24.3%
(47 days)

cTx
44.46%
(558)

CENSOR
6.47% 55%
MDS. 2879% o
4677% | 4677% —L10008) _ )igoq

y (587) 19.25% (335)

1323%
35 days)

vnimani vs realna data

100
(1255)

12.19%
(98 days)

IM: imaging, HP: histopatology, MDS: multidisciplinary service, CTX: chemotherapy, RT: radiotherapy, SX: surgery

Incidence dg.C25 Charakteristiky pacientu

Global Cancer Statistics 2020: CR 2021: €25 ~ 2 slinivky biisni
- celd populace ¢casovy vyvoj hrubé incidnce
GLOBOCAN www.svod.cz 30
Pancreas
Honger
EastemEurope 0] 561 Hongaty €25 - 2N slinivky biisni e 2
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Zavisla na stadiu nemoci':
+ 5y-0S (v3echna stadia) = 12.5%

€25 - ZN slinivky bFisni . 5y-0 (stadia |) = 44.3%
wivoj zastoupeni klinickgch stadif y-0> (stadia ) = 44.
100% = « 5y-0S (stadia ll-1ll, N+) = 16.2%
l” l l “ B MNezndmo ; - 2.2%
+ 5y- 0S (stadium IV) = 3..
St. IV
so% o IFN=1414-1575
H ‘ [ 8 I 5 Zavisla na typu chemoterapie:
S aon m .1 | N=396-503 (22-24%) _ ° _ )
i ‘ « 5y-0S (resekce+adjuvantni chemoterapie) = 31.4 - 43.2% (dle typu chemoterapie)?
5 0% [H + Median 0OS (resekce+adjuvantni chemoterapie) = 28 — 54 mésici (dle typu adjuvantni chemoterapie)?
g ‘ l I I l « Median OS (stadia llI-1V) = 6.8 -11.1 mé&sice (dle typu paliativni chemoterapie)*5
20% il IIlI|||ll L I
0[S B {A(H
oo [HH = I ml= ‘ il Zavisla na radikalniho chirur vykonu®:
&8 SN SOOI OG o PP POV GEED * Chirurgicka intervence je mozna u 15-20% pts
Analyzovana data: 0215 O i/ fuww . svod.cz « Poneoadjuvantni IéCbé je resekce moZné u 40% pts

1 1/ html (*USA, 2013-2019, disease specific 0S), 2. Conroy T, et al. JAMA Oncol. 2022; 3. Niesen W, et al. AGSurg 2019, 4
Conroy T, etal. NEJM 2011, 5. Von Hoff DD, et al. NEJM 2013, 6. Petrelli F, et al. Pacreas 2015

@ [ 3
Role MDS Cile setkani

Zvyseni poctu operovanych pacientd

Nalezeni dat, které

Centralizace operativy na zkusené tymy

Diskuze

. o Pojmenovani pomohou
jednotlivych ] PP
. o limitd zkvalitnit péci o
e - v vysledkd .
Planovéni vykon( u hrani¢né resekabilnich, event. primarné nemocne

neresekabilnich pripadd v kooperaci s onkologem

Stanoveni nejlepsiho lIé¢ebného postupu s ohledem na stadium,

PS, komorbidity, vék, atd....




Metodologicky pfistup k analyze

Cesta = posloupnost
klinickych udalosti pro

konkrétniho pacienta

Klinicka udalost =

jakékoliv vysetreni,

zakrok, podani léciv apod.

! Prvni kontakt

systémem

Prvni "
symptomy zdravotnim

I

Zadanka na

vysetieni

== e

Diagnostika

C25

Priklad pacienta s
bolestmi bficha bez UZ
nédlezu

Udalost

XS

- = =

Cca 150 dni

200 400

Time

Diagnostika C25

Priklad cesty pacienta,
kde byl C25
diagnostikovan na
zakladé symptomi na
urgentnim pfijmu (bez

predchozi navitévy FLT

praktika/specialist()

Diagnostika C25

Priklad cesty pacienta,
kde byl C25
diagnostikovan v
prib&hu
diagnostiky/Iécby jiného
onemocnéni

Udalost

Udalost

-200
Time

200

SX

Other L J . o o

HOSP ¥

-200 0

200




Metodologicky pfistup k analyze

* Vybér kohorty pacientt

. V&bér relevantnich vykonu,
ZULP, ZUM

« Klasifikace udalosti
« Filtrace kohorty

« Analyza od potvrzeni
diagné6zy (IM + HP) do prvni
linie 1é¢by (FLT)

Vysvétlivky (C25):

IM - zobrazovaci vysetieni (CT, MR,
US, ES, NU)

HP - histopatologické vysetieni

MDS - multidisciplinarni seminar

FLT prvni linie 1écby
* SX - resekce slinivky
« CTX - chemoterapie
* RT - radioterapie

Charakteristiky hodnocené kohorty

Charakteristiky N =1 255
Pohlavi
M 624 (50%)
z 631 (50%)
Vék
Pramér (SD) 66 (10)
Median (IQR) 68 (60, 73)

>

17% pacientl dg v obdobi 2018-2020 dle
NOR

} V souladu s daty NOR

Hodnoceni pacienti jsou mladsi jako v USA!

1. Howlader N, Noone AM, Krapcho M, et al. SEER Cancer Statistics Review 1975-2010)

Charakteristiky hodnocené kohorty

Nové dg pacienti z let 2018-2020
Minimalné jeden rok follow-up
Kompletnost dat

Vék 18+

Diiraz na jednoznaéné potvrzenou
diagnézu
* Relevantni zobrazovaci
vysSetieni
» Histopatologické vysetreni

Charakteristiky N=1255
Pohlavi
M 624 (50%)
z 631 (50%)
Vék
Primér (SD) 66 (10)
Median (IQR) 68 (60, 73)

Udalosti v cesté pacientu

Cases

udalost
. CTX
* DEATH
© IM_HP
-+ MDS
© RT

. osX

0 50 100

150

Time since start case (in days)



Cesta pacienta za péci Cesta pacienta za péci

247% 247%
CENSOR
(830 days) CENSOR (830 days) >
6.47% 5.5% 6.47% 00
(569 days) (69) (569 days) (69)

MDS 19.25% VDS 19.25%
46.77% 46.77% 72 days) DEATH 46.77% 46.77% 72 days) DEATH
21.2% —

0
(21 days (587) 74.28% e (21 days (587) 74.28% 2(;'626;"
(27 days) (27 days)
12.19% 12.19%
98 days

98 days)
38.57%

38.57%
(43 days)

IM_HP
100%
(1255)

IM_HP
100%
(1255)

FLT
73.31%
(920)

(43 days) 73F|§‘1|"y

B o
(920)
IM: imaging, HP: histopatology, MDS: multidisciplinary service, FLT: first-line therapy IM: imaging, HP: histopatology, MDS: multidisciplinary service, FLT: first-line therapy

[ ] [ ]
- - - - Vé Vd - Y& 4 ” - - S
Multidisciplinarni seminar Vyznam vs. limity MD
E 50% = 0] * 50% nemocnych projde MDS - je to dost?
= g o
2 40%1 g7 MbS > 4%
€ 3 + No 2z
ko) 38 + Yes & . - .
S 30% 800 'S 30%1 + 50% neprojde MDT - méli by nebo jsou to
“2-200/ ] § ug pts jasné indikovani k paliativni 1é6¢bé?
0" 2 © 20%
% 0025 %
‘GC: 10% 4 log-rank p = 0.044 £ 10%4
S o%q oco] 1 : E 0% Jaka je redlna kapacita/casové moznosti

20‘18 20‘1 9 20‘20 20‘21

2018 2019 2020 2021 MDS?
Year

Year

2 3
Time since index date, years



Existuje optimalni ¢as od Dg do MDS?

Cas do lé¢by

33.15%
(47 days)

58.03% >
(30 days

MDS 3.21%
47.39% (72 days)

(436) 38.76%
(19 days)

* Odpovida 20 dni realité?

* Otazka spoluprace ROC a KOCv tomto
(27) kontextu

18.04%

(35 days) 9K

36.41%
(335)

Cas do zahajeni terapie dle typu 1é¢by

Cumulative distribution curve of the time to treatment

First line therapy == CTX == RT = X

1.0

i

—

o
®

=3
o

o
~

_r,_l'

Percent started FLT

o
N}

0.01

0 30 60 90 120 150 180
Time since IM-HP, days

33.15%
(47 days)

58.03%

(30 days

MDS 3.21%
47.39% 47.39% (72 days)
38.76%

(27)

1.41%
(68 days)

18.04%
(35 days)

IM_HP
100%
)

(19 days)

SX
36.41%
(335)

Cas do zahdjeni 1é¢by

Cumulative distribution curve of the time to treatment

First line therapy = CTX == RT = sX

st

o
©

)
Y

_r'_'l

Percent started FLT
)
I

o
N

o
o

—

0 30 @ 90 120

Time since1M-HP, days

150




Ma zarazeni MDS vliv na ¢as do

1éCby?

33.15%

58.03%

M
47.39% 47.39% (72 days) RT

(436)

IM_HP
100%
(920) 1.41%

(68 days)

o

Cesty pacientl a preziti — vyznam

operace

Survival probability

DS 321%

* Zafazeni MDS neprodluzuje ¢as do CTX

- CAVE: hodnotime riizné skupiny
pacientt

Lze ¢as od MDS do SX hodnotit jako
indikator kvality péce?

Lze procento pts indikovanych k SX
hodnotit jako indikator kvality péce?

Pfedpokladany pocet operovanych pts
dle stadia 20%

CAVE: pocet operaci # pocet RO resekci

+ 1. IM_HP->CTX

~+ 2. IM_HP->MDS->CTX
IM_HP->MDS->RT
IM_HP->MDS->SX
IM_HP->RT
IM_HP->SX

+

+4
ov AW

2
Time since index date, years

3 4

Preziti dle cesty pacienta

33.15%
(47 days)
58.03%

[
(30 days ;e
3.21%

MDS
47.39% 47.39% (72 days) RT
| 293%
(20 days; (436) R 2(27'
IM_HP (19 days)
100%
(920) 1.41%
(68 days)
18.04%
SX
(35 days) 36.41%
(335)

Cesta Median o506, ¢y
survival

IM_HP->MD5- 169 1333 1037-NA
>SX

IM_HP->SX 166 1130 856-NA
IM_HP->CTX 305 296 276-358
IM__HP->RT 13 278 225-NA
IM_HP->MDS-

SCTX 253 360 322-419
IM__HP->MDS->RT 14 753 525-NA

Zarazeni MDS mtzZe zlepSovat prognézu

C25

+ No
+ Yes

Survival probability
o
3
3

o
N
i

log-rank p = 0.044

1 2 3
Time since index date, years

Survival probability

2
[z
(0]

3
Time since index date, years




33.15%
(47 days; e
55.03% 60.65%
(30 days, (53
MDS 3.21%
s (209 [ RT
—
() 38.76% o7

(19 days)
mOS= 1333 dni

1.41% (3.6 roku)

(68 days)

18.04%
(35 days) 35%%
mOS= 1130 dni (3 roky) )

Piedpokladany OS dle mezinarodnich dat: 28-54 mésici (2.3-4.5 roku) dle typu adjuvantni
chemoterapie

Prognéza pacientt Ié¢enych paliativné

Progndza pacientti IéCenych

paliativné

33.15%
CTX -
60.65% Trace Med_lan 95% CI
(558) survival
vt 169 1333 1037-NA
D 3.21% >S
47.39% 47.39% ___ (72 days) RT . )
y oy oo IM_HP->SX 166 1130 856- NA
L (19 days) IM__HP->CTX 305 296 276- 358
£29 141% IM_HP->RT 13 278 225-NA
(68 days)
18.04% IM_HP->MDS- )
(35 days) 36.54)2% >CTX 253 360 322-419
(335) : )
IM_HP->MDS 14 753 525-NA

>RT

Pfedpokladany OS dle mezinarodnich dat: 6.8 — 11.1 mésice dle typu paliativni chemoterapie

Cas do diagnézy vs. prognéza

)

75

3 4

2
Time since index date, years

>

= Trace

o

E =+ 1. IM_HP->CTX

o ~+ 2. IM_HP->MDS->CTX
2050 ~+ 3. IM_HP->MDS->RT
[ 4. IM_HP->MDS->SX
2 -+ 5. IM_HP->RT

3 -+ 6. IM_HP->SX

33.15%

(47 days) Gt

60.65%
58.03%
Ds 3.21%

M
47.39% 47399 _ (12days) [ RT
2.93%

Cesta k

. P
diagnodze Bt TN
N v _HP (19 days)
o 100%
(920)
Bez vlivu na operabilitu, resecabilitu a 0S 18.04% o
(35 days) 36.41%
(335)

1.Raptis DA, et al. Surgeon 2010, 2. Srornello C, et al. United European Gastroenterol J. 2020, 3. Apollos JR, et al. Ann of Medicine and Surg 2018, 4. Virgilsen VF, et al. Scandinavian J of Primary Helath

care 2022



Vyznam KOC na prognhézu C25 Udalosti v cesté pacienta

Hiavni mésto Praha, N = 228 JihoZesky kraj, N = 38 Jihomoravsky kraj, N = 124 Karlovarsky kraj, N = 5
1. Overall I 2.5X I 3.CTX 5 100%
1.00 2 75%
o
s [ ] | || ||
- O
o
2 % N — | )l | -
£ Kraj Vysogina, N = 14 Kralovéhradecky kraj, N = 58 Liberecky kraj, N = 24 Moravskoslezsky kraj, N = 147
o 0,
075 3 100%
® 5%
: g I [ H
3 5 2% e m——— | |- — - | |-
8 S nimmmm e e = [ A [ A e =]
2 =
go 50 '—g Olomoucky kraj, N = 103 Pardubicky kraj, N = 25 Plzerisky kraj, N = 46 Stredotesky kraj, N = 49
5 2 100%
> 9 94
z 8 75%
e 5 50%
? g o | e I I [ | - [ ] |
. . : = 0% e N — [ e A | =/
First line therapy location S
025 © Ustecky kraj, N = 15 Zlinsky kraj, N = 31 MDS - CTX - SX RT MDS - CTX - Sx RT
~+ KOoC S 100%
~+ Other b
[
<3
Log-rank p = 0.002 Log-rank p = 0.061 Log-rank p =0.014 & —
0005 1 2 3 40 1 2 3 40 1 2 3 4 MDS CTX SX RT MDS CTX SX RT
Time since index date, years Event

Migrace pacient

MDS a operativa C25 v krajich

Hiavni mésto Praha, N = 228 Jihogesky kraj, N = 38 Jihomoravsky kraj, N = 124 Karlovarsky kraj, N = 5 P _ ] _

s Hlavni mésto Praha (N = 228)

2 Moravskosiezsky krai = 147) 1 -

e

: | - || ————

£ © g - J

-E Kraj Vysogina, N = 14 Kralovéhradecky kraj, N = 58 Liberecky kraj, N = 24 Moravskoslezsky kraj, N = 147 B Olomoucky kraj (N = 103) _

g ————

©
[

g .. . - - . < Stredotesky kraj (N = 49) | _ Patients

= =

5 —_— || e ] 7 preeisky kel (V= 46) | [N | W o

% Olomoucky kraj, N = 103 Pardubicky kraj, N = 25 Pizefisky kraj, N = 46 Stredogesky kraj, N = 49 = JihoSesky kraj (N = 38) 1 _ 1 Migrated
)

2 [ u .

T k]

2 | | . [ [ ] . || 3 ardubicky kraj (N = 25)

3 . tiverecky krej = 2¢) | [ I

o Gstecky kraj N2 15 Zlinsky krai, N = 31 MDS CTX  SX RT MDS CTX  SX RT : y kraj ( )

g I

=

5 T —— S ——

o [ L 0% 25% 50% 75% 100%

MDS CTX SX RT

MDS CTX SX RT Percentage of patients
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Migrace pacientl za péci: data vs.

CEHLE

[ ]
Z

* V sledovaném obdobi bylo zhodnoceno 17% pts s C25
* Pozitivni trend v po&tu pts indikovanych k MDS (v 2021 cca 55%)

Hlavni mésto Praha|(N = 228)1
Moravskoslezsky kraj| (N = 147)|
Jihomoravsky kraj| (N = 124)|4

N =
N= * OS hodnocenych operovanych pts odpovida mezinarodnim
datlim jak v adjuvanci, tak v paliaci

» Otazku migrace a spadovosti nutno interpretovat v sirSim
kontextu

Zlinsky kraj (

g Olomoucky krailN = 1031 * Pocet operovanych pts dosahuje diky MDS az 39%, coz ukazuje
g Kralovéhradecky kraj (N = 58) 1 na vyznam centrové péce

[ _ o . Ve - r v -

£ StredoZesky kraj (N = 49) | Patients * Operace ma dopad na OS, centralizace péce ma tedy dopad na
§ B Local OS

‘% Jihotesky kraj (| 38)1 . Migrated

S

4

'q

Pardubicky kraj (N = 25) 4
Liberecky kraj (N = 24)
Ustecky kraj (N = 15) 1

)
)
)
)
)
)
Plzefisky kraj (N = 46)
)
)
)
)
)
)

Kraj Vysocina (N = 14) 4

2
S

=]
3

25% 50% 75%
Percentage of patients

%

Ktera data Ize pouzit jako indikatory .
kvality péce?

* Procento pts diskutovanych v MDS? Technické:
* Vykazované diagnézy
. * Vykazované ¢asové informace
« Cas do operace? (u pts diskutovanych MDS) - Nerovnom&rné pokryti CR

Limity dat z pojiStoven

* Procento operovanych pacient@? (CAVE, neni to po¢et RO Procesni a statistické:
resekci) + Chybi udaj o stadiu nemoci

* Chybi Gidaj o histologickém typu (Ca vs. NET)
. * Chybéjici kauzalita vs. interpretace dat
* OS data za urcité obdobi? * MoZna chyba malych &isel p¥i srovnani diléich dat



