Masterclass V

The present presentation concerns some of what we have learned from research
focused on individual cancer sites and specific histopathological types, as well as a
very superficial coverage of possible research questions that would reward enquiry.

Could I have the next slide please

Here I have summarized findings from Globocan 2020 for countries of the old USSR
as well as Finland, Turkey and Mongolia, as immediate neighbours. Regarding
cancer incidence overall in males, lung cancer ranks first, second or third for
all countries listed. Gastric and colorectal sites feature in almost all. In females,
the predominance of breast cancer is ubiquitous with the noteable exception of
Mongolia. Colorectal and cervical cancer appear to be jostling for the number two
position, but of course this is changing over time. Regarding mortality in both
genders, findings for lung and breast, colorectal and gastric, and in countries of
central Asia, the cervix, reinforce the conclusion that these five cancer sites might
be prioritized to good effect.

Next, please

Starting with lung, we must first appreciate that there are marked differences in
etiology and characteristics of the two major types of cancer in this organ - the
adenocarcinoma (AC) and the squamous cell carcinoma (SCC). In the past the SCC
has predominated in males, but as shown by data from the US, there has been a
shift towards AC. In females, the AC is the far more common type, although there
is great variation in exact proportions. AC increase appears to be balancing SCC
decrease, so that overall incidence may remain relatively constant.

Next, please

Exposure to tobacco smoke, either first or second hand, is the accepted nmajor
etiological factor although the rise in non-smoking females is difficult to reconcile
with the continued decrease in smoking by their partners. Survival is far better in
Western Europe, and it is clear that earley detection does allow effective therapy.
Separate genetic altrerations may be evident in the two types, so molecular typing
may play a role in choice of therapeutic agent.

Macrep-kiaacc V

HaCTOﬂH.[aH Mpe3CHTANMA KAaCcaeTCd HACTUYHO TOTO, YTO MbI y3HAJIU B
pe3yabTare HCCHGHOB&HHﬁ, MOCBALICHHBIX OTACJIbHBIM JIOKAJIM3alUAM paka
1 KOHKPETHBIM I'MCTONATOJIOTUYCCKUM THUIIAM, d TAKIKE OUYCHb ITIOBEPXHOCTHO
OCBCHICHMS BO3MOXKHBIX UCCIICAOBATCIILCKUX BOIIPOCOB, KOTOPBIC 3aCITYKUBAIOT
BHHMAaHUs.

MoykHO MHE CleqyIOIui caif, noxanyicra?

3neck s 0000mua pesynasrarel ucciaenosarus Globocan 2020 mis ctpan
osiBrero CCCP, a taxke Ouansanuu, Typrun 1 MOHTOIUH, SBISTIOIIAXCS
HETIOCPECTBEHHBIMU COceIsIMU. UTO KacaeTcst 3a00I€BaeMOCTH PAKOM CPEAH
MYXXYUH B IIEJIOM, PaK JICTKUX 3aHUMaeT MEPBOE, BTOPOE WIIH TPEThE MECTO
BO BCEX IECPEUUCICHHBIX CcTpaHaX. [1oYTH y BCeX MMEIOTCS KETyIOYHBIC H
KOJIOPEKTaJbHBIC YYACTKH. Y KCHIIMH paK MOJIOYHOH KeJe3bl mpeodiaanactT
MMOBCEMECTHO, 32 3aMETHBIM HCKIoueHneM MoHromnu. KomopekranbHbri
paK ¥ pak MEHKN MaTKH, TOX0XKe, OOPIOTCS 32 BTOPOE MECTO, HO, KOHEUHO, CO
BpPEMEHEM CHTYaIlisi MeHseTcsa. YTo KacaeTcsi CMePTHOCTH y 00OHX IIOJIOB,
JTAaHHEIE TT0 JIETKUM B MOJIOYHOM jKeJe3e, KOJIOPEKTaThbHOMY paKy U JKEITyAKY,
a Takke B crpaHax LleHTpanbHOM A3uM MO 1IEHKEe MAaTKu MOATBEPKAAIOT
BEIBOJI O TOM, YTO 3TH IISITh JIOKAIA3AIUH paka MOTYT OBITh PHOPUTETHEIMH
JUTS OCTIDKEHHSI XOpOIIEeTo AP QeKTa.

Crnenyroluii, noxxanyincra

Hauwnast ¢ merkux, MBI JOJDKHBI IIPEKAE BCETO OCO3HATH, YTO CYIIECCTBYIOT
3aMETHBIE PA3JIMYds B dTHOJIOTHU M XapaKTEPUCTHKAX JIBYX OCHOBHBIX
THUTIOB paka ATOro oprana — aneHoKapuuHOMBI (AK) H IUIOCKOKIETOYHOTO
paxa (ITKP). B npomtom SCC npeobnazant y My»4HH, HO, KaK ITOKa3bIBalOT
nanHble u3 CHIA, npousomien casur B ctopony AC. Y sxenuud AC sBnsieTcst
ropaso 6olree pacrpoCTPaHEHHBIM THIIOM, XOTSI TOYHBIC IIPOTIOPIIUN CHITBHO
paznuuarorcs. Ysenuuenue AC, mo-BUIMMOMY, YPaBHOBEIIMBAET CHIXKEHUE
SCC, tak uto 001as 3a0071eBaEMOCTh MOXKET OCTABaTHCSI OTHOCHTEIBLHO
IIOCTOSTHHOM.

Crnenyrowuii, noxxanyincra

BoznaeiictBue TabayHOTO IBIMa, KaK MPHU aKTHBYOM. TaK W MPH MALIITBHOM
KypESHUH, SBISIETCS IPH3HAHHBIM OCHOBHBIM 3THOJIIOTHYECKUM (PaKTOPOM, XOTS
POCT YHCIIa HEKYPALINX JKSHIMUH TPYAHO COBMECTUTH C MPOIOIDKAOIIUMCS
CHIKEHUEM KypeHHsl uX napTHepoB. BepkuBaemocTs B 3anagHoi EBpone
HaMHOTO BHIIIE, W OYEBHUIHO, YTO paHHEE BEHIIBICHHE 3a00JCBAHUS
JIEHCTBUTEIIBHO MO3BOISET MPOBOAUTE 3 (eKTHBHYIO Tepamuio. B o6onx
THUTIAX MOTYT HaOJIONATHCS OTNENbHBIC TEHETHICCKUE U3MEHECHHUS, TI0ATOMY
MOJICKYIISPHOE THITMPOBAHUE MOXKET HTPATh POIIb B BEIOOPE TEPATIEBTHYECKOTO
areHTa..



Next, please

Gastric cancer was once also prevalent in Western Europe but since the advent of
refridgeration and removal of the need for salting of foods for preservation, this has
changed, as you can readily see here. Now it is the Far East and Central and Eastern
European countries which bear by far the greatest burden. Overall, incidence, and
more especially mortality, is decreasing. Age-dependence appears strong. However,
a complication exists in that the two most common sites, the cardia and antrum,
both give rise to adenocarcinomas, but with differences in aetiology. There may be
considerable variation in relative abundance of tumours in the locations indicated
above, as shown for parts of Iran at the bottom left.

Next, please

Atrophic gastritis is the most important risk factor for antral cancers, whereas
obesity and the gastro-esophageal reflux disorder play the same role for neoplastic
development in the cardia. Other factors are smoking, high salt diet and hypertension,
with relevant primary prevention measures as indicated. Mortality outcomes are
rarer in Western than in central Europe, and assessment of the ratio of mortality
to incidence reveals Korea and Japan as two outliers. Their better performance
could perhaps be due to the effective screening regimens in place in these two
countries. Regarding future research, among the factors listed at the bottom right,
the significance of diffuse and intestinal forms also deserves emphasis.

Next, please

With colorectal cancer, both very Eastern and very Western countries are affected.
Across the world there appears to be a gradual increase in incidence. Mortality
is slightly lower in Western and Northern Europe than elsewhere. While the vast
majority of colorecal cancer are adenocarcino9mas, the etiological factors vary
from the ascending (proximal) to the descending (distal) colon and into the rectum.
In many registries the number of lesions in the 10 cm of the rectum is almost the
same as in the 100 cm of the colon itself. There may be a shift towards the colon
and perhaps the proximal region with economic development - Japan data are
interesting in thsi respect. The faeces as they enter the colon are liquid, under
normal conditions water is reabsorbed along the length so that teh physiological
envirnment is very different. Is friction and abrasion a factor?

Crnenytoiuii, noxkanyicra

Pak sxenynka Korma-To ObUT Takke pacmpocTpaHeH B 3amaaHoi EBpore, HO ¢
TMOABJICHUEM XOJIOAUJIIBHUKOB U YCTPAHCHUEM HeO6XO[ll/IMOCTI/I COJIUTH NPOAYKTBI
JJId KOHCEpBallMKU CUTyallusl U3MCHWJIACh, KaK Bbl MOXKETC JIETKO YBUIACTDH 3/1€Ch.
Ceituac camoe Oonbiioe Opems mpuxoautcs Ha JlaneHuii BocTok, a Takxke Ha
crpanbl LenrpansHoii u Bocrounoii EBpornebl. B enom 3a6oneBaeMocTb 1 0COOEHHO
CMEPTHOCTh CHI)KAIOTCS. Bo3pacTHasi 3aBUCUMOCTh OKa3bIBaeTCsl CHIIBHOM.
OnHaKo CyLIECTBYET OCIOKHEHHE, 3aKIF0YAIOIIEECs B TOM, YTO a/IeHOKapIIMHOMBI
BO3HHUKAIOT B JIBYX HanboJiee 4acThIX JIOKaJIM3anudax, KapaAuu U aHTpaJIbHOM
OT/IeIe, HO C Pa3JIMYMSIMHU 110 3THOJIOTHHU. B yKka3aHHBIX BBIIIE CTPaHaX MOTYT ObITh
3HAYUTCIIbHBIC pa3Inind B OTHOCUTCILHOM KOJIMYECTBC OHyXOﬂeﬂ, KaK IIOKa3aHO
JUIA IIETUOHOB I/IpaHa B JICBOM HWKHEM YTITY.

Crnenytoiuii, noxkanyicra

Atpoduueckuii TacTpuT SBIIsIETCS Hanbosiee BaKHBIM (PaKTOpPOM pUCKa Pa3BUTHSA
pakKa aHTPaJIbHOTO OT/ENa, TOrAa KaK OKUPEHUE U racTpod30dareabHbINA peduItoke
UTPAIOT Ty XK€ POJIb B PAa3BUTHH HOBOOOpa3oBaHMH B kKapauu. Jpyrumu akropamu
SIBIIIOTCSL KypeHHe, HeTa ¢ BHICOKUM COJEpPKAHHWEM COJM WM THUIEPTOHHS, MPHU
3TOM HEOOXOJMMO IIPHHATH COOTBETCTBYIOIIIE MEPhI IEPBUYHOM NPO(UITaKTHKH.
CwmeptHOCTS B 3anagHoii EBporne BcTpedaercs pexe, yeM B LlenTpansHoii EBpore,
a OILIEHKa COOTHOILEHUSI CMEPTHOCTH K 3a00s1€eBaeMOCTH IOKa3biBaeT, uto Kopes
U SInoHuUS ABIAIOTCS ABYMsI HCKIIOUEHUAMH. VX Tydiine pe3yabTraTsl, BO3MOXKHO,
MOT'YT OBITh CBsI3aHbI ¢ 3()(GEKTUBHBIMUA PEKMMAMH CKPHHUHTA, JIEHCTBYOIMMHU
B 9THUX JIBYX CTpaHaX. YTo kacaeTcst OyAyIIuX UCCICIOBAHU, TO Cpeiu (aKTOpPOB,
MEepEeUNCICHHBIX CIpaBa BHU3Y, 3aCIYyKMBAaeT BHUMaHUS TaKXKe 3HAUCHHUE
muddy3Hoii 1 KuiedHoH Gopm.

Crnenytoiuii, noxkanyicra

KonopexraibHbIM pakoM CTPaJaloT Kak O4YeHb BOCTOYHbIE, TAK M OUEHb 3allaiHble
cTpanbl. Bo BceM Mupe HaOltogaercst MOCTENEHHBIH POCT 3a00J1eBaeéMOCTH.
CwmeprHocTs B 3anaanoii u CeBepHoii EBpore HeMHOT0 HMXe, 4eM re-1ubo ente.
XoTs nozaBIsiolIee OOJMBIIMHCTBO KOJIOPEKTAIBHOIO PaKa IPEICTaBISIOT CO00i
aZICHOKapIMHOMBI, 3THOJIOTHYeCKUEe (aKTOPbl BapbUPYIOTCS OT BOCXOMSILEH
(mpokcUMaIIbHOM) 10 HUCXOMIIEH (AMCTaIbHOM) 00ONOYHON KHUILKU M MPIMOU
KUIIKH. [Io MHOTOUNCIIEHHUM JaHHBIM KOJIM4ECTBO MopaxxeHui B 10 cM mpsamoit
KHILKU TTIOYTH TaKoe e, Kak v B 100 cM caMoii ToCTOM KUIKU. MOXKET IPOU30iTH
C/IBUT B CTOPOHY TOJICTOM KHIIKH ¥, BO3MOXHO, OJMKaWIIMX OPraHoOB IO Mepe
9KOHOMHYCCKOI'O pa3BUTH — B 9TOM OTHOIIECHUN UHTCPCCHBI IaHHBIC 110 SlnoHuw.
Kan npu nmonagaHuu B TOJICTYIO KUIIKY JKUAKHUHA, B HOPMaJNbHBIX YCIOBUAX BOAA
peabcopbupyercs o BCell JUIMHE, MO3TOMY (HU3HOJIOTHYECKasl Cpella CHILHO
omuaercs. SBiseTcs M TpeHUe U ucThupanue hakropom?



Next please

Insulin dependence has been sugggested from the link with obesity and the
metabolic syndrome so that control may largely require more emphasis on lifestyle
improvement. Age dependence is again strong, and a positive role for screening
may be surmised from mortality/incidence ratios. Proof will hopefully be supplied
by the planned comprehensive study of outcome factors.

We now have to move on to the one cancer where almost the whole world is trying
to emulate the West - adenocarcinoma of the breast. Next please. Incidence rates are
rising rapidly across most of the globe, although a plateau may have been reached
at around 80-100 per 100,000 population in much of Europe. Whatever, we must
plan for a greater burden in future, especially when the age distribution is taken into
account. Is this a cohort phenomenon whereby the curves will shift to the right over
time? There is certainly evidence that this is the case. Regarding histopathology,
ductal greatly predominates over lobular but we have scant data and it may be that
there are separate risk factors for the two sites explaining slightly higher lobular
cancer rates in some registries.

Next slide

Overall it is the lifetime exposure to oestrogen and progesterone that is of over-
riding significance. We therefore need to take into account age at menarche and
menopause. Level of hormone exposure depends on many factors and distinction
must be made between pre-menopausal risk, where obesity may be protective
because of its adverse influence on normal cycling and rise and fall of estrogen
production, and the post-menopausal case where increase in fat stores is a major risk
factor, through their production of hormones. The central importance of estrogen is
also indicated by the protective effect ascribed to consumption of soy products - the
active ingredients have very similar chemical formulae and structures to estrogen,
with the capacity to bind to and block estrogen receptors. Hormone expression within
tumours may also be relevant to outcome, with HER2 positive and triple negative
lesions generally having a poor prognosis. Generally, relative mortality is lowest
in the Western world, where screening programs are well established - the merits
and demerits of clinical breast examination, ultrasound and mammography could
take us a whole hour themselves. Suffice to say that any downstaging would have
major benefit, given the very good survival with stage I and II lesions. Presumably
variation in the stage of diagnosis can explain the superior or inferior percentage
mortality in individual countries - whatever the case, more emphasis on generation
of accurate staging data is warranted.

Crnenyromuii, moxamyicra

BbU10 BhICKa3aHO MPEIOI0KEHHE, YTO HHCYTHHOBAsI 3aBUCUMOCTD CBSI3aHa C 0KMPEHUEM
U MeTa0OJIMYECKIM CHHAPOMOM, IOATOMY IJsl OOpPHOBI ¢ HEH MOXKET MOTpPeOOBaTHCS
OouibIIMit yHop Ha ynyd4iieHue odpasa Ku3HU. Bo3pacTHas 3aBUCHMOCTh CHOBA CHIIbHA,
U O IMOJOKUTEIBHOW POJIM CKPUHHHTA MOXKHO CYAUTH 110 COOTHOILIEHHIO CMEPTHOCTH/
3abosieBaeMoCcTH. MbI HaJleeMcs, YTO JI0Ka3aTeIbCTBOM 3TOIO CTAHET 3alUIaHUPOBAHHOE
KOMILJIEKCHOE HCClieIoBaHHe (haKTOPOB MCXO/IA.

Teneps HaM HPEINCTOUT MEPEUTH K OJHOMY PaKy, B OTHOIIEHHH KOTOPOTO IOYTH BECh
MHUP TIBITAETCS TOIPaXaTh 3anay — aJleHOKapILMHOME MOJIOYHO#T xkese3bl. CIIeayomuii,
noxkanyiicra. YpoBeHb 3a001€BaeMOCTH OBICTPO PACTET 10 BCEMY 3eMHOMY IMIapy, XOTs
B Oompmreii yactu EBpoImB, BO3MOXHO, OBUT TOCTHTHYT IUTaTO Ha ypoBHE oxoio 80-100
ciryqaeB Ha 100 000 Hacenenwns. Kak 661 TO HU OBIJIO, MBI TOJKHBI TUTAHUPOBATH OOJIBIIIEE
KOJIMYECTBO ClydaeB B OyayIieM, 0COOCHHO €Cii NMPHHATh BO BHUMaHHE BO3PACTHOE
pacnpezeneHue. SIBASCTCS JIM 3TO KOrOPTHBIM (PEHOMEHOM, IIPH KOTOPOM KPHBBIE CO
BpeMEHEM CMeInarTcs BrpaBo? KoHeuHo, eCTh T0Ka3arenbCcTBa TOrO, YTO 3TO Tak. UTo
KacaeTCsl THCTOINATOIOTHH, IIPOTOKOBBIM PaK 3HAYNTEIILHO PEOOIaaacT Hal J0IbKOBBIM,
HO Y HAC MaJio JAaHHBIX, 1 BO3MOXHO, CYILIECTBYIOT OTACIbHbIE (PAKTOPhI PHUCKA ISl IBYX
JIOKAJTU3aIMi, 00BICHSIOIINE HECKOIBKO 00JIee BRICOKHE TIOKA3aTEIH JOJIBKOBOIO paka B
HEKOTOPBIX CIYYasiX.

Crnenyromuii caiy

B menom, mepBocTenIeHHOE 3HAUEHHE UMEET MOKU3HEHHOE BO3JEHCTBHE 3CTPOTeHA U
nporecrepona. [loaToMmy HaM HEOOXOAMMO YUYHTHIBATH BO3PACT HACTYIUICHHS MEHApXe
U MEHONAay3bl. YPOBEHb BO3JECHCTBHUA TOPMOHOB 3aBHCUT OT MHOTHX (aKTOPOB, H
HEOOXOAMMO MPOBOINUTH PaziIMune MEXIy PHCKOM B IpEeMEHOIay3e, KOorjaa OXHpeHUe
MOXET OBITh 3aIIUTHBIM H3-32 €r0 HEOIATONMPHUATHOTO BIUSHHUS Ha HOPMAJIBHBINA ITUKI
U TIOBBIIICHNE U CHW)KEHHE BBIPAOOTKH ACTPOTEHA, U CIydaeM B MOCTMEHOIay3e, Koraa
YBEIWYCHHUE KOJIMYECTBA XKHUPOBOW TKAHU 3HAUMTENIFHO TOBBIIIACT PUCK 00pa3zo0aHUs
paxa u3-3a BEIpaOOTKH rOpMOHOB. Ha 1ieHTpanpHOe 3HaYeHHE 3CTPOTeHa TaK)Ke YKa3bIBaeT
3aIUTHBIN 3()(EeKT, MpUIHUChIBAEMBI MOTPEOICHUIO COEBBIX MPOAYKTOB: aKTHBHBIC
HWHTPEIUCHTHI UMEIOT OYCHb CXOXKHE C 3CTPOTEHOM XUMHUYECKHE POPMYIBI B CTPYKTYPEI,
a TaKXe CIMOCOOHBI CBSI3BIBATHCS U OJOKHPOBATH PEIENTOPHI ACTPOreHa. DKCTIPECCHs
TOPMOHOB B OITyXOJISIX TaK)Ke MOJKET HMETh OTHOIIEeHHE K ricxony: HER2-nonoxurensHbIe
1 TPOHHO-OTPHUIATENLHBIC TTOPAKEHHUS OOBITHO MMEIOT IIJIOXOM mporHo3. Kak mpasuio,
OTHOCHTENIbHAS CMEPTHOCTh CaMast HU3Kasl B 3al1aIHOM MHUPE, T7Ie IIPOTPaMMBbl CKDUHHHTa
XOPOIIIO PA3BHUTHI - U XOPOIIO €TO WM IUI0XO0, KIMHUYECKOTe 00cIeJ0BaHNEe MOJIOYHOM
JKeJe3bl, YIbTPa3ByK U MaMMorpadus camu 1o cebe MOTYT 3aHSITh Y HAcC IEJIbIH dac.
JlocTtarodHo cka3ath, 4To OOHapy)XeHHE paka B Oojiee paHHEH cTaauu OymeT UMETh
OOJBIIYIO MOJB3Y, YIUTHIBAS OYCHD XOPOIIYIO BEDKHBAEMOCTD MPH MOPAKCHUIX CTAIHH
I u II. I[IpeamnonoXuTenpHO, pa3INdus B CTAAUAX AUATHOCTHKH MOTYT OOBSCHHUTH Oojee
BBICOKMH WJIM HU3KHHA MPOIICHT CMEPTHOCTH B OTAEIBHBIX CTpaHax - B JIIOOOM cilydae,
OONBIINIA aKIIEHT Ha MOTyYSeHUH TOYHBIX JAHHBIX O CTaIUH SBISICTCSA ONPAaBIAHHBIM.



Next slide please

Many years ago [ came across a paper suggesting that early menarche not only causes
increased period of estrogen exposure but also higher peaks. To my knowledge this
remains open to confirmation but the looming obesity pandemic and associated
reduction in the age at which females become sexually mature demands our attention.
Removal of the gonadotropin-releasing hormone block is dependent to a great extent
on body mass index. This small proposed research project is very ambitious but if
the result were a better understanding of the myriad of interacting influences this
might provide a stimulus to changes in environmental policy.

Next
We can also readily envisage stuides concnetrating attention on the costs of all
intervention measures and their relative influence on outcome.

Next slide, please

The last of the big five sites, the cervix, provides a great deal of positive expectation
regarding prospects for control. Incidence rates are steeply declining even in parts
of the world without population-based screening in place. However there are still
hotspots and Eastern and Central Europe still face a challenge. As with the breast,
whether you will succumb to cervical cancer depends very much on where you
live, with pronounced spread in mortality incidence ratios. Age at onset can be very
young, with obvious implications for screening.

Next please

Persistent infection with a high-risk human papilloma virus type is the main driver of
neoplasia in the cervix, so that there are high hopes for vaccination. Careful sexual
behaviour might also be advisable. Smoking can depress the immune system and
therefore interfere with natural clearance of infection. Therefore it is included as a
risk factor. Since it appears that the squamo-columnar junction is the site of origin,
the fact that this shifts during the lifespan is of importance regarding susceptibility.
Screening with the Pap smear has long proved eftective in Europe and now we also
have visual inspection with acetic acid for countries where there is limited access
to facilities. The recent shift to HPV testing, next slide please,

Crnenyrouuii cnaiii, moxxamyncra

MHoro J1eT Ha3aJ 1 HATKHYJICS Ha CTaThI0, B KOTOPOH TOBOPUIIOCH, UTO paHHEE MEHApXe HE
TOJIBKO BBI3BIBAET YBEMUCHHUE MIEPHO/Ia BO3JICHCTBUS ACTPOT€HA, HO 1 00JIee BRICOKHE TTHKH.
Hackonbko MHE N3BECTHO, 3TO BCE €III€ HE MOATBEPKIEHO, HO HAJ[BUTAIOIASICS TAHIEMUS
OXXHAPEHHS U CBA3aHHOE C HEW CHIDKEHHE BO3pacTa, B KOTOPOM >KEHIIMHBI CTAHOBSIITCS
TIOJIOBO3PEIBIMU, TPEOYIOT Hariero BHUMaHus1. CHsATHE OJTOKa Il TOHAIOTPOTIMH-PUIIA3HUHT -
TOPMOHa B 3HAUMTENBHON CTEIMEHM 3aBHCHT OT MHIEKCA MacChl Tela. DTOT HEOOMbIION
MIpeJyIaraeMblii HCCIIEI0BATEIbCKUI IPOEKT OUeHb aMOHUITHO3€H, HO €CJIN OBI Pe3yIbTaTOM
CTajo Jydlllee TTOHUMaHWe MHOXKECTBA B3aWMOJICHCTBYIONINX BIHSIHUM, 3TO MOTIO OBl
TIOCITYXHUTh CTUMYJIOM JIJIsl U3MEHEHHUH B KOJIOTUYECKON TTOTUTHKE.

Crnenyromuit
MBI TAKXKEC MOXEM JICTKO Hpe]lCTaBI/ITB, YTO HCCIICOOBAHUA cocpeleToan BHHUMAHHUC HA
CTOMMOCTH BCCX Mep BMCIIATCJIILCTBA U UX OTHOCUTCJIILHOM BJIMSIHUH HA peaynLTaT.

Crnenyroumuii cnaiii, moxxamyncra

IMocnenuuit u3 «6ONBIION MATEPKUY — paK MIEHKN MAaTKH — JaeT OONbINNE HaISKIbI Ha
BO3MOKHOCTH KOHTPOJIA. YPOBEHB 3a00JIeBAEMOCTH PE3KO CHIKAETCS J1aXkKe B TEX YacTAX
MHDA, TJIe OTCYTCTBYET CKPUHUHT HAaceIeHHUs. PernoHbI BEBICOKUM ypOBHEM 3a00JI0BaHUS,
u Boctounas u Llentpansnas EBpona mo-mpexHeMy cTaakuBaroTcs ¢ nmpodnemamu. Kak
1 B CIIy4ae C pakoM TpyaH, 3a00sieeTe 1M BBl PaKoM IIEHKH MaTKH, BO MHOTOM 3aBHCHT OT
TOT0, TJI€ BB )KUBETE, TIPH ATOM KO3 (PHUIIUESHTBI CMEPTHOCTH CHIIBHO pazdpocansl. Bospact
Havasa 3a00IeBaHUs MOXKET OBITH OYE€HB MOJIOIBIM, YTO UMEET OYEBHIHBIC TIOCTICICTBHS
JUIS CKpUHUHTA.

Crnenyromuii, mokaiayncra

Croiikast ”HQEKINS BUPYCOM NaITUIUIOMBI YeJIOBEKa BBICOKOTO PUCKA SIBJISIETCSI OCHOBHOM
MIPUYMHON HEOIJIa3uM MIEWKH MaTKH{, II03TOMY Ha BAaKIMHAITMIO BO3JIAraloTCs OOJbBIINE
Haaexkabl. Takxke MOXeT ObITh PEKOMEHJOBAHO OCTOPOKHOE CEKCYyallbHOE IOBEICHHE.
Kypenune MoxeT yrHetaTb HMMYHHYIO CHCTEMY U, CIEIOBAaTEIbHO, MPEMSATCTBOBATH
€CTEeCTBEHHOMY BBIBeICHHIO HH(EKIH. [103ToMy OHO BKIIOUEHO B (DaKTOPBI PHUCKA.
ITockonbKy OKa3bIBa€TCsl, 9TO MECTOM BO3HHKHOBEHHS SIBIISICTCS YEIIyiTuaTo-CTOI0UaThIH
nepexoli, TOT (akKT, YTO OH CMELIAETCs B TEYCHUE )KU3HU, HMEET BAKHOE 3HAYCHHE IS
BOCTIpUMMYHUBOCTH. CKPUHHUHT C IIOMOIIBI0 Ma3ka [lamanukonay y»xe JaBHO T0Ka3all CBOIO
3¢ dexTuBHOCTH B EBporie, i Tenepp y Hac Takke eCTh BU3YAIbHBIH OCMOTP € YKCYCHOM
KHUCJIOTOM IJIsl CTpaH, IZe NOCTYI K YUpEeXACHUsM orpaHudeH. HexpaBHull nepexon k
TectupoBanuto Ha BITY, cinenyromuii cnaiia, noxanyicra.



gives rise to many questions as to which modality is to be chosen. Complete coverage
of HPV vaccination will still leave all those females who have already experienced
virus exposure to be screened. A double burden soto speak. Many questions remain
to be answered, taking into account the age distribution of cancer cases.

Next slide, In terms of future research, there are many areas deserving our attention,
including the influence of molecular changes on prognosis.

To round off this survey I just want to briefly touch upon other cancer types which
are of interest because of unique geographical distributions or specific etiological
factors. The next slide,

on the left, illustrates the geographical distribution of oral and pharyngeal cancers,
basically South Asia, Papua New Guinea and surprisingly Australia. This is
expalined however, by the fact that lip cancer is included in the oral category
while actually constituting a form of skin cancer. Betel chewing continues as risky
behaviour. Oecophageal cancer also exhibits a crescent of high incidence, from
Iran, through central Asia and into China and Myanmar. For the squamous cell
carcinoma which predominates in most Asian countries, links have been established
with opium, grit in bread, water pollution and zinc deficiency. In the Western world
the adenocarcinoma is more common, linked to obesity, esophageal reflux, and
inflammation in Barrets oesophagus.

The liver, next slide, gives rise to hepatocellular carcinomas of hepatocyte origin
and cholangiocellular carcinomas which develop from duct cells. Mongolia exhibits
the highest incidence in the world for the former, due to HBV and HCV infection,
while Thailand continues to endure a heavy burden of ductal cancers because of
the presence of the Opisthorchis liver fluke. Alcoholic cirrhosis and steatohepatitis
must also be mentioned, with interferon therapy to combat inflammation as one
means to control. Korrea is unique in having a liver cancer screening program, but
this is selective targeting only a high-risk group.

ITogHuMaeT MHOXXECTBO BOMPOCOB OTHOCUTEIBHO TOrO, KaKyl MOAAIbHOCTD
BbIOpaTh. [Ipu monHOM oxBare BakimHaruer npotus BITY mo-npexHemy OymyT
MPOXOJUTH CKPUHUHT BCE T€ MKEHILUHBI, KOTOPBIE YXKE MOJBEPIIIUCH BO3IEHCTBUIO
Bupyca. J[BoiiHOe Opemsi, Tak cka3arh. [[puHMMas BO BHHMaHHE BO3PAcTHOC
pacmpesielieHue ClydaeB paka, eie NpeACTOUT OTBETUTh Ha MHOTHE BOIIPOCHI.

Crnenyromuit cnaiin. C TOUKM 3peHHs OyAylMX HCCIeIOBaHUH, €CTh MHOTO
obracTeid, 3aCITy’KMBAIOIIMX HAIIETO BHUMAHUS, BKIIFOYas BIMSTHAE MOJIEKYJISIPHBIX
U3MEHEHUH Ha MPOTHO3.

UYroOBI 3aBEPIIUTE 3TOT 0030p, S MPOCTO XOUy KPATKO KOCHYTHCS IPYTUX THIIOB
paka, KOTOpbIC MPEICTABIAIOT HHTEPEC M3-3a YHHKAIBHOTO reorpaduueckoro
PacIpOCTpPaHCHUS WU KOHKPETHBIX JTHOIOTHYECKHX (pakTopoB. Cremyromuit
cIai,

CJIeBa MOKa3aHO Teorpaduyueckoe pacmpoCTpaHCHHUE paka MOJOCTH PTa M paka
ropranu, B ocHoBHOM B FOsxuo#M Azuu, [1anya-HoBoii ' BuHee 1, 4TO yIUBUTENBHO,
B ABcTpanu. OgHAKO 3TO OOBICHICTCS TeM (DAKTOM, YTO pak TyObl BKIFOYCH
B KaTETOPUIO paka IMOJIOCTH PTa, XOTS HAa CaMOM JeJie MPEACTaBISICT COOOM
dhopmy paka koxu. JKepaHue OeTens MO-NIPEKHEMY OCTACTCS PUCKOBAHHBIM
moBeNlcHUEM. Pak MUIeBoAa TakXke NEMOHCTPUPYET POCT 3a00JICBACMOCTH OT
Hpana uepe3 Llentpanphyro Asuto 10 Kutas u MbsHMBL. YCTaHOBIEHA CBA3b
TUTOCKOKJICTOYHOTO paKa, MpeoOIaiatoniero B OONBITHHCTBE a3MAaTCKUX CTPaH, C
OIIYMOM, ITECKOM B XJicOe, 3arps3HCHUEM BOJIBI U ACQHUIIMTOM IIMHKA. B 3amagHoM
MHUpeE a/ICHOKapLIMHOMA BCTpEUaeTCs Yalle ¥ CBs3aHa ¢ OKUPEHUEM, MUIIEBOTHBIM
pedIokcoM U BocnalieHHeM uieBoaa bapperra.

[Teuens (crmemyroniuii cnaia) gaeT Ha4yauo renaToleUTIONIPHON KaplIHHOME
renaTouuTapHOr0 MPOUCXOXKACHUS M XOJaHTHOLEIIIONIPHON KaplUHOME,
pa3BUBAOLIEHCS U3 KJIETOK IPOTOKOB. MOHTOJINS AEMOHCTPUPYET CaMblif BRICOKUI
YypOBeHb 3200JI€BaeMOCTH B MUpE JJIst iepBoro u3-3a nHpexkunun HBV n HCV, B o
BpeMst Kak Tausanza MpoaoinKaeT HeCTH TSDKEJIoe OpeMst TPOTOKOBOTO paka M3-3a
MPUCYTCTBHS Te4eHOYHOTO cocanbinka Opisthorchis. Cneyer Takxke ynomMsHyTh
QJIKOTOJIEHBIHA IIUPPO3 EUECHH U CTEaTOTeTIaTHT, a OJHUM U3 CPeICTB OOPHOBI C HUIMHU
ABJISIETCS Tepanus nHTepdepoHoM it 60prObI ¢ BocnanenueM. Kopest yHuKanbHa
TEM, 4TO UMEET MpOrpaMMy CKPHHHHTA paka MEeYeHH, HO OHa M30MpaTeNbHO
OpPUEHTUPOBAHA TONBKO HA IPYIILy BBICOKOTO PUCKA.



The last of our examples, the prostate, demonstrates a marked bias towards
Western Europe, and also North America where the black population is at highest
risk. Basically prostate cancer is on the increase and a perusal of Hawaiian data
for Chinese, Koreans, Japanese and Philippines would suggest that there is no
Asian protective genetic factor. Obesity has an influence but this may be age
dependent. As in the breast cancer case, soy is protective, in line with the roles
ascribed to testosterone and related male hormones. While screening with prostate
specific antigen or other related parameter like free PSA is being conducted in
some countries, like Australia for example driven by public demand, the general
concensus is that a population-based program is not advisable in the majority of
situations since it is notoriously difficult to separate kittens from tigers when a
prostatic lesion is discovered.

You will note that I have omitted a Primary and Secondary Prevention figure here
- I have made attempts to generate a convincing example but must admit to failure
in the face of intricacies of hormone-environment interaction. I leave it to some of
the more intrepid of yourself for future supply.

The final slide of this session - everyone breathes a sigh of relief! I offer this scheme
for your criticism and comment. The big five deserve our particular attention
because their distribution is far wider than for the last three examples that I have
covered. T hope that they may be the focus of a multi-institutional research project,
adopting cross-sectional, case control and clinical nested case-control approaches
to elucidation of means to reduction of the NCD burden. Thank you.

IMocneanuii U3 HamMX OPUMEPOB, MPOCTATa, JEMOHCTPUPYET 3aMETHBIA YKIOH
B cTopoHy 3amanHoi EBponbl, a Takxke CeBepHOH AMEpPUKH, L€ YEPHOKOXKEE
HaceJIeHHe IojBepraeTcs HanbompuieMy pucky. I1o cyTH, pak mpocTarsl pacTer,
U U3y4eHUe NaHHBIX ['aBalickuX OCTpPOBOB IO KWTaillaM, KopeilllaM, AMOHLaM U
OUIMINHUHAM HO3BOMISAET MPEIIOIOKUTh, YTO A3UATCKOT0 3alIUTHOTO TEeHETHYECKOTO
(axTopa He cymecTByeT. O)KUpeHNE UMEET BIHMSHUE, HO 3TO MOXKET 3aBHUCETh OT
Bo3pacTa. Kak u B ciryuae ¢ pakoM MOJIOYHOMH KeNe3bl, COsl OKa3bIBAeT 3alllUTHOE
JICUCTBHE, UTO COOTBETCTBYET POJIU, IPUMHCHIBAEMOM TECTOCTEPOHY U CBS3aHHBIM C
HHMM MY>KCKUM TOPMOHaM. XOTsI CKPUHUHT I10 CTICIN(IIECKOMY aHTHT'€HY IIPOCTaThI
WJIN APYTUM CBSI3aHHBIM TIapaMeTpam, TakiuM kak cBoOoxnsIi [ICA, mpoBoautcs B
HEKOTOPBIX CTpaHax, HarpuMmep, B ABCTPaJINH, 10 TpeOOBAHHIO O0IIECTBEHHOCTH,
ofmiee MHEHHE 3aKiI04aeTcs B TOM, YTO IPOrpaMMa, OpHEHTHPOBAaHHAs Ha
HaceJeHHe, He PEeKOMEHyeTcsl B OOJBIIMHCTBE CHTYaIMi, IOCKOJIBKY oHa Kak
W3BECTHO, TPYIHO OTIMYUTH KOTAT OT THI'POB IpU OOHApPYKEHHH MOPAKECHUS
HPOCTATHL.

Brl 3aMmeTuTe, 4TO 4 OMyCTHUA 3[€Ch AAHHBIE O NEPBUYHOU U BTOPUUHOU
npo(HUIaKTHKE - 5 MBITAJICS MPUBECTH YOCIUTEIbHBIA IpUMEp, HO TOJDKEH
HIpU3HAaTh, YTO MOTEpIEN Heyhady Iepe] JUIOM TOHKOCTEH B3aUMOJEHCTBUSA
TOPMOHOB U OKpYyXarolleld cpeasl. Sl 0CTaBIsA0 3TO Ha pacCMOTPEHHUE CaMBIX
GeccTpamHbIX U3 Bac Ha Oymymiee.

IMocmennuit cnaiin 3TOT0 3aHATHSI — BCE B3IBIXAOT ¢ obnerdenuem! [pemarato sty
CXeMy JUTs Balled KPUTUKU U KOMMEHTapueB. «bonbIas marepka» 3aciryKuBaeT
HAIIIero 0co00ro BHUMAaHUS, MTOCKOJIBKY HX paCIpe/ielICHHue ropasio mpe, 4eM B
TpeX MOCICTHUX MPUMEPax, KOTOPBIE 1 paccMOTpel. S HalelCh, 9YT0 OHU MOTYT
OKa3aTbCs B IIEHTPE BHUMAaHUS MEKHHCTHTYIIHOHAIBEHOTO HCCIIEAOBATEIHCKOTO
MPOEKTa, B KOTOPOM OYIIyT HCTIONE30BAHEI IIEPEKPECTHBIC MTOIXOIBI, HCCIICIOBAHHUS
TUTIA «CITY9aH-KOHTPOIb» U «KIMHHYCCKUE BIIOKCHHBIC HUCCIICIOBAHUS CITydaii-
KOHTPOJIbY» ISl BESICHEHHS c1toco00B cokpamtenust opemenn HI3. Cnacn6o.



