others, for inducing insulin-sensitivity, antiinflammatory reactions
and regulating energy metabolism [96,97]. It was shown that reduced adiponectin levels
and high visceral fat could induce insulin resistance and f-cell failure [98]. There is a
significant decrease in adiponectin concentrations in the serum associated with obesity [95].
The current state of knowledge indicates that adiponectins also have antitumor properties
in obesity-associated cancers, such as breast, endometrial cancer, by inhibiting the ERK1/2-
MAPK pathway [99]. Recent studies also indicate that adiponectins are also involved in the
regulation of cancer cell invasion by inhibiting vascular endothelial growth factor, which is
a potent factor initiating neovascularization [100]. Hoffman et al. proved that adiponectin
suppresses ovarian cancer cell proliferation by decreasing the expression of receptors for
insulin-like growth factor and estradiol [99]. Jin et al. revealed a significant decrease in
adiponectin concentrations in the serum in the ovarian cancer patients compared with
the control group. Moreover, their study does not prove any remarkable correlation
between the stage of ovarian cancer and adiponectin level in the serum [95]. However,
Tiwari et al. did not reveal any alternations in adiponectin levels in the serum in chicken
models [101]. Adiponectin induces its effects on tissues by interacting with one of the
receptors—adiponectin receptor 1 (AdipoR1) and adiponectin receptor 2 (AdipoR2). There
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