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Saslimstiba ar biezak izplatitajiem |aundabigajiem audzejiem
Latvija 2017. gada - kopa 11762 jauni pacienti

Ne-melanomas adas audzéji, 1463, 12% | Prostatas vézis, 1286, 11%

Paréjas lokalizacijas, 852,
%

Krats vezis, 1143, 10%

~ Balsenes vézis, 113, 1%

‘Baribas vada vézis,
130, 1%

Aknu un Zultsvadu vézis,
174, 1% Kolorektals vézis, 1131, 10%
CNS audzji, 185, 2%

Dzemdes kakla vézis, 202, 2%

| Lupas, mute, rikle, 222,».2% |

 Adas melanoma, 230, _2% |

Vairogdziedzera vézis, 2652 2_% | Plausu vézis, 1124, 10%

Olnicas veézis, 275, 2%

Dzemdes vézis, 362, 3% ‘
- =~ Hematologiskie audzéji, 678, 6%

Urinpiis|a vézis, 435, 4%

‘ ) No - - : T ¢ - 3
Aizkunga dziedzera vézis, 454, 4% I;Z,_v;,zs | IRgENCz, 04, 4

Informacija atjaunota 16.08.2018
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Plausu vezis — vadosais naves celonis
starp onkologiskajam saslimsanam

Number of new cases in 2020, both sexes, all ages

Breast
2261419 {11.?%}

Lung
2206771 (11.4%)

Other cancers

8275743 (42.9%) Colorectum
1931 590 (10%)
Prostate
1414 259 (7.3%)
Oesophaqus Stomach
604 100 (3.1%) 1089 103 (5.6%)

Cervix uteri Liver
604 127 (3.1%) 905 677 (4.7%)

Total: 19 292 789 cases

Number of deaths in 2020, both sexes, all ages

Lung
1796 144 (18%)

Other cancers
3 557 464 (35.7%)

Colorectum
935173 (9.4%)
Prostate Liver
375304 (3.8%) 830 180 (8.3%)
Pancreas Stomach
466 003 (4.7%) 768 793 (7.7%)
Oesophagus Breast
544 076 (5.5%) 684 996 (6.9%)

Total: 9 958 133 deaths



Plausu vezis

Bieza onkologiska saslimsana — daudz vélini diagnosticétu pacientu

2017. gada pirmo reizi diagnozi “plausu vézis” uzstadija 1095
pacientiem:(https://www.vmnvd.gov.lv/)

| st— 163 (15%), Il st — 116, Ill st — 218, IV st — 436 (40%)

Liela pieredze

“Standartterapija’ atbilstosi kompenséjamo zalu sarakstam;

Pieredze ar medikamentiem, kurus pacienti iegadajas par saviem lidzekliem;
Lidzjutibas programmas;

Kliniskie petijumi.



Plausu vezis sobrid

* Laudabigs plausu audu audzejs, kas attistas no plausu un bronhu audiem.
* Zinami desmitiem dazadu audzeju paveidu ar atskirigu terapiju, prognozi un dzivildzi.
« Strauja patologiskas diagnostikas un terapijas evolucija.

NSSPV - 85%

55% adenokarcinoma, bronhoalveolars, lielsinu (stko bronhu glotu dziedzeru vezis) ar ~12 apakstipiem

35% plakansiinu vézis ar ~6 apakstipiem
SSPV - 15%

NSSPV — nesik$unu plaudu vézis, SSPV- siksinu plausu vézis



Plausu veza novelotas dg iemesli

 Audzeja daba

— Nav agrinu specifisku simptomu

— Rtg neefektivs skriningam

— Pat ja simptomi ir — citu slimibu «maskas»

* HOPS, TB, Pneimonija, Abscesi, LPS, COVID-19 sekas!

» Sobrid LV nenotiek PV skrinings ar zemu devu DT
* Grutibas iegut dg histologisku apstiprinajumu

— «Tissue is issue» vs. Liquid biopsy

e Gan pacientu, gan GA nevienada izpratne > |oti dazadi
celi idz dg

— «Zalais koridors»?



Diagnozes histologisks apstiprinajums

Verifikacijas metodes:
— Centrali lokalizeti veidojumi:
e FBS + TBB
— Periféri jaunveidojumi:
DT kontroleta TTB
e FBS + TBB
 ENB +TBB
— Periferi jaunveidojumi, kam ieprieksminétas metodes
neinformativas / jaunveidojumi, kuri nav “sasniedzami” / neliela
izmeéra periféri jaunveidojumi:
e VATS ar ekspreshistologisku izmeklésanu (“frosen section” )
— Videnes mezgli vai masas:
« VMS vai VATS ar biopsiju




Elektromagnetiska Navigacijas Bronhoskopija




Plausu vezis: stadijas noteikSana un
kirurgiska arstesana

CLINIGAL PRACTICE
GUIDELINES

Staging and risk

CT and PET or PET-CT

assessment

Locoregional LN staging in patients with
non-metastatic NSCLC L

(A) In tumours > 3 cm (mainly in adenocarcinoma with high FDG
uptake) invasive staging should be considered

(B) Depending on local expertise to adhere to minimal requirements
for staging
(C) Endoscopic techniques are minimally invasive and are the first

choice if local expertise with EBUS/EUS needle aspiration is
available

(D) Due to its higher NPV, in the case of PET-positive or CT-enlarged
mediastinal LNs, VAM with nodal dissection or biopsy remain

indicated when endoscopic staging is negative. Nodal dissection has
an increased accuracy over biopsy

v -
N N
Mediastinal LNs negative Mediastinal LNs positive
v -
N 1 T N
cNO cN1
and or
peripheral tumour central tumour
(outer third of the lung) Tumour > 3 cm
and (mainly AdenoCa with FDG uptake)
tumour < 3 cm (A)
> \
v v
~ N ™ 4 \/ ™
Tissue confirmation: . _
EBUS/EUS Tissue confirmation:
or EBUS/EUS
VAM (€)
(B)
\ ¢\J-} p¢ J
& v N\
i o M : ) —_— N - Mediastinal LNs
Mediastinal LNs negative Mediastinal LNs positive negative on EBUS/EUS
o= 9 . =,
———
VAM
8 (?) g
- -
2 N [ N/ R,
[ Aultimoc Mediastinal LNs positiveJ Mediastinal LNs negative
J . )

De Leyn P et al. Eur J Cardiothorac Surg 2014;3:787-98. Reprinted
with permission.

BMD




Plausu vezis: neinvaziva stadijas noteikSana

 Laboratoriskie izmeklejumi:
 PAA, biokimia (Ca, Sarmaina fosfataze, aknu+nieru funkcionalie testi)

DT krusu kurvim / védera augséejai 1/3 + i.v. Bolus kontrastviela - lai
izvertetu:

 Mezglu lokalizaciju, izmeéru, robezas un kalcinatus

 Regionalo izplatibu (saknes limfmezglus, invaziju videnég, pleiralu
izsvidumul)

* Attalas metastazes (aknu veidojumi, tilpumprocess virsnierés)
* Visa kermena PET/CT: labaka metode attalu metastazu atklasanai
 Védera USS: mts izmainu un limfmezglu invazijas izvértésanai
 Skeleta scintigrafija: kaulu mts atklasanai

CNS mts atklasanai

 Krusu kurvja MRI: atseviski gadijumi

* Pancoast karcinoma

 Videnes/ asinsvadu / nervu struktiru iesaistes izvertesanai



Absoluta nepieciesamiba planojot arstésanu
Plausu vezim 18F-FDG
Latvija no 2016.gada

NVD apmaksa pie noteiktam indikacijam ar
konsilija lemumu (no 01.09.2018.)

Ipasi svarigs videnes limfmezglu izvértéSanai un
attalu mts izslegsanai

Augsta negativa paredzosa vertiba (NPV)

Nav informativs galvas smadzenem (MR)




Plausu vezis: invaziva stadijas noteiksana

Superior Mediastinal Nodes

© 1 Highest Mediastinal

@ 2 Upper Paratracheal

« Kakla mediastinoskopija
(VMS)

> 1,2, (*3),4,7, (*10)
» Priekséja )
mediastinotomija
Kreisaja puse

>5 6

@ 3 Pre-vascular and Retrotracheal

© 4 Lower Paratracheal
(including Azygos Nodes)

N, = single digit, ipsilateral
N; = single digit, contralateral or supraclavicular

Aortic Nodes
@ 5 Subaortic (A-P window)

@ 6 Para-aortic (ascending
aorta or phrenic)

Inferior Mediastinal Nodes

@ 7 Subcarinal

(O 8 Paraesophageal
(below carina)

@ 9 Pulmonary Ligament

N; Nodes
O 10 Hilar

« "Double- |
mediastinoscopy” - ja
abas apvieno

@ 11 Interlobar
12 Lobar

13 Segmental

14 Subsegmental




Innominate
artery

Azygos




TBNA

EBUS-

EndoBronchial UltraSound guided TransBronch

ial Needle Aspiration
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Plausu vezis un kirurgija

e Kirugiska rezekcija ir pamata metode | un Il
stadijas ne-siksunu plausu véza arstésana

* Radikalas rezekcijas gadijuma 5 gadu dzivildze
saja grupa sasniedz 60-90%

TABLE 7 | 5-Year Survival (%)

Twe | JATTIAD [IA3 | IB | ITA [HB.| A | IIB [ IIC [ IVA [ IVB
Clinical ([ 92 | 83 | 77 60 | 3 % 1310 0
65 1

Pathnlngic\w 80 / 24 12

Average overall survival in the International Association for the Study of Lung Cancer global database of patients receiving a diagnosis between 1955
and 2010, Data from Galdstraw et al.*

* Lobektomija tiek uzskatita par “zelta
standartu” agrina plausu véza arstésana

Randomized Trial of Lobectomy Versus Limited
Resection for T1 NO Non-Small Cell Lung Cancer

Lung Cancer Study Group (Prepared by Robert J. Ginsberg, MD, and
Lawrence V. Rubinstein, PhD)



Plausu veza terapijas evolucija

Daudzas slimibas, nevis viena PD-L1 ekspresijas limenis

Histologiskais dalijums
Sglem., PS, NP3, I.|eIo Molekularas patologijas
sunu, adenokarcinoma)

(piem., EGFR, ALK, ROS1)

‘ Mutaciju slodze audzeja (TMB)

Musdienu izpratne

SSPV

Izpratne pagatne

Cooper. Pathology. 2011;43:103. Langer. JCO. 2010;28:5311. Galon. Immunity. 2013;39:11. . . o . E
Pao. Lancet Oncol. 2011;12:175. Krigsfeld. AACR 2017. Abstr CT143. Hellmann. NEJM. 2018;378:2093. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

Multidisciplinara pieeja

Preciza slimibas stadija

Diskusija:
- Radiologs Multidisciplinaras komandas
- Pulmonologs, torakalais kirurgs esamiba Ir neatsverama’
- Patologs

- Staru terapeits
{Imijterapeits
- Paliativas aprupes specialists



Plausu vezis: arstesanas taktikas izvertesana
balstoties uz izplatibu limfmezglos

CLINICAL PRACTICE f | [ waaoemasss | | o an
G'IDELINES imaging CT-Sean® | "0 Saet R e aton
\. J . . . J
4 \l/ N 4 \l/ N
Invasive Not required if negative

.

Staging and risk e o) () | e
assessment . — ] I

( \V/ [ % )

Treatment recommendations for patients Category of N2 Surgery: unforeseen N2 Potentially resectable N2 Unresectable N2
with locoregional NSCLC, based on L | |
imaging, invasive LN staging tests and
multidisciplinary assessment

( N )

Dedicated
multidisciplinary assessment

. J
*Category description according to CT imaging as in ACCP
staging document (Silvestri GA et al. Chest 2013;143(5 N
Suppl):e2118-508) q N ) q N/ )
**Refer to slide ‘Treatmfant: Locally advanced NSCLC Therapeutic Adiivant chemotheraoy
(stage Ill) - Resectable Approach (radiotherapy)

" 7 & >/

m © 2017 ESMO. All rights reserved. esmo.org/Guidelines/Lung-and-Chest-|



Plausu veza sistemiska terapija

* Citotoksika kimijterapija
* Merkterapija
* Imunterapija
 Simptomatiska terapija



Paliativa kimijterapija lidz 2005. g.

» Atbilde uz terapiju (~20%)

« Simptomu mazinasana (~50-60%)
» Efekta ilgums (~3-4 menesi)

» Dzives kvalitates uzlabosana (?)

* +10% 1-gada dzivildzel

» Vidéja dzivildze (7-8 menesi)

NSCLC Collaborative Group. BMJ 1995;311:899-909

S B EL R S SRl RV NSCLC Meta-Analyses Collaborative Group. JCO 2008;26:4617-25



Paliativa kimijterapija pec 2005. g.

> Crizotinib 4 . Crizotinib 2 - Trastuzu;nab emtansine
~ Alectinib - Cabozantinib 2 ~ Afatinib
EGFR Sensitizing » Ceritinib - - » Dacomitinib ?
: 2:::"::: > Lorlatinib 2 MET 3%
. n A ROS1
» Brigatinib ?
- Afatinib ¢ _x > 1 Mutation 3% » Crizotinib ¢
- Osimertinib ¢ EGER HER2 2% » Cabozantinib 2
~ Necitumumab * Other 4% » Ceritinib 2
- Rociletinib * ROS12% | . Lorlatinib?
ALK
AT, e . RET 2% BRAF
ﬂm ‘ ‘ ATRKI 1% » Vemurafenib ?
: 17% : » Dabrafenib ?
PIK3CA 1%
RET
Unknown PRS0 » Cabozantinib?
Oncogenic Driver » Alectinib 2
31% » Vandetanib ?
» Ponatinib?
» Lenvatinib?
NTRK1
Key MEK1 PIK3CA ~ Entrectinib?
$ o2 ~ Trametinib 2 - 1Y3023414 2 ~ LOX0-101°*
Iethe) adnem + Selumetinib ® -~ PQR309* ~ Cabozantinib ?
2 - Phase |l 4 - Appfoved » Cobimetinib ! » DS-6051b!?
Journal of Thoracic Oncology 2016 11, .

613-638D0I: (10.1016/].ith0.2016.03.012) LSEISRIS



Jd oo Jd o e

Progress izpratné par audzeju biologiju un imunologiju
ir novedis pie divu jaunu terapijas veidu attistibas.

Imunterapija
Reaktivé véza imunitates ciklu,
blokéjot audzéja Slinas?™

Merkterapija
Kaveé regulacijas molekulas, kuras iesaistitas
véza Sunu augSana un proliferacijat

Cetuximab (EGFR)
IMC-A12 (IGF-1R)
Figitumumab (IGF-1R)

MetMab (MET)
RTK (EGFR, HER2, IGF-1R, MET, VEGFR)

Bevacizumab
Aflibercept

AMG102

Anti-PD-1 ro1

Pembrolizumab

Nivolumab
| 'Y X Anti-CTLA-4

+
Rapalogs

Sunitinib, Pazopanib (VEGFR)
Vandetanib, Sorafenib (VEGFR)
ARQ197, XL184 (MET)

Crizotinib

\ OSI906 (IGF-1R) )

1. David S. Ettinger, MD; https://www.medscape.org/viewarticle/764663
2. Drake CG, et al. Nat Rev Clin Oncol. 2014;11:24-37.

O/ Ipilimumab
'

1'9" o
_ GDC0941 Antl PD'L]. PD-L1 i
1/2 | | XL765, XL147
: ' PLX4032 :
BEZ235 GSK2118436 Atezolizuma
(" Gefitinib, Eriotinib (EGFR) ) b —
Afatinib (EGFR, HER2) GSK1120212 antigen-presenting cell




Merkterapija

Bloké noteiktu molekulu vai receptoru véza suna, véza suna zaudeé speju dalities, audzejs parstaj augt.

» Vaskulara endoteliala faktora inhibitori (VEGFi) tiek pielietoti NSSPV arstéSanai kombinacija
ar citotoksisku Kimijterapiju vai merkterapiju.
« Sie medikamenti kavé siko asinsvadu veido$anos audzé&ja masa, tdda veida samazinot

skabekla un baribas vielu piegadi ar asinim audzeja sunam.



~50% no pacientiem ar izplatitiem neplakandinu NSSPV atrod mutacijas, kuram ir FDA

apstiprinata merkterapija vai tiek veikti kliniskie pétijumi

ALK:
Crizotinibs
Alectinibs
Ceritinibs
Lorlatinibs
Brigatinibs
EGFR:
Gefitinibs
Erlotinibs
Afatinibs
Osimertinibs
Dacomitinibs
KRASCC:
Sotorasibs’
Adagrasibs

Li. JCO. 2013;31:1039. Tsao. JTO. 2016;11:613. Burnett.
PLoS One. 2021;16:e0247620. Nassar. NEJM. 2021;384:185.

EGFRex20ins:
Amivantamabs*
Mobocertinibs

METex14:
Capmatinibs
Tepotinibs

MET 3%

>1 Mutacija 3%
HER2 2%

ROS1 2%
- BRAF 2%

RET 2%

PIK3CA 1%

~

Nezinama onkogéena
mutacija 31% MEK1 <1%

HER2

Trastuzumabs
deruxtecans

BRAF V600E:
Dabrafenibs?

ROS1.
Crizotinibs
Entrectinibs

RET:
Selpercatinibs
Pralsetinibs

NTRK:
Entrectinib
Larotrectinib

*Approved after PD on platinum-based CT. "Approved after >1 prior systemic therapy.

*Approved in combination with trametinib (MEK inhibitor) for BRAF V600E mutation.

Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

2021. gada arstésanas rekomendacijas mutaciju pozitivam izplatitam NSSPV

0 U ) I ] - -
| |
EGFR pozitiva mutacija ALK ROS1 BRAF V600E
pozitiva pozitiva pozitiva

NTRK RET METex14

pozitiva pozitiva pozitiva

Osimertinibs (izvéles), Alectinibs (izvéles), Crizotinibs vai Dabrafenibs/ Entrectinibs vai Selpercatinibs  Capmatinibs vai
erlotinibs, afatinibs, brigatinibs, ceritinibs, entrectinibs trametinibs® larotrectinibs vai pralsetinibs tepotinibs
gefitinibs, vai dacomitinibs* Lorlatinibs vai

efideaa) seliul] sewuid

crizotinibs’
Progresija

eildesd}
nfiul] oyewd.in} un esnQ

Seko terapijas iespéjas ka adenokarcinomai vai plakansunu plausu vézim bez mutacijam.

*Afatinib, dacomitinib, erlotinib, gefitinib, and osimertinib approved for EGFR exon19del, exon 21 L858R; afatinib for EGFR G719X, S768l, L861Q.
'Or as second-line after CT.

Afatinib PI. Alectinib Pl. Capmatinib PI. Ceritinib PI. Crizotinib Pl. Dabrafenib Pl. Dacomitinib PI. , , . ,
Slide credit: clinicaloptions.com

Entrectinib PI. Erlotinib Pl. Gefitinib PI. Larotrectinib Pl. Osimertinib PI. Selpercatinib PI. Trametinib PI.



http://www.clinicaloptions.com/

Imunterapija

Inovativa metode
Plausu véza terapija pielieto imidno kontrolpunktu (PD-1, PD-L1, CTLA-4) inhibitorus
Pirms operacijas (neoadjuvanta), péc operacija (adjuvanta), arstnieciska

NeapSaubama efektivitate - apvérsums onkologija



2022. gada paradigma izplatita NSSPV bez mérka
mutacijam arstésanai ar imunterapiju

 JaPD-L1ir zems (1%-49%) vai negativs

(<1%), aprupes standarts ir kombinacija PD-L1 zems (1%-49%) PD-1 augsts
ImUnterapija + KT vai negativs (<1%) (250%)

e Ja=>50% PD-L1, ir izvéle
Imunterapija monoterapija vai PD-L1 inhibitors
imlnterapija + KT Ne-plakansunu vai KT +

_ . e PD-1 inhibitors
— Imunterapija monoterapija Ir

apstiprinata lidz 21% PD-L1, bet netiek
rekomendéeta no ekspertiem

KT + KT +
PD-1 inhibitors PD-L1 inhibitors

= 2020. g. maijévtika apstiprinata nivolumaba/ipilimumaba kombinacija pirmas linijas terapija
izplatitam NSSPV ar 21% PD-L1 un nivolumaba/ipilimumaba + 2 cikli platinu saturosa KT kombinacija
pirmaja linija izplatita NSSPV bez EGFR un AKK mutacijam arstésana.

« Lim. Immune Netw. 2020:20:e10. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

Kopsavilkums

Metastatiska NSSPV arstésana atkariga no audzéja histologiska tipa, mutaciju profila un PD-L1 statusa
EGFR, ALK u.c. mutacijas- mérkterapija

PD-L1>50%- imunterapija

PD-L1 0-49%- Kimijterapija + imunterapija

PD-L1<1%- kimijterapija (+ bevacizumab ne-plakansinu NSSPV)



Kopsavilkums

* Kaut ari imunterapija ir efektiva péc progresijas uz sakotnéjo terapiju, augstaka efektivitate ir

imunterapijai (+kimijterapijai) pirmaja linija
* Imunterapijai raksturigas specifiskas blaknes - janem véra noziméjot terapiju

* Metastatiska nesiksunu plausu véza pacientu dzivildze var sasniegt un parsniegt ari 5 gadus!



Terapijas lespejas Latvija

Atbilstosi ESMO vadlinijam
RAKUS standartizeti veic histologisko izmeklésanu, EGFR mutaciju, ALK , PD-L1 testésanu

NGS (nakamas paaudzes sekvencésana) mutaciju noteikSana audu parauga, prognozé 22 génu mutaciju

testu

NGS skidra biopsija (genoma visaptverosa profilésana )



Secinajumi

Pacientu skaits ir loti liels
Problemas rada parslogotiba - pilnigi visus pacientus reali multidisciplinars konsilijs
neizanalize

Onkologu —kimijterapeitu pieredze un zinasanas Latvija ir adekvatas — atbilstosas

atklajumiem un jaunu medikamentu registracijam



Secinajumi

 Terapijas sanemsanu ierobezo velina slimibas diagnostika
 Terapiju ierobezo jauno medikamentu kompensacijas trukums

* Rindas uz terapiju un laiks lidz korektas terapijas uzsaksanai



