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Namen neoadjuvantnega sistemskega zdravljenja

Definicija patoloskega popolnega odgovora

Patoloski popolni odgovor kot cilj klini€énih raziskav

Novosti v neoadjuvantnem zdravljenju trojno negativnih rakov

Novosti v neoadjuvantnem zdravljenju HER2 pozitivnih rakov
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Zdruzena analiza 12 klini¢nih raziskav neoadjuvantnene KT (N=11955)

Namen raziskave:

ugotoviti povezavo med patoloskim popolnim odgovorom (pCR) in ¢asom brez ponovitve bolezni (EFS) ter celotnim preZivetjem (0S),
razpoznati ustrezno definicijo pCR, ki najbolje napoveduje izhod bolezni (EFS, OS),

razpoznati podtipe, pri katerih pCR najbolje napoveduje izhod bolezni (EFS, OS) in

ugotoviti ali vedji deleZ pCR dosezen z dolo¢enim zdravljenjem napoveduje boljsi izhod bolezni (EFS, OS)

vyyvyy

N
GeparTrio-Pilot NSABP B-27
N = 668 N =285 N = 2411
Standardna vs. dozno-gosta PCR s podaljsano Neoadjuvantna KT vs. Neoadjuvantna KT £
neoadjuvantna KT’ neoadjuvantno KT adjuvantna KT" y trastuzumab za 1 leto™
>
; " S
GeparTrio NSABP B-18 TECHNO 1
N=2072_ N =1523 N =217
PCR s podaljSano Neoadjuvantna KT vs. PCR pri bolnikih sz
neoadjuvantno KT® adjuvantna KT8 neoadjuvantno KT in
T 77 = trastuzumabom za 1 leto >,
PREPARE EORTC 10994/ ¢
( N =733 BIG 1-00 ECTO
v " ) = N = 1856 N =1355
| nmer/ava'gl}’/_eShg,enosa e Neoadjuvantna KT z Neoadjuvantna KT vs. rimerjava treh neoadjuvantnih shem
antraciklinsko shemo vs. Shemo adjuvantna KT? KT plus trastuzumaba pri HER2-
s taksanani* . pozitivnih  tumorjih™ >,

1. Untch M, et al. J Clin Oncol 2009; 27:2938-2945. 2. von Minckwitz G, et al. J Clin Oncol 2005; 23:2676-2685. 3. Untch M, et al. Ann Oncol 2011; 22:1999-2006. 4. Bonnefoi H, et al. Lancet Oncol 2011; 12:527—
539. 5. von Minckwitz G, et al. Ann Oncol 2005; 16:56-63. 6. von Minckwitz G, et al. J Natl Cancer Inst 2008; 100:552-562. 7. Bear HD, et al. J Clin Oncol 2006; 24:2019-2027. 8. Wolmark N, et al. J Nat/ Cancer Inst

Monogr 2001; 30:96-102. 9. Gianni L, et al. J Clin Oncol 2009; 27:2474-2481. 10. Gianni L, et al. Lancet Oncol 2014; 15:640-647. 11. Untch M, et al. J Clin Oncol 2011 29:3351-3357. 12. von Minckwitz G, et al. J Clin
Oncol 2010; 28:2015-2023.

Cortazar P et al. Lancet 2014; 384: 16472

Definicija patoloskega popolnega odgovora
Namen neoadjuvantnega sistemskega zdravljenja

Patoloski popolni odgovor kot cilj klini¢nih raziskav

Novosti v neoadjuvantnem zdravljenju trojno negativnih rakov

Novosti v neoadjuvantnem zdravljenju HER2 pozitivnih rakov
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Definicija patoloskega popolnega odgovora

tpCR
(ypTO/isNO)

Katera definicija pCR najbolje napoveduje izhod bolezni

ypT/is ypNO
Event-free survival Overall survival
100 100
80 w&
g -
= g
g =1
2 60+ T 60
= 40+ E 404
H &
204 — yPTOYPNO (n=1554); HR 0-44 (95% C| 0-39-0-51) 20-] — YPTOYPNO (n=1554); HR 0:36 (95% CI 0-30-0-44)
—— ypTOfis ypNO (n=2131); HR 0-48 (95% T 0-43-0-54) — ypT0fisypNO (n=2131); HR 0-36 (95% CI 0-31-0-42)
—— ypT0fis (n=2598); HR 0-60 (95% C| 0-55-0-66) — ypTo/is (n=2598); HR 0:51 (95% CI 0-45-0-58)
0 0
0 é 10 1'5 20 o § 10 1'5 2

Time since randomisation (years) Time since randomisation (years)

ypTOypNO= odsotnost invazivnega raka in in situ raka v dojki in pazdusnih bezgavkah
ypT0/isYpNO= odsotnost invazivnega raka v dojki in pazdusnih bezgavkah (ne glede na DCIS)
ypT0/is= odsotnost invazivnega raka v dojki (ne glede na DCIS in infiltracijo pazdu$nih bezgavk)

Cortazar P et al. Lancet 2014; 384: 164-72
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Definicija patoloSkega popolnega odgovora

Namen neoadjuvantnega sistemskega zdravljenja

Patoloski popolni odgovor kot cilj klini¢nih raziskav

Novosti v neoadjuvantnem zdravljenju trojno negativnih rakov

Novosti v neoadjuvantnem zdravljenju HER2 pozitivnih rakov

Namen neoadjuvantnega sistemskega zdravljenja

» Vpliv na kirursko zdravljenje:
» Zveta operabilnost in delez ohranitvenih operacij!
» Zmanijsa zaplete operativnega zdravljenja 2
» Zmanj3a potrebo po kirurski reoperaciji zaradi rezidualnega tumorja3

» Ucinku prilagojeno zdravljenje:
» Prekinitev/sprememba neuspesnega predoperativnega zdravljenja
» Odlocitev o doponilnem sistemskem zdravljenju, ¢e ni dosezen popoln odgovor
» Napoved izhoda bolezni glede na odgovor (patoloska remisija):
» Patoloska popolna remisija napoveduje dober izhod bolezni*
P> Hitrejsi prenos spoznanj iz klini¢nih raziskav:
» Patoloska kompletna remisija kot dober (nadomestni) pokazatelj dolgoro¢ne uspesnosti dolo¢ene vrste zdravljenja?

IKaufmann, et al. Ann Surg Oncol 2012; 2Abt, et al. JAMA Surg 2014; 3Jeevan, et al. BMJ 2012; *Cortazar et al. Lancet 2014
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OPERACIA

l randomizacija

Zakaj je neoadjuvantno sistemsko zdravljenje pomembno za
ovrednotenje ucinka novih oblik zdravljenja?

l randomizacija

SISTEMSKA TERAPIIA OPERACIJA pCR (deleZ pCR, EFS)

Prednosti raziskav v predoperativnem zdravljenju v primerjavi z dopolnilnim:

» Hiter razvoj dogodka (krajse trajanje raziskav)

» Moznost translacijskih raziskav (primerjava lastnosti tumorja pred in po sistemski terapiji

» Potrebno manjse Stevilo bolnikov

SISTEMSKA TERAPIIA RELAPS (DFS)

l ocena ucinkovitosti

l l ocena ucinkovitosti

Guidance for Industry

Pathological Complete Response in
Neoadjuvant Treatment of High-Risk
Early-Stage Breast Cancer: Use as an

Endpoint to Support Accelerated
Approval

Additional copies are available from:

Office af Comm
Cent

ion of Drug Information
md Research
Food and Drug Administration
10903 New Hampshire Ave., Bldg. 5. rm. 2201
Sibver Spring, MD 20993-0002
Tel: 301-796-3400; Fax: 301-847-8714; Email: dlruginfol@fida.hhs gov
itp: /i fila. i him

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)

October 2014
Clinical/Medical

VI.  IMPLEMENTATION OF THE GUIDANCE

Since the release of the draft version of this guidance in May 2012, the FDA has participated in
public discussions regarding this pathway for drug development. In March 2013, the FDA and
the American Society of Clinical Oncology co-sponsored a public neoadjuvant breast cancer
workshop with an international ?anel of breast cancer experts seeking to discuss the use of pCR
to support accelerated approval.” The panel concluded that a large improvement in pCR rate
based upon analysis of a full intent-to-treat population was reasonably likely to predict clinical
benefit, and that the potential advantages of granting accelerated approval based upon pCR from
a neoadjuvant randomized controlled trial generally outweighed concerns. The panel
emphasized that such trials should be limited to high-risk patients, and that a confirmatory trial
should be ongoing at the time of accelerated approval.

9/208
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Definicija patoloSkega popolnega odgovora

Namen neoadjuvantnega sistemskega zdravljenja

Patoloski popolni odgovor kot cilj klini¢nih raziskav

Novosti v neoadjuvantnem zdravljenju trojno negativnih rakov

Novosti v neoadjuvantnem zdravljenju HER2 pozitivnih rakov

Povezava med pCR ter EFSin OS

DoseZen pCR je povezan z
boljSim dolgoro¢nim izhodom

Event-free survival Overall survival

£ z i
s £ bolezni:
E 3
H H ave
4 5
i : » daljsi EFS
E HR 0.48 (95% C10.43-054) g HR 036 (95% €1 0.31-0.42) .
2w 2 » daljsi 0OS
— Patholigicalcomplets esponse aljsi .
— Nopathological complete resporse
| T T : ; . ; T T T : , T
0 3 3 5 2 15 1% o 3 3 5 P
_— Time since randomisation (years) Timme since randomisation (years)
rahobogical 2131 1513 583 37 14 3 2 Wi ows 60 38 45 B 3
complete response
No pathological 9824 6169 2674 1523 525 165 1 9824 7119 3173 1859 659 209 3
complete response

» pCR= odsotnost invazivnega raka v dojki in pazdudnih bezgavkah po predoperativni KT

» EFS= ¢as brez napredovanja bolezni (od randomizacije do lokalnega/lokoregionalnega napredovanja bolezni, pojava oddaljenh zasevkov
ali smrt iz kateregakoli razloga)
» 0S= celotno preZivetje (od randomizacije do smrti)

Cortazar P et al. Lancet 2014; 384: 164-72
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Cortazar P et al. Lancet 2014; 384: 16472

pCR: 16.2% (Cl 13.4-19.3)

Indikacije za neoadjuvantno zdravljenj

> Stadij: Il in Ill

» HER2 pozitivni rak dojke
» TNBC

» luminalni B tip raka dojke

11/208



15. dnevi IO

14.&15. november 2019

Povezava med delezem bolni

izhodom bolezni

Event-free survival

kov z dosezenim pCRin

Overall survival
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B
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o 7 :
: i E . O
= < E £
s @ 2 2 i C O
g S __G_@_#_E———————__
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2 .5 = A
g O . £ O
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0Odds ratio for pathological complete response

0dds ratio for pathological complete response

Povezanost med delezem pCR, ki ga dosezemo z dolo¢enim zdravljenjem in dolgoro¢nim izhodom bolezni je
SLABA!

Cortazar P et al. Lancet 2014; 384: 164-72

Povezava med delezem bolnikov z dosezenim pCR in

izhodom bolezni

Event-free survival

Overall survival

124 12
B
. 6 Q i
§ 1.0+ g 1.0 O "
o F 3 D
=z ! E E
| s i | . O ©
g & o
£ g8 " 2 0-8—’_6 O G @]
2 3 A O
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=z i O S 8 I
= g
£ o ] * o]
R?=0-03, 95% CI 0-00-0-25 R2=0-24, 95% CI 0-00-0-70 |
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08 10 12 16 20 24 30 36 08 10 12 16 20 24 30 36

Odds ratio for pathological complete response

Odds ratio for pathological complete response

» heterogena populacija
» majhen delez pCR pri HR+
» majhen delez bolnic zdravljenih s taréno terapijo

Mozni razlogi zakaj delez pCR ni koreliral z izhodom bolezni:

Cortazar P et al. Lancet 2014; 384: 164-72
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Definicija patoloSkega popolnega odgovora

Namen neoadjuvantnega sistemskega zdravljenja

Patoloski popolni odgovor kot cilj klini¢nih raziskav

Novosti v neoadjuvantnem zdravljenju trojno negativnih rakov

Novosti v neoadjuvantnem zdravljenju HER2 pozitivnih rakov

DeleZ pCR po NKT z/brez preparatov platine pri bolnikih s TNRD

Tnal name Year OR (95% CI) Platinum  Controls
:
GEICAM/2006-03 2012 —_— 0.97(0.40,2.35)  14/47 14/46
GeparSixto GBG66 2014 —‘:— 1.78(1.14,2.78) 90/158  67/157
CALGB 40603 Alliance 2014 —.;L 1.68(1.15,2.45) 119/221 871212
UMINO000003355 2014 'E—'_ 4.60(1.72,12.27) 23/37 10/38
Aguilar Martinezetal. 2015 ——é—'— 238(0.85,6.64) 18/30 12/31
NCT01276769 2016 —é—'— 3.88(1.35,11.15) 17/44 6/43
GeparOcto GBG84 2017 —— i 1.14(0.77,1.68)  105/203  97/200
WSG-ADAPT 2018 + 211(1.33,3.35) 67/146 51/178
BrighTNess 2018 3.01(1.90,4.77) 92/160  49/158

Random effect (I-squared = 56.3%, P=0.019) 1.96(1.46,2.62)  545/1046 393/1063

T T
0815 1 123
Favors Controls Favors Platinum

F Poggio, et al. Annals of Oncology 2018; 29 (8)
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PreZivetje brez ponovitve bolezni (EFS, A) in celotno preiivetje (OS,
B) bolnikov zdravljenih z NKT z/brez preparatov platine

A Tsal rame Year HR (95%CI)
CALGB 40603 Alliance 2016 —_— 084 (0.58,1.22)
GeparSixto GBG66 2017 H-—-— 056 (0.33,0.96)
Random effect (I-squared = 33.0%, P=0.222) i 072 (0.49, 1.06)

T T
33 1 303
Favors Platinum Favors Controls

B Trial name Year HR (95% CI)
CALGB 40603 Alliance 2016 —_— 115 (0.74,1.79)
GeparSixto GBG6S 2017 F-—%—— 060 (032, 1.12)
Random effect (I-squared = 63.9%, P=0.096) <> 0.86 (0.46, 1.63)

32 1 3
Favors Platinum Favors Controls

F Poggio, et al. Annals of Oncology 2018; 29 (8)

NeiZeleni u€inki stopnje 3 ali 4 v NKT z/brez preparatov platine

AEs OR (95% CI) Platinum Controls  I-squared
Neutropenia grade 3-4 —— 3.19(1.55,6.54) 535/1007 237/1023 90.0
Anemia grade 3-4 ——— [5.01 (4.86,46.30) 104/960 4/979 29.6
Thrombocytopenia grade 3-4 i — 8.32(2.88,23.98) 111/1007 10/1023 35.5
Neuropathy grade 34 —— 1.05 (0.64, 1.71) 35/960 35977 0.0
T T
0216 1 46.3

Favors Platinum Favors Controls

F Poggio, et al. Annals of Oncology 2018; 29 (8)

14/208



15. dnevi IO 14.&15. november 2019

gBRCA in odgovor na neoadjuvantno KT s solmi platine

= tumorja _ St L -

Byrski'-2 BRCA1 mutacija KT brez soli platine 14(16%)
BRCA1mutacija Cisplatin75 mg/m2 x 4 107 65 (61%)

Silver? brez BRCA mutacije Cisplatin75 mg/m2 x 4 26 4 (15%)
BRCA 1 mutacija Cisplatin75 mg/m2 x 4 2 2 (100%)

1Byrski T et al. JCO 2009; 2Byrski T et al. Breast Cacer Res Treat 2014; 3Silver DF et al. JCO 2010

Klini¢na raziskava “BrihgTNess”

= \ > N=624

: _ o » F3, randomizirana, dvojno slepa,
3 / : multicentri¢na

ol frokas - - Jnezais | 1| > Stadij T2-4 NO-2ali T2 N1-2

; Placebo+ karboplatin/paklitaksel tedne x4 c » Natrtovana podanaliza glede na:
3 P : > BRCA status;

": glztaelgm lacebo/paklitaksel / 2 > NOvs1-2

:\ » ACna 2 ali 3 tedne

» Primarni cilj: pCR (ypT/is ypNO)

» Sekundarni ciliji: EFS, OS, moZnost ohranitvene operacije
» Terciarni cilji: QoL, RCB

Loibl S et al. Lancet Oncol 2018
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Klinicna raziskava “BrihgTNess”

=t b T I > Dodatek karboplatina in velipariba k paklitakeslu je TpCR.

I Paclitzucel: carhiopladiny plackha vl pmrib placebe » Dodatek velipariba h kombinaciji karboplatina in paklitaksela ni
izboljsal pCR.

» Analiza dobrobiti karboplatina k paklitakselu ni bila predvidena,
opravljena ad hoc:

» pCR: 31% vs. 58% (p<0.0001)

p<00001

75 p=0-357
|

Patients who achieved a pathological
complete response (%)
2
1

n316 | n-160 | n-158 | IzboljSan pCR gre najbrz na racun karboplatina

¥

I Dodatek karboplatina k paklitakselu se za visokorizicne bolnice s TNBC zdi SMISELEN!

Loibl S et al. Lancet Oncol 2018

Klini¢na raziskava “BrihgTNess” — BRCA status

& n/N (96) Risk difterence (95% C1)
Hercares i poid o Dodatek velipariba h karboplatinu

ne izboljsa pCR BRCA mut/wt

a2 (s 70180 (50%)

sb 4b 3b 25 16 o 18 26 36 a6 5o
ANCEN

/N o)

Dodatek karboplatina z ali brez
— o o velipariba izboljsa pCR BRCA wt,

222 (41%)
400136 (29%)

s ne pa tudi BRCA mut

Tachtaral + carbopiatin
+veliparib plac:
92/160 (78%) —— 265160t 37-0)
15724 50%) _ e 5101961037 8)

A0/156 (29%) 807136 (59%) —e— 29408110409
29788 (1350
0170 (29%)
27/88 (31%)
22/70 31%)

o o Zo o o o 70 30 40 %o
Risk difference (954 C1)

-
Favours paclitaxe + carboplatin Favours paclitaxel +
Placeho. -

Loibl S et al. Lancet Oncol 2018
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Klinicna raziskava “KEYNOTE-522"

H Stratifikacija: A
Imu notgra pija za N status, T status, resim " Neoadjuvantno
(neo)adjuvantno karboplatinae Cycles 1-4, 12 wks Cycles 5-8, 12 wks
zdravljenje TNBC !
! Karboplatin* + Doxo/Epirubicin +
i Paclitaksel Ciklofosfamid$

> Bolnice > 18 let / Pembroll b 200 mg/3ted
> T1cN1-2 or T2-4NO-2 AL L SR

» TNBC 2:1

» ECOGPS0/1 \

Karboplatin* +
Paclitaxel

Doxo/Epirubicin +

» Tkivo za PD-L1 testiranje Cyclophosphamide

Placebo

*AUC 5 na 3 tedne ali AUC 1.5 tedensko

» Primarni cilj: pCR (ypTO/Tis ypNO), EFS
» Sekundarni cilji: pCR (ypTO ypNO and ypT0/Tis), OS, EFS, nezeleni ucinki

Schmid. ESMO 2019. Abstr LBAS_PR.

Adjuvantno
Cycles 1-9, 27 wks

—

— Pembrolizumab 200 mg/3tedne

Operacija

Placebo

Slide credit: clinicaloptions.com

Kliniéna raziskava “KEYNOTE-522"

Primary Endpoint: ypT0/Tis ypNO

91.3%

Korist dodatka pembrolizumaba ne glede na PDL1 status:
pCR PDL1 poz.: 68.9% vs. 54.9%
pCR PDL1 neg.: 45.3% vs. 30.3%

100 100+ 85.3%
w| B136(5.4-218p 9"'W
P=0.00055 80 HR
a0 0 Events (95% )
7 64.8% s« 604 Pembro + Chemo  7.4% 0.63
8 H] g 50 Placebo + Chemo  11.8%  (0-43-0.9%)
® 8 51.2% at W 404
> 5
2 5 2 304
] 3 204
o O 3 A
0 [*]
2 4 " o
0 3 6 9 12 15 18 21 24 27
2 4 Months
10 Pombro ¢ chamo % 8 0 3% w4 18 16 )
0 Placebo ¢ chemo
N=1174 Dodatek pembrolizumaba izboljsa EFS:

Za 37% zmanjsano tveganje za ponovitev ali
smrt.

Schmid. ESMO 2019. Abstr LBA8_PR.
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Klini¢na raziskava CREATE X
Adjuvantno zdravljenje po
neoadjuvantnem.
A Disease-free Survival in Full Analysis Set B Overall Survival in Full Analysis Set
H i A Capecabine » N=910
H Capecitabine 3 . ) ) .
g o8 £ o Contrl » Randomizirana: Kapecitabin vs. brez terapije
g o¢ [ » Zabolnike s HER2 neg. RD, ki po
g o g od neoadjuvantni KT z antraciklini in taksani ne
s £
3 ST o B o s o9 doseZejo pCR
5 1 § 3§ ¥ 3 . & & 4 ¢ > 8 ciklov kapecitabin 1250mg/m2 14 dni/3t
- Years since Randomization - Years since Randomization > Primarni cilj: DFS
ol - S - - - (-l - T > Sekundarni cilj: OS
C Di ival among Patients with Triple-Negative Disease | D Overall Survival among Patients with Triple-Negative Disease
= 1.0- #
kS 3 Capecitabine - - - - -
a o8 — I » Dopolnilno zdravljenje s kapecitabinom
f g core pomembno podaljsa DFS in OS bolnikom, ki
g 3 o po neoadjuvantnem zdravljenju ne dosezejo
e CR.
2 S e P e
0T 0T > Dobrobit je vecja pri bolnikih s TNBC:
) Years since Randomization ) Years since Randomization > Za 42% zmanjéa tVeganje za pOnOViteV
No. at Risk No. at Risk
Capecitabine 139 109 96 76 42 1 Capecitabine 139 124 16 91 50 1n
Pl D B s - - S
» Za 48% zmanjsa tveganje za smrt.
Masuda N et al. NEJM 2017

neoadjuvantnem zdravljenju

Mednarodna priporocila glede uporabe soli platine v

The addition of a
ESMO Clinical platinum compound (usually carboplatin) to preoperative ChT allows for an increase in the pCR rate in triple-
Practice negative tumours. Data on the effect of those compounds on long-term outcomes are conflicting, in particular in
Guidelines patients with deleterions BRCA1/2 mutations 1, C] [182-185], thus strong recommendations regarding selection of
patients who may benefit from addition of carboplatin cannot be given (see Figure 2).
St. Gallen
International @ 35ome panelist prefer including platinum-based chemotherapy in women with BRCAL/Z associated
Consensus breast cancers though data for this are inconsistent.
Guidelines
NCCN Ni v priporocilih za neoadjuvantno/adjuvantno zdravljenje
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Trenutna priporocila izbora neoadjuvante KT za HER2

negativne rake

» Kemoterapija z antraciklini in taksani v sosledju (npr):
» FEC na 3 tedne 3-4x— DOCE,y, na 3 tedne 3-4x
» FA(E)C na 3 tedne 3x — Paklitakselg, tedensko x 12
» ACpp X 4 na 2 tedna 4x— Paklitakselg, tedensko x 12
» ACpp X 4 na 2 tedna 4x— Paklitaksel,,5 na 2 tedna x 4

» Soli platine (Se) niso vklju€ene v trenutna priporocila
| KT NAJ BO ZAKLJUCENA PRED OPERACIJO ! |

» Bolniki s TNBC, ki ne dosezejo pCR, naj dobijo adjuvantno kapecitabin:
» 1250mg/m? /12 ur 14 dni 6-8 ciklov

» Bolniki s hormonski odvisnim rakom naj nadaljujejo z dopolnilno HT

Namen neoadjuvantnega sistemskega zdravljenja

Definicija patoloskega popolnega odgovora

Patoloski popolni odgovor kot cilj klini€énih raziskav

Novosti v neoadjuvantnem zdravljenju trojno negativnih rakov

Novosti v neoadjuvantnem zdravljenju HER2 pozitivnih rakov
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“NeoSphere” — nacrt raziskave

—
TD (n=107)
FEC na3tednex3

argz;\tlgrsrgf%y(‘r’s:forgagkz) [~ trastuzumab na 3 tedne 5-17

(o]
PTD (n=107) P
pertuzumab (840—420 mg) . FEC na 3 tedne x 3
trastuzumab (8—6 mg/kg) E trastuzumab na 3 tedne 5-17
docetaksel (75—>100 mg/m?) R

A
PT (n=107) C docetaksel na 3 tedne x 4 — FEC
pertuzumab (840—420 mg) - na 3 tedne x 3
trastuzumab (8—6 mg/kg) trastuzumab na 3 tedne 5-17

J

A
PD (n=96)
pertuzumab (840—420 mg) — | FECna3tednex3
docetaksel (75—>100 mg/m2) trastuzumab na 3 tedne 5-21

na 3 tedne 4x )

Gianni L et al. Lancet Oncol 2012; Gianni L et al. Lancet Oncol 2016

*PFS: Cas brez napredovanja bolezni (izhodis€e opazovanja je randomizacija)
**DFS: Cas brez napredovanja bolezni (izhodiS€e opazovanja je operacija)

Multicentri¢na, odprta,randomizirana, F2
N=417

Bolniki z operabilnim, lokalno napredovalim ali
vhnetnim HER2 pozitivnim rakom dojk

» Primarni cilj: bpCR (ypT0/is)
Sekundarni cilji: PFS*, DFS**, varnost
» Predvidene podanalize:
» PFS glede na status HR
» Povezava med PFS in tpCR

“NeoSphere” — rezultati pCR

Gianni L et al. Lancet Oncol 2012; Gianni L et al. Lancet Oncol 2016

p=0.0198
60 p=0.014111 p=0.003

D (n=107) 550 | [Juecr
trastu b (8—+6 ki —_— Y
s o 240 tpCR

0 +30
PTD (n=107) p X
pertuzumab (840—420 mg) L ‘220
trastuzumab (8—6 mg/kg) E (=]
docetaksel (75100 mg/m?) R 210 80 [ HR-pozitivni

A 0 3(758 D HR-negativni
PT (n=107) Cc >
pertuzumab (840—420 mg) — LI PTD PT PD o250
trastuzumab (8—6 mg/kg) H

] 3240
PD (n=96) A 230
pertuzumab (8405420 mg) —_— (&20
docetaksel (75—100 mg/m?) 210

0 L} L] L] L} 1
na 3 tedne 4x — D PTD PT PD
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NeoSphere: rezultati- ¢as brez napredovanja bolezni

100 -’l-“u::q.‘
% = v g %
i B 7 A s e Tmedlr f e Ll "T"w-a&..___...,w_._m/.,_
80 e o 80 e
g -
70 70
R 60 - = &0 -
% - ™ s - ™
W 50 - vy 50 -
w iy
a. 40 - —_— PT0 O 40 — PTD
30 e PT 30 o s PT
20 4 ™ ] PE FD 20 ™ i) T ]
n=107 =107 n=107 n=g6 PD n=107 =107 =107 n=8E PD
10 10 -
o s-letni pEs, % {353 Cl)  81(71-B7) 25(77-81) 73 (84-81) 73 (s3-a1} o | eminE RstO)  sgaen sa2ey) sogese 75(sis)
T T T T 1 T T T T 1
0 12 24 36 48 B0 0 12 24 36 48 60
meseci meseci
n at risk
TD 107 101 a9 a3 78 58 103 32 a5 79 77 12
PTD 107 a9 94 a8 a6 63 101 kL 32 a3 a5 17
PT 107 93 86 a0 7 55 36 51 a7 81 75 10
PD 13 85 76 72 B3 57 52 81 76 72 66 23

DFS=¢&as brez napredovanja bolezni (izhodis¢e

PFS=Cas brez napredovanja bolezni (izhodiS¢e s »
opazovanja je operacija)

opazovanja je randomizacija)

KATHERINE: Mednarodna, randomizirana, odprta raziskava faze ll|
trastuzumab emtanzina vs trastuzumaba kot adjuvante terapije HER2+
zgodnjega raka dojk

Stratfikacija glede na stadij, status HR, enojno vs dvojno neoadjuvantno anti- HER2-
tarcno terapijo, patoloski status pazdusnih bezgavk po neoadjuvantni terapiji

Bolniki s HER2+ EBC (cT1-4/N0-3/MO0) ki imajo ostanek l T-DM1 3.6 mg/kg iv na 3 tedne x 14 ciklusov
bolezni v dojki ali pazduhi po neoadjuvantni / (n=743)

kemoterapiji in anti- HER2-terapiji
(N =1486) \ Trastuzumab 6 mg/kg iv. na 3 tedne x 14 ciklusov
(n =743)

Randomizacija znotraj 12 tednov po kirurgiji; obsevanje in/ali hormonska terapija po lokalnih standardih. *minimalno 9 tednov
taksanov in trastuzumaba.

Primarni cilj: preZivetje brez invazivne ponovitve bolezni (IDFS)

Sekundarni cilji: prezivetje brez oddaljenih zasevkov, celotno prezivetje (0S),
varnost

Geyer. SABCS 2018. Abstr GS1-10. von Minckwitz. NEJM. 2019;380:617.
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KATHERINE: IDFS e
. invazivnega
dogodka%
100~ Vsi 12.2 22.2
_\\x Razsoj v
804 oddaljene 10.5* 15.9"
organe
— 60- T-DM1  Trastuzumab . .
X (n=743) (n=743) Lokoregionalni 11 46
e . Events,n (%)  91(12.2) 165 (22.2) razsoj
[a) 40 ,
- 3-yr IDFS, % 88.3 77.0
20+ Kontralateralni
HR: 0.50 (95% Cl: 0.39-0.64; P < .001) rak dojk 0.4 13
C T T T 1 1 1 T T T T
0 6 12 18 24 30 36 42 48 54 60
. o Smrt brez
Patients at Risk, n Meseci po randomizaciji predhodnega 0.3 0.4
T-DM1 743 707 681 658 633 561 409 255 142 44 4 progresa
Trastuzumab 743 676 635 594 555 501 342 220 119 38 4
- Razsoj v CZS: *5.9% vs '4.3%.
Geyer. SABCS 2018. Abstr GS1-10. von Minckwitz. NEJM. 2019;380:617.

KATHERINE: sekundarni cilji

Razsoj v oddaljene organe

1001
ur‘b _—\\‘_‘-‘_
2 804
s -
s
5 601 T-DM1 Trastuzumab
o3 (n=743) (n=743)
o o
2 % 401 Events, n (%) 78(10.5) 121 (16.3)
g S 3-yr event-free rate, % 89.7 83.0
T 207
= HR: 0.60 (95% ClI: 0.45-0.79)

0 T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60

Patients Meseci po randomizaciji

at Risk, n
T-DM1 743 707 682 661 636 564 412 254 143 45 4
Trastuzumab 743 679 643 609 577 520 359 233 126 41 4

Geyer. SABCS 2018. Abstr GS1-10. von Minckwitz. NEJM. 2019;380:617.

Celokupno preZivetje (OS)

W
801
g 607 T-DM1 Trastuzumab
8 ] (n=743) (n=743)
40 Events, n (%) 42 (5.7) 56 (7.5)
201
HR: 0.70 (95% Cl: 0.47-1.05; P = .08)
0 T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
Patients Meseci po randomizaciji
at Risk, n
T-DM1 743 719 702 693 668 648 508 345 195 76 12
Trastuzumab 743 695 677 657 635 608 471 312 175 71 8
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Trenutna priporocila izbora neoadjuvante KT za HER2
pozitivne rake

» Kemoterapija v sosledju antraciklinov in taksanov+ trastuzumab + pertuzumab
(npr):
» FEC na 3 tedne 3x-> DOCE, o, na 3 tedne 3x + trastuzumab + pertuzumab na 3 tedne
» AC na 3 tedne x 4 - DOCE,, na 3 tedne 4x + trastuzumab + pertuzumab na 3 tedne

»TCH+ pertuzumab

| KT NAJ BO ZAKLJUCENA PRED OPERACIJO ! |

» Po operaciji nadaljevanje zdravljenja s trastuzumabom + pertuzumabom do
skupno 1 leta (+ HT pri HR pozitivnih).

> e pCR ni doseZen: trastuzumab emtanzin do skupno 1 leta (ZDRAVLIENJE SE NI
ODOBRENO) (+ HT pri HR pozitivnih)

Zakljucki

» Prednosti neoadjuvantnega sistemskega zdravljenja danes so pretvorba
neoperabilnih rakov dojk v operabilne in zviSanje deleza ohranitvenih operacij ter
zmanjsanje deleza disekcij pazdusnih bezgavk, ob enakem vplivu na dolgorocni
izhod bolezni kot ga ima dopolnilno sistemsko zdravljenje.

» Patoloski popoln odgovor (ne glede na definicijo) napoveduje dober izhod
bolezni, predvsem pri bolnikih z bolj agresivnimi oblikami raka: trojno negativni
in HER2 pozitivni raki.

»Odgovor na neoadjuvantno zdravljenje nas vodi pri izbiri dopolnilnega zdravljenja.

> Ceprav patoloski popoln odgovor ni dokonéno razpoznan kot zadovoljiv
nadomestni koncni cilj v klini¢nih raziskavah, pa je neoadjuvantno zdravljenje
privliacno za translacijske raziskave, omogoca tudi hitrejSe in cenejse
ovrednotenje ucinkovitosti novih, predvsem tarcnih zdravil.
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uvantno sistemsko zdravl
jke na Onkoloskem insti
ana v obdobju 2008-2018

Kaja Cankar, Luka Cavka, Luka Dobovisek, Klara Ger$ak, Valentina Jeri¢ Horvat, Anja
Kovac Mirjana Rajer, Tajda Starman

Doc. dr. Erika Matos, dr. Simona Borstnar

Dnevi internisti¢ne onkologije, OIL, november 2019

zahvaljuj
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« retrospektivna opazovalna raziskava

« vklju€eni bolniki z rakom dojke, ki so bili zdravljeni z
neoadjuvantno sistemsko terapijo v obdobju 2008-2018
na OI Ljubljana

» srednji Cas opazovanja 55 mesecev

» deskriptivna analiza in analiza prezivetja po Kaplan-Meier
metodi (prezivetje brez bolezni, celokupno prezivetje)

OSNOVNI PODATKI

Pregledanih 4.500 DIB, opravljenih na OIL 2008-2018

Izklju¢ene (N=3947)
- niso bile neoadjuvantno zdravljene
- drug rak

Neoadjuvantno zdravljenje n=553

Izkljucene (n=16)
- primarno metastatske (n=11)
- niso bile operirane (n=7)

| Vkljucene v analizo n=537

1ZBOR BOLNIKOV
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Starost (leta), mediana (razpon)

Starost po kategorijah
- <35 let

- 35-50 let

- 51-64 let

- 65-75 let

- >75let

Menopavzni status

- pre/perimenopavzne
- pomenopavzne

- neznano

Odkrit v DORI
- da
- ne

CREZULTATI

Znadilnosti bolnikov Vsi bolniki (n=537)

50,0 (22,4-85,6)

55 (10,2 %)
225 (41,9 %)
196 (36,5 %)
49 (9,1 %)
12 (2,2 %)

288 (53,6 %)
229 (42,6 %)
20 (3,7 %)

33 (6,1 %)
504 (93,9 %)

Vnetni

Znacilnosti tumorja Vsi bolniki (n=537)

- da
- ne

Klini¢ni stadij T

- T1 (0-20 mm)
- T2 (20-50 mm)
- T3/4 (> 50 mm)

Pozitivne aksilarne bezgavke (klinicno/slikovno/citolosko)

- da
- ne

Histologija

- invazivni duktalni karcinom
- invazivni lobularni karcinom
- ostali (mucinozni, metaplasticni, papilarni)

IREZULTATI - ZNACILNOSTI TUMORJA

124 (23,1 %)
413 (76,9 %)

27 (5,0 %)
195 (36,3 %)
315 (58,9 %)

424 (79,0%)
113 (21,0%)

501 (93,3 %)
29 (5,4 %)
7 (1,3 %)
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1
[ znaciinosti tumola | Vsi bolniki (n=537)

Hormonski receptorji
- pozitivni
- negativni

HER-2 status
- pozitiven
- negativen

Gradus
-1

- 2

- 3

- Neznan
Ki67
- <14%

- 14-30 %
- >30%
- neznan

359 (66,9 %)
178 (33,1 %)

169 (31,5 %)
368 (68,5 %)

2 (0,4 %)
181 (33,7 %)
346 (64,4 %)
8 (1,5 %)

18 (3,4 %)

170 (31,7 %)
238 (44,3 %)
111 (20,7 %)

REZULTATI- ZNACILNOSTI TUMORJA

1
f Neoadjuvantno sistemsko zdravljenje Vsi bolniki (n=537)
- antraciklini 74 (13,8 %)

- antraciklini+taksani (dozno gost rezim)
- antraciklini+taksani (drugi)

- CMF
- hormonska terapija

- drugo (samo taksani, kombinacije s platino)

HER-2 zdravljenje
- trastuzumab

- trastuzumab+pertuzumab

- lapatinib

Prekinitev neoadjuvantne sistemske terapije

- da

- da, progres/stagnacija
- da, nezeleni ucinki
- da, zelja bolnice

- he
- nheznano

74 (13,8 %)
365 (68,0 %)
2 (0,4 %)

12 (2,2 %)
10 (1,9 %)

n=142 (26,4 %)
134 (94,4 %)

5 (3,5 %)
3(2,1 %)

27 (5,0 %)
11 (2,0 %)
14 (2,6 %)

2 (0,4 %)
501 (93,3 %)
9 (1,7%)

WREZULTATI - NEOADJUVANTNA ST
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Operativno zdravljenje Vsi bolniki (n=537) 7

tumorektomija + varovalna bezgavka 70 (13,0 %)
- tumorektomija + disekcija aksile 56 (10,4 %)
- mastektomija + varovalna bezgavka 62 (11,5 %)
- mastektomija + disekcija aksile 394 (65,0 %)
Rekonstrukcija
- da 124 (23,1 %)
- ne 413 (76,9 %)
Preventivha mastektomija
- da 75 (14,0 %)
- ne 462 (86,0 %)

GREZULTATI - OPERACIJA J

Dopolnilno zdravljenje Vsi bolniki (n=537)

Dopolnilno sistemsko zdravljenje 447 (83,2 %)
- hormonska terapija 340 (63,3 %)
- kemoterapija 65 (12,10 %)
- antiHER-2
- trastuzumab 167(31,1 %)
- trastuzumab+pertuzumab 1 (0,2 %)
Obsevanje
- da 500 (93,1 %)
- ne 37 (6,9 %)

WREZULTATI - DOPOLNILNO ZDRAVLIENJE J
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- 54
43 e 43 a 43
' 33

24 ‘\
2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

JUVANTNA SISTEMSKA TERAPIJA

LETIH

HER2+ HR-
n=78; 14.5%)

HER2+ HR+
(n=91; 16.9%)

ULARNI PODTIPI
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ni pCR
(n=443; 82%)

LOSKI POPOLNI ODGOVOR (pCR)

0SKI POPOLNI ODGOVOR PO POD
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o _MITHBC = >
R R PODSKUPINA | ST. ST.
" | o | Soonrov |

g o HR+HER2- 268 78
E HR+HER+ 91 26
g 06 HR-HER+ 78 31
3 TNBC 100 43
o
IE e Skupaj 537 178
-
S

0,29

& 0 % 5 - % 120 14s

Cas (meseci)

WPREZIVETIE BREZ BOLEZNI GLEDE NA PO

n=94 (10 dogodkov)

n=443 (168 dogodkov)

-
£
E
H
L
[=3
o
o
>
£
>
o
=
o
=3
N
@
L
o
L
&
o
>
N
a3
L
o

P 9% 120 18
Cas (meseci)
p<0,001

ETJE BREZ BOLEZNI GLEDE NA pC
DTIPI
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PreZivetje brez ponovitve bolezni (%)

TNBC

n=22 (2 dogodka)

n=78 (41 dogodkov)

T T T T
72 i 144
Cas (meseci) p<0,001

ETJE BREZ BOLEZNI GLEDE NA
IH

PreZivetje brez ponovitve bolezni (%)

HER2+ HR-

n=23 (3 dogodki)

n=55 (28 dogodkov)

1 7
Cas (meseci)
p=0,045

ETJE BREZ BOLEZNI GLEDE NA
IH
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HER2+HR+

n=27 (4 dogodki)

n=64 (22 dogodkov)

PreZivetje brez ponovitve bolezni (%)

T T
48 72

Cas (meseci)

p=0,197

ETJE BREZ BOLEZNI GLEDE NA

HR+HER2-

| _"‘m n=22 (1 dogodek)

n=246 (77 dogodkov)

PreZivetje brez ponovitve bolezni (%)

T T T T T T
24 45 72 95 120 144

Cas (meseci)
p=0,039

VETJE BREZ BOLEZNI GLEDE NA
PODTIPIH
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_nec PODSKUPINA | ST. ST.
EE BOLNIKOV | DOGODKOV

R HR+HER2- 268 46
HR+HER+ 91 12
HR-HER+ 78 20
TNBC 37
Skupaj 115

£
[
-
1]
>
bl
@
L
a
o
c
a
3
=
2
]
(=]

Cas (meseci)

UPNO PREZIVETJE GLEDE NA POD

n=94 (5 dogodkov) ~brez pCR

~inv pCR

087

0,5

n=443 (110 dogodkov)

0,49

Celokupnoe preZivetje (%)

0,29

T T T T T T X %
24 48 72 %% 120 14 168 192
Cas (meseci) p<0,001

)KUPNO PREZIVETJE GLEDE NA pCR -
PI
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TNBC
n=22 (2 dogodka)

Celokupno preZivetje (%)

n=78 (35 dogodkov)

T
72

Cas (meseci)

p=0,001

(UPNO PREZIVETJE GLEDE NA pCR
PODTIPIH

HER2+ HR-

n=23 (2 dogodka)
—_—

n=55 (18 dogodkov)

Celokupno preZivetje (%)

O ) P
Cas (meseci) p=0,208

'UPNO PREZIVETJE GLEDE NA pCR
PODTIPIH
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HER2+HR+

n=27 (0 dogodkov)

n=64 (12 dogodkov)

€
a
Pk
]
>
N
@
2
o
o
c
a
3
=
o
]
(5]

ibrez pCR
—liny pCR

Cas (meseci)

PODTIPIH

p=0,034

PNO PREZIVETJE GLEDE NA pCR

HR+HER2-

n=22 (1 dogodek)

n=246 (45 dogodkov)

Celokupno preZivetje (%)

T T T T
] 24 a8 72 96 120 144

Cas (meseci)

PODTIPIH

p=0,316

PNO PREZIVETJE GLEDE NA pCR
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2008-2011 2012-2015 2016-2018

=——HR+/HER2-  ==—HR+/HER2+  =——HER2+/HR- ———TNBC

DI pCR V OBDOBJU 2008-2018 GLEL
KULARNI PODTIP

HER2+ HR-
(n=78; 14.5%)

HER2+ HR+
(n=91; 16.9%)
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« Stevilo bolnikov, ki so prejeli neoadjuvantno sistemsko zdravljenje, narasca z
leti.

» V primerjavi s celotno populacijo bolnic z rakom dojke smo v analizi
(pricakovano) ugotovili:
- Visok delez mladih bolnic, visjih stadijev, vnetnih karcinomov
> Visok delez bolnikov s HER2 pozitivnim in trojno negativnim rakom dojke
- Nizek delez dobro diferenciranih tumorjev

« Delez patoloskih popolnih odgovorov je v nasi analizi 18 % (tudi v Cortazar P et
al. Lancet 2014).

« Delez patoloskih popolnih odgovorov je visji pri in bolnicah s HER2 pozitivnim in
trojno negativnim rakom dojke.

« Izid bolezni je pri bolnicah s patoloskim popolnim odgovorom boljsi od izhoda
bolezni brez dosezenega popolnega odgovora, ne glede na podtip.

ZAKLIUCKI
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Neoadjuvantna sistemska
terapija raka glave in vratu

Doc. dr. Cvetka Grasi¢ Kuhar
Onkoloski institut Ljubljana

Dnevi internisti¢ne onkologije, 14. 11. 2019 1

indukcijska [ J

* Terapevtske modalitete, ki jih bolnik prejme pred operacijo
* Namen: [ et e [ }[ Danes: predvsem }

terapija z zdravili
* zmanjSanje volumna tumorja (NAST)
* Spremeniti inoperabilni v operabilni tumor
* Tu kirurg nima izbire
* Tu je kirurgija predvidena Ze vnaprej kot integralni del zdravljenja

* Bolj restriktivna definicija NAT:

* Tumor je tehni¢no mozno ekscidirati, tudi za celo izgube organa
ali visokih periooper. rizikov.

Dnevi internistiéne onkologije, 14. 11. 2019 2
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Vloga IKT pri lokalno napredovalih rakih glave
in vratu

* Dve situaciji

(T

ohranitev organa: ohranitev grla ]

IzboljSanje izida zdravljenja v primerjavi s standardnim zdravljenjem (CRT) J

—

Dnevi internisti¢ne onkologije, 14. 11. 2019 3

Current standard-of-care paradigm in LA SCCHN.

Locally advanced
(stage lll-IVA, IVB)

v

Resectable Not operable

Operable

(CCHRT ICT—
(CCYRT

l

Organ preservation strategy
(Nonsurgical approach*)

14.&15. november 2019

/\‘ Red = controversial Cisplatin
Follow-up (CCHRT (CCH)RT = radiotherapy Karbo+5-FU (Francoski rezim)
(CCHRT ICT— (concomitant with systemic therapy) Cetuximab ('cisplatin unfit')
Dnevi internisti¢ne onkologije, 14. 11. 2019 OX-FORD

UNIVERSITY PRESS 4
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Ohranitev larinksa

* Edina situacija, kjer je Sirok konsenz, da pri resektabilni bolezni
uporabimo IKT

* Primerna za bolnike s ca. larinksa ali ca. hipofarinksa, ki bi potrebovali
totalno laringektomijo

* Imajo 2 moznosti ohranitvenega zdravljenja
* IKT—>CRT
* CRT

* Pri obeh je po neuspelem ohranitvenem zdravljenju moznost resilne
operacije

Dnevi internisti¢ne onkologije, 14. 11. 2019 5

Raziskava Raziskovalne skupine | Izid (ORR, OS, Ohranitev
PFS) larinksa
VA trial 1991 3x IKT (PF)—>RT CR:31%, PR54% 64% T4, destrukcija
N=332 OP—>RT (tedanji standard)  OS 2 leti: 68%, hrustanca vs. T3:
Po 2. ciklusu KT evaluacija; ¢e 0S 3 leta: 53% ved reéilnih
Ic’)l:;s;Tlc. KT, nato RT, sicer Vel |?R v KT I'Okl, Iaringektomij
manj DR.
Ni razlike v OS!
RTOG 91-11 2003 IKT (PF)—RT (respondersy mFU: 3,8 let Najvec CRT! Prezivetje po
RT OS enak! 72vs.84vs.67%  reSilni
CRT laringektomiji se
IKT vs. RT=NS . .
ni razlikovalo.
RTOG 91-11 2013 idem mFU: 10,8 let IKT in CRT Ni razlike v pozni
N=520 boljsa od RT toksicnosti
Analiza po 10. Osenakl HR=0,75
letih -gs m:i kc?’\l'la' ?/Sfl?ru Prezervacija
(HRpl 25(0 98- IKT vs. RT=NS  larinksa >70% po
1,61); cancer and 3., 5., in 10. letih
treatment unrelated (S0 i)
deaths in CRT
GORTEC 2000-2001 IKT (CF vs. TCF), glede RR vegji pri TCF: Vecja pri TCF:  Nizji RR pri PF v
Dodatek Larinks, na RR: RT ali OP. 80% vs. 59% 70% vs. 58%  GORTEC vs. RTOG
. . OS, DFS: ni razlike
docetakselal hlpofarlnks Dnevi internisti¢ne onkologije, 14. 11. 2019 91-11 6
N=213
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Zakljucki:

Dokonéne zaklju¢ke bomo dobili po zakljuc¢ku raziskave francoske skupine:
SARTORL trial (najboljsa CRT vs. najboljsa sekvencna th.)

T2-3 TCF—RT

NO-2c
Larinks i
hipofarinks CRT (cis 100)

onkologije, 14. 11. 2019 7

Induction chemotherapy in patients with
resectable head and neck squamous cell
carcinoma: a meta-analysis

meta-analysis of randomized trials (1965-2011)
Ma et al. World Joumal of Surgical Oncology 2013, 11:67

e Fourteen trials (2099 patients)

Dnevi internisti¢ne onkologije, 14. 11. 2019 8
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s N
Experimental Control Hazard Ratio Hazard Ratio
St ! otal otal Weight IV, Fixed, 95% CI d
2.2.1PF
Volling 1394 01094 04859 49 47 21% 1.12(0.43,289 e [ —— 5 i i
Richard 1998 09942 03618 36 32 37% 270[1.33,549 _—— IKT' nl OS beneflta
Lewin 1997 0195 03254 37 30 46% 1.22(0.64,230 EE—
Paccagnella 2004 00797 03015 34 32 53% 1.08(0.60,1.96] I R
Domenge 2000 -0.4088 02508 4l 73 77% 066(0.41,109 .
Licitra 2003 00815 02074 98 97 113% 1.06(0.71,160] -
Lefebvre 1996 -01508 01867 103 93 139% 086(060,124] -1
Veterans Affairs 1998 00035 01803 166 166 149% 1.00(0.70,1.43] = T
Subtotal (95% CI) 594 576 63.6% 1.01[0.85,1.20] >

Heterogeneity: Chi*=11.41,df=7 (P=012); = 39%
Test for overall effect Z=0.13 (P = 0.90)

2.2.2 polyCT with platin by L i versus

Kohno 2000 08436 0866 13 " 06% 232(0.43,1269] -_—t
Maipang 1995 -0.1407 04853 30 24 21% 087(0.34,229) —_—1
Schuller 1988 0.2098 01903 82 76 134% 1.23(085179 —_t—
Subtotal (95% C1) 125 11 16.1%  1.21[0.86, 1.70] -
Heterogeneity. Chi*=1.04, df= 2 (P = 0.59). F= 0%

Test for overall effect Z=110 (P =0.27)

2.2.3 polyCT without platin byL g versus L gi alone for all studies

Richard 1991b -01638 0311 48 47  50% 085(046,1.56] 1T
Richard 1991a -0.4985 02941 64 63 56% 061(034,108 /T

Jortay 1990 01271 02241 89 98 97% 1.14(0.73,1.76] "
Subtotal (95% CI) 201 208 20.3% 0.89[0.66, 1.20]

Heterogeneity. Chi*= 2.89,df=2(P=024),F=31%
Test for overall effect. Z= 0.76 (P = 0.45)

Total (95% CI) 920 895 100.0% 1.01[0.88, 1.16]

Heterogeneity Chi*=17.11,df=13 (P =0.19), F= 24% D‘ ) 1‘

Test for overall effect Z=0.20 (P = 0.84) ic LRM

Testfor subaroun diflerences. Chi° = 1.76, df= 2 (P = 0.41), F= 0% e “
Figure 2 Forest plot of hazard ratios for overall survival and 95% Cl in fourteen randomized controlled trials in patients with
resectable head and neck squamous cell carcinoma treated with induction chemotherapy followed by locoregional treatment, or
locoregional treatment alone. Richard 1991a™ is for cancer of the floor of the mouth, Richard 19916 is for cancer of the posterior oral cavity
and oropharynx. Volling 1994'%, Richard 19987, Lewin 1997'%, Paccagnella 2004'", Domenge 2000'%, Licitra 2003'%, Lefebvre 1996, Veterans

Affairs 1998”7, Kohno 2000”", Maipang 1995'%, Schuller 1988, Jortay 1930
\ 4

i isbic kol i e 17 e e o Ta & K e 9
r )
Experimental Control Hazard Ratio Hazard Ratio
or 0 zard T otal Cl IV, Fixed, 95% CI
Jacobs 1987 0.0023 0.1818 140 152 224% 1.00[0.70,1.43] ot
Lefebvre 1996 -0.1508 0.1784 103 99 233% 086(061,1.22) -
Paccagnella 2004 01964 03173 34 32 74% 1.22(065,227) S — DFS enak
Richard 1991a -0.2718 0.2524 64 63 116% 0.76[0.46,1.25] —
Richard 1991b -0.0596 0.2666 48 47 104% 0.94(0.56,1.59] | [
Richard 1998 0.4238 03931 36 32 48% 153(0.71,330 -
Veterans Affairs 1998 0142 02093 166 166 169% 1.15(0.76,1.74) —pe—
Volling 1994 -0.4094 0493 49 47  31% 0866[0.25,1.75) —
Total (95% CI) 640 638 100.0% 0.97[0.82, 1.15] <
Heterogeneity. Chi*= 4 53, df=7 (P = 0.72), F= 0% s 3 :
Test for overall effect Z= 0.30 (P = 0.76) ) IC‘LR"I; batter LRT better
Figure 3 Forest plot of hazard ratios for disease-free survival and 95% Cl in patients with resectable head and neck squamous cell
i treated with induction chemotherapy followed by | ional or | jional alone. Richard 19915™
is for cancer of the floor of the mouth, Richard 1991b™ is for cancer of the posterior oral cavity and oropharynx. Jacobs 1987'7, Lefebwre 19967,
Paccagnella 2004"", Richard 1998, Veterans Affairs 19987, Volling 1994,
\ J

5.year distant metastasis 5.year distant metastasis Manj oddaljenih zasevkov
ight 95% CI WV, Fixed, 95% CI po IKT

Hasegawa 1996 17 00768 233% -0.17 10.32,-0.02) —

Licitra 2003 -0.0308 00775 229% -0.030.18,0.12) —

Paccagnella 2004 -0.2681 02225 28% -027(0.70,017) ¥

Richard 1991a -0.0445 0.0632 34.4% -0.04 10.17,0.08] -

Richard 1991b -0.0825 00911 166% -0.08 10.26,0.10) —_—

Total (95% Cl) 100.0% -0.08[-0.16,-0.01] -

Heterogeneity. Ch* = 2.80, df = 4 (P = 0.59), F= 0% ==} ==} o - . .

Testfor overall effect Z= 2.24 (P = 0.02) o L-’;’-T?‘;g-‘:w L}gi!b%:er Identifikacija biomarkerjev za
Figure 4 Forest plot of hazard ratios of distant metastasis-free survival and 95% Cl in patients with resectable head and neck benefit IKT
squamous cell carcinoma treated with induction ch therapy followed by | ional or | ional alone.

Richard 1991a™ is for cancer of the floor of the mouth, Richard 1991b™ is for cancer of the posterior oral cavity and oropharynx. Hasegawa
1996", Licitra 2003"®, Paccagnella 2004'".

Dnevi internisti¢ne onkologije, 14. 11. 2019
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https://www.ncbi.nlm.nih.gov/pubmed/26318725

Metaanaliza 2 raziskav, n= 226, LRFS, PFS, OS enak,
podanaliza: cN2 imajo OS benefit

Druga raziskava: ni benefita, vendar manj fibroze in
disfagije po IKT+OP (manj obsezna op.?)

Dnevi internisti¢ne onkologije, 14. 11. 2019 11

TREMPLIN: francoski, larinks
TCF, nato RT/cis ali RT/CET:
Nobene razlike v OS, ohranitvi
larinksa

Dnevi internistiéne onkologije, 14. 11. 2019 12
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Locally advanced
(stage lI-IVA, IVB)

(CCYRT

Current standard-of-care paradigm in LA SCCHN.

‘ Organ preservation strategy

(Nonsurgical approach®)
/\‘ Red = controversial Cisplatin
Follow-up (CCHRT (CCHRT = radiotherapy Karbo+5

-FU (Francoski rezim)

(CCHRT ICT— (concomitant with systemic therapy) Cetuximab (cisplatin unfit)
(CCHRT
Dnevi internisticne onkologije, 14. 11. 2019 9?\2}?952 13

Najuéinkovitejéa shema IKT je TCF (docetaksel/cisplatin/5-FU)

Primerjava CF vs. TCF

IKT, nato RT, ne CRT

.

Pri neresektabilni bolezni je edina level evidence IA

4

Dnevi internistiéne onkologije, 14. 11. 2019

14
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in Locally Advanced Head and Neck Cancers: An [ndividual
Patient Data Meta-Analysis of the Meta-Analysis of
Chemotherapy in Head and Neck Cancer Group

Pierre Blanchard, fean Bourhis. Benjemm Laces, Marshail R. Posner, Jan B. Vermerken,

Juan J. Cruz Hernandez, Abderrakmans Bourredijens, Gilles Calais, Adrismo Paccagneila, Ricardo Hiw,

and jean-Pierre Pignan on behalf of the Mee- Analyss of Chematherapy in Fead and Neck Cancer, Indhiction
Project, Collabarative Group

Five randomized trials representing 1,772 patients

0S, HR za smrt 0,79; 95% 1Z: 0,70-0,89

Taxane-Cisplatin-Fluorouracil As Induction Chemotherapy | (in Oneo! 31 28542860, & 2013

TCF vs. CF zniza tveganje za
progres in smrt relativno za 20%
in absolutno za 7%.

PFS, HR za progres 0,78; 95% 1Z: 0,69-0,87

1004 B
B0+ o 80+
. Absolute difference li"f -
= at 5 years (95% CI): rut o s
= 60 - 1.4% 42310 412.5) == B0 oL BcaliFpeC
) S5 \ at 5 years (95% CI):
s il @ 3 453 +7.1% (+24 10 +11.8)
= 424 as
S 40 —— & 5 404 l 355
» S '
a
20 20
* Tax-PF Tax-PF
= PF - PF
0 v 2 3 4 & & T 8 0 1 7 3 4 5 & 7 8
Time From Random Assignment (years) Time From Random Assignment (years)
Dnevi internisti¢ne onkologije, 14. 11. 2019 15
[Lokoregionalne ponovitve za -7%} [ Oddaljene ponovitve za -6% J
100 D 100
= Tax-PF Tax-PF
—_ = PF — = PF
= =
= 80+ Absolute difference — 80+
= at & years (959% CI): =
= 7.4% -13.7t0-1.1) s
- 80 Vsis S he
e 453 g Absolute differanca
W | i at b years {35% CI):
= - 7380 a2 f » 6.4%(-12.3 t0 -0.5)
=] g (=}
- = § 201
L 204 2 204 14.2
o o .
- 137
0 1 2 3 4 5 6 7 8 4] 1 2 3 4 b 8 7 B8
Time From Random Assignment (years) Time From Random Assignment (years)
Dnevi internistiéne onkologije, 14. 11. 2019 16
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Vecja varnost pri TCF

No. Deaths/Mo. Entered
Trial Tax-PF PF O-E Variance Hazard Ratio HR {95% CI)

Spain 1998 86/189 85193  -132 376 —— 0.70 (0.51 to 0.97)
I

EORTC 24971 139177 1601181 -253 737 —.— 0.71 {0.56 to 0.89)

TAX 324 124/256 145246 -20.1 66.8 —-— 0.74 (0.58 t0 0.94)
!

GORTEC 2000-01 521113 83/107 -8.1 286 —_e 0.75 (0.52 to 1.09)
I
1

TTCC 2002 1021156 931156 63 487 | —li— 1.14(0.86t0 1.51)

Total 483/889  G46/883  -60.3 2564 ’ 0.79 (0.70 to 0.89)
! P <.001

Test for heterogeneity P=.08, F =51%

oz ' h0 20
Tax-PF better PF better

TCF je stroskovno
uginkoviteji! EORTC TAX323: (EORTC C30) za
2 rezima: po 6 mesecih od zacetka th.
TAX323/TAX 324

Modificiran TCF!

Dnevi internisti¢ne onkologije, 14. 11. 2019 18
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Serious AEs were
TPF — chemo- . . . significantly more
DeCIDE [28] 285 RT? versus chemo-RT N2 or N3 disease OS: no difference common in the ICT
.TG.: za strogo " [ Post IKT: reducirane doze cisplatina/samo RT/RTcet/RTcarbo! ] arm - -
selekcionirano populacijo! Febrile neutropenia
TPr . cremo
PARADIGM [29] 145 RT® versus cisplatin-  Unresectable disease  OS: no difference ICT — chemo-RT arm
" RT .
[ Prezgodaj zaklju¢enal ] than in the chemo-RT
arm
* TREMPLIN faza ll - Higher rate of non—
: ’ - treatment-/disease-
PF — RT/surgery + RT . . LFS: similar efficacy
RTOG 91-11 [49, 76] ~ 517-520 versus cisplatin-RT ~ ClotC/supraglottic o yoen pE , RT ang [elated death occurred
stages IlI-IV LASCC ) - with cisplatin-RT
versus RT cisplatin-RT
versus PF — RT and
RT alone
Larynx preservation:
A: PF — RT/surgery Resectable OS with functional Grade 3/4 mucositis
EORTC 24954 [48] 450 versus B: laryngeal/hypopharyng larynx was numerically was numerically lower
(PF—-RT)*x3—PF eal disease improved in arm B in arm B versus A
versus A
TPF — cisplatin-RT or  Stages lli-IV disease Co: Hgnerwith TPE 1y ion TPF did not
cetuximab-RT versus  of the oral cavit than without affect compliance to
Italian trial [27] 414 etuxin 4 «LRC: Higher with TPF comp
cisplatin-RT or oropharynx, than without cetuximab-RT and
cetuximab-RTernisticne onhypopharynx2019 cisplatin-RT 19

Raziskava

Cohen, Cikago
DECIDE

Haddad,
Boston,
PARADIGM

Hitt, Spanija

Pacagnela,
Italija

Takacs-Nagy
Budimpesta

Randomizirana
faza lll, odprta

Randomizirana
faza lll

Randomizirana
faza lll

Randomizirana
faza lll

Randomizirana
faza ll

285

145

439

101

66

Vkljucitveni

N3/N3

2004-2009

Neresektabilni/
mejno resek.
T3/4 ali N2/3
/ohranitev
organa, 2004-08
Lokalno
napredovali

Stadij 11/1V

Neresektabilni
Stadij IIl, IV

Dnevi internisti

ReZim zdravljenja

2XTCF, CRT

vs.

CRT (doce, 5-FU,
hidroksiurea)
3xTCF, CRT

vs.

CRT (doce ali karbo
ali 2x cis)

3xCF ali 3XTCF, CRT
vs. CRT (3x cis 100)

3XxTCF, CRT
vs. CRT(cis, 5-FU)

2XTCF, CRT (cis 100)
vs.

g\BInLGI'&gJeOQ) 11. 2019

Cilji - izidi th.

OS 3 leta: ni
razlike (75% vs. 73%)
RFS 3 leta: ni
razlike (67% vs. 59%)

0S 3 leta: ni
razlike (73% vs 78%)

PFS ni razlike
OS ni razlike

PFS ni razlike

OS ni razlike
Radioloski CR: 50% vs. 22%
Lokalna, LRC, PFS,
OS: ni razlike

63% vs. 70% radiol. CR

Rand0m|2|rane §tudlje . IKT'CRT VS. CRT omanjkanje zakljucenih raziskav!

Vec levkopenij in
neutropenij pri IKT

16 vs. 1 FN v IKT

Obvladljiva
toksicnost IKT

3 smrti po IKT, ve¢ G3/4
neutropenij, ve¢ pozne
toksi¢nosti (G2/3
kserostomije v IKﬁ
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Induction chemotherapy followed by concurrent radio-chemotherapy
versus concurrent radio-chemotherapy alone as treatment of locally
advanced squamous cell carcinoma of the head and neck (HNSCC):

A meta-analysis of randomized trials

Wilfried Budach®, Edwin Bélke?, Kai Kammers", Peter Ame Gerber®, Klaus Orth®, Stephan Gripp?,
Christiane Matuschek **

@ CrossMark

Reference n” HR

Total

TPF—RT-CHX vs. RT-CHX in locally advanced head and neck cancer

Meta-analysis of randomized controlled trials: Overall Survival

95% CL-  95% CL+ P

Radiotherapy and Oncology 118 (2016) 238-243

Cohen etal. 1 M 090 05% 1410 06N —0—%—
’
Haddad et al. " a5 1.0%0 0.5%0 2.030 0.785 : *
witt et al, 1% 28 1109 0825 1489  04% —_ —
m . 58 0800 0.560 1.150 02M  —de
Takicsi-Nagy et al, 18 & 1490 087 277 02m -
09s

Dnevi internisti¢ne onko\ogj"m]ﬁ'wm 0s 06 08 10

TPF—RT-CHX vs. RT-CHX in locally advanced head and neck cancer

Meta-analysis of randomized controlled trials: PFS

Reference n" MR 5% Cl-  95% G+ P

Paccagnella et al 16 omns 0.424

9

Cohen etal, 0.800 0.560

ald

Haddac e1 0.59%0

Hitt ot al. 15

Takicsi-Nagy et ol 1%

Total

Hazardratio 0.5 06

08 10
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Zakljucki:

Dnevi internisti¢ne onkologije, 14. 11. 2019 23

* Zelo rizi¢ni za oddaljene zasevke:

* N2c (multiple bezgavke)
* N3 (velike bezgavke)

* nizko lezece bezgavke

* Ca. hipofarinksa

[ Raziskava DECIDE J

* Situacije, kjer pricakujes hiter odgovor in s tem odlozis potrebo po
PEG-u

* Bolniki brez pridruZzenih bolezni (NE: z aterosklerozo, koronarno
boleznijo, jetrno cirozo)

Dnevi internisti¢ne onkologije, 14. 11. 2019 24
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A meta-analysis comparing cisplatin-based to carboplatin-
based chemotherapy in moderate to advanced squamous cell
carcinoma of head and neck (SCCHN)

C Hazard Ratio
. . 00 ] I . [\ d. 95Y

QUL

Oncotarget, Vol. 7, No. 6

Published: January 09, 2016

Test for overall effect: Z = 2.53 (P = 0.01)

A.C.Wilkins et al.2013 -0.39 031 266% 0.68[0.37, 1.24) =T

A.Homma et al.2004 026 04 16.0% 1.30(0.59, 2.84) -

D Andres et al.1995 042 026 37.8% 0.66[0.39, 1.09] -

D.Rades et al.2012 093 036 19.7% 03840mT9nQ80] -

Total (95% CI) 100.0% [ 0.67 [0.49, 0.91) *

Heterogeneity: Chi? = 4.90, df = 3 (P = 0.18); I = 39% '001 0;1 s 1=° 1003

Favours cisplatin  Favours carboplatin
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Overall Survival
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Zelo pomembna je presoja na MULTIDISCIPLINARNEM KONZILIJU!

Izid bolnikov obravnavanih na MDT je boljsi!

MULTIDISCIPLIN ARY DISCUSSION

Proportion surviving
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Stage IV only

= Not seen by MDT
= Seen by MDT

HR: 0.69; p=0.004

0 50 100 150
Times since diagnosis (months)

Friedland PL, et al. Br J Cancer 2011;104:12461288: ineristcne oniobgie, 14.11.2019
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Zakljugki

« Ce uporabimo IKT, je zlati standard TCF (bolj varna od CF)

* Trenutno je po priporocilih edina indikacija ohranitev organa-larinksa
(pri bolnikih, ki bi potrebovali totalno laringektomijo: TCF indukcija,
pri responderjih sledi RT, pri ostalih OP.

* Morebitne vloga TCF: pri operabilni bolezni: lahko zmanjsa lokalne in
oddaljene ponovitve in zve€a moznost ohranitve organa in funkcije

* Pri neresektabilni bolezni TCF vs. CF izboljsa prezZivetje

* Ne moremo reci, da je TCF+RT boljSa od samo CRT, vseeno nekateri
podskupine bolnikov lahko imajo korist: visokorizi¢ni za oddaljene
zasevke in tisti s prezervacijo organa

* Optimalna CRT po IKT ni znana
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¢ ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Odgovor na indukcijsko kemoterapijo

pri lokalno napredovalem raku glave in vratu

PRIKAZ REZULTATOV

Avtorji in sodelujoéi: doc.dr.CVETKA GRASIC KUHAR dr.med., prof.dr.PRIMOZ STROJAN dr.med., prof.dr.BRANKO ZAKOTNIK
dr.med.

Predstavlja: Klara GerSak

Retrospektivna analiza podatkov zdravljenja z IKT na
Ol Ljubljana

e IKT (shema TCF): 5-fluorouracil 750 mg/m?2 v 24-urni kontinuirani infuziji
4 dni zapored, docetaksel 75 mg/m? v enourni infuziji in cisplatin 75
mg/m? v triurni infuziji, oba 2. dan.

e Predvideni so bili trije ali stirje cikli IKT v razmiku treh tednov.

e Evaluacija ucinka IKT je bila narejena po drugem ciklu IKT (klini¢ni
pregled).

e Po zakljuceni IKT so bili bolniki zdravljenimi s KRT s cisplatinom (30
mg/m? tedensko) in obsevanjem (70 Gy, v odmerkih 2 Gy/dan, 5
odmerkov/teden).
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Od 15. 02. 2008 do
15.12.2014smo z
IKT zdravili 95

bolnikov.

Ustna votlina

Srednja starost -
bolnikov ob Ustni del zrela

dia)gnozi 56 let (35— spodnii del Zrela
75).

77 % kadilci, 72 % Nosna votlina
prekomerno Origo ignota
alkohol, 66 % oboje, L

3 HPV+.

61 % porocenih, 18
% pridruzene Gradus I
bolezni.

Analiza 9/2016. Neznan gradus

Grlo

Gradus |

Gradus Ill

60

50

40

30

20

REZULTATI

LOKALNI ODGOVOR (TUMOR)(%)

60
26 54
50
40
30
19 20 =
13 15 15
10
1
. . . . 0
pgpolm delni odgovor  stagnacija napredovanje popolni  delni odgovor stagnacija napredovanje neznano
odgovor

Po IKT resilne kirurgije ni bilo.

odgovor
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Rezultati prezivetja

Srednji ¢as spremljanja bolnikov je bil 56 mesecev (rang 1-83).

DOGODKI:

PONOVITEV: pri 50 bolnikih (53 %)

SMRT: umrlo je 70 bolnikov (74 %). Pri 20 bolnikih vzrok smrti ni bilo napredovanje tumorija.

Smrt med IKT: 5 (4 okuzbe, 1 izkrvavitev)

Smrt med KRT: 5

Srednji PFS je bil 15,7 mesecev, srednje OS je znasalo 20 mesecev. Triletno OS je bilo 34 %.

PREZIVETJE BREZ PROGRESA

1,04

o ) o
= o @
1 1 1

PrezZivetje brez progresa

oS
N
1

0,0—

_I"] suvival Function
- Censored

Srednji PFS je bil 15,7 mes
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PFS glede na lokalni odgovor
—| RR_lokalno
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CELOTNO PREZIVETIJE

_[7] Survival Function
-+ Censored

Srednje preZivetje
20 mesecev

OS glede na lokalni odgovor
1,0~ RR_lokalno
[cr
[1erD
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0,8 [1sp
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2|
:
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+
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OS glede na regionalni odgovor

1,0 RR_podro¢
1

P=0,04 §

-+ 1-censored
- 2-censored
3-censored

0,8—

v
o
o

1

Celotno
=)
S
|

0,04

Prognosticni dejavniki za prezivetje brez progresa in
celotno prezivetje

PFS
HR (95 % 12) HR (95 % 12)

T (stadij 0,81 (0,60-1,11) (0,65-0,93)

tumorja)

N (stadij 1,48 (1,01-2,18) 0,049 1,49 (1,07-2,09) 0,02
bezgavk)

Odgovor 1,55 (1,00-2,59) 0,05 1,54 (0,69-1,26) 0,04
lokalno
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PRENOSLUJIVOST
thad e n B L]
okuzba 43
FN 15
(9 % kljub G-CSF)
3 Odlog KT 15
Znizanje odmerka KT 21
12 Stomatitis 15
- Driska 40
4 ciklusi 3 ciklusi 1-2 ciklusa Periferna 12
polinevropatija
50,5 % primarna profilaksa FEBRILNE NEVTROPENIJE PEG/NGS 10
6 % sekundarna profilaksa
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¢ ONKOLOSKI INSTITUT
INSTITUTE OF ONCOLOGY
LJUBLJANA

Ohranitev grla

Predstavitev rezultatov

Avtorji: Klara GerSak, Gaber Plavc

Mentoriji: Cvetka Gras$i¢ Kuhar, Strojan Primoz

Retrospektivnha analiza podatkov
zdravljenja raka hipofarinksa in grla z IKT + RTKT
na Ol od leta 2016-2019
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DEMOGRAFSKI PODATKI

Odstotek
Stevilo | vseh (N=26)

Leto diagnoze

2016 11 42%
2017 6 23%
2018 1 4%
2019 8 31%
Starost (leta)
Razpon 47-72
Mediana 59
Spol
Moski 20 77%
Zenski 6 23%
BMI
Razpon 19,8-32,7
Mediana 23.9
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Kajenje
Breme kajenja pri
Nikoli aktivnih kadilcih
(Skatlic-let)
Nekdanji*
Razpon 5-105
Aktivni
Mediana 38
Neznano
0 5 10 15 20
Stevilo
Alkohol
Da
Ne
*Nekdaniji kadilec - s Neznano
kajenjem je prenehal vsaj
pred 6 meseci o 5 10 is
Stevilo
PS WHO Trajanje simptomov
(meseci)
0 19 73%
Razpon 1-36
1 7 27%
Mediana 3
%% . .
cel Simptomi
0 24 92% |
Hripavost
|
0,
1 0 0% Bolecina
2 2 8% Disfagjia ali
odinofagija
>2 0 0% Masa na vratu
|
HujSanje
Kaselj z ali brez
**CClI - stopnja komorbidnosti glede na Charlson Comorbidity hemoptiz
index, neupostevajo¢ utezi za leta in uteZi za karcinom v tej $tu
0 2 4 6 8 10 12

PS WHO - stanje zmogljivosti glede na lestvico Svetovne
zdravstvene organizacije

Stevilo
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KLINICNI PODATKI

Odstotek
vseh
Stevilo | (N=26) Lokalizacija
Lo — Transglotis - -

Opravljen izhodi$éni CT vratu 38% upraglotis
’ 19.2%

Da 18 69%

Ne 5 19%
Neznano 3 12% Hipofarinks Glotis

23.1%

Cas od diagnoze do
opraviljenega CT vratu (dnevi)*

Razpon 0-50

Mediana 6

*kot dan diagnoze se upo$teva dan, ko je bilo odvzet vzorec tumorja za citopatolosko ali histopatolo$ko preiskavo

NOS - not otherwise specified, brez dodatne opredelitve
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cT2 stadij cN stadij
0
2
1
3 2a
2b
4 2c
2, NOS
e 2 ke 12 2 0 2 4 6 8 10 12
Stevilo Stevio
Gradus
1
2
3
Neznano
0 2 4 6 8
Stevilo
INDUKCIJSKA KEMOTERAPIJA
IKT
(shema TCF):

- fluorouracil 750 mg/m?2 v 24-urni kontinuirani infuziji 4 dni zapored
- docetaksel 75 mg/m? v enourni infuziji
- cisplatin 75 mg/m? v triurni infuziji, oba 2. dan

(shema TKF):

- fluorouracil 750 mg/m?2 v 24-urni kontinuirani infuziji 4 dni zapored
- docetaksel 75 mg/m? v enourni infuziji
- karboplatin AUC 5 v polurni infuziji, oba 2. dan
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Odstotek
Stevilo vseh (N=26)
Cas od diagnoze do zaéetka Znizanje ail opustitev
iKT (dnevi)* odmerka**
Razpon 5-114 docetaksel 9 16%
Mediana 20.5 cisplatin 6 12%
Stevilo ciklov iKT 5-FU 8 14%
2 20 7% Razlog za TKF***
3 6 23% Naglus$nost 2 50%
Shema 1. cikel Ledviéna
okvara 2 50%
TCF 24 92% ——
Razlog za znizanje
TKF 2 8% odmerka****
Shema 2. cikel Naglusnost 1 1%
TCF 22 85% Gastrointestinal
i 0,
TKE 4 15% na toksi¢nost 3 33%
. Febrilna
Shema 3. cikel nevtropenija 3 33%
TCF 4 67% Drugo™*** 3 339%
TKF 2 33%
liniéna ocena . . :
K R Odgovor primarnega tumorja na iKT
odgovora na iKT po
Brez odgovora
katerem ciklu****** ?gi‘z/'“i odgovor
prvem 25 96%
drugem 1 4%

Odgovor patoloskih bezgavk na iKT

Delni odgovor (250%)
80.8%

Delni odgovor (250%)

32.0

Popolni odgovor

20.0
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NADALJEVANJE ZDRAVLJENJA (RTKT)

Rezim RTKT:

RT:
TD na primarni tumor 70 Gy

KT:
Cisplatin 40mg/m2 (1xtedensko) (max.ciklusov 7) ali
Karboplatin AUC 1,5 (1xtedensko)

Odstotek Stevilo ciklov soéasne KT**
Stevilo | vseh (N=26) Razpon 1-7

Vrsta radikalnega zdravljenja Mediana 5

Operacija in

pooperativna 5 ciklov ali ve¢*** 23 88%

RTKT 1 4% Stevilo ciklov soéasnega cisplatina

RTKT 25 96% (40mg/m2)
Cas od zadnjega cikla iKT do Razpon 0-7
zacetka RTKT (dnevi) Mediana 5

Razpon 1245

Mediana 26 5 ciklov ali ve¢*** 18 69%
Celokupni ¢as zdravljenja Razlog za uvedbo karboplatina
(tedni)* namesto cisplatina

Razpon 12-24 Ledvitna okvara 4 67%

Mediana 14 Drugo™** 2 33%
Tehnika obsevanja Razlog za prejetje manj kot 5 ciklov

IMRT 12 46% soéasne KT

VMAT 14 54%

Hematotoksi¢nost 2 67%
Odklanjanje 1 33%
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Izguba telesne teze tekom celotnega zdravljenja

Bolniki, ki so izgubili >5% izhodiS¢ne teze 12 46%

Bolniki, ki so izgubili >10% izhodiS¢éne teze 7 27%

lzguba telesne teze tekom obsevanja

Bolniki, ki so izgubili >5% teze med RT 19 73%
Bolniki, ki so izgubili >10% teze med RT 7 27%
Limfopenija tekom RTKT Nevtropenija tekom RTKT
15 8
6
10
2 R
,;,5 @
3 2
0 0 Gradus 1-2 Gradus 3-4
Gradus 1-2 Gradus 3-4
Stevilo
i Anemija tekom RTKT bolnikov, ki
Trombopenija tekom RTKT . J so potrebovali
25 transfuzijo
eritrocitov =
20 15 14 (54%)
15
@& 10 5
5 5
0 0
Gradus 1-2 Gradus 3 Gradus 1 Gradus 2
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Radiomukozitis

Gradus 1-2 22 85%

Gradus 3 3 12%

Neznano 1 4%
Radiodermatitis

Gradus 1-2 23 88%

Gradus 3 2 8%

Neznano 1 4%
Disfagija

Gradus 1-2 19 73%

Gradus 3 4 15%

Vstavitev NGS med RT 2 8%
Ostala toksi¢nost med RT

Slabost gradusa 3 3 12%

Febrilna nevtropenija 1 4%

IZID ZDRAVLJENJA
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e Uspesnost zdravljenja se ovrednoti 3 mesece po zakljuéenem obsevanju
e 5 bolnikov je z obsevanjem zaklju€ilo pred manj kot 3 meseci
Stevilo Odstotek
Ocena odgovora na zdravljenje*
Da 21 81%
Ne 5 19%
Nacin ocene odgovora
CT vratu 15 1%
PET-CT 33%
Endoskopija 24%
Samo endoskopija 2 10%
Interval med zakljuékom RTKT in oceno
odgovora (tedni)
Razpon 7-26
Mediana 14
Odgovor na RTKT
Popoln odgovor
Delen odgovor
g *** pozna toksi¢nost
rez odgovora . . o
ocenjena pri 20 bolnikih
0 5 10 15 20 Pozna toksi¢nost gradusa 3***
Stevilo |
Kserostomija
[
Disfagija
|
Fibroza
[
PEG ali NGS**
Traheotomija v |
odsotnosti recidiva
|
0 0.5 1 1.5 2
Stevilo
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Bolniki s ponovitvijo bolezni***** 2 10%
Cas sledenja (meseci)****** Cas sledenja
Razpon 0-43 (meseci)
Mediana 23 0-5 5 (19%)
Vitalni status*******
- 6-11 3 (12%)
Ziv brez bolezni v tej Studiji 18 86%
12-23 5 (19%)
Mrtev zaradi bolezni v tej Studiji 2 10% 24-43 13 (50%)
Mrtev zaradi drugih bolezni 1 5%

**** le pri 20 bolnikih je ¢as sledenja daljSi od 3 mesecev

=% od diagnoze do zadnjega kontakta/smirti

*ee+* |e pri 21 bolnikih je bila opravljena slikovna/endoskopska diagnostika po zaklju¢enem zdravljenju za oceno ucinka terapije
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1. klini¢ni primer:
Zdravljenje lokalno napredovalega raka
glave in vratu z indukcijsko KT

15. dnevi internisti¢ne onkologije
Tina Zupancic
Doc. dr. Cvetka Grasi¢ Kuhar

Ljubljana, 14. 11. 2019

BA, 1949, ('

- December 2012; 63 let

- Druzinska anamneza: Mama umrla zaradi akutne levkemije v
starosti 50 let, oce najverjetneje imel Ca. plju¢ (kadilec), umrl v

starosti 73 let, tudi vec tet in stricev imelo malignome.

- Ostale bolezni: Ve¢ manjsi poskodb, brez znanih kroni¢nih
bolezni.

- Alergije: Niso poznane.
- Socialna anamneza: Porocen, 2 otroka, metalurski tehnik,

najprej delal v Zelezarski proizvodniji, nato vrsto let v komerciali.

- Razvade: Nikoli kadil, alkohol le ob izjemnih priloznostih.
- Redna terapija: Ne prejema.
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Sedanja anamneza

| mesec
shujsal ni, brez bolecin.

- Na I. ORL pregledu ugotovljena
— citoloska punkcija pokaze na gnojno vnetje,
prejme Amoksiklay, vendar brez ucinka, napoten na ORL
UKC L.

Diagnosticni postopki

- CT vratu:D ob SCM 5 x |,3 cm centralno
ki odriva karotidni prostor medialno. V

v viSini spodnje roba mandibule in tonzile 2

x 2 cm velika lezija, ki povzroca asimetrijo struktur in bodi
steno farinksa.

- Biopsija: Planocelularni HPV 16/18 in

pl6 pozitivna.
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Klinicni status

- Splosni klinicni status:
Kompenziran, PS po WHO 0,

TT 73 kg, TV 177 cm. Ostalo bp.

- Lokalni klini¢ni status:
v desni
tonzilarni lozi velik
premera ki zajema
prednji nebni lok in preko
tonzilarne loze sega na mehko
nebo za /3, navzdol sega v
glosotonzilarni sulkus. Grlo bp.
Na vratu ki
sega od I-lll regije.
- Kliniéni stadij IVB (T3N3MO0)*

* AJCC Cancer Staging Manual, 7th Edition
(2010). www.springerlink.com

Cobo F, Talavera Carneo P, Garcia Lopez C, et al. Human
Papillomavirus Associated with Papillary Squamous Cell
Carcinoma of the Oropharynx in a Renal Transplant
Recipient.Infection 34(3): 2006; 176-80

1. ORL-KT konziljj

- Plan zdravljenja:
- po shemi

- vkljucitev v klinicno Studijo ORL 201 | (bolniki prejemali ali
cetuximab ali cisplatin ob RT).
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Indukcijska KT (1)

- l.ciklus 17.12.-21.12.2012:

Potek brez posebnosti, nekaj slabosti, | teden po KT nastanek pustuloznega
izpuscaja D glutealno, brez sistemskih znakov za okuzbo

Dokazan virus ter prejemal Anaclosil +
Valtrex in nato profilaksa z Valtrexom

Indukcijska KT (2)
2.ciklus 7. 1.- 11.1.2013:

10.1.2013:2. ORL-KT konzilij

Klini¢no: v D regiji v regiji |l

v sprednjem nebnem loku na D strani vidna se 0,5 cm
velika

Mnenje: Dober regres Tu, prejme se |XTCF ter uvrstitev
na pripravo za obsevanje.
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Indukcijska KT (2)

- 3.ciklus 28. 1.-1.2.2013:

- |.nalozitveni odmerek cetuximaba 13.2.
2013: (Studija ORL 201 1)

Radikalna KT-RT (1)

« Pricetek 20.2.2013 + 2. - Med KT-RT
aplikacija cetuximaba in
cisplatina 30 mg/m? - Vmes razvoj
tedensko. in potreba po
- 28.2.2013: Ocena za podporno zdravljenje,
izpuséaja ob vkljucen v

cetuximabu — brez koZne

toksicnosti po 2. aplikaciji,

nadaljuje samo s tedenskim + 12.4.2013 zakljudil KT-RT,
cisplatinom in RT. TD 70 Gy.
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Redne kontrole (1)

|. kontrola 3.7.2013: - CT ORL podrog¢ja 10.2.2015:
-V orofarinksu ni patoloskih - manjSe postobsevalne spremembe

sprememb, v zrelu in grlu,
- navratu v D regiji | Se minimalen - brez znakov za recidiv.

ploscat ostanek bezgavke (0,5 x . CT toraksa |1.2.2015: Ni

0,5 cm). ST )
Kontrolni CT ORL znakov za razsoj.

° ontroini
v -V nadaljnih kontrolah klini¢ni

podrocja 10.7.2013: ]

status bp, ugotovljena

- Postobsevalne spremembe, brez . .
uvedena substitucija.

znakov za lokoregionalni recidiv,

apikalni deli plju¢ bp. - Zadnja kontrola 27.6.2018:
- Nadaljnje kontrole: bp Brez znakov za ponovitey,
Zakljucek

- Indukcijska kemoterapija ima pomen pri
izbranih primerih lokalno napredovalega (N3)
raka glave in vratu.
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1. klini¢ni primer:
Metastatski karcinom nazofarinksa

15. dnevi internisti¢ne onkologije
Tina Zupancic
Doc. dr. Cvetka Grasi¢ Kuhar

Ljubljana, 14. 11. 2019

RC, 1957,

- September 2014; 57 let

- Druzinska anamneza: Oce v starosti 56 let umrl zaradi
Ca zelodca ali pljuc, brat ugotovljen Ca ledvice.

- Ostale bolezni: V otrostvu spontani pnevmotoraks, sedaj
ima HLP.

- Alergije: Aspirin, cvetni prah.
- Socialna anamneza: Porocen, 2 otroka, trgovski
poslovodja.

- Razvade: “socialni kadilec”, alkohol zmerno, zadnji mesec
abstinira.

- Redna terapija: Statin.
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Sedanja anamneza

| leto neboleca cez nekaj mesecev Se
opravil ORL pregled, kjer z
audiometrijo ugotovljena Cez
nekaj mesecev so se pojavile opravil pregled
pri pulmologu, ki je bil bp.
- Kmalu pogosto
in Obcasno bolecine v
shujsal ni, splosno pocutje dobro.
- Ponovni ORL pregled: ob
faringealnem ustju tube auditive ter v
Il. in v ll. regiji

- Napoten na ORL UKC MB.

Diagnosticni postopki (1)
- 26.8.2014 Panendoskopija:

- Pri endoskopiji skozi D nosnico je v

ki izpolnjuje celotno L polovico epifarinska in sega preko
mediane linije na drugo stran.

- Pri faringoskopiji na L strani viden tu, ki zajema celoten

torus tubaris in celotno steno epifarinska.Tu je
eksofiticen, moc¢no vaskulariziran.

- Biopsija Tu: nediferenciran deloma

nekroticen, brez limfovaskularne invazije, EBV +.
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Diagnosticni postopki (2)

- CT glave: Tu epifarinksa, ki prodira parafaringealno vse
do lat. stene sp. Celjustnice in sega v stiloidni prostor, sega
do baze lobanje, ne vrasca intrakranialno.

- UZ trebuha: Suspektne spremembe za metastaze; v VI.
seg. velika sprememba, v VII.
med V.in VIl. seg.

- Biopsija jeter: nediferenciran Ca, najverjetneje depozit
nazofaringealnega Ca.

- Klini¢ni stadij: IVC (T3NIMI)*

* AJCC Cancer Staging Manual, 7th Edition (2010). www.springerlink.com

g
™

L |
Wi
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Klini¢ni status in laboratorijske vrednosti
- Splosni klini¢ni status: Kompenziran, PS po WHO 0, TT

74 kg, TV 169 cm. segajo v epigastrij in pod
LRL, — L 3x1,5 cm
in D 0,5xI| e¢m.

- Lokalni klinicni status: L na vratu v Il. regiji bezgavka
(za SCM), v lll. regiji v V. regiji

- Laboratorijske vrednosti:
ukat/L, pkat/L, mmol/L

1. ORL-KT konziljj

- Najprej sistemska KT, glede na odgovor
odlocitev glede zdravljenja primarnega Tu.
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Sistemsko zdravljenje (1)
- l.ciklus 8.9.- 12.9.2014:

- Ob ciklusu nekaj slabosti, nato driska (G Il), vendar ze navaja
bistveno izboljsanje sluha, pocutje dobro.

- Ob tem

2. ORL-KT konzilij
- 23.10.2014 (ob 3. ciklusu KT):

- Klini€no: Na lat. strani epifarinksa Se vidno lezisce
tumorja, ne sega ve¢ mediano,

- Mnenje: Nadaljevanje s KT do skupno 6 ciklusov,
ponovno predstavitev za radikalno KT-RT.
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Sistemska terapija (2)

- UZ trebuha 14.11.2014: - Tekom sistemske terapije
Slabo omejena ugotovljene blaga hipoMg,
hipoehogena formacija v potek sicer brez zapletoy,

brez nizanja odmerkov.

- 26.12.2014: Zakljucek
sistemske terapije (6 xTcF).

3. ORL-KT konzilij

- 4.12.2014: Odlicen odgovor na indukcijsko
kemoterapijo, nadaljevanje z radikalno KT-RT.
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Radikalna KT-RT

- 19.1.2015 - 4.3.2015: 35 frakcij, cisplatin 40
mg/m?2
- Ob tem veckrat in potreba po parenteralnem

nadomescanju, prisotna blaga do zmerna

Redne kontrole (1)

- |.kontrola 24. 3.2015: - PET/CT 15.6.2015:
- Navaja
in na mestu
- Kliniéno:

- UZ trebuha:

- Lab: Brez odstopanja.
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Redne kontrole (2)

Brez klinicnih znakov za
ponovitev bolezni.

Laboratorijske vrednosti: bp.

UZ trebuha: brez znakov za
metastaze.

CT vratu: Brez znakov za
progres.

- PET/CT januarja 2018:
kompletna remisija

- Zadnji CT vratu 18.9.2019:

Brez znakov za recidiv.

Zakljueki

Tudi za MI nazofarinksa
ima obsevanje primarnega
tumorja pomen:tu je
vodilo v ozdravitev.

HEAD AND NECK CANCER, EXCLUDING THYROID
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Neoadjuvantno zdravljenje raka pljuc

prof.dr. Tanja Cufer, dr.med.
Klinika Golnik

Medicinska fakulteta Ljubljana, Slovenija

Dnevi internisticne onkologije, 2019

Razkritje

= Sodelovanje v svetovalnih odborih in predavanja za:
AstraZeneca, Boehringer-Ingelheim, Bristol-Myers Squibb, Roche,
MSD, Pfizer.
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Drobnoceli¢ni rak pljuc: ESMO smernice

T1-4 N2,3 MO

T1-4 N1-3 M1a, b
solilary and not ;
ih ; . Prophylactic
cranial irradiation
71,2 NO,1 MO \
-

Small-cell lung <
cancer

*if no confirmation of solitary metastasis is obtained, radiotherapy may be added after first response evaluation and is omitted in case of
obvious metastatic involvement

*#* concomitant chemoradiotherapy as an alternative option

*** or stable disease in case of localised disease

T1-4 N1-3 Mlab

Eniint mutiple or confirmed

Neoadjuvantno sistemsko zdravljenje pri DRP zaenkrat nima mesta.
Le okoli 5% bolnikov St T1-2NOMO, ti po operaciji prejemjo adjuvantno KT.
Fruh M, et al. Ann Oncol 2013

Nedrobnocelicni rak pljuc (NDRP)
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Prezivetja bolnikov z NDRP

Obdobje 1999 — 2010, 7 TNM klasifikacija

» =1,800,000 bolnikov z rakom pljué
Okoli 85% NDRP
Okoli 25% potencialno operabilnih

Months
24 60
P d Events/N MST Month Month . . .
|Ar1mwse ‘6’;;'/‘7581 NR sao7r':/o 9224, » = 380,000 operabllnlh bolnikov
IA2 505/3105 NR  94%  83%
IA3 546/2417 NR  90%  T7% 5-letno prezZivetje: 92% - 36%

Znacilno slabsa prezivetja pri St >

1B 605/1453 66.0 72% 53%
A 2052/3200 29.3 55% 36%

Potrebno je ucinkovitejSe adj/neoadjuvantno
IVA 336/484 115  23%  10% zdravljenje

Goldstraw P, et al. J Thorac Oncol 2016.

Smisel neoadjuvantnega zdravljenja S
NDRP ?L

= BoljSe celokupno prezZivetje
» Odgovor in srednja prezivetja pri razsejanem NDRP
o Platina vsebujo€a KT: 20- 30%, =9 mes
o Taréno zdravljenje (EGFR, ALK, ROS1, BRAF): 70-80%, 19 do
38 mes
o Imunoterapija: 20-57%, 15-30 mes, 2-letna prezivetja do 50%

= Ohranitvene operacije
« Standard lobektomija ali pulmektomija
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Neoadjuvantna kemoterapija NDRP

Adjuvantna kemoterapija NDRP: LACE
metaanaliza

Owerall Survival
Mo. of Evants / No. of Patients  Hazard Ratio

= gec gmglﬁg%py

=]
o

=]
o

0.85 10,77 to 127

Survival (%)

-~
o

081 1037 e 1.04)

071 054 b 0.4

0.89 (052 to 0.96)

05 10 ;'I'J
Chemotherapy Better |  Control Better 2 3 4
Cermotharapy sffect: Logrank statisic HR 0.89; p=0.004 | Time from randomisation (Years)

» Adjuvantna KT s platino zniza relativno tveganje smrti za 11%.

= Absolutna dobrobit 5,5%, ne glede na starost, histologijo in PS do 2.
Pignon JP, et al. J Clin Oncol 2008.
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Neoadjuvantna kemoterapija pri
operabilnem NDRP

Events Totals]
No preoperative chemotherapy 745

Metaanaliza: 15 raziskav, 2385 bolnikov 1\ ey 6%
St IB-lIIA

13% relativno znizanje tveganja smrti
(HR =0.87; 95% CI1 0.78 — 0.96; p=
0.007); 5% absolutna dobrobit

Ni povezave med neoadj. KT in RO
resekcijo

pCR okoli 4 % (0% -16%), podatki iz
individualnih raziskav

Zadrzki pri operabilnem NDRP: napredovanje bolezni ob KT, viSja po-operativha smrtnost.
Adjuvantna KT ostaja standard pri operabilnem NDRP !

NSCLC Meta-analysis Coll. Group, Lancet 2014. Hellmann M et al., Lancet Oncol 2014.

Neoadjuvantna kemoterapija pri potencialno
operabilnem NDRP Stadij IlIIA

. - Stev. Srednje 5-letno
RT+KT krg* —» KT 202 23.6 27.2
:
KT 3c — Resp RT 165 17.5 14

*81% krg, 71% RO, 35% pulmektomija; ** 50% RO, pCR 5%, 47% pulmektomija ; Resp Odgovor na zdravljenje

= V Inetrgroup raziskavi znacilno boljSa prezivetja bolnikov v skupini neoadj RT+KT in RO lobektomija.

= Neoadjuvantna KT, ki ji sledi krg zdravljenje je smiselna pri potencialno operabilnih bolnikih
z majhnim obsegom N2 bolezni in poslediéno mozno lobektomijo.

= Standard zdravljenja Stadija Il je zaenkrat konkomitantna kemo-radioterapija, kateri sledi v primeru
klinicne dobrobiti KT-RT imunoterapija (PACIFIC raziskava).

1. Albain KS, et al. Lancet 2009; 2. van Meerbeeck JP, et al. J Natl Cancer Inst. 2007.
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Neoadjuvantno taréno zdravljenje NDRP

Adjuvantno tarcno zdravljenje NDRP

g LI N

RADIANT ITT group \ CTONG 1104

e TN
= b L " WMTOAN T
"‘\." = Vieorelre s ol T = RITDALE D
_‘1|

B
m

il

B O 8 R et

3y DFS 34%

Hl.l__\“'- HE b riezereres = 160

Fraa Survn
Iprabability)

Diseasa-Frea Survivel
B an

Mg

N M 4 4 5 oW M

Tume (momthes)

Adjuvantno tar¢no zdravljenje $e ni standard pri nobenem od molekularno odvisnem NDRP.

Najve¢ podatkov pri EGFR+ raku; podatki dosedanjih faza 3 raziskav (problem metodologije,
staging, trajanje tarCne terapije, brez kombinacije s KT, itd) niso zadostni za standardno uporabo.

Velike prospektivne raziskave so v teku (ADAURA, ALCHEMIST, etc.)

Wu Y-L, et al. ASCO 2017, Abstr 8500.

Kelly K, et al. J Clin Oncol 2015.
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Neoadjuvantno taréno zdravljenje NDRP

EMERGING-CTONG 1103, faza 2: Neoadjuvantni erlotinib vs KT St IlIA-N2

- . Erlotinib KT

>

]

[ ORR__ | 54.1% 34.3%

Changein Target Lesions From Baseling| %)

v & s 05 & & b & o

ORR celokupni odgovor po RECIST 1.1; MPR pomemben patoloski
KT 6 tednov- 2 cikla | odgovor; pCR popolen patoloski odgovor; mPFS srednji ¢as do
=i napredovanja bolezni; OS celokupno prezZivetje, * statisti¢no znacilno

: Potrebne so vecje raziskave; problem
majhno Stevilo bolnikov z dolo¢eno
molekularno tarco in St [IA-N2.
Moznost spremljanja odgovora z tcDNA!

Zhong WZ et al. J Clin Oncol 2019.

5 From Baselinef %)

=
T
=
E

)
-«
=0
=

10

Neoadjuvantna imunoterapija NDRP

92/208



15. dnevi IO

Imunotearpija razsejanega NDRP

KN-001, zdravljenje s pembrolizumabom KN-24, zdravljenje 250% PD-L1 s pembrolizumabom

Events, Median 0S5, 5-Year OS Rate,

No. of Events HR (35% CI)
n/N mo (95% Cl) % (95% Cl)

Pembrolizumab 73 0.63 (0.47 to0 0.86)
75/101  22.3(17.11032.3) 232 (14.2to 33.5) Ehemetherspy 5 Lic g

515

345 Median 0S (months) (95% CI)
i 30.0 (18.3 to NR)
14.2(981019.0)

5.y 0S 23.2%

Overall Survival (%)

Time (months)

U E o * No. at risk:

—T—TT —T Tt
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 Pembrolizumab 154 12 106 96 89 83 52 2 5 0
. Chemotherapy 151 88 80 70 61 5§ 31 16 5 0
Time (months)

Dolgotrajna prezivetja — Ozdravitev ?

Garon EB, et al. J Clin Oncol 2019; Reck M et al., J Clin Oncol 2019

Neoadjuvantno zdravljenje s PD1
inhibitorjem

CM159, faza :Neoadjuvantno zdravljenje z 2 odmerkoma Nivolumaba pri operabilnem
St LIl in IIA

Pomemben patoloSki odgovor glede na PD-L1 -m-
_____ | ORR [ 2/20(10%) |
. I

Visok delez MPR in pCR!
PD-L1+ Slaba povezava med MPR in PD-L1 ekspresijo
M PD-L1- Slaba povezava med ORR RECIST1.1 in MRP
Unknown Varnost zadvoljiva, 5% = G3, 0%GS5.
21 krg, 20/21 krg, 20 RO resekcija

Regression (%)

Forde PM, et al. N Engl J Med 2018.
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Neoadjuvantno zdravljenje s PD-L1
inhibitorjem

LCMC3, faza 2: Neoadjuvantnio zdravljenje z 2 odmerkoma Atezolizumaba pri St LIl in
llIA/ resektabilen IlIIB

Subgroups [PD MsSD MPR [Jcur M Prev MNever [JMale []Female m éteViIo bolnikov
g ":'5:;'3'_'_ W W T Tt e W Wb Tt b e e m 6/90 (7%
: w|“I“JII|““|H’HIH‘HHHHH[HH‘ a7 5
1 |

477 (5%

Visok MPR ni potrjen.

Slaba povezava med MPR in PD-L1/TMB.
Varnost: 6% = G3, 2%GS5.

101 vklju€enih, 90 krg, 77 RO resekcija.
11/101 potencialno operabilnih bolnikov je
izgubilo moznost krg zdravljenja!

% Pathological Regression

David Kwiatkowski, et al. 2019 ASCO.

Neoadjuvantno zdravljenje s PD1 +/- CTLA4
inhibitorjem

NEOSTAR, faza 2: Neoadjuvantnio zdravljenje z 3 odmerki Nivolumaba ali Nivolumaba
+ Ipilimumamaba pri St LIl in 1A

(Resekcija) N=37 | N=21 N = 16

Visok MPR pri kombiniranem zdravljenju.

Blaga povezava med PD-L1i n pCR ter ORR.

Varnost: 12% G3, 4%G5 nivo; 8% G3 nivo + ipi.

44 vklju€enih, 37 krg, 7/44 potencialno operabilnih bolnikov je izgubilo moznost krg zdravljenja!

Cascone T, et al. 2019 ASCO.
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Neoadjuvantno zdravljenje s kombinacijo
PD1 inhibitorja in KT

NADIM, faza 2: Neoadjuvantno zdravljenje z 3 odmerki Nivolumaba plus KT ter 1
letom adj nivolumaba pri St IlIIA

| Izhod |  Stevilo bolnikov |
| ORR |  36/41 (785%) |
35/40 (85.4%
25/41 (71.4%

Zelo visok MPR in pCR za St Il A.

Podatkov o primarnem cilju 24-mes DFS Se ni.

Varnost zadovoljiva, nobeden od bolnikov ni bil izklju€en iz krg zaradi NU.
46 vklju€enih, 41/46 krg, 41 RO, 5/46 ni imelo krg zdravljenja.

Provencio M, et al. 2019 ASCO.

Neoadjuvantna kemoimunoterapija
NDRP: PotekajoCe raziskave faza 3

Studija (NCT) Zasnova Studije ALK/ | Cikli Adj
EGFR

CheckMate 816 | 350 | IB-IlIA | « Nivo+Platina dvoj¢ek NE | EFS, pCR
(02998528) * Nivo+lpi (zaprta 2018)

* Platina dvojcek
Keynote 671 [I-1IA | « Pembro+Platina dvojcek DA DA | EFS, OS
(03425643) * Platina dvojcek
IMPower030 374 » Atezo+Platina dvojcek NE DA | MPR, EFS
(03456063) + Platina dvojcek
AEREAN 300 | lIA-IlIB | » Durva+Platina dvojcek DA 4 DA | MPR
(03800134) + Platina dvojcek
NCT04025879 | 452 | lIA-1lIB | « Nivo+Platina dvojcek DA NR | DA | EFS

* Platina dvojcek

ClinicalTrials.gov
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ESMO Smernice, 2017

No enfamged N2 nodes
No entarged LNs but cental tumour or
and perpheral amour rlar

Enlarged discrete N2LNs

Postmus PE, et al. Ann Oncol 2017.

Neaodjuvantno sistemsko zdravljenje
raka pljuc, zakljucki

Neoadjuvantna ST nima vioge pri DRP.

Pri NDRP neoadjuvantna KT na osnovi platine nudi enako celokupno
prezivetja kot adjuvantna KT.

Zaradi moznosti napredovanja bolezni ob neoadj KT, nizkem pCR (5-10%) in
vecjem delezu perioperativnih zapletov, se pri operabilni bolezni priporo€a
adjuvantna KT.

Neoadjuvantna KT se zato priporoCa samo pri bolnikih s potencialno
operabilno N2 boleznijo.

Raziskave neoadjuvantnega tarCnega zdravljenja so zelo omejene, za
kakrsenkoli zakljuCek so potrebne dodatne raziskave.

Neoadjuvantna IT ali kombinacija IT+KT sta v individualnih faza 2 raziskavah
vodili v razmeroma visok pCR (do 38% in 71%) ter MRP (do 45 % in 85%).
Velike prospektivne raziskave, ki bodo pokazale uc€inkovitost in varnost tega
zdravljenja pa so Se v teku!
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Primeri neoadjuvantnega
zdravljenja raka pljuc

LOREDANA MRAK, DR. MED.

- PROF. DR. TANJA CUFER, DR. MED.
KLINIKA GOLNIK

DNEVI INTERNISTICNE ONKOLOGIJE, 2019

Primer 1 - Anamneza in klini¢ni pregled

NN

66-letni &, bivsi kadilec

PrejSnje in spremljajoce bolezni:
* Stanje po OP in KT zaradi ca sigme |. 2006
* Astma

DruZinska anamneza:
* Mama ca pljuc

Simptomi:

* Dispneja ob naporu

Klini¢ni pregled:
« PSWHO 0, bp
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Primer 1 - Diagnostika

Anatomski stadij

o CT toraksa, abdomna, CZS: 79 mm velika tu
formacija v DSR, lokoregionalne bezgavke, abdomen
in CZS bp

o PET-CT: potrdi stadij bolezni

Patomorfologija
o TBB DB9: Epidermoidni karcinom
o Molekularni oznacevalci: PD-L1 10%

stadij TANOMO - IlIA

{ Epidermoidni ca pljuc, }

Vprasanje 1: Kaksno standardno zdravljenje
priporocate?

1) OP - adj. KT

2) Neoadj. KT - OP

3) OP = adj.KTinIT

4) Konkomitantna KT-RT = IT
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Primer 1 - Zdravljenje

Vkljucitev v klini¢no studijo - IMPower030 (NCT03456063)
o Resektabilni NDRP stadij II-111B
|4 x KT *+ Atezolizumab - OP|—> Atezolizumab ali brez adj. TH

N2
Cis/Gem + Studijsko zdravilo
> Sopojavi: 1x G3 neutropenija (1x J, odmerka KT), G1 anemija in utrujenost

PR po
RECIST

Pred uvedbo TH PR po 2. ciklusu PR po 4. ciklusu

Primer 1 - Zdravljenje

Opravljena D spodnja lobektomija z limfadenektomijo

» Patoloski odgovor: izvid v delu

99/208



15. dnevi IO

14.&15. november 2019

Neoadjuvantna TH pCR, %
Kemoterapija® 4
Imunoterapija — mono%® 5-16
Imunoterpija — kombinacija® 38
Kemoterapija — Imunoterapija’ 71
Taréno zdravljenje® 0

MPR, %

22

19-45

44

85

Survival Probability

10

Histopathologic Response Criteria Predict
Survival of NSCLC Patients Treated with
Neoadjuvant Chemotherapy

Overall Survival

PCR in MPR pri neoadjvantni th pri NDRP

Neoadjuvant Cisplatin Docetaxel
Followed by Surgery and Erlotinib in
NSCLC Patients

Overall Survival

o] P <.0001

o

—
| Wiian. TSIORESRIND

L—.; <=10%

Survival Probability

<=10%

>10%

Paake=004

—— MR (E/N=13/%)
— WR(E/N=2/T)

Time (months)

Pataer A et al., J Thorac Oncol, 2012

1. Hellmann MD et al. Lancet 2014; 2. Kwiatkowski D et al. Ab 8503, ASCO 2019; 3. Forde PM et al. NEJM. 2018; 4. Reuss JE et al. Ab

o 1 2 3 4 5
Years tomSugey Date

Cascone T et al. Ann Thorac Surg, 2017

54, ASCO 2019; 5. Cascone T et

al. Ab 8504, ASCO 2019; 6. Li N et al. Ab P1.18-06, WCLC 2019; 7. Provencio M et al. Ab 8509, ASCO 2019; 8. Z

g WZetal.J Clin Oncol 2019

Pomemben patoloski odgovor — MPR
(£10% vitalnih tumorskih celic)

Step 1: Measure Step 2: Taka hematexylin and
gross maximum || eosin-stained siides of at least 1
diameter section per greatest tumor
diameter
4cm B
maximum c
diameter i

slide

Step 3: Measure % of viable tumor cells in each

viable tumar cells in

A

( E -%l 8'

# of slides examined

—— Mean residual

= = D " A+8+C#D f4slides
(R B )|
\ s . 4

Step 4: Sum the % of

each slide and divide by

viable tumor cells (%) =

% Viable tumor cells B

LEGEND
9% Necrosis " 9% Stromal ﬂssue% 9% inflammatory cells®

Hellmann MD, et al. Lancet Oncol 20
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Faza I/Il studije neoadjuvantnega
zdravljenja Z imunoterapijo pri NDRP

CheckMate-159 I(>2cm) <+ 2 cikla Nivo 69% -
(F1)12 -IA 24 M
LCMC3 (F )3 101 IB-1lIB  * 2 cikla Atezo 7 19 5 NR
NEOSTAR (F I1)* 44 I-IA = 3 cikla Nivo (23 bol) 20(22 30(19 22(10 NR
» 3 cikla Nivo-Ipi (21 bol) vs. 19) vs.44)  vs. 38)

ChiCTR-0IC-17013726 40 IB-IIA 2 cikla Sintilimab 21,6 40,5 16,2 NR
(F Ib)®

NADIM (F I1)® 46 1A * 3 cikli KT + Nivo > OP - 78,5 85,4 71,4 NR

1 leto Nivo

1. Forde PM et al. NEJM. 2018; 2. Reuss JE et al. Abstract 8254, ASCO 2019; 3. Kwiatkowski D et al. Abstract 8503, ASCO 2019; 4. Cascone T et al.

14.&15. november 2019

Abstract 8504, ASCO 2019; 5. Li N et al. Abstract P1.18-06, WCLC 2019; 6. Provencio M et al. Abstract 8509, ASCO 2019

Primer 2 — Anamneza in klinicni pregled

36-letni &, nekadilec

PrejSnje in spremljajoce bolezni:
* Brez

DruZinska anamneza:
* Negativna za rakave bolezni

Simptomi:
* 3 M suh kaselj in dispneja ob naporu, utrujenost,
1x hemoptiza

Klinicni pregled:
* PSWHO 1, sicer bp
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Primer 2 - Diagnostika

Anatomski stadij

o CT toraksa, abdomna, CZS: 36 mm velik tumor v DSR, 10
mm zasevek v DSrR, povecane hiIusvne in subkarinalne
bezgavke do 25 mm, abdomen in CZS bp

o PET-CT: potrdi stadij bolezni

Patomorfologija

o TBB, PBP DB8 in PBP 7: Adenokarcinom

o Molekularni oznacevalci: ALK pozitiven

° EGFR, ROS1 negativen

ALK pozitiven adenoca
pljuc, stadij TAN2MO - 11IB

Vprasanje 2: Ali so potrebne dodatne
preiskave?

1) PD-L1

2) MRICZS

3) Druge preiskave
4) NE
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Vprasanje 3: Kaksno standardno zdravljenje

priporocate?

1) OP - adj. KT

2) Neoadj. ALK TKI - OP

3) Neoadjuvantna KT - OP
4) Konkomitantna KT-RT = IT

Faza I/Il Studije neoadjuvantnega
zdravljenja s tarcnimi zdravili pri NDRP

Studija (Faza) “W Zasnova Studije Adjuvantna |ORR,% |MPR,% |PCR,%
TH

Emerging (FII)* 72 1IA(N2) ¢ 42DErlo

2 cikla KT
Case series? 11  llIA-IlIB + 28-120D Crizo
Sakula (F I1)3 7 A+ 3 MCeri

1. Zhong WZ et al. J Clin Oncol 2019; 2. Zhang C et al. ) Thorac Oncol 2019; 3. Zenke Y et al. Abstract P1.18-04, WCLC 2019

18
28,5

103/208



15. dnevi IO

Primer 2 - Zdravljenje

> 3 x Cis/Pem
> Sopojavi: 1x G3 neutropenija (zamik KT), G1 slabost,
bruhanje, utrujenost

> SD — po 2. ciklusih - inoperabilen proces

» KT-RT - TD 60 Gy v 30 fr, 1x Cis/Eto

> Glavobol med KT-RT = MR CZS pokaZe solitarni 3 mm
zasevek v CZS —.

» SRS zasevka v CZS
°©TD24Gyv1fr

Primer 2 - Zakljucek

1. Razsoj izven
CZS in progres

Zasevek v CZS vCzs
T T
KT  KT-RT Spremljanje 1. ALK TKI _
/P ~
SRS Brez dodatnega obsevanja CZS

Gospod po 3 letih Ziv, na 3. liniji proti ALK usmerjenega zdravljenja

104/208
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Hvala za pozornost!

ZAHVALA DR. CIRIC, DR. MOHORCIC, DR. UNK IN DR. KERNU!
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15. dnevi internisti¢ne onkologije
> eoadjuvantno sistemsko zdravljenje pri solidnih rakih

~’

POMEN NEOADJUVANTNEGA
SISTEMSKEGA ZDRAVLJENJA PRI
SARKOMIH

MAG. M. UNK, DR. MED.

PROF,, DR. B. ZAKOTNIK, DR. MED.

o~

-/

Liubliana, 14.-15.11.2019

Nt

o

-4

* VSEBINA:

* NEOADJUVANTNO ZDRAVLJENJE SARKOMOV MEHKIH TKIV
* NEOADJUVANTNO ZDRAVLJENJE KOSTNIH SARKOMOV
* NEOADJUVANTNO ZDRAVLJENJE VRETENASTOCELICNIH SARKOMOV
* NEOADJUVANTNO ZDRAVLJENJE OKROGLOCELIENIH SARKOMOV
* NEOADJUVANTNO ZDRAVLJENJE GASTROINTESTINALNIH TUMORIJEV

» KLINIENI PRIMER
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\ -/

</

JUVANTNO ZDRAVLJENJE SARKOMOV MEHKIH TKIV

* ADJUVANTNO ZDRAVLIJENJE:
* 2 META-ANALIZI RANDOMIZIRANIH KLINICNIH RAZISKAV

LANCET 1997: 6% ABSOLUTNO IZBOLJSANJE LRFS, 10% ABSOLUTNO IZBOLISANJE DMFS, 4% ABSOLUTNO 1ZBOLISANJE OS
CANCER 2008: 5% ABSOLUTNO IZBOLJSANJE LRFS, 10% ABSOLUTNO IZBLISANJE DMFS, 11% ABSOLUTNO IZBOLISANJE OS
¢ EORTC KLINICNA RAZISKAVA (G3 IN VELIKI TUMORII)
LANCET ONCOL 2012: TREND ZA IZBOLJSAN RFS/OS PRI VELIKIH TUMORJIH, VISOKEGA GRADUSA
¢ RETROSPEKTIVNE VELIKE SERIJE
DOBROBITI LE PRI DOLOCENIH PODSKUPINAH BOLNIKOV
KRATKA SPREMLIANJA IN S TEM VPRASLIIVA INTERPRETACIJA
e “FRUSTACI”-JEVA RAZISKAVA (JCO 2001)

G3, >5 CM, OKONCINE Z RAMENSKIM IN MEDENICNIM OBROCEM
UP-DATE: ONCOLOGY 2003 1ZBOLISANJE RFS/OS

LRFS: local relaps free survival; DMFS: distant metatstases free survival; OS: overall survival; RFS: relaps free survival

. 7

- I 1
RO 1 L

MOT risk
WI m
“ -?e‘-"!"-‘ i n =

assess %)
-mlﬁ'dv o e 50¢ cm m esions ol mast mwu ©

a2y |
= L O

e
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Group and the Spanish Sarcoma Group

Short, full-dose adjuvant chemotherapy (CT) in high-risk
' adult soft tissue sarcomas (STS): long-term follow-up of
a randomized clinical trial from the Italian Sarcoma

1041505 prob  (95% C)
AmA 064 (0.58-0.71)

101 O prob  (95% i)

AMA 056 [047-063)
praprprip iy MBOIaR L (fom FENCOMIZABON: 117 MONiNS (KGR, 100—135)
Overall 061 (0.

ATE 058 (0.50-0.66)
Overan 057 @51-0.62)

srednje spremljanje 10 let

0 3 Ty
: H
Eos 2 08 kb
- M i .
E & ' e v 5
Eus B i i F L .
F =
§ HE (A vs B) 0.92 one-sided 95% G1 (0.66-1.23) 2 HA (A vs B): 1.04 one-sided 85% C1 (0.78-1.38)
2o 5 04
H £
g 02 & % [—amn
g — AmE
o ———————————————— Ewte———————— ————————
® 40 60 R B 86 1@ 120 0 f2 24 % 40 60 7 M % w08 1@
Mot Time from aflocasion (mons) sk Time from aflocaion (monins)
AMIA B0 151 138 24 16 00 8 B B 7 AMMAI® 1R 14 W % B B T 78 6 &
AmE BT 154 14 @ 112 106 @ ® B4 B 43 AmMB1SS @8 11 M B 8 B T8 T3 5 3

Histotype-tailored neoadjuvant chemotherapy versus
standard chemotherapy in patients with high-risk soft-tissue
sarcomas (ISG-STS 1001): an international, open-label,
randomised, controlled, phase 3, multicentre trial

-

¢ samo okon¢ine in ramenski
ter medenicni obro¢
¢ samo 5 histoloskih podtipov

Konéna analiza, ASCO 2019 (mFU 57 m)

R ey RIS ‘0'76

A e ¥ Nl D
g - 2 I

i B 0.55 S

B . 0.66 -
L. busenr oy

H 0.47 H

! HR:1.232 (95%Cl 0.875,1.733; p=0.323) ol HR: 1766 (95%Cl 1.101,2.831; p=0.018)

time to relapss (months) time to death (months)

Disease-free sunvival (%)

HR 2.00 (05% C11:22-3.26); p=0-006

/

— Standard chemotherapy

—— Histotype-tailored chemotherapy
—+— Censored
—+ Censored

Number at risk
(number censored)
Standard 144 (0)
chemotherapy
Histotype-tailored 142 (0)
chemotherapy

Overallsurvival (%)

HR 2.687 (95% C11-104-6-940); p=0-034

T T T
n 24 36 48

Time to relapse (months)
63(65) 7 [72) 9(103) 0(119)
57(54) 28(70) 9(87) 1(95)

Mumber at risk
(number censored)
standard 144 (0)
chemotherapy
Histotype-tailored 142 (0)
chemotherapy

—

S

12 24 6 48
Time to death (months) /
75(68) 48 (83) 15(89) 0(128)
72(63) 40 (74) 13(91) 1(125)

A
\ Grondi et al. Lancet o-myn 6
o )
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-y
NOV‘STANDARD ZA VSE SARKOME MEHKIH TKIV Z
VISOKIM TVEGANJEM? o
N
A 57 5-letna verjetnost VSI (neoadi KT in neoadj KT-RT)
* KEMOSENZITIVNOST 041
* 80 % VISOKOMALIGNIH STS OKONCIN IN TRUPA: S e £ gzl
*  NEDIFERENCIIRAN PLEOMORFNI SARKOM g T g | RO in zasevki
 SNOVISKI SARKOM ) T —— R v Foow
*  VISOKO MALIGNI MIKSOIDNI LIPOSARKOM 04 f}' S -
+  LEIOMIOSARKOM ,ffﬁ RO in lokalna ponovitev
*  MALIGNI TUMOR OVOJNICE PERIFERNEGA ZIVCA o
* OHRANITEV FUNKCIJE 8 5-letna verjetnost (neoad; KT-RT)
R1 in zasevki
* RO OPERACIJA IN VPLIV o R .
* NA LOKALNO PONOVITEV Y RO n e
* POJAV ZASEVKOV E i 777777777777 /
i RO in R1 ter lokalna ponovitev
9 oo bt
~— \\\ - J 4" \ Gronchi erul.AmOmoy2

\/ NEOADJUVANTNO ZDRAVLJENJE
SARKOMOV

* ZANESLJIVA HISTOLOSKA DIAGNOZA
* MULTIMODALNO ZDRAVLJENJE
* KLINICNA RAZISKAVA

~

KOSTNIH
"/

+ OBSEG OPERACIJE MORA BITI DOLOCEN PRED 7 1
PRICETKOM NEOADIJ KT (KONZILLJ!)
+ BOLNIKI Z RESEKTABILNO METASTATSKO BOLEZNIJO SE g e p——
ZDRAVIJO PO ISTIH PRINCIPIH KOT BOLNIKI Z l ,_k_l T
OMEJENO BOLEZNIIO w.., oste .ul.n
Treatment adapted
10 the subtype*
=t @m:]l
conshiabg it )
Adwvant 0T m%;
volume If localised
- MI. Eur J Surg Weluck etal. JCO 2002; Pl:dvl. {20 1994; ESMO g\lldnlnn}&
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"

AYA

(ADOLESCENTS AND YOUNG ADULTS)

ADOLESCENTI IN MLADI ODRASLI: 15-39 LET

Tab.1 Patientenzahlen und ihre relativen Haufigkeiter nach Ge-

schlecht und Alter

4

Avax R Baker, M.D., Jons A. KirkpaTrick, M.D., AiserTo G. Avara, M.D.,

Jonathan ] Suuster, PuD., Hersert T. Abeison, M.D.
Josern V. Sisone, M.D., anp Teresa J. Viern, M.D

A Comparison of Two Short Intensive Adjuvant Chemotherapy
Regimens in Operable Osteosarcoma of Limbs in Children
and Young Adults: The First Study of the European

Osteosarcoma Intergroup

By Vivien H.C. Bramwell, Marion Burgers, Rodney Sneath, Robert Souhami, Allan T. van Oosterom, P.A. Voote,
Jacques Rovesse, David Spooner, Alan W. Craft, Reinier Somers, Jean Pringle, Archibald J. Malcolm,
Jan van der Eijken, Denis Thomas, B. Uscinsko, David Machin, and Martine van Glabbeke

cisplatin/doksorubicin enakovreden
trojcku z MTX (odmerkilll

Geschlecht
g ménnlich weiblich gesamt
‘E Altersgruppe | n % n | % n %
5 .
b <5lahre | 20 35 | 25 B5 | 45 A8
o 5-gJahre | 74 | 132 | 70 | 182 |1aa |52
10-14 Jahe (157 | 279 (115 | 300 {272 | p8s
15-19Jahee | 170 | 302 | 97 | 253 |267 | |83
N 20-24Jahee | 80 | 142 | 39 | 102 [119 | fizs]
= e >24Jahee | 61 | 109 | 37 ag | @8 | 108 =
s s 8 T2t a s <oz T s 35}
§ 3 2 3 2 33 F 23 F %23 832 F 4
g8 &2 3888 gareeeds Surnme 562 |100 (383 |100 |945 |100
Pl Yok )
osteosarkom Ewingov sarkom
N
N
v Mirabello et al. Cancer ?i Hense et al. Klin Pédiatr 1
~ OSTEOSARKOM
T T \
- -
© CHEMOTHERAPY
5 + conrnoL
N 2 —
52 st
: i : e rz q
1600 THE NEW ENGLAND JOURNAL OF MEDICINE June 19, 1986 Sa - 2-letni RFS
s 0,
THE EFFECT OF ADJUVANT CHEMOTHERAPY ON RELAPSE-FREE SURVIVAL IN g p<0,001 17 vs 66 %
PATIENTS WITH OSTEOSARCOMA OF THE EXTREMITY “3
Micnarr P. Lk, M.D., Acten M. Gooriy, M.D., Ancera W. Missr, M.D., ALexanper A Grees, M.D., ° ey o o
Crarces B. Pratr, M.D., Jean B. Berasca, M.D., Jon Parrcuann, FRC.P, Jaues S. Maveas, FRCP.,
1 1

Figure 3. Lite-Table Analysis of Relapse-Free Survival after Sur-
gery in Patients Accepting Randomization

. ' 3 » ' N N B '
- n - " n - T @ o =
H H H H H H L emoee = - »

Fig 2. DFS by chemotherapy orm. —, DOX/CDOP; .-, HDMTX/ Fig 3.

DOX/CDDP. Log-rank P = .05.

HDMTX/DOX/CDDP. Log-rank P = .10.

uu J

Overall survival by chemotheropy arm. —, DOX/CODF; ---, /

N
Link et al, NEJI\‘I?B&; Bramwell et al. JCOA992
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e OSTEOSARKOM

—

META-ANALIZA NEOADJ RAZISKAV: 3 VS 2 CITOSTATIKA

* 4 aktivni citostatiki niso superiorni trem
i 0 * Ce shema 3 citostatikov ne vsebuje HD MTX,
£ 5- letni o a a o q

5- letni EFS H 66 vs 60 % je inferiorna shemi 3 citostatikov z HD MTX
54 vs 46% = P=0,04

P=0,03 o

s
0 1 : 3 ' :

Years since surgery Vears snce suegery

Fig. 4 - Estimated events free survival (EFS) based on meta-
analysis of 5 two-drug regimens versus 8 three-drug regi-
mens. Mean values of EFS are estimated along with their
confidence intervals: HR = 0.701; 95% Cl {0.615-0.799).

Fig. 5 - Estimated overall survival (0AS) based on meta-
analysis of 5 two-drug regimens versus vs 8 three-drug \_/
regimens. Mean value of OAS are estimated along with their

confidence intervals: HR = 0.792; 95% CI (0.677-0.926).

v \ Anniga et al. EJG2011

-/ ’

EURAMOS-1 (STAROST < 40 LET)

histolegical respanse by grade

100+ — MAP
m — MAPE
2 M
o,
. B
HR 097 {95% C1073-129); p=0-86
slab odg. na KT (>10% viabilnega tumurja); 5-1 OS 45-55 % T T A o AE I
dober odg na KT (<10% viabilnega tumorja); 5-1 OS 75-80 % 0 > “ # 4 o &
Fallow-up (maonths)
Mumber at risk
(number censored)
MAP 310 (4} B4 () 243(18) 203 {40) 105 {38}
MARIE 308 () 2877 245(13) 211(38) 108 {48)
MAP . . . . . . eoe
[ [ [ ] dodatek ifosfamida in etoposida h postoperativni kemoterapiji
Primary —rae . v » .
< s O W22 ne izbolj$a preZivetja
resection ESPOLSE

MAPIE

e e e I I e (intenzifikacija sheme nima dobrobiti pri bolniku s slabo /
k 1-10 k11
- - iz prognozo — ,non responder*)

I slab odgovor na predop KT = slaba prognoza; VENDAR: ée nevnudNiuiéE s KT, 3e s)abgq prognoza }
— BFTCO 2002; Marina et al. Ldncet 2016
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T =4
@ EWINGOVA SKUPINA

& 4
+ EWINGOV SARKOM
*  PERIFERNI NEVROEKTODERMALNI TUMORJI KOSTI -
*  PRIMITIVNI SARKOMI KOSTI
100+ Nanmetasatic disease, experimental therapy 5-letni EventFreeSurvival: 69 vs 54 %; P=0.005
\\ _Wmﬂﬁ”ﬁﬂ:’!:“&mmm&’ Celokupno 5-letno prezivetie: 72 vs 61%; P=0.01
\ ——— Metastatic disease, standacd therapy
_ ‘E \ \_k_7 B
i R
gl = Rt
£ £ b M,
dokso max: 375 mg/m? " o ig Loy T e
MO in M1 £
30 let E 1
L i ) & H 1o "
Year
Fligire 1. Everit-fas Survival Accordiing to Study Group ad the Prasance & ] iz E I )
S Bbwancl of Mot static Do, ol e 15 W W e @ % w h Wl m
SO
\J \ Greler ot al. J. 2003
\_— ~/
“/
EWINGOVA SKUPINA
& 4
N
¢ STANDARD: VINKRISTINE, DOKSORUBICIN IN CIKLOFOSFAMIDE (VDC), IZMENJAJE Z IFOSFAMID IN ETOPOSID (IE)
¢ RAZISKAVA PRI OTROCIH JE PRIMERJALA "DOSE DENSE" NA 2 VS STANDARD NA 3 TEDNE.
IZBOLJSAN 5-LETNI EFS (73% VS. 65%, P = .048) Z ,DOSE DENSE“ SHEMO. SOPOJAVOV JE BILO PRIMERLJIVO
* RAZISKAVA PRI ODRASLIH POKAiE, DA JE "DOSE DENSE" KEMOTERAPIJA VDC/lE IZVEDLJIVA PRI ODRASLIH, BREZ
POMEMBNIH ZMANJSANJ ODMERKA. REZULTATI SO PRIMERLJIVI S HISTORIENIMI KOHORTAMI.
A B 4
10 . T —— C 100 PREZIVETJE D 100 EFS
EE i e B ¥ 7 90 3-letno OS 63% g 80
ag R % g0l 2 6o 3-letni EFS 52%
%g,“ S-letni EFS: 73 vs 65%; P=0,048 5 & | 5- letni OS 83% vs 77%; P=0.056 ; Metsiatstic at diagnosie g
gv“ Tnamen s 02 Toament g 407 == No = Yes 8 49 Metastatic at diagnosis
i i o 294 Log-rank p = .0291 & 20 - No = Yas
0 0 0 0 0 2 w0 @0 N . Log-rank p = .0010
Time (months) Time (months) = ! } ! ¥ ! ok X y v 1 !
o at it No.at sk 0 20 40 60 80 100 L] 20 40 &0 B0 100
T b n ® . 5 & i Time to death (months) Time to event (months)
otroci ) ()drasli / ‘
o
Grier et al. NEJM 2003; WQWO 2013; Lu et al. Oncologist 201 9¥qvis et al. J Am Aging AsJOIA

112/208



14.&15. november 2019

15. dnevi IO
\/ N’
< NEOADJUVANTNO ZDRAVLJENJE PRI GIST =
* KDAJ2 mx:émm

¢ INOPERABILNI ALI MEJNO OPERABILNI

* OPERACIJA Bl IMELA VELIKO POSLEDIC
(MULTIVISCERALNA)

* MNENJE KIRURGA
e KONZILIJ

g
@_%

Melims, 2018; Eisenberg ef al. J sm\oml 2009; Wang et al. )o 2011

KDAJ?

——Esophagus
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Progression-Free

BURTON L. EISENBERG, mp,"* JONATHAN HARRIS, ms,* CHARLES D. BLANKE, wo,*
GEORGE D. DEMETRI, Mp,” MICHAEL C. HEINRICH, Mp,” JAMES C. WATSON, mp,% JOHN P. HOFFMAN, wp,®
SCOTT OKUNO, Mp,” JOHN M. KANE, mp,” AND MARGARET von MEHREN, mp®

Progression-free Survival (%)
w
2

2-year Estimate
Y s05%,

B2.7%
T7.3%

L
mary 30 27
Recurrent/Mets 22 17

Patients at Risk Years after Registration
All Patients 52 33
b i
"

kS 3

Fig. 2. Progression free survival with a median F'U of 3 years.

Y ONSA

16
10
&

Journal of Surgical Oncology 2009;99:42-47

Phase 11 Trial of Neoadjuvant/Adjuvant Imatinib Mesylate (IM) for Advanced
i Primary and Metastatic/Recurrent Operable Gastrointestinal Stromal Tumor
(GIST): Early Results of RTOG 0132/ACRIN 6665

©
o'd o)
5 \ Eisenberg et al. J Surg 2009

‘Ann Sarg Oncol (2013) 20:2937-2943 Annals of

DOT 10.1245/510434-013-3013-7 SURGICAL ONCOLOGY

GFFIEINL I9URNAL OF THE SGrIETY OF SURGICAL ONCOL0GY

N

Neoadjuvant Imatinib in Locally Advanced Gastrointestinal
Stromal Tumors (GIST): The EORTC STBSG Experience

FIG. 1 a Disease-free survival
after resection of GIST treated
preoperatively with imatinib
(from date of radical surgery).
b Discasc-specific survival from
date of start of preoperative
imatinib therapy

Piotr Rutkowski, MD, PhD", Alessandro Gronchi, MD?, Peter Hohenberger, MD, PhD, Sylvie Bonvalot, MD, PhD*,

a

Probability

of DFS
Lo

0.8

0.4

b

Probability

of DFS

10 Mﬂ"&”.

0.8

0.6

0.4

02

12

1 |
24 36 48 60

Time (months)

& 4

1 |
12 24 36 4% 60 72 %4 |
Time (months)

7
!mkvski et al. Ann Surg Oncol y
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Available online at www.sciencedirect.com

ScienceDirect

EJSO xx (2015) 16

If your lump is bigger than a golf ball and
think Sarcoma

EJSO

growing,

[ IN POMISLI NA NEOADJUVANTNO ZDRAVLJENJE! |

R. Nandra “*, J. Forsberg ”, R. Grimer *

* Bone Tumor Service, The Royal Orthapaedic Hospiial, Brisiol Road South, Birmingham B31 2AF,

United Kingdom

b Section af Orthopaedics and Sports Medicine, Department of Molecular Medicine and Surgery,
Karolinska Instingte, Karolinska University Hospital, Stockholm, Sweden

¥\

{

N

the Jowrnal of Concer Surgery

WWW.Z]S0.com
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(Neo)-adjuvantno zdravljenje
bolnika s sarkomom mehkih tkiv
- Klinicni primer
asist. dr. Nina Turnsek, dr.med.

Sektor internisticne onkologije
Onkoloski institut Ljubljana

DIO, 14.-15. nobember 2019

Klinicni primer

Moski, 48 let, PSO

FA: mati limfom (65 let), oCe rak trebusne slinavke (69 let)

* Brez pridruzenih bolezni

* 2 meseca zatrdlina desnega stegna, ki raste, ob¢asno skeli

* UZ (UKC Mb, 03/2019): lobulirana solidna tumorska formacija v spodnjih 2/3
desnega stegna posteromedialno pod misicami 13x6x5.6 cm — razmerja do misic
ni mogoce zanesljivo opredeliti

* Rtg pc: nejasna formacija retrosternalno
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Vprasanje #1
Katere diagnosticne preiskave bi priporocali pri bolniku?

1. MRI desnega stegna, tankoigelna aspiracijska biopsija v podroc¢ni zdravstveni
ustanovi

CT desnega stegna, debeloigelna biopsija v referencni ustanovi

MRI desnega stegna, debeloigelna biopsija, CT prsnega koSa v podrocni
zdravstveni ustanovi

PET-CT, debeloigelna biopsija v referencni ustanovi

MRI desnega stegna, tankoigelna aspiracijska biopsija v referenc¢ni ustanovi

Klinicni primer ... nadaljevanje

* MRI desnega stegna (04/2019):

heterogena, centralno nekroti¢na tu formacija v dorzalni lozi D stegna, pre¢no
10x7.5 cm, vzdolZno 14-15 cm s psevdokapsulo, odriva femoralno Zilje in n.
ishiadicus, lezi med miSicami, brez vraséanja v podkoZzno mascevje

MTB#1: UZ vodena DIB, CT prsnega kosa in abdomna

* CT T: dve drobni leziji do 2 mm v DZR in DSR.
* CT A: posamezne mejno povecane bezgavke v mezenteriju — reaktivno

* UZ vodena DIB: sinovijski sarkom, G3, FISH: translokacija gena SYT
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Vprasanje #2
Kaksno zdravljenje bi priporocali bolniku?

Operacija = adjuvantna KT + RT
Neoadjuvantna KT - operacija = adjuvantna RT
Neoadjuvantna KT+RT = operacija

Samo operacija

A

Vkljucitev v klini¢no raziskavo

Klinicni primer ... nadaljevanje
MTB#2: neo-adjuvanta KT — RT; spremljanje sprememb v pljucih

Maj 2019:

* Pred uvedbo zdravljenja na novo oteklina leve podlahti 2 UZ doppler ven:
povrhnji tromboflebitis in GVT v. basilice; uveden NMH v terapevtskem odmerku

* 1. ciklus neo-adjuvantne KT (antraciklini + ifosfamid)

* Po 1. ciklu KT: visoko febrilno stanje, pekoce mikcije, brez hematurije. Nevtro 1.4 x
10/9/L (G I - 11); flebitis po KT desne kubitalne vene = Th: ciprofloksacin (750 mg)
in amoksiklav;
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Vprasanje # 3
Katere postopke bi priporocali pri bolniku v nadaljevanju zdravljenja?

Opustitev enega citostatika + prikljucitev so¢asne RT

2. Nadaljevanje KT v polnem odmerku, sekundarna profilaksa z GCSF + prikljucitev
socasne RT

Redukcija odmerka obeh citostatikov + prikljucitev so¢asne RT
Prenehanje KT in ¢imprejsnji zacetek RT

Definitivna kirurgija

Klinicni primer... nadaljevanje

Junij 2019:

* Neoadjuvantna KT: 2. ciklus antraciklin + ifosfamid (100%); + sekundarna profilaksa s
kratkodelujo¢im GCSF 5 dni

* Pricetek soc¢asne RT (predvideno TD 50,4 Gy v 28 fr)
* AE: trombocitopenijaG 1 2 {, Fragmin 7.500 IE/24h

Julij 2019:
* Neoadjuvantna KT: 3. ciklusu antraciklin + ifosfamid (100%), GCSF

e AE: radiodermatitis G1

* Klini¢no: tumor desnega stegna zmehcan, nebolec, cca. 18x15 cm

119/208



15. dnevi IO 14.&15. november 2019

Vprasanje #4

Kaksne postopke priporocate pri bolniku po zaklju¢enih 3 ciklih neoadjuvantne KT?

Zakljuciti KT s 3 cikli in dokoncati so¢asno RT = kirursko zdravljenje

2. Nadaljevati s Se 2 cikloma neoadjuvantne KT v polnem odmerku (klini¢ni
odgovor?) in konkomitantno RT = kirursko zdravljenje

3. Nadaljevati neoadjuvantno KT v reduciranem odmerku in so¢asno RT 2>
kirursko zdravljenje

4. Zakljuditi KT s 3 cikli in dokoncati so¢asno RT = kirursko zdravljenje = 2 cikla
adjuvantne KT

5. Vkljucitev v klini¢no raziskavo

Klinicni primer ... nadaljevanje

Julij — Avgust 2019:

* Neoadjuvantna KT: 4. in 5. ciklus v 100% odmerku, zakljucek
12.8.2019

* ob zakljucku obsevanja radiodermatitis G2, utrujenost G 2
* Klini¢no: zelo dobra PR
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Klinicni primer ... nadaljevanje

* MRI desnega stegna po zaklju¢ku neoadjuvantnega zdravljenja (26.8.):
dobra PR tumorja, tumor Se vedno v kontaktu s femoralnim Ziljem in
n. ishiadicus

* CT prsnega koSa: popoln regres drobne nodularne spremembe v DZR
(zasevek!); nodus v DSR brez dinamike

MTB#3: indicirana je kirurska resekcija

Klinicni primer ... nadaljevanje

* Histopatoloski izvid:

rezidualni sinovijski sarkom z obseZnimi regresivnimi spremembami
(60-70% celotnega tumorja), d = 7 cm; (tumor obdan z vezivno ovojnico
in ozko plastjo mascevija, ki ga loci od globokega resekcijskega roba)

Pooperativno:
* Celulitis pooperativne rane (E. coliin S. aureus)
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Vprasanje # 5
Katere postopke priporocate pri bolniku po zaklju¢enem zdravljenju?

Ne potrebuje spremljanja
Le klini€no spremljanje na 3 mesece prvi dve leti, nato 1x letno

MRI stegna na 6 mesecev, Rtg p/c na 3 mesece, CT prsnega kosa na 6 mesecev
prvi 2-3 leta, nato 1x letno

MRI stegna na 6 mesecev, CT prsnega kosa 1x letno

UZ stegna in Rtg p/c na 3 mesece
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Pomen neoadjuvantnega
(perioperativnega) sistemskega
zdravljenja pri rakih zgornjih
prebavil

Marko Boc, dr.med.

Ljubljana, 14.& 15. november 2019

KARCINOM ZELODCA — AGRESIVNA BOLEZEN

* SKORAJ 2/3 BOLNIKOV OB ODKRITJU Z T3-T4 TUMORIJI
* 85% BOLNIKOV — METASTAZE V LOKOREGIONALNIH BEZGAVKAH

* OPERIRANI BOLNIKI PO RO RESEKCUI
* Ss, - STADU 1 =70-75%
* Sg, >STADU 11B = <35%

* PRI 40-65% BOLNIKOV PO KURATIVNI OPERACIJI SE BOLEZEN PONOVI

* METASTATSKI BOLNIKI
* mS 8-11m, Sg, <10%

World Journal of Gastroenterology. 20 (7): 1635—-49.
Ann Surg. 2005 Jan; 241(1): 27-39.
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PRED PRICETKOM TERAPIJE

MULTIDISCIPLINARNI KONZILIJ (KIRURG, RADIOTERAPEVT,
INTERNISTICNI ONKOLOG, RADIOLOG)

PLAN ZDRAVLIENJA

Smyth EC et al. Ann Oncol (2016) 27 (suppl 5): v38-v49

CILJI PERIOPERATIVNEGA ZDRAVLIENJA

« ZMANJSANJE TUMORIJA =» vedja moznost radikalne
resekcije

* Zgodnje zdravljenja MIKROMETASTAZ

¥

VECJA MOZNOST OZDRAVITVE, MANJ LOKALNIH
PONOVITEV, PODALJSANJE CASA DO PONOVITVE,
PODALJSANJE PREZIVETIA
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NS L
2 [N
Eligible
| patients
—
3 ¢ycles : Surgery alone

preoperative

ECF (n=250) L ipz252]

[ 3-6 week break |

Surgery

[ 6-12 week break I

3 cycles
postoperative

, ECF
e ———

MAGIC (n=503)

Eligibility criteria

adenocarcinoma (after 1999)
No metastases
ECOG 0-1

Stage 2 |l gastric, gastroesophageal junction, or lower oesophageal

MAGIC preoperative patient characteristics

Surgery alone Chemo + surgery
Median age 62 62
Sex
Male 191 (75%) 205 (82%)
Female 62 (25%) 45 (18%)
Site of disease
Gastric 187 (74%) 185 (74%)
Qesophagus 36 (14%) 37 (15%)
GOJ 30 (12%) 28 (11%)

ECF, epirubicin 50mg/m2, cisplatin 60mg/m2 and continuous 5-fluorouracil 200mg/m2/d

Cunningham D et al. N Engl J Med 2006;355:11-20.

S L
N

Eligible
patients

|
| S—

—

3 cycles
preoperative
ECF (n=250)

Surgery alone

L (n=253)

[ 3-6 week break |

Surgery

[ 6-12 week break I

3 cycles
postoperative

| EcF
e —

MAGIC post-operative patient characteristics

MAGIC (n=503)

Surgery alone Chemo + surgery
Surgery 1 curative resections
Curative 66/250 (66%) 169/244 (69%)
Palliative 70/250 (28%) 44/244 (18%)
Other 17/250 (6%) 27/244 (13%)
ypT stage 1 early T stage
T1 16/193 (8%) 271172 (16%)
T2 55/193 (29%) 62/172 (36%)
T3 106/193 (55%) 751172 (44%)
T4 16/193 (8%) 8/172 (4%)
ypN Stage (gastric) 1 early N stage
NO 421156 (27%) 421135 (31%)
N1 68/156 (43%) 721135 (53%)
N2 -34/156 (23%) 19/135 (14%)
N3 12/156 (8%) 2135 (2%)

ZMANJSANJE OBSEGA BOLEZNI

ECF, epirubicin 50mg/m2, cisplatin 60mg/m2 and continuous 5-fluorouracil 200mg/m2/d

Cunningham b et al. N EnglJ Med 2006;355:11-20.
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MAGIC (n=503)

B A
1.0 -
o] S5, > 36%vs. 23%
: HR 0.66 (0.53-0.81)
HR 0.75 (0.60-0.93) 520,001
_ or P=0.009 T o :
E 0.6 g 0.6
v 0.5 ) ) £ 054
K Perioperative .5
3 0.4 chemotherapy 2 04 Perioperative
5 O :Jo 3 chemotherapy
0.3 S S 0.3 A
“--n,__ Surgery alone a g SRR
02 T 021 S Sepiice
0.1 0.1
P=0.009 P<0.001
0.0 : T r T T )
0 (] 12 24 36 48 60 72 o 12 24 36 48 60 72
Months Months
No. at Risk No. at Risk
Perioperative 250 168 111 79 52 38 27 Pe::f;f:;‘:apy 230 139 22 58 46 32 2
s;g:r';‘mhe'apy o 5 %0 0 i N S Surgery 253 124 57 a2 28 15 8
Cunningham D et al. N Engl J Med 2006;355:11-20.
FNCLCC (n=224)
Elizible Eligibility criteria
tg'e e Lower oesophageal or GOJ adenocarcinoma (gastric after 1998)
| patien No metastases
ECOG 0-1
2-3 Gycles Surgery alone FFCD/ACCORD preoperative patient characteristics
preoperative (n=111)
L CF (n=113) L Surgery alone Chemo + surgery
| Median age 63 63
Surgery =
Male 91 (82%_) 96 (85%)
L‘i Female 20 (18%) 17 (15%)
Site of disease
3-4 cycles Gastric 28 (13%) 27(9%)
postoperative Oesophagus 5 (25%) 10 (24%)
CF GOJ 70 (62%) 74(67%)

CF, cisplatin 100mg/m2 and continuous 5-fluorouracil 800mg/m2/d day 1-5 q 28d

Ychou M et al. JCO 2011;29:1715-21.
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Eligible
e t‘?ents Surgery alone Chemo + surgery
Surgery 1 curative surgery
No resection 11 (10%) 7 (6%)
—— RO 81(74%) 95(87%)
o yat'v Surgery alone R1 6 (5%) 4 (4%)
| R { {n=111) R2 11(10%) 2(2%)
| Rx 1(1%) 1(1%)
ypT stage 1 early T stage
ik T0 (8%) 3 (3%)
' T1-2 (29%) 38 (39%)
T34 (55%) 57 (58%)
ypN Stage (gastric) 1 early N stage
3-4 cycles NO 17 (20%) 32(33%)
postoperative
CF

FFCD/FNCLCC post-operative patient characteristics

FNCLCC (n=224)

CF, cisplatin 200mg/m2 and continuous 5-fluorouracil 800mg/m2/d day 1-5 q 28d

N+ 68 (80%) 66(67%)
ZMANJSANJE OBSEGA BOLEZNI

Ychou M et al. JCO 2011;29:1715-21.

. l FNCLCC (n=224)
1.0+ 100
S5, > 38% vs. 24% DFSs, = 34% vs. 19%
- HR 0.69 (0.5-0.95) = HR 0.65 (0.48-0.89)
E P=0.02 g P=0.03
= n 4
= 0.6 o 60
® o
— [N,
< 0.4 © 40
g l §
o
w
0.2 4 = 20
Surgery =] Surgery
== Chemotherapy + surgery == Chemotherapy + surgery
T T T T T T T 0 T T T T T T
0 1 2 3 4 5 6 7 05 1 2 3 4 5 6
Time (months) Time (months)
No. at risk No. at risk
Surgery 1 79 53 38 27 16 13 7 Surgery 11 57 35 28 21 14 1"
Chemotherapy Chemotherapy
+surgery 113 93 65 53 a1 27 17 14 +surgery 113 76 53 44 34 25 17
YchouM et al. JCO 2011;29:1715-21.
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| | NS

Pre-operative chemotherapy

1. ~10% bolnikov ni koncalo predoperativnega zdravljenja
2. ~50% ni bilo zmoZno pooperativnega zdravljenja

MAGIC
3 cycles ECF

3 cycles: n=215 (91%)

MAGIC & FNCLCC

FFCD/FNCLCC
2-3 cycles CF
1 ecycle: n=11 (10%)
2 cycles: n=85 (75%)
3 cycles: n=13 (12%)
87% had minimum 2 cycles

Surgery

229 (92%)

109 (97%)

Post-operative chemotherapy

Any chemotherapy: n=137 (55%)
3 cycles: n=104 (42%)

Any chemotherapy: n=54 (50%)
1 cycle: n=6 (6%)
2 cycles: n=7 (6%)
3 cycles: n=16 (15%)
4 cycles: n=25 (23%)

Ychou M et al. JCO 2011;29:1715-21.
Cunningham D et al. N EnglJ Med 2006;355:11-20.

CTX |=—>| SURG
uT3/4 Nx
MO
Stomach |——— [ RANDOMISATION PE: survival
+
Cardia
SURG

EORTC 40954

Schuhmacher Cet al. JCO 2010;28:5210-5218.
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- EORTC 40954
A 1004
Treatment O N
Surgery alone 35 72
=  Chendsoey 3272 mOS: CTh + surgery = 65m
P - surgery = 53m
e HR 0.84, NS (p=.466)
% 40
s RO resection 81.9% vs. 66.7%, p=.036
o 204
o | SURG,,, >N+ (76.5% vs. 61.4%, p=.018)
. ooz 3 4 58 T postOP 0 > CTX, o, (27.1% vs. 16.2%, NS)
Time (years)
No. at risk
Surgery alone 58 48 34 20 1 4
CTx and surgery 61 49 a1 29 15 6
Schuhmacher Cet al, JCO 2010:28:5210-5218, |
Epirubicin? — MRC OE5
Histologically confirmed adenoCa
of lower oesophagus and EGJ I%CF SURG

(Type I and 11)

MDT-resectable desease following ———|_RANDOM
EUSand CT AECX Sorc

(T1/2 NO excluded)

CF: 2x 3w cycles of cisplatin (80mg/m?2 D1) and 5FU (1g/m?2 D1-4)

ECX: 4x 3w cycles of epirubicine (50mg/m?2 D1), cisplatine (60mg/m?2 D1)
and capecitabine (1250mg/m? daily)

Alderson D et al. ASCO 2015;#4002.
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0.00+

Time from randomisation (Years)

Epirubicin? — MRC OE5
Ecx] Median survival (95% Cl)
CF 2.02
(1.80, 2.38) ys
ECX 2.15
(1.93, 2.53) ys
HR 0.92
(0.79, 1.08)
""""" P- 0.8582
value
! 3-year survival (95% CI)
8
CF | 39% (35%, 44%)
At risk
CF st w5 21 e 21 T 46 2 13 ECX | 42% (37%, 46%)
ECX 446 343 229 172 124 91 70 45 23
Alderson D et al. ASCO 2015:#4002, |

/ Gastric cancer Ch

adenocarcinoma
of the gastro-
esophageal
junction type I-1lI
Medically and
technically
operable
cT2-4/cN-
any/cMO or cT-

\ any/cN+/cM0 /

ZO—A}O—ﬂ—ﬂbmﬁm]

FLOT4

FLOT: docetaxel 50mg/m2, d1; 5-FU 2600 Primary

mg/m2, d1; leucovorin 200 mg/m?2, d1; 8

oxaliplatin 85 mg/m?, d1, every two weeks endpomt
0S (ITT)

i N

ECF/ECX x3 - RESECTION -
ECF/ECX x3
- _d

Stratification: ECOG (0 or 1 vs. 2), location of primary
(GEJ type I vs. type I1/11l vs. stomach), age (< 60 vs. 60-
69 vs. 270 years) and nodal status (cN+ vs. cN-).

ECF/ECX: Epirubicin 50 mg/m2, d1;
cisplatin 60 mg/m?, d1; 5-FU 200 mg/m?
(or capecitabine 1250 mg/m? p.o. divided

into two doses d1-d21), every three weeks

al Batran et al, ASCO 2017
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— FIOTa

Resection surgery 313/360(87%) 336/356 (94%) 0.001
RO resection rate 276/360 (77%) 300/356 (84%) 0.011
Any surgical complication 188/341 (55%) 188/345 (55%)

Median duration hospital stay 16 days 15 days

Death 90 days 26 (8%) 16 (5%)

v VEC RO RESEKCI) Z KT PO SHEMI FLOT VS . ECX/ECF
v/ ENAKA MORBIDITETA IN MORTALITETA MED KT PO SHEMI FLOT VS. ECX/ECF

al Batran et al, ASCO 2017

-Peri—operativna kemoterapija pri zdravljenju karcinoma Zelodca
TAXANI — FLOT4

ECF/ECX (n=360) FLOT (n=356)
ypT stage _
<T1 53 (15%) 88(25%) 0.001 |
T2 44 (12%) 44(12%)
T3 175 (49%) 165(46%)
T4 47(13%) 37(10%)
NA 41(11%) 22(6%)
ypN stage
NO 146(41%) 174(49%) 0.029 |
N1 44(12%) 55(16%)
N2 54(15%) 47(13%)
N3 73(20%) 57(16%)
NA 43(12%) 23(7%)

v VECJI ODSTOTEK ZMANJSANJA T STADIJA PRI KT PO SHEMI FLOT VS. ECX/ECF

v' VECJI ODSTOTEK PATOLOSKIH KOMPLETNIH REMISI) 15.6% VS. 5.8% (rauiigketa. asco2ots;saons. )

al Batran et al, ASCO 2017
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— FLOT4

ECF/ECX (N=354) FLOT (N=354) P-value (Chi-Square)

.Grade 3-4 >5%
nirg—wen | e am
e | mmy
leopis e | wew

Anemia 20 (6%) 9 (3%) 0.04

al Batran et al, ASCO 2017

f— FLOT4

ECF/ECX (n=360) FLOT (n=356)
320 (90%)

Completed pre-operative chemo 327 (91%)
Surgery 340 (94%) 336 (94%)
187 (52%)
I

v VECJI ODSTOTEK BOLNIKOV ZACNE IN KONCA POOPERATIVNI DEL ZDRAVLIENJA PRI KT

PO SHEMI FLOT vs. ECX/ECF

al Batran et al, ASCO 2017
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Progression free survival
18 months ECF/ECX vs 20 months FLOT
HR 0.75 (0.62-0.91) p=0.003

Survival Probability
/,
[J'
|

Progression-fres survival (months)

FLOTA4

Overall survival
37 months ECF/ECX vs 50 months FLOT
LEE HR 0.77 (0.63-0.94) p=0.012

Survival Probability

Overall survival (months)

[ (e sndomzed) EEo — — sio1] Arm (a8 randotnized) Ty — — i)
ECFIX FLOT ECFIX FLOT

2 year 43% 53% 2 year 59% 68%
3year 3% 46% Jyear 48% 1%
5year 3% 4% 5 year 3% 45%

v PODALISANJE PREZIVETJA BREZ PONOVITVE IN CELOKUPNEGA PREZIVETJA PRI KT PO
SHEMI FLOT vs. ECX/ECF

al Batran et al, ASCO 2017

1004
o
£ |
2 807
mOS 36m vs 27m % -
53 50% vs 41%1 ® J Chemoradiotherapy
Y : o |
Lokalna ponovitev 19% vs 29% g 4 s
. I . @ M,
FU,,, 3e vedno signifikantna razlika v 207 Surgery only Ut
prezivetju?
.. o 100~
T3/4 tumorji v 69% £, .
N+ bolezen v 85% 38 ]
S5s
o . . . ﬁ g 60: Chemoradiotherapy
Signifikantno manj lokalnih ponovitev po 25 4o
~ O
D1 resekciji (2% vs 8%) €< 1 S .
Brez signifikantne razlike v lokalnih : 3 20: Surgery only i rer
. . o
ponovitvah pri D2 resekciji O o S e NS B e
0 24 48 72 96 120
Months after Registration
1. Macdonald JS et al. N Engl J Med 2001; 345: 725-730.
2. Smalley SR et al. J Clin Oncol 2012; 30: 2327-2333.
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Peri-operativna kemoterapija pri zdravljenju karcinoma Zelodca
DODATEK BEVACIZUMABA — STO3 MAGIC

Histologically confirmed, resectable (MDT review) stage Ib-IV

adenocarcinoma of the lower oesophagus, OGJ or stomach

Chemotherapy regimens
, Randomised 1:1 \ 21-daycycles

ECX

& Epirubicin 50mg/m?2IV on day 1
ECX + Bevacizumab & Cisplatin 80mg/m? IV on day 1
3 cycles 3 cycles & Capecitabine 1250mg/m?PO daily

5-6 week break
‘ l ECX + Bevacizumab

added to each ECX cycle
l 6-10 week break l

ECX ECX + Bevacizumab
3 cycles 3 cycles
Maint 1ce Bevaci b
6 doses

Lancet Oncol 2017; 18: 357-70

Peri-operativna kemoterapija pri zdravljenju karcinoma Zelodca
DODATEK BEVACIZUMABA — STO-3/MAGIC-B

Overall survival

—— Epirubicin, cisplatin, and capecitabine plus bevacizumab

A Median ECX 33.97 months
HR 108 in favour of the chemotherapy alone group, os
95% C10:91-1-29; log-rank p=036

7 ECX+ | 34.46 months

g B

- Hazard Ratio 1.067

2 (95% Cl) (0.8911 to

g

(=]

1.279)
Log-rank p-value 0.4784

i 0,
) Y = 5 B % 3-year overall survival (95%
Number at risk Time from randomisation (months) CI)
(number censored)

48.9% (43.6% to
Epirubicin, cisplatin, 533 (11) 404(52) 271(85) 135(59) 65(31) 30Q20) 98  1(0  0(0) ECX 53.8%)
and capecitabine :
Epirubicin, cisplatin, 530 (11) 397 (52) 254(69) 142(71) 57(27) 26(12) 13(13) 1(0) 0(0) 47 .69 42 3%
ECX+B 6% (42.3% to
bevacizumab

and capecitabine plus
" > 52.7%)

254

v/ DODATEK BEVACIZUMABA SISTEMSKI KT V PERIOPERATIVNO NE DOPRINESE K UCINKOVITOSTI TERAPIE, TAKO GLEDE
PREZIVETJA, KOT TUDI GLEDE ODGOVORA NA ZDRAVLIENJE IN STEVILA RO RESEKCIJ

v/ ENAKO ZAENKRAT VELJA TUDI ZA OSTALA PREIZKUSENA TARENA ZDRAVILA (TRASTUZUMAB, PERTUZUMARB, ITD.)

Lancet Oncol 2017; 18: 357-70.
Annals of Oncology 27 (Supplement 5): v38—v49, 2016 doi:10.1093/annonc/mdw350.
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Individual Patient Data Meta-Analysis of the
Value of Microsatellite Instability As a Biomarker

in Gastric Cancer

1.0 1.0 4
2 09 0.9
= 08 = 084
= =
g 0.7 s 0.7 4
o 064 'S 064
[ o = _ H
g 05 & 05
w04+ = 044
-4 S
% 03+ S 03

S
& 029 4 Msinigh 0.2+ _— wmslhigh
0 014 —— MSS/MSIlow 0.1 4 —— MSS/MSI low
0 12 24 36 48 60 72 84 0 12 24 36 a8 60 72 84
Time (months) Time (months)

No. at risk (No. censored) No. at risk (No. censored)
— 121(0) 102 (2) 93(3) 89 (6) 67(25) 44(47) 21(e8) 61(87) — 121(0) 107 (3) 101 (4) 93(8) 72(27) 47(51) 24(72) 81(93)
— 1,435 (0) 1,163 (14) 933 (29) 820 (45) 616(199) 415 (373) 226 (557) 52 (745) — 1,435 (0) 1,275 (18) 1,089 (41) 944 (66) 699 (243) 458 (441) 248 (645) 59 (851)

JCO 2019.

A B TABLE 2. Analyses of MS1 Predictive Role: Impact of Chemotherapy in MSH-High and
MAGIC + CLASSIC + ITACA-S + ARTIST
5 ey Treatment C
Loy -4 by MSI Status and o, of 5-Year Survival, %
S K] Survival Type Events 85% C1) HR (85% C1) r
= z DFS
> S
i a MSSMSI low 431y247 569(5381w602) 0650530079 133
@ @ CT + surgery v v41.2 (3660 46.4)
i LE surgery oy
& 0:3-{ —— Msibioh. soromy onty & 03 il mepmyarly MSINghCT+  26v7 @9BE04WE0T) 127(053w304)
& .2 { — MSI high, chemotherapy & (.2 —+ MS! high, chemotherapy sugery v v76.9 (63.21093.6)
a —+— MSS/MSI low, surgery only a —+— MSS/MSI low, surgery only surgery only
0.19 i MSS/MS! low, chemotherapy 0.1 9 i MSS/MS! low, chemotherapy
T T T T T T T T T T T T T T 0s
G 1S iy S A T MSSMS! low: CT + 368v198 620(589 0653) 075(0.6010094) 180
Time (months) Time (months) surgery v V528 (480t 58.00
No. at risk (No. censored) No. at risk (No. censored) surgery only
— 33(0) 27(2) 25(3) 23(4) 19 15(12) 4(22) 1(28) — 3300) 272 25(3) 23(4) 190 15 (12) 4(22) 1(28) MSI high: CT + 21 v5 75.4 (66.4 1o 856) 1.50(0.55 to4.12)
—— 88(00  75(0) 68(0) 66(2) 48(18) 29(35) 17(46) 5(61) —— 28000 2300 2000 18 166 127 700 308 “-Us'f! W V828 (70.11097 8 : B
— 422(0) 318(6) 238(13) 192(20) 163(34) 115(72) 68(119) 16(172) —422(0) 318(8) 238(13) 192(20) 163(34) 115(72) 68(119) 16(172) surgery only
——1,013(0) 845(8) 695(16) 628 (25) 453 (165) 300 (301) 158 (438) 36 (573) — 426 (0) 358(5) 281(10) 252(17) 211(43) 164(83) 105(142) 31(232)
A B MSS/MSI-Low Subgroups
1.0 1.0 MAGIC + CLASSIC
= Rl No.of  5-Yea Survival, %
=X 084 R 08+ Events (95% CD HR(95%C P
S 074 = 07
= >
Z 61 E 96 190v247 553(5070604) 066 (05310 081) 147
& 05 & 05 ¥412 (36610 46.4)
= 0.4 = 04
& 0.3 — MS! high, surgery only S 0.3 —+ MSihigh, surgery only 10v7 632(47410844) 145(0510417)
3 0.2.| —+ WS high, chemotherapy 3 0.2 ] = Ml high, chemotherapy v769 (632 0 B3 6)
““7 —— MSS/MSI low, surgery only ““7 —— MSS/MSI low, surgery only
0.19 _, MSS/MS! low, chemotherapy 0.1 . MSS/MS! low, chemotherapy
0 12 2 % 8 60 72 84 0 12 2 % 8 0 72 81 156v 198 624(57810674) 0.74 (053w 093) 070
B v52B (4801 580
Time (months) Time (months)
No. at risk (No. censored) No. at risk (No. censored) g = = =
— 330 292 273 25(5) 208 15(14 44 1028 —— 30 2902 273 256 20 1504 428 108 10v5 'ﬁﬁl ‘3"‘776 'I" 8"9‘;’3' 2.18 (069 694)
— 88(0) 78(1) 7400 68 (3) 52(19) 32(37) 20(48) 7(85) — 28(0) 230 210 18(2) 182 13(6) 8(10 4018 e b
— 422(0) 361(7) 299(20) 245(31) 197(s6) 138(101) 77 (157) 18(219) — 422(0) 361(7) 299(20) 245(31) 197(s6) 138(101) 77(157) 18(219)
——1,013(0) 914(11) 790(21) 699 (35) 502(187) 320 (340) 171(488) 41(632) ——426(0) 377(7) 321(14) 281(26) 235(57) 177(102) 111 (169) 35 (263)
JCO 2019.
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ZAKLJUCEK

* Perioperativna kemoterapija (pre in po-OP) predstavlja standard zdravljenja
pri nemetastatskem resektabilnem karcinomu Zelodca = stadij IB:
* perioperativna kemoterapija naj vkljucuje derivate platine in 5-FU,
* dodatek epirubicina opcijski (toksi¢nost),

* dodatek taksanov (FLOT) izboljSa odgovor na zdravljenje, podaljSa preZivetje brez
ponovitve bolezni in celokupno preZivetje

* Bolniki z viSjim lokalnim stadijem bolezni, mejno operabilni ali neoperabilni
* Predoperativna kemoradioterapija

* Taréna zdravila zaenkrat nimajo vloge v neoadjuvantnem sistemskem
zdravljenju raka Zelodca

e MSI status?
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Pomen (neo)adjuvantne
kemoterapije pri raku zelodca

kliniCni primer

Jasna Knez Arbeiter, dr. med.
Doc. dr. Martina Rebersek, dr. med.
DIO 2019

Sektor za internisti¢no onkologijo, Ol Ljubljana

jul/2018 Q
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jul/2018

*Na mali krivini zgornjega
. . dela korpusa zelodca : .
*Pod kardijo na sprednji tumorska formacija, ki QYnE;]J\%rﬁnk%r?ﬂseog drgﬁ;:‘é
steni zelodca povrsinski infiltrira misi¢no plast ez : ’rp o
fokus nepravilnih robov. Yelod&ne stene, brez €zl|a, verjemno Cisia.

*Histolo3ko: -zmerno in prerascanja v okolne *Stena Zelodca ni pimema
slabo diferenciran structure. za natanc€no oceno.
adenokarcinom, *Prisotne pove&ane *Trunkus celiakus v

-mesani tip po Laurenu, bezgavke ob steni Zzelodca proksimalnem delu zgornje
el =at i&ni in fruncusu celiacusu, strani v doIZ|n|.4mm
~a€Ino pecainoceticn. kardija prosta. stenoziran vsaj 70%.

T2 N2 MO.

Operacija
nov/2018
Neoadjuvantna KT A - Totalna gastrektomija z
avg-okt/2018 anastomozo po Rouxu, RO
resekcija.
‘ — - Patohistoloko: Invazivni
. led 6 aplikacij FLOT. adenokarcinom, zmerno
. pregle ~ ~ P diferenciran, pretezno tubularni,
ch‘?sna nOplthenos_T' b'?_gc pecatnocelicni tip po WHO,
driska in slabost, po aplikaciji mesani tip po Laurenu,
- Dobro pocutie, ob&asno lipedfilgrastima bolecine v eksulceriran, nejasno razmejen.
= o SRS . . Najvecja debelina 0.5 cm, v
pekoca bolecina v Zlicki, misicah in kosteh. vedini infiltrira mukozo, v enem

teza stabilna, apetit dober,
odvaja normalno

podrocju sega preko celotne

- Alopecija po prvih dveh debeline stene zelodca in plitko

PS5 po WHO 0, bolec eplkacion. e e
epigastrij. - Bruhala ni, povisane temp. si ni invazija, perinevraina invazija.
- Telesna te7a 52 kg22? izmerila, feza stabilna, v lab. YpT3 NO (0/60) MO,

brez odstopanj.

- Ambulanta za klini¢no - pooperativno zaplet z

prehrano okuzbo secil, odpuscena 3
tfedne po operaciji.
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Kontrola
jan/2019

- Navaja dobro po&utie, je A Pooperativna KT
jan-feb/2019

brez bolecin, hrano uziva
veckrat v manjsih obrokih,

blato odvaja vsakodnevno. ; ; » Kontrola
- Prejme 3/4 aplikacij ‘
-PSpo WHO 1. (celokupno 9), saj tekom sept/2019
- Laboratorij b.p. zadnje hospitalizacije pride
. e do septiCnega stanja.
- Prosi za krajsi odiog  sep o : - CT ne pokaze znakov za
pooperativne KT. - Sicer terapijo ponovno progres bolezni
prenasa brez vedjih tezav z ) B
iziemo blage driske in - Bolnica navaja dobro
slabosti. pocufije, tezo ohranja,

v bulanti za klinic apetit dober, odvajanje
-V ambuianti za Kinicno normalno, je brez bolecin.
prehrano ugotavljajo

izgubo teze in kahekti¢no - Laboratorijsko brez
stanje. odstopanj, blaga
normocitna anemija.
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POMEN NEOADJUVANTNEGA
SISTEMSKEGA ZDRAVLJENJA PRI
RAKIH SPODNJIH PREBAVIL

ASIST. DR. TANJA MESTI, DR.MED.
DIO 2019
15.11.2019, OI LJUBLJANA

-
v
Nl

cancer.

in slo:

INCIDENCA

Slika1:  Breme raka, Slovenija 2016.
Figure 1: Cancer burden, Slovenia 2016.

Umrljivost

eniga 2016, Livbligng: Institute of Oncology Livbligng, EDi )i gnd CancerRegistr

Cancer Registry of Republic of Slovenig, 2019

140/208



15. dnevi 10

14.&15. november 2019

INCIDENCA

Slika 3:

MOSKI / MALES

Najpogostejse lokacije raka in njihov odstotni delez po spolu in pri obeh spolih skupaj, Slovenija 2016.
Figure 3: The leading cancer sites with percentage distribution by sex and for both sexes together, Slovenia 2016.

ZENSKE / FEMALES

Prostata
Prostate

Koza, razen melanoma
Skin, non-melanoma

KoZa, razen melanoma
Skin, non-melanoma

Dojka
Breast

Skin, melanoma

Zelodec

Stomach

Mehur

Bladder

Ledvica zledvi¢nim mehom*
Kidney with renal pelvis*

Ne-Hodgkinovi limforni
Non-Hodgkin's lymphoma

Pliu¢a*
Lung*
Debelo ¢revo in danka* Pljuca*
Colorectum* Lung*
va in vrat™ Materni¢no telo
Head and neck* Corpus uteri
KoZa, melanom Koza, melanom

Skin, melanoma

Ne-Hoggkinovi limfomni
Non-Hodgkin's lymphoma

Trebuina slinavka
Pancreas
Zelodec
Stomach

Stitnica

Thyroid gland

Ostalo
Other

Ostalo
Other

Tabela2: Incidenca, groba inciden¢na stopnja in po i, evropski ter sl ki standardni populaciji
standardizirane incidencne stopnje raka, Slovenija 2016.
Table 2: Incidence, crude incidence rate and according to World, European and Slovenian standard
population standardized cancer incidence rates, Slovenia 2016.
incidenéna — svetovni - * — slovenski
SifraMKB | Primamalokacija Stevilo g:ﬁmm ssvw Wu@ﬂ msnﬁnl
I(Dcode | Primarysite Number | Crudeindidencerate | ASR**—World W ASR** — Slovenian
per 100,000 standard standard
15072 7301 3504 4974 5904
009 XIT;:* 817 7928 4038 ma
6955 6685 319 329 5040
oy | Vsainireo 25 29 11 193 26
Mouth and pharynx % 94 51 68 71
o Podiralnik 50 49 27 38 43
Oesophagus 4 13 06 09 10
e Zelodec m 26 26 192 86
— — — s —
- Debelo revo 514 502 %2 366 4538
Colon 393 318 151 22 270
(oo | Rektum nrektosigmaldna zveza 357 349 7 2,0 312
Rectumand rectosigmoid junction 204 196 80 nz 12

Liver and intrahepatic bile ducts

Zolénik in Zoléevodi
Gallldderand bilry tract

Trebusna slinavka
Pancreas

Grlo

Ly
Sapnik, sapnid n pljuca
Traches, ronchus nd lung

‘Maligni melanom koze
Malignant melanoma of skin

Skin, other malignomas

Druge maligne neoplazme koze

T e e I IE I S & )
&)
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Tabela 14:  Eno-, tro- in pet-letno Cisto prezivetje (s 95 % intervalom zaupanja) bolnikov, zbolelih za izbranimi
raki v letih 2012-2016 po spolu.
Table 14:  One-, three- and five-year net survival (with 95% confidence interval) of patients diagnosed with
selected cancers in period 2012-2016 by sex.
Eno-letno Tro-letno. Pet-letno
SifraMKB | Primama lokacija Spol @ﬁmﬁ*ﬂ ﬁumm Eummm
I(Dcode | Primary site Sex One-year survival survival Five-year survival
1
M+ 737 733-741 62,1 61,7626 58,0 57,5-585
s | M 7 T5-126 599 593606 53 555570
1 758 752-763 6438 64,1654 60,1 59,4-60,9
o4 | Ustainirelo M n3 699-748 51,0 483-540 a7 40,7469
Mouth and pharynx 2 850 813-889 n5 67,6-719 659 590-736
cis Pairalnik M 1.2 363-468 17 113-192 105 74-148
Oesophagus 2 390 294-51,7 137 7,7-242 142 80-251
as Zelodec M 529 50,2-55,7 346 320-315 316 28,7-347
Stomach 7 436 450-592 342 309-78 307 222-347
s Debelo érevo M 797 779-815 673 65,1696 620 592-648
Colon 1 752 B32-774 640 61,5-66,5 610 58,1-64,1
Clo—cap | Rektum in rektosigmaidna zveza M 85,0 832-868 706 682-732 662 63,-694
Rectum and 2 790 764-818 643 610679 57,7 1,
- Jetra in intrahepaticni vodi ] 30 29,1-36, 166 5197 7 52-149
Liver and Intrahepatic bile ducts ? 318 265-38,1 129 93-179 80 48-132
3o | Loknikin Zolcevodi M 360 31,5-41,1 186 150-23,1 147 11,2-193
Gallbladder and billary tract 2 305 26,7-349 163 13,2-20,1 136 105-17,7
o Trebusnaslinavka M 21 19,6-249 74 58-93 48 3467
Pancreas 1 88 21,1-268 9,1 74-13 60 45-81
& Grlo M 863 82,8-900 698 65,0750 63 56,4687
Larynx 1 * » »
Gicza | S2Pk,sapnicin pljuca M 07 392-422 20,0 188-213 154 142-168
Trachea, bronchus and lung ] 496 475-511 283 265-303 20 20,2-24,1
S Maligni melanom koze M 979 96,7-99,1 919 89,7-94,1 90,5 87,5-93,7
Malignant melanoma of skin 1 978 96,6-989 937 91,7-958 91,0 882-939
N Druge maligne neoplazme koze M - " ™
Skin, other malignomas 1 » L -
Tabela8: Incidenca raka (brez primerov registriranih samo iz zdravniskih poroéil o vzroku smrti) po stadiju,
lokaciji in spolu, Slovenija 2016.
Table 8: Cancer incidence (without cases registered from death certificates only) by stage, by site and by
sex, Slovenia 2016.
Stadij
it Stelo | Omejen Razsijen Razsejan Nezman
MK8 | Primamalokacia spol | primeoy | Stedlo | % | Stevio | %+ | Stewo [ % [ Stevio | %
ID | Primary site Sex | Number of Stage
code new (ases
Logalized Regional Distant Unknown
Nomber | %" | Number | %° | Mumber | %° | Number | %*
00 Ve M+Z | 13904 7774 559 3542 255 2403 173 185 13
- Allsites M 7491 4134 552 1921 256 1334 178 102 14
L z S 6% 6] 161 203 1060 | 167 L3} 13
M 514 255 268 6
1 3% 8 23 | m 5
M 64 3 203 30 1
2 40 7 2 0
M 3 74 53 | 67 2
z 164 38 82 84 5
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Slika9a: Casovni trend grobe letne incidenéne stopnje raka debelega érevesa in danke (C18-C20) za oba spola
skupaj po stadijih s povre¢no letno spremembo za dve obdobji: pred pricetkom presejalnega programa
Svit (1987-2009) in od pricetka presejalnega programa Svit (2010-2016), Slovenija 1987-2016.

Figure 9a: Time trend of crude annual incidence rates for colon and rectum cancers (C18-C20) for both sexes
together by stage with avarage annual chan

> for two periods: before the start of 2ning program
Svit (1987-2009) and since the start of screening programme Svit (2010-2016), Slovenia 1987-2016.

C18-C20

Leto/ Year

= Razsejan

! al char ]

cancerin Slovenia 2016, liubligng: Institute of Oncology Liubligng, Fpidemi and CancerRegistry, Cancer Redistry of Republic of Slovenig, 2019

ZDRAVLJENJE ZGODNJE OBLIKE RAKA DC

* ADJUVANTNO DOPOLNILNO ZDRAVLJENJE
STADUJ 1l

STADUJ Il Z RIZICNIMI DEJAVNIKI

T3 T4
Perforacija @ Perforacija
Obstrukcija @ Obstrukcija

212 LV <12 LV
G1, G2 G3
LI @ LvI
PNI @ PNI
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NEOADJUVANTNO ZDRAVJENJE DC2!

3504: FOxTROT: an international randomised controlled trial in 1052
patients (pts) evaluating necadjuvant chemotherapy (MAC) for colon cancer

= Seymour MT, et al
Study objective
To investigate the efficacy and safely of necadjuvant chemotherapy In patients with colon

cancer compared with surgery then chemotherapy

Neoadjuvant chemotherapy
FOLFOX for & weeks

foliowed by surgery then
FOLFOX for 18 weaks

Keay patient inclusion critena (=698}

* Operable, non-obstructed

i ) R Stratification
colon cancer
21 = Primary lecation in colon |nght vs. kadt)
« PS{0ve 1-2)
Surgery then
FOLFOX for 24 weeks m
(n=354)

* Resection rate, safely

Savmo MT, &f al ) Chin Onccd 2073 37 [=upp abale 3504
|
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3504; FOxTROT: an international randomised controlled trial in 1052
patients (pts) evaluating necadjuvant chemotherapy (NAC) for colon cancer
= Seymour MT, et al

Key results
Recurrence = by treatment allocation
5 -
2-year recumence (events, n'M), pre & postop vs. postop ondy
13.6% (20598 Vs, 17.2% (51/354)
Al HR 0.75{95%C1 0,55, 1.04); p=0.08
& 30-
g A 21%
i
0+
LU v T J T 1
i 1 2 | 4 f
Years from rondomisaban
Mo al sk
Pra & postap G0 18 _‘-d.l e pi | 144

Savimou MT, el al J Chin Oncoé 2019 37 =np) abale 3504
|

3504: FOXTROT: an international randomised controlled trial in 1052
patients (pts) evaluating neoadjuvant chemotherapy (NAC) for colon cancer
— Seymour MT, et al

Key results {cont.)

D il proec B 10 SUNQeTy DE L&
Surgeny bl na resactan 03 11
A2 - macroacopealy meorplsa 03 11 i
BT - mirescoficaly mcamdkia 1.2 B8
RO - mutroscogicaly compleds 331 864

roelance of kical vs cerirad assessmend of resechan
Fans = 595 (=004} Savmow MT, e al J Cha Oncod 3019 37 [supp abele 3504
|

145/208



15. dnevi IO 14.&15. november 2019

3504; FOxTROT: an international randomised controlled trial in 1052

patients (pts) evaluating necadjuvant chemotherapy (NAC) for colon cancer
= Seymour MT, et al

Key results {cont.)

Tumour regression grade (TRG)* at surgery

81% scored blind by central pathalogist
9% scored by local pathologests

Jodi
Complete response (TRG4) | 3.5% 0%
Marked regression (TRG3) I 4.1% 0%
Moderate regression TRG2) l 12.3% 0.6% p<0.0001

Little regression (TRG1) - 43.9%: . 16.7%
No regression (TRGO) - 33.9% _TE B%

"Diworak efal Inll J Coloractat Dis 1997 12 10-23 Sawno MT, e al J Chih Oncck 3079 3T =appt abele 3504

NEOADJUVANTNO ZDRAV JENJE DC
ZAKLJUCEK

* SIGNIFIKANTNEGA VPLIVA NA DFS - NI

* SIGNIFIKANTNI VPLIV NA DOWN-STAGING

* SIGNIFIKANTNO | INKOMPLETNIH RESEKCIJ
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NEOADJUVANTNO ZDRAVLJENJE ZGODNJEGA RAKA
DANKE

* ' LOKALNIH PONOVITEV

 / CELOKUPNO PREZIVETJE IN PREZIVETJE BREZ PONOVITVE BOLEZNI

* OHRANITEV KAKOVOSTI ZIVLIENJA — OHRANITEV ANALNEGA SFINKTRA

DOLOCANJE TVEGANJA

* ODDALJENOST OD CRM
* GLOBINA MESOREKTALNE INVAZIJE
e ZAJETJE BEZGAVK

* EMVI
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OCENA STADIJA -MRI

* VISOKO KAKOVOSTNI MRI:
CRM
EKSTRAMURALNA VENSKA INVAZIJA (EMVI)
ZAJETJE LEVATORJEV
CT SUBSTADIJ (CT3C AND CT3D)
CN STADIJ

* Kururg
* Neoadjuvantna CRT, SCRT ali KT+ CRT/SCRT

MOZNOSTI ZDRAVLJENJA

« KRATEK REZIM RT, OPERACIJA V NEKAJ DNEH

« KRATEK REZIM RT, ODLOG DO OPERACIJE

* DOLG REZIM CRT, OPERACIJA 6-10 TEDNOV PO ZAKLIUCKU
* DOLG REZIM CRT, W&W (NCCN, ESMO)

* NEOADJUVANTNO XELOX/FOLFOX, SLEDI DOLG REZIM CRT, ODLOG DO OPERACIJE (NCCN)

KRATEK REZIM RT, SLEDI XELOX/FOLFOX, ODLOG DO OPERACIJE (ESMO)
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gg&o;rzl] . NCCN Guidelines Version 3.2019 T BB s
Caiicar Rectal Cancer Table of Contents
» . Discussion
Network NCCN Evidence Blocks™
CLINICAL ﬂIEOADJUVANT THERAPVN PRIMARY TREATMENT ADJUVANT TREATMENT® P9
STAGE (6 MO PERIOPERATIVE TREATMENT PREFERRED)
T3, NO FOLFOX (preferred) or
Chemo/RT helc'nm |_’ CAPEOX (preferred) Surveillance
- Capecitabine/long-course . chemo/RT or 5-FU/leucovorin or (See REC-11)
RT4 or infusional 5-FU/ E:::g:m{"“ capecitabine
long-course RTY (category Consider cT1-3, N1-2 ) =
1 and preferred for boﬂ:1) ™ rosta ing® before > FOLFOX or CAPEQX — Surveiliance
or bolus 5-FU/leucoverin/ g chemol/RT e
o;ong«:ou;se RT4 Resection |iysten-n‘¢‘:
an therapy
Short-course RTH cantrandicaisd |isee RECA
2 or Capecitabine/
l%a': é;‘i.‘?gyh Chemotherapy RT (preferred) or
MRI);! ~|» FOLFOX (preferred) or infusional 5-FU/RT Transabdominal Surveillance
T1-2'N1-2 CAPEOX (preferred) — |(preferred) or bolus resection™®¥ (See REC-11)
g or 5-FU/leucovorin or 5-FUlleucovorin/RT®| » Restaging®
capecitabine or Tt esection Systemic
or Short-course R’ gt therapy"
Short-course RTA! contraindicated (m_ayg_c;a
followed by 12-16 weeks
of chemotherapy
* FOLFOX (preferred) or 1
CAPEOX (Dm“_ed) Sel Evidence Blocks t Evaluation for short-course RT should be in a multidisciplinary setting, with a
or 5-FU/leucoveorin or on]REC-BA discussion of the need for downstaging and the possibility of long-term toxicity.
\ capecitabine ) G Short-course RT is not recommended for low-lying tumors, <5 cm from anal
verge.
UIf patient reated with short-course RT, surgery should be within 1 week or
delayed 6-8 weeks.
©See Principles of imaging (REC-A). ¥In those patients who achieve a complete clinical response with no evidence of
hSee Principles of Suraery (REC-C). residual disease on diaital rectal examination, rectal MR, and direct endoscopic

ESMO SMERNICE -/

Very early disease Eary disease remedate dsesse (
11, smi chO - ige Y ow, levatorsclear,
T o any MR involved, T4, levators
GO G 1 high), MRF clear, o EN sl T3 i o High rch, o iy

(extranodal), EMV+

oy
low,levators not threatened, MRF clear
‘cT3c/d mid-rectum, cN1-N2

. j
igure 4. Rectal cancer treatment, ( /
R, clinical complete response; CRT, chemoradiotherapy; EMV, extramural vascular invasion; FOLFOX, leucovorin/flucrouracil/oxaliplatin; MRF, mes kta\ fascia; MRI, magnetic vsmy ce —

haging; RT, radiotherapy; SCPRT, short-course preoperative radiotherapy; TEM, transanal endoscopic microsurgery; TME, total mesorectal excision.

Y g )
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PREOPERATIVNA VS. POSTOPERATIVNA CRT

« | TOKSICNOST

* N OHRANITEV ANALNEGA SFINKTRA
+ N KOMPLIANCA

N OBCUTLJIVOST NA ZDRAVLIENJE

» I LOKALNA KONTROLA

KRATEK IN DOLGI REZIM OBSEVANJA

» KRATEK 5X5 GY
o L AKUTNA TOKSICNOST
* D PRIJAZNO ZA BOLNIKA

* DOLG 50,4 — 54 GY V 5,5-6 ZAPOREDNIH TEDNIH
+ L POZNA TOKSICNOST
* V KOMBINACUI S KT
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483: Does a longer waiting period after neoadjuvant radiochemotherapy
improve the oncological prognosis of rectal cancer? Three-year follow-up
results of the GRECCAR-6 randomized multicentre trial — Lefevre JH, et al

Study ohjective

To assess whether a long wailting percd bebween radicchemotherapy and resection in
patients with rectal cancer impacts the rate of cPR (ypTOND) in the GRECCARES trial

atient inclusion criteria

ctal cancer

0 or TxN+ MO R

+ Pathologic complate response
{ypTOMO) rate

T-week waiting period
after radiochemotherapy

45-50 Gy v 5FU or
capecitabine {(n=133)

11-week waiting period
after radiochemotherapy m
45-50 Gy iv 5FU or
capecitabine (n=132}

» 05 DFE, rate of recurrence

Lefeve JH, @l al J Cin Oncol 2012037 SuppliAbell 453

Y

483: Does a longer waiting period after neoadjuvant radiochemotherapy
Improve the oncological prognosis of rectal cancer? Three-year follow-up
results of the GRECCAR-6 randomized multicentre trial — Lefevre JH, et al

Key results

The pathologle complete response (ypTOMNO) rate was 15% and 17.4% in the T- and 11-week

groups, respeciively (p=0.5883)

0s DFs
109 B e = 1.05
t L Tz = ﬂ""—\.._.,..,,\_
Fosd Fosq L
= A T
aad iy . 2064 TN
89.4% ve. BE B% & BT 2% ve 88 2%
0.4{ Boal
3024 = Taveek Logrank p=0 8868 E) 027 = T-week Logrank p=0.8872
ol i L] .'.,,'nns::.'u.r_‘ ol : ::-ansnfutl
(] B 12 18 24 3Q A (8] g 12 18 24 3o 38

No. at risk Tima, months
T-week 125 121 115 108 105 95 @0

Tire, manths

125 113 10t &8 B4 77 &3
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483: Does a longer waiting period after neoadjuvant radiochemotherapy
Improve the oncological prognosis of rectal cancer? Three-year follow-up
results of the GRECCAR-6 randomized multicentre trial - Lefevre JH, et al

Key results (cont.)
\Outcomes at 3 years, %

Metastaiic recurrence 24.3 254 0.8588
Local recurrence 846 8.7 05780
In patients achieving ypTONO (n=43)
Qs ] 85 02587
Metastatie recurrence 5 29 0.0045

Local recurrence 1 (1] 00357

Conclusions

* In patients with rectal cancer, there was no difference on pathologic complete
response rate or survival and recurrence between a 7- or 11-week waiting period
after neoadjuvant radiochemotharapy

* It is suggested that surgery should be parformed around 7-8 weeks after
radischemotherapy in the absence of a rectal sparing strategy

Letawe JH, alal J Clin C

ol 2010 3T{SupplAbel 483

486: Total necadjuvant therapy with short course radiation compared to
concurrent chemeradiation in rectal cancer = Chapman W Jr, et al

Study obhjective

Te assess whether short course radiation in the total necad|uvant tharapy setting impacts
outcomes as compared with concurrent chemoradiation

Short course radiation In total
neoadjuvant therapy setting

(SC-TNT)"
(n=152)
on criteria

al cancer

Concurrent chemoradiation
(n=238)
ENDPOINTS
Downstaging by pCR and necad|uvant rectal (NAR) score, DFS
Trachices fabowed by 1 o FOLFON
28 tractions with -3 R
L bare: Chagiman W i, &l al §CHs Oncol 201 83T SLppiTADSD 486

Y
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(¢)

Key results
DF&in total population DFSin PROSPECT eligible subgroup
1.0 1.0
i Log-rank p=0.8911 - Log-rank p=0.125T-
e _“h\-.h_ - “Li—\_'“ """"""" S :
o '-—.m._ht‘ —
g os e %’ 08 ' L
s 07 E; o7
084 — SC-TNT 081 ~SCTNT
CRT CHET

054 r - 0.5 r T T v v
0 300 600 800 1200 1500 1800 0 300 600 %00 1200 1500 1800
No. at risk Tirrta, clays: me, days
SC-TNT138 108 73 6B B3 47 37 B9 47 40 3B 35 3 26
CRT283 172 136 114 ¥6 B4 20 ar 80 A4 8 10

Chapman W Jr, el al §Clin Oncal 2018 3T{SwpAbsl 486

(\

(¢)

=

Key results (cont.)

Qulcames, Shorcourse radiation Concurment chemoradiation pevalue
PCR 3B1{25) 45{19) oS
NAR <8 B E{ﬁ}' 65 (28) .o

Any recurrence 210149 32014.3) o7

Conclusion

= In patients with rectal cancer, the use of short course radiation demonstrated
comparable effectiveness as concurrent chemoradiation with similar DFS although
short course radiation may provide better downstaging

Chagman W v, @l al JCiin Onogl 2019 37 SupplyAbsl 486
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\’f/

o ZAKLJUCKI

» NEOADJUVANTNA KT UCINKOVITA PRI ZGODNJEM RAKU DEBELEGA CREVESA

* NEOADJUVANTNA KT/RT PRI ZGODNJEM RAKU DANKE:
+ KRATKOTRAJNI REZIM RT! — BOLJSI DOWNSTAGING, OB PODOBNIM DFS KOT DOLGI REZIM RT

* OPERACIJA PO 7 TEDNIH! - NI RAZLIKE MED 7 ALI 11 TEDNIH PAVZE PO KT/RT
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Pomen neoadjuvantnega

- zdravljenja raka trebusne

slinavke

Janja Ocvirk

Ljubljana, 15.11.2019

Currability of the resection:
RO vs. R1 (all, n = 223)

P1 () Al p
R 0 resection 70 124 194 0.239
(n=223) 84.3% 88.6% 87% :
E
ROVs. R1 (n=207, p<0.0001) » Resecton statis
Curability of

the resection

o
frR1

Cum Survival

= w—

) n “

v % %«

Tine (months)

Pancreatic Cancer Surgery in the New Millennium
Better Prediction of Outcome

16.7 vs. 6.5 months Log Rank & (C Merner Harwig MD Thilo Hackert, MD.* Ul Hir, S Ale
. . 0. N

Oliver Sirobel, MD.* Markus . Bichler, MD." a
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Limitations of adjuvant treatment

| Approximately 20% of patients with PC are candidates for surgery

at diagnosis

» RO resection rates for resectable PC is 50-70%

» This percentage is lower in borderline disease

» Administration of planned adjuvant chemotherapy may be lim
post-operative complications and early relapse

* Itis reported that between 25-50% of patients received no
post-operative chemotherapy

Versteijne et al, BJS 2018;

Ducreuz et al, Ann Oncol 2015

ited by

National . . -
Comprehensive NCCN Guidelines Version 1.2019 BOCH Buteines s
NCCN RGN Pancreatic Adenocarcinoma Discussion
Network
POSTOPERATIVE SURVEILLANCE
ADJUVANT TREATMENT"
- " Surveillance every
Clinical trial preferred 3-6 mo for 2 years,
A or then every 6-12 mo
Noprior | i evidanca Chemotherapy alone? as clinically indicated:
di otrecumrence] s |ov. " 2 + H&P for symptom
therapy bt Py Recurrence
disease ﬁ:]llowed(l;y o e —» | « CA19.9 level —»| after resection
chemoradiation™* + cat 2B (See PANC.9]
. subsequent chemotherapy9| . (CO,.ES?J';}’ che)sl
Baseline " CTand CT or MRI
?g??gﬁ;(we Prior No evidence . - of abdomen and
abdomen, and neoadjuvant |4 gi recurrence|, Consider additjonal a:ea';"s;’f“y"zg?“"a“
pelvis) with therapy s ey o9
contrast
*«CA199
Identification
of metastatic See Metastatic Disease (PANC-8)
disease
9See Principles of apy (PANC-F)
rAdjuvant treatment should be administered to patients who have adequately recovered from surgery; treatment should be initiated within 12 weeks. If systemic
precedes restaging with imaging should be done after each treatment modality.
sSee Principles of Radiation Therapy (PANC-G
*Patients who have received or may be for additional following surgery and multidisciplinary
review. The adjuvant therapy options are dependent on the response to neoadjuvant therapy and other clinical considerations.
Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
Verzion 1.2018, 1108/18 © 2018 National Comprenensive Cancer Neswore® (NCON®), Al Mghts reserved. orm PANC-5
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Adjuvant therapy

RO resection
» Gemcitabin + capecitabine - PS (2)
* mFOLFIRINOX - PS (0-1)

R1 resection
e RT+ChT
* mFOLFIRINOX - PS (0-1)

Adjuvant therapy

* Results of numerous randomized trials
and meta-analysis: survival is prolonged if
patients are resected after RO and
additionally treated with adjuvant Cht
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Obijectives of neo-adjuvant treatment

* Increase the rate of RO resections
¢ Increase OS in these patients
 Early treatment of micrometastatic disease

» May reduce unnecessary surgical resection in patients with aggressiv
disease that develop early recurrence

However...
* Tumour tissue is needed before treatment; this can be difficult
« Biliary drainage with a metal stent may be needed

0OS, overall survival.

Neoadjuvant treatment

» Data on neoadjuvant therapy are limited
* Schemes vary: most recommended

m- FOLFIRINOX
gamcitabine + nab-paclitaxel
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FOLFIRINOX versus gemcitabine/nab-paclitaxel for
neoadjuvant treatment of resectable and borderline
resectable pancreatic adenocarcinoma:

* In a propensity matched analysis of 166 patients
using the same preoperative variables, the average
treatment effect of FOLFIRINOX was to increase
OS by 4.9 months above G-nP (P=0.012).

» Conclusions: FOLFIRINOX and Gem Abraxane
are viable options for neoadjuvant treatment of
PDA. In this study, FOLFIRINOX was associated
with a 4.9 month improvement in OS when
compared to G-nP in the neoadjuvant setting
after adjusting for covariates.

What is the best treatment
option for this patient!

* We do not have data from many randomised phase Il trials

» Most studies reported an incremental change in the rate of RO
resections with neo-adjuvant treatment

» However, most studies were with old or less effective chemotherapy

» Available data for active, modern regimens come from single-centre
trials
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Wh,at is the best treatment
option for this patient!

Neo-adjuvant versus Adjuvant — chemoradiation (CRT)

CRT GEM x 4 cycles
R
Surgery

GEM x 4 cycles

N=110 BRPC planned, N=57 BRPC enrolled, Primary endpoint: 2-year survival

2-year survival — ITT 40% 26% P=0.004
Median OS (months) - 21 12 HR 1.97; P=0.028
ITT
RO resection rate - ITT 51% 26% P=0.004
RO resection rate - 82% 33% P=0.010
resected
Positive lymph nodes 0.5+0.9 1.9+1.6 P=0.004

Jang J-Y, et al. Annals of Surgery 2018.

Neoadjuvant therapy utilization for pancreatic
cancer among high volume surgical centers:lIs it a
marker of quality?

e Of 20,119 patients undergoing resection at 107 high
volume centers, 2,952 (14.7%) received neoadjuvant
therapy.

* These five hospitals had the longest median OS at 28.9
months, compared to 21.] months for low neoadjuvant
utilizers (p<0.0001). RO resection occurred more
frequently at high neoadjuvant centers (86% vs 77% at
low neoadjuvant centers, p<0.0001).

Flohr S, et al: Neoadjuvant therapy utilization for pancreatic cancer among high
marker of quality? i
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Meta-analysis comparing upfront with
treatment in patients with resectable or borderline resectable

Median survival after upfront resection pancreatic cancer

data from the literature BN D

Table3 Median overall survival, resection rate and RO rate after upfront surgery reported in 12 studies

| Patients with
| No. of Metfian age Median 05 Resection rate, pasitive ymph
Reference patiants {years) {maning) 1T (%) RO rate" %) nodes (%"
Casaefetal® 2 675 195 ] 3 8
Golcher et al *® 3 651 144 m i) 5
Baoetal” T8 68t 74 m %5 55
Raptiz et al'® 102 B4 12 27 nr. ne
Tasngetal 52 618 24 ] # 81
Fujital® n [ 131 m @ 0
Fujiatal® 28 & 235 76 701 n
Barbier atal 85 64 7 7] il 64
Papalezova et al ™ a2 65+ 12 T 78 62
Katoetal™ 624 638 126 864 659 5
Hirona st al™ k&l Renr R: 208 R85 Rnr o
BRA L BR-V: 163 BR.92 BR-: e BAV: L
BR-A 6% BR-A 124 BR-AB31 BR-AG21 BRATHE
Whurskami ot al* 25 575 16 9 i1 78
Total 1746 Ranga 618-60 148 B13(784,831) 668 642, 604 844 (820, 67 s)l
Vithues in parentheses are 95 per cent confidence intervals, *Among patients who underwent resection of pancrearic cancer. $Mean age. flnchuding

[ratients with unresectable pancreatic tumours, who were not reported separately. Slucluding patients who received neoadjuvant trearment. O8, overall
survis

ITT, intention o treat; R, resectable; n.t., not reparted; BR-V, borderline resectable with venous involvement; BR-A, borideling resecrable with

anterial involvement

14.2 months (P1) vs. 15.7 months (P2)
Log Rank =0.16

Meta-analysis comparing upfront surgery with neoadjuvant
Media nsu rViva| after neoad 'uva nt OnCOth treatment in patients with resectable or borderline resectable
l pancreatic cancer
data from the literature . Vel . A-Yoge, .G, B, .. C. B, J. . Wi, . . D’
C.H.J.vn ik, B. Groot Koerkang’®, . R N.Rasch' ad G, un Ticahoseat, o behalof he
Dl Pancratic Caner Group
| Table 8 Median overall survival, resection rare and R0 rate after neoadjuvant mreatment separted in 33 studies
Patisnt wih
Mool Marien age Meden 08 Aesectionate L] posie ymph
1 Pefarance. paients. {ymar) {merths) i) e () nodes (K]
1 Painec a7 = ] a8 s u =
1 Casaeietal ™ ® 715 o 0 o s
Golchergt ol = 25 14 % @ 2
Evens efal*® 86 658 27 i ] £
Heinich ot o & E 55 ® = &
L Seodan et 1 @ =3 34 5 5 =
T atal 34 615t 155 = 100 Zt
‘Smal et a2 s -] R102 R:43 n bl
B i1z a2 : .
Esnaplaetal®? s @ a1 Ll k- nr Neo adj. Onco:
Kimetsl* o1 Raes Ris7 & “ * Less resections
B8R 184 ®7
ORslystal® = n 72 kil n L *  More RO
Snabetal® n o " w2 o 1
Calvostal® 15 o 0 0 7 e *  More NO
Chigashist @ * ] 32 & o 10
Kazpta z o o ™ n = ¢ Improved long-
Chetal® ® =2 212 o i 4 .
Toengetal 1 8 189 S 917 158 term survival
Tangetat 118 B5s = 26 as sts
Filetal® 3 @ B F] 10 14
Fujietal®! @ 3 248 =0 % E]
Iepoetal® b star n b 100 Az
Mesiiatal# 1 & 27 8 & =
Tkalotl @ 618 192 7 n ar
Barbir at sl ] 5 15 4 @ n
Palatal® ® ] 156 = ) Az
Pepslemovz atli2 108 o 15 0 i ]
Cuongetal® & 6 164 % 5 *
Cholshactalé’ = 85 12 % © n
Hooneetal® it & R20 R:%5 R e
B2 ae BL70
Fsaatal® @ =6 % & @
Mringiet sl " 2 14 ] 10 nr
Shaetal® R 6641 B502 R0 R Az
BAV: 563 Y28 BV e BlVar
A B BRA B2 BAsr
Pashic ol /% 2t & 1 a5 and 85
Kot @ e n o & n
I il 7 Pagese7s  ffmos  GS0(37.E8Z)  mesfusmer)  asslsar) I
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Randomized phase II/I1ll trial of
neoadjuvant chemotherapy with
gemcitabine and S-1 versus upfront

surgery for resectable pancreatic
cancer (Prep-02/JSAP-05)

eresentep a: 2019 Gastrointestinal Cancers Symposium | #Gi19

Presented by: Michiaki Unno, Tohoku University
Slides are property of the author. Permission required for reuse.

Presented By Michiaki Unno at 2019 Gastrointestinal Cancer Symposium

Prep-02/JSAP-05 phase Il/Ill study
/, Up-S =180

Stratification Primary endpoint
CA19-9 » Overall survival in Plll

Institutions » Resection rate in Pll

Neoadjuvant (GS) + Surgery + :
Adjuvant (S-1) NAC-GS N=180

Enrollment was started on Jan. 4th, 2013

eresenTeD AT: 2019 Gastrointestinal Cancers Symposium | #Gi19

Presented by: Michiaki Unno, Tohoku University
Slides are property of the author. Permission required for reuse.

Presented By Michiaki Unno at 2019 Gastrointestinal Cancer Symposium
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Overall Survival (ITT)

* Overall survival
NAC-GS: 36.72 months (28.68 —
43.32)
Up-S: months (21.00 — 31.32)
HR: 0.72 (95%Cl: 0.55— 0.94)
stratified log-rank test: p=0.015

* 2-year OS
Years

n——— — 63.7% vs 52.5%

[=]

&,
©
=
2
5
(2]
o
5}
>
o

[=]

o

182 154 11 70
180 135 94 53

eresenten av: 2019 Gastrointestinal Cancers Symposium | #GI19 oo ted by: Michiaki Unno, Tohoku University
Slides are property of the author. Permission required for reuse.

Presented By Michiaki Unno at 2019 Gastrointestinal Cancer Symposium

Summary

* The median OS was 36.72 months in NAC-GS group as
compared with 26.65 months in Up-S group (HR for
death, 0.72, 95%Cl 0.55-0.94, p=0.015).

Grade 3 or 4 adverse events frequently (72.8%)
observed in NAC-GS were leukopenia or neutropenia.
However, NAC-GS was safe and feasible.

Lymph node metastasis was significantly decreased in
NAC-GS group (59.6% vs 81.5%)

eresenTeD AT: 2019 Gastrointestinal Cancers Symposium | #Gi19 Presentad by: Michiaki Unno, Tohoku University
Slides are property of the author. Permission required for reuse.

Presented By Michiaki Unno at 2019 Gastrointestinal Cancer Symposium
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How do we define borderline
resectable PC?

* A multidisciplinary team is
required for definition of borderline
resectable pancreatic cancer

* Borderline resectable lesions can be
defined as those where there is a high

likelihood of an incomplete resection

National Comprehensive Cancer Network (NCCN) Guidelines, Version 3.2017 Pancreatic Adenocarcinoma.
www.nccn.org/professionals/physician_gls/pdf/pancreatic.pdf. Accessed 28 September 2017.
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Borderline resectable

- Neoadjuvant treatment

* mFOLFIRINOX
* (Gemcitabine based ChT)
o RT+ChT

Prnte by Janja OoVIK on JE2019 5:54'53 AM. FOF PETSONS| USE only. Not SppIOWEq 1r BEDUtion. COPYNgNt © 2018 NaSONE COMQIERSnsivE Cancer NEWWOM, Inc., Al RIgNS REsened

National . . . R
Comprehensive NCCN Guidelines Version 1.2019 %
NCCN ﬁa"ce’ " Pancreatic Adenocarcinoma Discussion
etwork'
BORDERLINE RESECTABLE" NO METASTASES TREATMENT

. See Adjuvant
Surgical reatment and

Consider resection! _;IWEI{I{IHCE
staging
laparoscopy
if not
+ Pancreatic I;:I’_‘f’ 'DUS’E'
rotocol orme:
i T or MR Unresectable 5o paNC 4
Consider at surgery!
Bioj ERCP Neo- (abdomen)
Bio pos[i’uﬁ‘xe’ with stent 7| adiuvant =)+ Chest/
. ; v
EUg-SgNAI piacements| |NErEPY™! | geol;tr_c cT .
»
resecuble | Eﬁ:ﬁ? Rty Disease Locally Advanced
resectable | Istaging ) g:gglr:;ﬂ g" . OF:ANL-G
Eey Bi%%?\.‘{eJ surgery! w
g -
CA19.9 Cancer not __ Repeat <: po
o e i Refer to high-
Cancer not confirmed el
‘ & - for evaluation

cimaging with contrast unless contraindicated

#Ses Principles of Stent nt (PANC-B).

iSee Criteria Defining Resectability Status (PANC-C).

ISee Principies of Surgical Technique (PANC-D) and Pathologic Analysis
Specimen Orientation_Histologic Sections. and Reporfing (PANC-F'

ISee Principles of Diggnosis. Imecing, and Staging (PANC-A). "Elevated CA 19-9 does not necessarily indicate cancer or advanced disease. CA
MThere is limited evidence to recommend specific necadjuvant regimens off-study,  19-9 may be elevated as a result of biliary infection (cholangitis), inflammation,

and practices vary with regard to the use of chemotherapy and chemoradiation. or obstruction, benign or malignant. In addition, CA 19-9 will be undetectable in
See Principles of C| {PANC-F! for djuvant opticns. Lewis antigen-negative individuals (See Discussion

i is il included; see Principles of Radiation 9Sce Pri les of Palliation and St Care (PANC-H).
Therapy (PANC-G). Most NCCN Member Institutions prefer neoadjuvant therapy ~ PCore biopsy recommended, if possible, to obtain adequate tissue for possible
at or coordinated through & high-volume center. ancillary studies

Hote: All recommendations are category 2A unless otherwise indicated
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical frial. Participation in clinical trials is especially encouraged.

PANC-3

Version 12018, prehensive ", Al igh 2 - e wooH

165/208




15. dnevi IO

14.&15. november 2019

Conclusions

* Pancreatic cancer surgery requires and
experienced team and high-volume centres

* Adjuvant treatment is still the standard,
althou%h neo-adjuvant treatment has a good
rationale

. A(ljg'uvant treatment in super-fit patients:
mFOLFIRINOX, in remainin
patients gemcitabine (+/- CI§C in RO) can be
considered

* Borderline patients have to be discussed in
multidisciplinary groups.

* Neo-adjuvant treatment is preferred, with active
chemotherapy treatments
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LOKALNO NAPREDOVALI TUMOR
TREBUSNE SLINAVKE

(PRIKAZ PRIMERA)

Katja Leskovsek, dr. med.
Prof. dr. Janja Ocvirk, dr. med.

57¢

Hujsanje, zmanjsan apetit, bolecina v
trebuhu (ki se Siri navzad)

CT trebuha: hipodenzen infiltrat korpusa pankreasa

- obrasca lienalno veno in arterijo, vrasc¢a v
razcepisce celiakalnega trunkusa, tesen kontaktz
zac. delom skupne hepaticne arterije in z dorzalno

steno zZelodca

- spremenjeno peripankreaticno mascevje

- 12 mm bezgavka med skupno hepati¢no art. in dorz.

steno Zelodca
\

Oktober 2018

1. pregled pri internistu onkologu
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1. pregled pri internistu onkologu

* DA: negativna za rakava obolenja

* Pridruzene bolezni:
»ankilozirajoCi spondilitis
»PSVT
»BCC na nogi (resekcija RO - jan. 2018)
»sindrom nemirnih nog
» hiperlipidemija
* PSpo WHO O
* Ca 19-9: 92

14/11/1961 10/10/2018

CT pred
pricetkom
KT

KV :100 mAs; 21T
arterijska
___zgAbdart 3.0 I31f rar
CT TREBUSMIH ORGANOYS KS

—— P27
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v ¢ neoadjuvantno zdravljenje NU
¢ modificirani FOLFIRINOX + rastni dejavniki e slabost
Oktober | , 10 5pjikacij: 1. aplikacija 15.10.2019, zadnja 18.02.2019 ;
i | ¢ kolcanje
e slabsi okus
® zmanjsan apetit
e hujsanje

¢ kontrolni CT prsnih organov in trebuha « diareja
December * PR * parestezije
2018 e suh kaselj z
respiratorno okuzbo
e kontrolni CT prsnih organov in trebuha po zadnji aplikaciji KT
¢ nadaljnji PR
Februar 2019

21/02/2019
KC,MF

CT po
koncani KT

"kv:100 mAs75
KS

dﬁk@lo&ki Instiﬁﬁ\\P. 3____4_.;;-—-1‘}T6i'Abd 3.0 I31Ffra
TR o) PR.SI—‘)-'I]H ORGAMOV II\!__:IBEBL'IHA 5 KS
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Marec 2019

¢ oksaliplatin ni vec indiciran zaradi parestezij
¢ adjuvantna RT-KT

¢ CT simulator: tromboza vene porte starejsega znacaja s
kolateralami

Maj 2019

e jetrni konzilij: zmanjSanje psevdociste in tromboza VP st. znacaja
e antikoagulacijska amb.: NMH (2 meseca), nato Xarelto
e kontrola pri internistu onkologu ¢ez 3 mesece

Avgust 2019

o kontrolni CT prsnega kosa in trebuha
¢ brez znakov za recidiv
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¢ bolecina v trebuhu, napenjanje, inapetenca,
hujsanje, splosna oslabelost

September  « PSpo WHO 1-2

2019

e kontrolni CT

¢ PD v trebuhu (nekroti¢ni depoziti
transverzuma do 14 mm, nodularne spr. v
November mezenteriju do 10 mm, lezija ob spod. robu

2019 jeter 10 mm)

Okt. 2018

Okt. - feb.

Nov. 2019

Zakljucek

¢ lokalno napredovali tumor korpusa pankreasa z vras¢anjem v okolne Zile

* po 10 aplikacijah KT po shemi mFOLFIRINOX dober odgovor

* RO resekcija: modificirani Whipple z resekcijo in rekonstrukcijo Zil zaradi vras¢anja tumorja

* brez pooperativne KT z oksaliplatinom zaradi parestezij
® brez RT-KT zaradi tromboze vene porte

* 6 mesecev po KT in OP brez znakov za recidiv

® progres v abdomnu 9 mesecev po koncani KT, 13 mesecev po postavljeni diagnozi
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Specializanti: Dijana Babi¢, Anja Kovag, Luka Dobovisek, Luka Cavka, Valentina
Jeric¢ Horvat

Mentorici: Breda Skrbinc, Simona Borstnar
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DIO 2019
14.-15.11.1019

Tabela 8:  Incidenca raka (brez primerov registriranih samo iz zdravniskih poro¢il o vzroku smrti) po stadiju,
lokaciji in spolu, Slovenija 2016.

Table 8&: Cancer incidence (without cases registered from death certificates only) by stage, by site and by
sex, Slovenia 2016.

_ Stadij _
- Stevilo | Omejen Razsirjen Razsejan Neznan
Sifra novih L T i | T
MKB | Primarna lokacija Spol | primerov Stevilo ‘ %* Stevilo | 0g* Stevilo | %* | Stevilo | %*
IC% Primary site Sex | Number of Stage
code ! 2 .
e Localized Regional Distant | Unknown
| Number \ %* Number | %* Number | %* | Number | %~
‘ %5 Ledvi¢ni meh M 2 8 36,4 7 31,8 7 31,8 0 0
Renal pelvis 1 n 5 - 3 — 3 — 0
6 Sedevod M 15 10 66,7 2 133 3 20,0 0 0
Ureter 1 5 3 - 1 - 0 - 1 -
‘ %7 Seéni mehur M 251 197 78,5 32 12,7 20 8,0 2 08
. Bladder 1 | m | 7 | 667 | 3 | ¥2 | 71 | 6 | 0 | 0

@/
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Tabela4: Incidenca raka po lokaciji, spolu in starosti, Slovenija 2016.

Table 4: Cancer incidence by site, by sex and by age, Slovenia 2016.
Vse Starost
SifraMKB | Primarna lokacija Spol  starosti Age
ICD code Primary site Sex | Allages

0- | 5= | 10— | 15~ | 20~ | 25~ | 30— | 35— | 40— | 45— | 50— | 55— | 60— | 65~ | 70~ | 75— | 80+

,_(65 Ledwmlmeh T SRl S S5l P i T

L | Renal pelvis | 1 n | ! | | | | 4] | 1 3| | 520

Secevod M 15 2 4131115

1% Jirter | 71 5 lololofolololofo] lolololalalols

.(6? Secni mehur M 252 | | | | | 2 8 | 1316|3737 |4 39|59

L | Bladder | msjojojojofojojojojo|3|[2]8|B|B|B 17| A
Annals of Oncology

———> Denotes recommended therapy
~———=> Denotes optional therapy

Presentation

1. Painless haematuria (80% of patients)

2. Irritative symptoms (e.g. dysuria, frequency, urgency) (invasive or high grade tumours)

3. Bone pain (advanced metastatic cases) or flank pain (from retroperitoneal metastases or ureteral obstruction)

4. 15% bolnikov razvije Ml bolezen iz predhodno neinvagivne bolezni

Workup
1. History and physical examination
. Cystoscopic evaluation including biopsy by transurethral resection (TUR) with bimanual examination
. Urine cytology
. Blood work (Haematology and biochemistry)
. Upper urinary tract imaging (mainly CT urogram, alternatively intravenous or retrograde pyelogram) (to exclude 2.5% of patients
who have synchronous upper tract urothelial cancer)
. Metastatic workup in patients with high risk of metastases [CT scan of chest, abdomen and pelvis, liver function tests, bone scan
(especially in those with bone pain, elevated calcium or alkaline phosphatase)]

Staging and Grading (refer to Tables 1 and 2)

Management of Local Disease Organ Preservation Therapy Management of Metastatic Disease

Annals of Oncology 25 (Supplement 3): ii40-iii48, 2014
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Depending on the findings at TUR

Non-muscle Invasive (NMIBC):
ideally TUR should have been
complete and followed by
IPOMC*

Muscle Invasive

Neoadjuvant
Chemotherapy

Radical Cystectomy
with
Lymphadenectomy
Contemplate 2™
TURBT if:
incomplete initial
TUR, no muscle
present in
specimen or

Further Adjuvant Adjuvant
high-risk NMIBC

Chemotherapy Chemotherapy
(limited data) (if no neoadjuvant)

Every three months follow up (see text)

Intravesical instillations (Mitomycin C or BCG)
according to risk group
Cystoscopic Surveillance according to risk
/ group (for high risk, 10 year follow-up)

* IPOMC: immediate postoperative Mitomycin C

Figure 3. Overview of clinical management of patient with suspected bladder cancer (local disease, organ preservation therapy, and metastatic disease).

Annals of Oncology 25 (Supplement 3): iii40-ii48, 2014

a
T2a T2b

Bladder ¢ g - : T3 T4

lumen Tis A Urothelium )

Lamina

propria

Inner -

muscle

Outer

Ui — =
A 5 5 Tumour invades = —— -
Carcinoma NOH_'IHVBEIVE subepithelial Tumour invades [
n situ papillary LT ([ edjecent tissues
carcinoma -] and organs
b
Grade 1 Grade 2 Grade 3
I ¥ § { 1973 WHO
PUNLMP Low grade High grade
I t } | 2004 WHO/ISUP
Figure 1 | Bladder cancer grading and staging. a|Staging of bladder cancer according to the Tumour—Node-Metastasis
(TNM) system is shown®. b | Grading according to the 1973 World Health Organization (WHO) and 2004 WHO/
International Society of Urological Pathology (ISUP) criteria is shown**. The major difference is in the classification of
papillary tumours, which are classified as grades 1, 2 and 3 in the older system and as papillary urothelial malignancy
‘ of low malignant potential (PUNLMP; equivalent to grade 1), low-grade papillary urothelial carcinoma or high-grade
papillary urothelial carcinoma in the WHO/ISUP 2004 classification.
NATURE REVIEWS | CANCER VOLUME 16; JANUARY 2015
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Table 1. American Joint Committee on Cancer (AJCC)
TNM Staging System for Bladder Cancer 8th ed., 2017)

6 Primary Tumor M Distant Metastasis

TX Primary tumor cannot be assessed Mo No distant metastasis

TO No evidence of primary tumor M1 Distant metastasis

Ta Noninvasive papillary carcinoma Mia ﬁiasézsmt metastasis limited to lymph nodes beyond the common
Tis Urothelial carcinoma in situ: “flat tumor”

M1b Non-lymph-node distant metastases

Histologic Grade (G)

For urothelial histologies, a low- and high-grade designation is used to
match the current World Health Organization/International Society of
Urological Pathology (WHO/ISUP) recommended grading system:

T1 Tumor invades lamina propria (subepithelial connective ti:
T2 Tumor invades muscularis propria

S5UE)

pT2a Tumor invades superficial muscularis propria (inner half)
pT2b Tumor invades deep muscularis propria (outer half)

T3 Tumor invades perivesical tissue Le L?w—grade
pT3a Microscopically Herukiigivarads

pT3b Macroscopically (extravesical mass) For squamous cell carcinoma and adenocarcinoma, the following grading
T4 Extravesical tumor directly invades any of the following schema is recommended:
prostatic stroma, seminal vesicles, uterus, vagina, pelvic wall, GX Grade cannot be assessed

abdominal wall

. . G1 Well differentiated
T4a Extravesical tumor invades prostatic stroma, seminal vesicles,

uterus, vagina G2 Moderately difft_arentrated
T4b  Extravesical tumor invades pelvic wall, abdominal wall G3  Poorly differentiated
Table 2. AJCC Prognostic Groups

N Regional Lymph Nodes T N M T N ™M
NX  Lymph nodes cannot be assessed Stage0a  Ta NO MO StagelIB T1-T4a N2N3 MO
NO  No lymph node metastasis Stage Ois  Tis NO MO StagelVA T4b  AnyN MO
N1 Single regional lymph node metastasis in the true pelvis Stage | T1 NO MO AnyT AnyN Mia

S‘%%r;esica\: obturator, intemnal and external iliac, or sacral lymph Tage T 5= T MO\ Stage VB Any T Any N Mib
N2 Muliple regional lymph node metastasis n the rue peivis T2b NO Mo

(perivesical, obturator, internal and external iliac, or sacral lymph Stage lIA  T3a NO MO
N3 :Ode : ]Et?tas‘st) tasis to thy iliac lymph nod n Iy 8

mph node metastasis to the common iliac lymph nodes
ymp) I T4a  NO MO Continued

T1-Tda N1 M0

The NEW ENGLAND JOURNAL of MEDICINE

Neoadjuvant Chemotherapy plus Cystectomy
Compared with Cystectomy Alone

NEOADJUVANT CHEMOTHERAPY PLUS CYSTECTOMY VS. CYSTECTOMY ALONE FOR BLADDER CANCER
for Locally Advanced Bladder Cancer T
——— M-VAC and cystectomy (90 deaths; median survival, 77 mo)
———— Cystectomy alone {100 deaths; median survival, 46 mo)
100
80+
& 60
=
2 il
s
a 40
20+
o . N . . . TR A
24 43 72 96 120 144 168
Months after Randomization
No. at Risk
M-VAC and cystectomy 153 112 92 75 46 23 6
Cystectomy alone 154 88 67 50 37 18 )
o
Figure 1. Survival among Patients Randomly Assigned to Receive Methotrexate, Vinblastine, Doxorubicin, and Cisplatin
(M-VAC) Followed by Cy y or Cy y Alone, According to an ion-to-Treat Analysis.

Engl J Med 2003;349:859-66.
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he NEW ENGLAND JOURNAL of MEDICINE

—— M-VAC and cystectomy, pT0 (14 deaths; median survival, NR)
“ ORIGINAL ARTICLE ” ———— Cystectormy, pT0 (6 deaths; median survival, 11.3 yr)

M-VAC and cystectomy, RD (76 deaths; median survival, 3.8 yr)
Cystectomy, RD (94 deaths; median survival, 2.4 yr)

Neoadjuvant Chemotherapy plus Cystectomy

Compared with Cystectomy Alone
for Locally Advanced Bladder Cancer
g
=
=
3
=
“wv
0 T T T T T
0 24 48 72 9% 120 144 168
Months after Randomization
No. at Risk
M-VAC and cystectomy, pTO 42 43 40 37 26 12 2
Cystectomy, pTO 18 17 15 12 10 4 1
M-VAC and cystectomy, RD 105 69 52 38 20 1 4
CGystectomy, RD 136 71 52 37 27 14 6

Figure 2. Survival According to Treatment Group and Whether Patients Were Pathologically Free of Cancer (pT0) or Had
Residual Disease (RD) at the Time of Cystectomy.

° M-VAC denotes methotrexate, vinblastine, doxorubicin, and cisplatin, and NR not reached.

Engl J Med 2003;349:859-66.

Review—Bladder Cancer Results based on

Neoadjuvant Chemotherapy in Invasive Bladder Cancer: * M trials,

Update of a Systematic Review and Meta-Analysis of * 3005 pa‘tients; . -
Individual Patient Data » comprising 98% of all patients from known eligible

randomised controlled trials
Advanced Bladder Cancer (ABC) Meta-analysis Collaboration

Meta-analysis Group, Medical Research Council Clinical Triafs Unis, 222 Euston Road, London NW1 2DA, UK

107, 0os
091 M
08 (HR = 0.86, 95% CI 0.77-0.95, p = 0.003)
o7 * equivalent to a 5% absolute improvement in
- survival at 5 years
g 0 *  From45% - 50%
2 05
3
D 04
03
o2 Events Total
vents 101
04{——MNeoCT  es5 1220
------ Control 744 1213
0.0 e DFS
o 1 2 3 4 5 & 7 5 10 i
Years
Patients at fisk (HR = 0.78 95% C1 0.71-0.86, p < 0.0001),
NeoCT 1220 972 770 659 585 510 403 284 201 140 @2 * equivalent to a 9% absolute improvement
U Contral 1213 822 705 608 527 448 338 241 7 116 7 at 5 years

Fig. 2. Ovemall survival curve (platinum based combination chemotherapy
trials only).

European Urology 48 (2005) 202—-206
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{no. evenis/no. enlered)

Advanced Bladder Cancer (ABC) Meta-analysis Collaboration/ Exropean Urology 48 (2005) 202-206

European Urology 48 (2005) 202—-206

CT Ceontrol O-E Variance Hazard Ratio
Single agent platinum :
Wallace [2] 59/83 50/76 274 2718 —_—
Martinez-Pineiro [3] 43/62 38/59 033 2011 ! : J
Raghavan [2] 34/41 37/85 585 16.51 [ -
Sub-total 136/186  125/180  8.92 63.80 = (95% C1 0.90-1.47]p=0.264
Platinum-based combinations :
Cortesi unpublished 43/82 41/71 -1.87 2084 H—P_—'_|
Grossman [9] 98158 108159 -13.61 51.00 H—a—
Bassi [5] 53/102 60/104 -1.95 28.13 ]
MRC/EQRTC [6] 275491 301/485 -23.69 143.61 H—'—-H
Malmstrom [8] 68/151  B4/160  -9.97 37.94 H———
Sherif [8] 79/158 90/159 -6.37 4218 H—q——v—{
Sengelov [7] 70/78 60/75 1.79 31.96 e ———]
Sub-total 686/1220 744/1213 -55.67 35565 % HR=0.86 (95% C1 0.77-0.95) p=0.003
I
|
Total 82211406 B869/1403 -46.75 41045 ‘ HR=0.89 (95% C1 0.81-0.98) p=0.022
]
T - T T
0 0.5 1 1.5 2
NeoCT better Control better

Fg. 1. Hazard ratio plot for overall survival CT = chemotherapy. O-E = observed minus expected events. Each trial is represented by a square. the centre of
which gives the hazard ratio for that trial. Size of the square is proportional to the information in that tial. Ends of horizontal bars denote the 99% CI and inner
bars mark the 95% CI. Trials are ordered chronologically by start date (oldest first). The black diamond gives the overall hazard ratio for the combined results of
all trals; the centre denotes the hazard ratio, the extremities the 95% CL The shaded diamonds denote the hazard ratios for the trial groups; the centre denotes the
hazard ratio, the extremities the 95% CL Single-agent platnum: Heterogeneity Chi®= 1.11 (p = 0.57); Inconsistency /* = 0% Platinum-based combinations:
Heterogeneity Chi® = 2.81 (p = 0.83); Inconsistency I = 0% All rials: Heterogeneity Chi® = 8.67 (p=0.57); Inconsistency I~ — (6.

Accelerated Methotrexate, Vinblastine, Doxorubicin, and
Cisplatin Is Safe, Effective, and Efficient Neoadjuvant
Treatment for Muscle-Invasive Bladder Cancer: Results of a
Multicenter Phase II Study With Molecular Correlates of

Response and Toxicity

Elizabeth R. Plimack, Jean H. Hoffinan-Censits, Rosalia Viterbo, Edouard J. Trabulsi, Eric A. Ross,

Richard E. Greenberg, David Y.T. Chen, Costas D. Lallas, Yu-Ning Wong, Jianging Lin, Alexander Kutikov,
Efrat Dotan, Timothy A. Brennan, Norma Palma, Essel Dulaimi, Reza Mehrazin, Stephen A. Boorjian,
William Kevin Kelly, Robert G. Uzzo, and Gary R. Hudes

Hipoteza:

* 3 cikli ddMVAC, ki jih pacient prejme v 6 tedenskem
Casovnem intervalu privedejo do enakega deleza
patoloskih popolnih remisij kot zdravljenje s standardnimi
kombinacijami KT s cisplatinom, ki jih pacient prejme v
¢asovnem intervalu 12 tednoy,

* Profil ogrozujocih nezelenih ucinkov pri tem ostaja
sprejemljiv

W T0, 38%
I Tis Ta, 8%
W1, 8%
W12 13%
T3, T4, N+, 35%

Fig 1. Pathologic response and down-
staging. (Al Pathologic response and (B}
pathologic compared with clinical stage.

M Downstaged, 65%
Mo change, 17.5%
M Upstaged, 17.5%

J Clin Oncol 32:1895-1901.
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Review—Bladder Cancer Seven year update of an EORTC phase III trial of
N ji 1t Ch ytherapy in | Bladder Cancer: high-dose intensity M-VAC chemotherapy and G-CSF
Update of a Systematic Review and Meta-Analysis of versus classic M-VAC in advanced urothelial tract tumours
Individual Patient Data
C.N. Sternberg’, P. de Mulder, J.H. Schornagel, C. Theodore, S.D. Fossa,
Advanced Bladder Cancer (ABC) Meta-analysis Collaboration % ALT. van Oosterom, J.A. Witjes, M. Spina, C.J. van Groeningen, B. Duclos, J.T. Roberts,
Meta-analysis Group, Medical Research Council Clinical Trials Unit, 222 Euston Road, London NWI 2DA, UK {0, C. de Balincourt, L. Collette, the EORTC Genito-Urinary Cancer Group
A HI M-VAC
B ™~ median 3 50 monhs
1004_.-“-‘-1_._..“_._, 165 0%
ni 70- (10.1-23.0%) (32-129%)
= 80 E 804 4+ 0. Logrank P =0017
E L z THHHHE o’ HR =073 (95% C1:0.56.- 0.95)
5 e o Z ol
@ 2 oot
8 et 3
= a0 = 40|
T ]
e ]
a —es > —-es
S 204 T\ Ppathologic complte respanse S 204 T Pathologic compiste respanse
2 - (years)
st Lo 0 2 4 6 8 10 2
0 10 2 20 ) 0 10 20 30 40 o N Number of patients atrisk : Treatment
{15128 * 7 T T —mvac
Time (months) Time (months) bt 35 5 is 5 P o
No.atrisk No.atrisk
Yer s 15 7 1 o 15 3 s 2 0 z z )
No 2 2 8 H o No % 2 10 B 0 Fig. 2 - Progression-free survival.
Cc D
100+ 1004
. -
=
= 80 = 804 Yty 100-
2 4 = A ++ 5.
= S HD-M-VAC M-VAC
S e 2 60| median 5.1 mons months
@ & ! S & 80 oy R A
o @ 0. (95%T) 9%) (1.4-19.6%)
I-Ir 404 = 404
& £ 80 Logrank P =042
a HR =076 (95% CI: 0.55 - 0.99)
& 204 _LZ‘ Downstaged to non-muscle invasive 3 2 _L‘ff Downstaged to non-muscle invasive S :
= 0
=3 o2 &
0 10 20 30 40 o 10 20 30 40 20.
Time (months) Time (months) i
No.atrisk No.atrisk
fes 21 20 9 2 o Yes 20 20 10 3 o T T T T T T 1 (yoars)
No 10 s s 3 0 No i % s 3 0 0 H A A s g -
Fig 2. (A) Relapse-free (RFS) and (B) overal survival (OS) by pathologic complete response (pT0) rate; (C) RFS and (D) OS for patients downstaged to non-muscle 1% %ﬂ e R
vase dibenee, 101134 45 20 23 ] 0 -—HDMVAC
~— . .
Fig. 3 - Overall survival.
J Clin Oncol 32:1895-1901. EUROPEAN JOURNAL OF CANCER42(2006)50-54

Cisplatin in Patients with ¢T3-4aN0OMO Bladder Cancer
Treated with Radical Cystectomy

Homayoun Zargar, Jay B. Shah, Bas W. van Rhijn, Siamak Daneshmand,

THE JOURNAL OF UROLOGY  Vol. 199, 1452-1458, June 2018

experience

Homayoun Zargar'® - Jay B. Shah® - Elisabeth E

Kamran Zargar-Shoshtari® -

World J Urol (2017) 35:1729-1736

Neoadjuvant Dose Dense MVAC versus Gemcitabine and

Trinity J. Bivalacqua, Philippe E. Spiess, Peter C. Black and Wassim Kassouf*

Dose dense MVAC prior to radical cystectomy: a real-world

Fransen van de Putte® - Kylea R. Potvin® -
as W. van Rhijn® - Siamak Daneshmand® - Jeff M. Holzbeierlein” -
Philippe E. Spiess® - Eric Winquist* - Simon Horenblas® - Colin Dinney® - Peter C. Black' - Wassim Kassouf®

Original Article

Comparative Effectiveness of Gemcitabine Plus Cisplatin
Versus Methotrexate, Vinblastine, Doxorubicin, Plus
Cisplatin as Neoadjuvant Therapy for Muscle-Invasive
Bladder Cancer

Matthew D. Galsky, MD™; Sumanta K. Pal, MD?'; Simon Chowdhury, MRCP?; Lauren C. Harshman, MD*;

Simon J. Crabb, MRCP; Yu-Ning Wong, MDS; Evan Y. Yu, MD; Thomas Powles, MRCP®; Erin L. Moshier, PhD?;
Sylvain Ladoire, MD'®; Syed A. Hussain, MD"; Neeraj Agarwal, MD'%; Ulka N. Vaishampayan, MD™; Federica Recine, MD'%;
Dominik Berthold, MD'®; Andrea Necchi, MD'®; Christine Theodore, MD"; Matthew I. Milowsky, MD'%;

Joaquim Bellmunt, MD% and Jonathan E. Rosenberg, MD'®;
for the Retrospective International Study of Cancers of the Urothelial Tract (RISC) Investigators

Cancer 2015;121:2586-93.
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National i . F: = :
Comprehensive NCCN Guidelines Version 4.2019 NECN S iox
R Cancer Bladder Cancer R~ i

PRINCIPLES OF SYSTEMIC THERAPY

Perioperative chemotherapy (neoadjuvant or adjuvant)

Preferred regimens
+ DDMVAC (dose-dense methotrexate, vinblastine, doxorubicin, and cisplatin) with growth factor support for 3 or 4 cycles’2

« Gemcitabine and cisplatin for 4 cycles”

Other recommended regimens
« CMV (cisplatin, methotrexate, and vinblastine) for 3 cycle55

« For patients who are not candidates for cisplatin, there are no data to support a recommendation for perioperative chemotherapy.

+ Randomized trials and meta-anaiyses show a survival benefit for cisplatin-based neoadjuvant chemotherapy (3 or 4 cycles) in patients with
muscle-invasive bladder cancer.™6:7

+ Meta-analysis suggests a survival benefit to adjuvant therapy for pathologic T3, T4 or N+ disease at cystectomy.”

« Neoadjuvant chemotherapy is preferred over adjuvant-based chemotherapy on a higher level of evidence data.

« DDMVAC is preferred over standard MVAC based on category 1 evidence for metastatic disease showing DDMVAC to be better tolerated
and more effective than conventional MVAC in advanced disease.2® Based on these data, the traditional dose and schedule for MVAC is no
longer recommended.

+ Perioperative gemcitabine and cisplatin is a reasonable alternative to DDMVAC based on category 1 evidence for metastatic disease showing
equivalence to conventional MVAC in the setting of advanced disease.™

» For gemcitabine/cisplatin, both 21- and 28-day regimens are acceptable. Better dose compliance may be achieved with fewer delays in
dosing using the 21-day schedule.’”

* Neoadjuvant chemotherapy may be considered for select patients with UTUC, particularly for higher stage and/or grade tumors, as renal
function will decline after nephroureterectomy and may preclude adjuvant therapy.

+ Carboplatin should not be substituted for cisplatin in the perioperative setting.

» For patients with borderline renal function or minimal dysfunction, a split-dose administration of cisplatin may be considered
(such as 35 mg/m? on days 1 and 2 or days 1 and 8) (category 2B). While safer, the relative efficacy of the cisplatin-containing combination
administered with such modifications remains undefined.

+ For patients with borderline renal function, estimate GFR to assess eligibility for cisplatin.

Panei: Consensus definition of patients with metastatic
urothelial carcinomawho are unfit for cisplatin-based
chemotherapy

Patients meeting at least one of the following are

considered “unfit”

» WHO or ECOG performance status of 2, or Karnofsky
performance status of 60-70%

« Creatinine clearance (calculated or measured) less than
1ml/s

« CTCAEversion 4, grade 2 or above audiometric hearing loss

« CTCAEversion 4, grade 2 or above peripheral neuropathy

«  NYHA class Il heart failure

If cisplatin-based chemotherapy cannot be given,
neoadjuvant chemotherapy is not recommended

ECOG=Eastern Cooperative Oncology Group. CTCAE=Common Terminology Criteria for
Adverse Events: N'YHA=Maw York Heart Aszociation

Lancet. 2011;12(3):211-4 Wersion 4 2018, 07/10/18 & 2012 Nationa! Comprehensive Cancer Metwork® |
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OHRANITVENO ZDRAVLIENJE BOLNIKOV S KARCINOMOM SECNEGA MEHURIJA

Pacienti primerni za ohranitveno zdravljenje

* Zacetne faze Ml ca seénega mehurja ( cT1,
cT2)

¢V okviru TURB makroskopsko popolna
resekcija tumorja

* Ni obstrukcije votlega sistema secil

J Clin Oncol 24:5536-5544.

Transurethral
Resection
(R0, if possible)
2= d\Weaks
Radiochemotherapy
4- 6\Weeks
Restaging=TURBT
Muscle- Suparficial. Complete
Invasive Residual Remission
Residual Tumor +
Tumor 1 Follow-Up
&
TURET + Intravesical -
Salvage Therapy o Superficial ~ Muscle-
Cystactomy Relapse Invasive

Fig 1. Current schema at the University of Edangen, Germany, for trimodality
treatmant of invasive bladder cancer with selective bladder preservation. TURET,
transurethral resection of the bladder tumor

ELSEVIER

CLINICAL INVESTIGATION

Int. 7. Radiation Oncology Biol Phys., Val. 46, No. 2, pp. 403409, 2000
Copyright € 2000 Elsevier Science Inc.

Printed m the USA. All rights raserved

0360-3016/00/5~se¢ front matter

PII S0360-3016(99)00385-5

Bladder

PROGNOSTIC FACTORS IN INVASIVE BLADDER CARCINOMA TREATED
BY COMBINED MODALITY PROTOCOL (ORGAN-SPARING APPROACH)

Tapera Matos, M.D..* Tanra Curer. ML.D.. Pr.D..* Jozica CErvER. M.D..* )
SmoNA BorsTNAR, M.D..* BoRUT KRAGELT, M.D..* AND MIRJANA ZUMER-PREGELJ. M.D.”

*Institute of Oncology. and "Department of Urology, University Medical Center, Ljubljana, Slovenia

® Cliinical Ivestigation
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INVASIVE BLADDER CANCER: OUR EXPERIENCE WITH BLADDER
SPARING APPROACH
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*Institute of Oncology, Liubljana, Slovenia: and fDepartment of Urology, University Medical Center, Ljubljana. Slovenia
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CLINICAL INVESTIGATION Bladder

PROGNOSTIC FACTORS IN INVASIVE BLADDER CARCINOMA TREATED
BY COMBINED MODALITY PROTOCOL (ORGAN-SPARING APPROACH) Table 1. Patient and primary tumor characteristics at the

beginning of treatment

Tapera Matos, MD..* Tania Curer, M.D.. PE.D..* Jozica CERVEK. M.D..* Charictesiitics Number %
SmoNA BorsTvaR. M.D..* BoruT KraGeLy, M.D..* anp Miriana ZuMER-PREGEL, M.D." — 15 10
atients
*Institute of Oncology. and "Department of Urology. University Medical Center, Ljubljana, Slovenia Gender
males 83 0
females 22 210
Median age (range) 62 (34-7T7)
Performance status
By r 0 7 676
03 3 1 30 286
2 4 38
5 2 R r Hemoglobin concentration
¥ L =120 gL 83 79.0
H <120 gL 16 152
5 08 r unknown 6 58
g Clinical tumor stage (T)
ERR €Tl 7 6.7
% 04 €T2, 3 78 743
2 cT4 20 19.0
£ 03 - Histologic tumor type*
g transitiocell ca. G2 25 238
92 r transitiocell ca G3 59 56.2
01 t transitiocell ca with metaplasia 17 16.2
anaplastic ca. 4 R
L r Obstructive uropathy
] 1 b3 3 1 H [ present 27 25.7
Time {yearsh absent 8 743
Transusethral resection
= : d 3 = 2 complete 27 257
Fig. 1. Disease-specific survival of all 105 patients. Crrosplole, Pk i
unknown 10 9.5
*  The disease-specific 3.5-year survival was 67% +G = grade
Int. J. Radiation Oncology Biol. Phys., Vol. 46, No. 2, pp. 403-409, 2000
CLINICAL INVESTIGATION Bladder

PROGNOSTIC FACTORS IN INVASIVE BLADDER CARCINOMA TREATED
BY COMBINED MODALITY PROTOCOL (ORGAN-SPARING APPROACH)

TaDEIA MaTOS. M.D..* Tania Curer. M.D.. PuD..* JozicA CERVEK. MD..*
Smvona Borsmwar. M.D..* Borut KrageLr, M.D..* anp Mriana Zumer-PreceLs, M.D."

*Instifute of Oncology, and "Department of Urclogy, University Medical Center, Livbljana, Slovenia

13 F
03 p=0.0208 |
e Y | . i — . p0.0192
£ L : o
3 o e 3 ie . s I
H L. ) I g .
§ os l: i
§ os . § o | -
24 i = | |
£ o3 . b
34 | Remaining ot risk: I 2 7
Remaining at risk 3 g, 6 ¥ 5 0 £ M 4
FED 35 # w 8 7 4 £ “lema [H] T 5 i 1 Ly
i » 1 I 8 4 2 &
o |
.: o J;
2 - . [] 3 T 1 3 i i
] 3 i g B
Tme (yearsh Tmefred Fig. 5. Disease-specific survival by presence of obstructive urop-

[F1g. 3. Disease-specific survival by clinical T-stage. ] atly (D05

Fig[?, Disease-specific survival by performance status (PS) ]

Int. J. Radiation Oncology Biol. Phys., Vol. 46, No. 2, pp. 403-409, 2000
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Manage!

Depending on the findings at TUR

Non-muscle Invasive (NMIBC):
ideally TUR should have been
complete and followed by
IPOMC*

Contemplate 2™

Muscle Invasive

Neoadjuvant
Chemotherapy

N
Radical Cystectomy
with
Lymphadenectomy
P ——

TURBT if:
incomplete initial
TUR, no muscle

present in

specimen or
high-risk NMIBC

Intravesical instillations (Mitomycin C or BCG)
according to risk group
Cystoscopic Surveillance according to risk
/ group (for high risk, 10 year follow-up)

Figure 3. Overview of clinical management of patient with suspected bladder cancer (local disease, organ preservation therapy, and metastatic disease).

Annals of Oncology 25 (Supplement 3): iii40-ii48, 2014

Further Adjuvant
Chemotherapy

(limited data)

Adjuvant
Chemotherapy
(if no neoadjuvant)

Every three months follow up (see text)

* IPOMC: immediate postoperative Mitomycin C

Matlional = " «
Compratensive NCCN Guidelines Version 4.2019
NCCN gerhLLT i
e Bladder Cancer Discussion
CLINICALH ADDITIONAL WORKUP?® PRIMARY TREATMENT ADJUVANT TREATMENT
STAGING Neoadjuvant cisplatin-based
combination chemotherapyd followed
by radical cystectomy® {category 1]
or
NHeoadjuvant cisplatin-based
[combination chemotherapyd followed Based on pathologic risk (pT3-
by partial cystectomy® [highly 4 or positive nodes), consider
selected patients with selitary lesion adjuvant RT® or consider adjuvant
Gty in a suitable location; no Tis) cisplatin-based chemotherapy® if
c;:di | J— P no necadjuvant treatment given
+ Abdominall (Cystectomy alone for those not
pel\lin:nt,l‘r'}'anr ’ eligible to receive cisplatin-based
i i;nut AI d o No  _ . Observation \ See
muu - / or tumor |+| Foliow-up
. : : Reassess {BL-E}
f:?ge,:'m-- = g:::',u,,ga'"“ :l (Concurrent tumor status If Tis, Ta, or T1,
" i el \ chemaradiotherapy™®t |33 months consjder intravesical
suspicionor | | (categary 1) after full A BCG
1 treatmen or
:});-rl:l;t‘zms | Tumor—=|Surgical
metastases 1 g?nsolida‘h'onb
Noncystectomy_ L coopy s Treat as metastatic
candidates disease (BL.-9) j
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The Cancer Genome Atlas (TCGA) study

NATURE REVIEWS | CANCER VOLUME 16; JANUARY 2015

Expression markers

<
miR-09a. miR-100.

Expression markers
g
B

Molecular subtypes of bladder cancer

Subtype classification according to four mRNA expression profiling studies is shown.

UroA UroB Gu SCCL

Infiltrated

FGFR3
UPKs
CCND1

TP63
ERBB2
E-cadherin
P-cadherin
KRT20
KRTS

KRT14

KRT6A

KRT6B

KRT&C

EGFR

Mutation

FGFR3
TP53

Histological characteristics

Mainly high-
grada Mi; signs
of squamous
differentiation

Mainly low-
grads Te:
omeT1

Mainly Mi;

some Ta

Mainly
Wil MiandT1

Prognosis Good Poor Intermediate Poor Intermediate

Cluster | Cluster Il Cluster Il

Cluster IV

FGFR3

miR-145 and
miR-125b
GATA3
FOXA1

Histological characteristics

Papillary
Squamous
faatures.

b Basal
cD44
KRT14
KRTS
KRT6B
KRT20
upkz
UPK1B
UPK3A
Mutation and copy number
FGFR3
T5C1 mutation or deletion
RB pathway alterations

Prognosis [ FPoor | Good |

Luminal

Expression
markers

Luminal p53-like

Expression markers

Histological characteristics

Squamous
features

Better OS and
D55 than basal
subtype

Batter 05 and
D55 than basal

subtype

Prognosis

|

Response
to NAC

60% of tumours.

Responsive ‘ Resistant |0 of

Molecular subtypes of bladder cancer

Cancers 2018, 10, 100

Neuronal .
(5%) Luminal-

illary
= pap
=

{35%)
Neuronal
(5%)

Luminal
(60%)

-

Luminal

Luminai-

infiltrated
(19%)

Figure 5. The mENA-based subtypes of muscle-invasive bladder cancer (MIBC) by The Cancer
Genome Atlas consortium [13]. MIBC can be divided into five subtypes [luminal-papillary (35%),
luminal-infiltrated (19%), luminal {6%), basal-squamous (35%) and neuronal (5%)].
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Cancers 2018, 10, 100

Normal bladder mucosa

High luminal markers
(KRTZ0, PPARG, FOXAT, GATAS, uroplakins, FGFR3, ERBB2]

Low basalisguamous markers Fe "
(CO44, KRTS, KRT14, DSC3, TPE3, EGFR) s

tuminal markers High
(KRT20, PPARG, FOXA1, | neuroendocrine

GATAS, u e

FaFRY, :
laking | High immune markers | Prolfferation
Mo | 1ot (cozray Criasy | enawre
Umbrolla coll | High CiS scores;
Nedium phenstypa Loss of SHH signaling;

[PE-L1 [CD274), CTLA4] TPE mutations

High miR-200 and COM1;
Low miR-98a and miR-100

i Nouronal

Luminal-papillary Luminal-infiltrated | Luminal
Subtypes it ! P

(35%) (19%) (8%)

Etcposide
FGFR3 inhibitor; plus

Sugges“ad Early eystectomy checkpoint clnglntine

treatments without NAC inhibitor s

therapy

Figure 6. Categorization of muscle-invasive bladder cancer into five different subtypes based on
mRNA expression by The Cancer Genome Atlas consortium [13]. Molecular and clinicopathological
characteristics and suggested treatments for the five subtypes are summarized. CIS, carcinoma in situ;
EMT, epithelial ‘hymal transition; NAC, neoadjuvant chemotherapy; SHH, sonic hedgehog.
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LJUBLJANA LJUBLJANA

Pomen neoadjuvantnega sistemskega
lienja pri ginekoloskih rakih -

Erik Skof

n internisticne onkologije
~ 15. November 2019

. ONKOLOSKI INSTITUTE
INSTITUT OF ONCOLOGY
LJUBLJANA LJUBLJANA

Neoadjuvantno zdravljenje pri ginekoloskih rakih

* 1. Rak jaj¢nikov
* je del standardnega zdravljenja

* 2. Rak maternicnega telesa
* ni del standardnega zdravljenja

* 3. Rak maternicnega vratu
* ni del standardnega zdravljenja
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. ONKOLOSKI INSTITUTE
INSTITUT OF ONCOLOGY
LJUBLJANA LJUBLJANA

1. RAK JAJCNIKOV = klini¢ne znadilnosti

* Kljub napredkom medicine
— ni u€inkovite preventive
— ni zgodnjega odkrivanja
* presejanje ni ucinkovito (UZ, ginekoloski UZ, tumorski oznacevalci CA-125, HE4)
— ni zgodnjih klini¢nih znakov

* simptomi/znaki praviloma znak razsirjene bolezni (ascites, obstipacija, bolecine
v trebuhu, tezko dihanje,...)

Posledicno:

ecina bolnic (80%) ima ob diagnozi napredovalo bolezen
tadij 111/1V)*

* Register raka RS 2016 3

. ONKOLOSKI INSTITUTE
INSTITUT OF ONCOLOGY
LJUBLJANA LJUBLJANA

[EEN

. RAK JAJCNIKOV — bolezen se pogosto ponovi

S T

Kemoterapija ® © o o o
+ \Y 4
Bavacizumab
~70N0
10-18 mesecev 70% 38% 40 mes.
PFS 234 bolnic ima ponovitev 5 |etno prezivetjes 0s#

bolezni 3 leta od
pricetka zdravljenja’

1. Ledermann, J. A. et al. Ann. Oncol. 2013, 2. Bookman, M. A. et al. J. Clin. Oncol. 2009;
3. Burger, R. A. et al. N. Engl. J. Med. 2011; 4. Perren, T.J. et al. N. Engl. J. Med. 2011; 5.
de Angelis R et al. Lancet Oncol 2014.
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% Progression-free Survival

75%

25%

1. RAK JAJCNIKOV
Pomen primarne radikalne operacije:

Kaj je optimalno?

HR 95%Cl
1-10 mm vs. 0 mm: 2.52(2.26;2.81)
>10 mm vs. 1-10 mm: 1.36 (1.24;1.50)

Radikalna resekcija
0 mm

Optimalna resekcija

log-rank: p < 0.0001

1-10 mm

>10 mm

24 36 48 60 72 84 96 08 R0 B2 #4

Prezivetje 3 prospektivnih
raziskav faze Il (OVAR 3,5, & 7)
0 N = 3126 bolnic
s
2
3 0mm HR 95%Cl
g 1-10 mm vs. 0 mm: 2.70 (2.37;3.07)
>
2 >10 mm vs. 1-10 mm: 1.34 (1.21; 1.49)
N 25%
1-10 mm log-rank: p < 0.0001
>10 mm
0 DuBois, Cancer (2009)115:1234
0 24 36 48 60 72 84 96 108 120 132 4
| A ST

4 ONKOLOSKI INSTITUTE
INSTITUT OF ONCOLOGY
LJUBLJANA LJUBLJANA

1. RAK JAJCNIKOV — pomen primarne radikalne
resekcije

sidual tumor must be acchieved in every stage to
improve prognosis ?

FIGO stage
Me:

FIGO |IB-IIIB

7).

FIGO IIC 81.1 : ‘-Ik(,E
A 031;0.42)

Ffm BowA Cancer 2009, 15: 123444 e
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4 ONKOLOSKI INSTITUTE
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1. Rak jajénikov - primarna radikalna operacija

Multivisceral en-bloc resection in advanced ovarian cancer

Counesy of Sven Mahner

Dejstvo: - ni mozno pri vseh bolnicah
- bolnice morajo biti sposobne prejeti tudi po-operativno kemoterapijo
- sama kirurgija ne omogoca ozdravitve !

4 ONKOLOSKI INSTITUTE
INSTITUT OF ONCOLOGY
LJUBLJANA LJUBLJANA

1. Rak jaj¢nikov - Vloga neoadjuvantne kemoterapije

Kaj je - operabilno/neoperabilno
- resektabilno/neresektabilno ?

Role of Radical Surgery and Neoadjuvant
Chemotherapy in Advanced Ovarian
Cancer: Report on the Consensus Paper

Gruecologic Oncology 128 (2013) 6-11

Contonts lists availsble at Scilerse ScienceDirect
Gwnecologic Oncology

‘‘‘‘‘‘ 1 home page: www elsavier cam/locatafyaync

Clinical Commentary

Neoadjuvant chemotherapy in advanced ovarian cancer: On what do we agree
and disagree?

Vergote I, du Bois A, et al. Gyneco! Oncol. 2013;128(1):6-11.

avodila za , kirurge” glede na obseg bolezni

189/208



15. dnevi IO

14.&15. november 2019

O

ONKOLOSKI
INSTITUT
LJUBLJANA

INSTITUTE
OF ONCOLOGY
LJUBLJANA

1. Rak jaj¢nikov: ESGO/ASCO/ESMO priporocila glede NACT

2015 2016

ﬂ;);%ﬁl‘o 50% of neoad; h

PY. on country

L —

E
£2ge

ADVANCED (STAGE Ill-IV) OVARIAN
CCANCER SURGERY

QUALITY INDICATORS

cweex ESMO—-ESGO consensus conference
recommendations on ovarian cancer:
pathology and molecular biology, early and
advanced stages, borderline tumours and
recurrent disease

2019

& - e =
l ing t - ESGO D g ASCO

Wrght et L1 Cin Oncol 0183434073

N Colombo,’ C Sassa.? A du Bais? J Ladermann,* WG McClugaage. | McNeish,” P Morice,”
S Pignata,’ | Ray-Coquard.” | Vergote,”"" T Baert” | Belaroussi,” A Dashora,™ S Olbrecht,™"'
F Planchamp, & D Quarieu, " on bahalf of the ESMO-ESGO Ovarian Cancar Consansus
Conference Working Group

ONKOLOSKI
INSTITUT
LJUBLJANA

O

1. Rak jaj¢énikov: Vloga laparoskopije pri NACT

.Role of laparoscopy in tumour staging

= In many centres, laparoscopy has been introduced in diagnostic staging

IN ADVANCED OVARIAN CANCER, LAPAROSCOPY CAN BE USED AS A TRIAGE
TOOL FOR RESECTABILITY'-5

patients with unresectable disease who are candidates for NACT rather than primary.
ey

orter recovery time with |s enables

uccessful laparoscopic cytoreduction has been reported®®

1o be started quicker

1. Houspy. et al Belg J Med Oncol 20128;157-63; 2 Liv, et al.J Minim Invasive Gynecal
2009,16.250-82; 3 Angioll et al. Gynecol Oncol 2008:100-455-81 & Fagosi, et ol Ann Surg
Gynecol 2008168 842 e1.6,

@ Nezhal_ et sl J Minim Invasive Gynecol 20132075485

Orcol 2008,13.1156-81; 5. Fagotti. et al Am ) Otrstel.

NACT, necadjuvant chemotherogy

Dvojen pomen laparoskopije:

Ocena operabilnosti + Histoloska verifikacija

INSTITUTE
OF ONCOLOGY
LJUBLJANA
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1. Rak jajénikov: neoadjuvantna kemoterapija ali operacija?

* Bolezen
— Razsirjenost
* FIGO llIC-difuzna karcinoza, infiltriran
mezenterij,....
* Diagnostika:
— Slikovne preiskave: CT, MRI, PET-CT
— Laparoskopija
— Histologki/molekularni tipi?

* Bolnik
— splosno stanje (performens) e Kiru rg/Ustanova
— pridruzene bolezni - - - Obvlada multivisceralne
? sposoben za multivisceralne resekcije N
? Sposoben za pooperativno KT resekcije
- Tim

- kirurgov/anesteziologov

4 ONKOLOSKI INSTITUTE
INSTITUT OF ONCOLOGY
LJUBLJANA LJUBLJANA

1. Rak jaj¢nikov: neoadjuvantna kemoterapija ali operacija?
* Bolezen
— Razsirjenost
FIGO IlIC-difuzna karcinoza, infiltriran mezenterij,.... Pomem ben Vp|iv
Diagnostika:

— Slikovne preiskave: CT, MRI, PET-CT
— Laparoskopija

— Histoloski/molekularni tipi ?

¢ Bolnik

— splosno stanje (performens) Pomemben VpliV
— pridruzene bolezni

— ?sposoben za multivisceralne resekcije
— ?Sposoben za pooperativno KT

iv?
urg/Ustanova Vpliv?
Obvlada multivisceralne resekcije FSGC_) certifikat
Tim kirurgov/anesteziologov (terciarni center v SLO)
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1.Vergote | et al. NEJM
al., Eur. J. Cancer 2016

1. Rak jajénikov — 4 randomizirane raziskave (NACT vs. OP)

 Studija___| Stadiji | N _| Roki | RO | R1_| mPFs,M | mos,M| p |
81 12 30 NS

EORTC! lNC-IVv. 670  NACT 51
oP 19 42 12 29
CHORUS? iV 550 NACT 39 73 12 24,1 NS
opP 17 41 10,7 22,6
JCOG 060234 IlI-IV 301  NACT 64 82 16,4 44,3 NS
opP 12 37 15,1 49
SCORPION>® |lIC-IV 171  NACT 58 100 14 NR /
opP 46 93 15 41

;4. 0nda T et al. ASCO Abstract 2018. 5. Fagotti A
et al. Eur. J. Cancer 2016; 6. Fagotti A et al. ASCO Abstract 2018

. ONKOLOSKI INSTITUTE
INSTITUT OF ONCOLOGY
LJUBLJANA LJUBLJANA

2010; 2. Kehoe S et al. Lancet 2015; 3. Onda T et

A Intention-to-Treat Analysis

100 — pDs
% — NACT
_ %
g n
: w
£ 5
a
EaR
g %0
2
10
0 H H 6 H 10
Years
No. of
Events No. of Patients at Risk
Primary Debulking 253 336 189 & u 2
Surgery (PDS)
Neoadjuvant Chemo- 245 334 195 ® 13 2
therapy (NACT)

EORTC 55971
0S:30Mvs. 29 M

Prednosti NACT:

- Manjsi kirurski poseg

2x vecji delez radikalne resekcije
dravljenje ,slabsih“ bolnikov

3

1. Rak jajénikov: Primerjava prezivetja med NACT in OP

. ONKOLOSKI INSTITUTE
INSTITUT OF ONCOLOGY
LJUBLJANA LJUBLJANA

— Primary surgery
— Primary chemotherapy

HR 0-87 (95% C10-72-1.05)
(pvalue not given because this
s a non-inferiority outcome)

Proportion alive (%)
g

----------------

6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Number at risk
Primarysurgery 276 225 189 153 128 83 51 22 17 6 3
Primary chemotherapy 274 239 205 161 137 88 59 3 2 1 3

CHORUS
0S:24 Mvs. 23 M
Kritike:
- Vprasljiva kakovost kirurgov/centrov
- ,slaba kirurgija“ v obeh raziskavah
- le 20% bolnikov radikalno operiranih
- Slabo prezivetje v obeh raziskavah
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1. Rak jajénikov: Primerjava preZivetja med NACT in OP
JCOG 0602

High volume centers—is selection the answer?

Lo sudvaowiy ____J
Overall Survival (N=301) Category High(N=140) Low(N=161)
Age 59 61
Stage IV 35% 29%
Abs2.5 gldl 9% 16%
PS2:3 12% 14%
5 X CA125 (U/mi) 17055 1603
05 <= PDS in PDST (N=72) (N=75)
& 04 - Optimal rate 51% 24%
03 b e T . Operation time (min) 304 175
02 | HR=1.05[90.8% Cl 0.83-1.33] (p=0.24)" DS in NACT (N=60) (N=70)

01 F ox proportional hazard moc fied by clinical y Optimal rate 82% 83%
0.0

1.0
09

0 > 2 36 48 84 108 120 Operation time (min) 320 284
Pis at risk Months after randomiz: HR for NACT 1.36(0.92-2.01) 0.86(0.61-1.22)
AmA 149 12 91 76 5 50 34 2 15 4
AmB 152 15 88 7 8 35 p. " 3 Favor NACT:
NACT Low PS
Low albumin
Complete Surgery (RT=0) 17 (11.6%) 45 (30.6%)
Optimal Surgery (RT=0 or <1cm) | 55 (37.4%) 92 (62.6%)
Presented by Onda ASCO 2018

sesereo . 2019 ASCO'

ANNUAL MEETING

PRESENTED a¥: Linds . Disks M M

Zdravljenje v ,terciarni ustanovi” — boljsa prognoza ! (NACT in OP)

Onda T et al. ASCO Abstract 2018

4 ONKOLOSKI INSTITUTE
INSTITUT OF ONCOLOGY
LJUBLJANA LJUBLJANA

1. Rak jajénikov: Vloga histologije pri odlocitvi glede
NACT ali OP

Could histology weigh into the balance of NACT vs. PDS?

n chemosensitive high grade
serous ovarian cancer (HGSOC)
RR=75%

¢ One argument proposed for NACT:
make the inoperable = operable

* Rare subtypes of ovarian cancer, not nearly as chemosensitive
Response rates to 1st line platinum-based chemotherapy
y (RR)

Low grade serous ovarian [RERA semeer
cancer

Clear cell ovarian cancer  [PUZRTE NNt

Mucinous ovarian cancer [FEZE T1:10 /N estnte it

For rare subtypes of OC: Risk of progression under NACT
» Loss of opportunity:

candidate for a morbid but feasible PDS - not being candidate for surgery at all.

Presented By Alexandra Leary at 2016 ASCO Annual Meeting
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1. Rak jaj¢énikov: Koliko ciklusov neoadjuvantne KT?

Could NACT promote chemoresistance?

Impact of number of NACT cycles on survival

s=E=—

5 10 15 20 25 % 5 40 4

5 3 38 4 45§ ss
Nadian Nuberof Pre-Surgery Chamatraray Cycon
[+ Vadion Surov Tme Predted Vadan Surval Trne

Brstowand Ch, Gyn Onc 2006

— Negative prognostic impact is proportional to number of cycles of NACT

ESGO/ASCO priporodilo:
- operacija po 3-4 ciklusih NACT (v primeru CR, PR ali S)
- ni dokazov od dobrobiti > 4 ciklusov
- bojimo se rezistence

Po operaciji se priporoca Se 3 cikluse KT
(NACT = OP > KT)

4 ONKOLOSKI INSTITUTE
INSTITUT OF ONCOLOGY
LJUBLJANA LJUBLJANA

1. Rak jajénikov: Odgovor na NACT vpliva na prognozo

Development and validation of a Chemotherapy Response Score (CRS) to quantify pathological
response to NACT in HGSOC

Criteria for the Chemotherapy Response Score (CRS)
CRS3 Complete or near complete pathological response
CRS2 Appreciable pathological response

CRS1 No or minimal tumor response

PFS according to
pathological response
score (CRS)

Time (vears)

Complete or near-complete path response (CRS3):

= improved PFS: 18mo vs 12mo, p<0.001

» decreased risk of platinum-resistant relapse (HR=0.08, p<0.01)

» non-significant improvement in OS Bohm et al. 1CO 2015
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1. Rak jaj¢nikov - Neoadjuvantno zdravljenje ali operacija?

* Jevrstnired res pomemben ?
— OP+KT ali NACT+OP+KT - temeljno zdravljenje
— Kemoterapija s platino je sinonim za to bolezen

* 5-letno prezivetje — le 40%

 Celokupno preZivetje — le cca 40 mesecev .7ﬁ
L R v .. (VY
* Nujno je izboljsati preZivetje ! b4

— Novosti :

* zaviralci PARP v vzdrZzevalnem zdravljenju o
* pomen bioloskih oznacevalcev (npr.BRCA)
« Nujen je DOBER HISTOLOSKI VZOREC pred zdravljenjem s KT

. ONKOLOSKI INSTITUTE
INSTITUT OF ONCOLOGY
LJUBLJANA LJUBLJANA

1. Rak jajénikov: Novostiz ESMO 2018

Vzdrzevalno zdravljenje z olaparibom v primarnem zdravljenju BRCA+
raka jajCnikov

SOLO-1-mednarodna multicentricna raziskava faze Il

Olaparib 2x300 mg

- PFS

« Zdravljenje do progresa
bolezni

2:1 randomizacija « Bolnice brez znakov Sekundami cili
bolezni zdravljene 2 leti

Bolnice z delnim

Stratifikacija glede na odgovorom so : EE:"; centralna analiza
oo camonamiseio2 | Cooupnoprzice
e leti « Cas od randomizacije do prve
Placebo naslednije terapije ali smrti
(N=131) « Cas od randomizacije do druge

naslednije terapije ali smrti
Kvaliteta Zivljenja (FACT-O)

2 leti vzdrzevalnega zdravljenja

*Primarna ali intervalna optimalna operacija pri stadiju lll ali biopsija in/ali primana ali intervalna operacija pri stadiju IV
ECOG = Eastern Cooperative Oncology Group; FACT-O = Funkcijska ocena zdravijenja raka ovarijev; FIGO = International Federation of Gynecology and Obstetrics;
PFS = prezivetje brez ponovitve bolezni; PFS2 = Gas do drugega progresa bolezni ali smrti; PARP = poli (ADP-riboza) polymeraza; BRCA+ = mutacija v genih BRCA 1/2
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1. Rak jaj¢nikov: SOLO-1:
Olaparib za 70% zmanjsa tveganje za ponovitev bolezni ali smrt v primerjavi s placebom?

Mediani ¢as sledenja: 41 mesecev
- mediani PFS v roki z olaparibom ni bil doseZen (13.8 mesecev v skupini s placebom)?

s % ponovitve po 3 .
3 letih Dogodki, N (%) 102(39.2) | 96(73.3)
£ 70
3 Mediani PFS
g 60 (meseci) NR 138
" Qo 50
- T S Ofaparib ~~~~ HR=0.30
5 40 95%Cl: 0.23,0.41
2 <0.001
i3 30 L4
N 20
S 26.9% brez
a 10 ponovitve po 3 letih Placebo
0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 . i
Primarni cilj:
No. at risk Meseci po randomizaciji PFS
Olaparib 260 240 229 221 212 201 194 184 172 149 138 133 111 88 45 36 4 3 0 0 0
Placebo 131 118 103 82 65 56 53 47 41 39 38 31 28 22 6 5 1 o 0 0 0

DCO: May 2018; Mediani FU: olaparib, 40.7 mesecev, placebo, 41.2 mesecev

Analiza je bila napravljena po 198 dogodkih (progres bolezni) - pri 50.6% bolnicah

PFS = prezivetje brez ponovitve bolezni; DCO = datum analize podatkov; HR = hazard ratio; CI = confidence interval
1.Moore Ket al. N. Engl. J. Med. (2018) ePub ahead of print; 2. Moore K et al. Oral presentation LBA7_PR, ESMO (2018)

Ni $e podatkov o celokupnem preZivetju

' ONKOLOSKI INSTITUTE
O INSTITUT OF ONCOLOGY
e . . LJUBLJANA LJUBLJANA
1. Rak jajénikov: Novost iz ESMO 2019

Niraparib Therapy in Patients With Newly

Diagnosed Advanced Ovarian Cancer
(PRIMA/ENGOT-OV26/GOG-3012)

PRIMA Trial Design

Patients with newly-diagnosed OC at

Stratification Factors
response to 1L platinum-based & i i ST

high risk for recurrence after

mmo&'mpy + Best response fo first platinum therapy: CR or PR

Tizsue homologous recombination test status: deficient or
proficientnot-determined

2:1 Randomization

_______ + Bodyweight 277 kg and platelets 2150,000/uL startes with 300 mg QD
+ Bodyweight <77 kg andior platelets <150 0004uL started with 200 mg QD

Endpoint assessment Hierarchical PFS Testing
Primary Endpoint: Progression-free survival by BICR + Patients with homelogous recombination deficient tumors,
Key 5 Jary Endgioint: Overall Surival foliowed by the overall population.
Secondary Endpoints: PFS2, TFST, PRO, Safety . S‘m.ﬁn;l :: wrwlhmm aﬁhﬂmﬁmm
= 0.85in the overall populafion
+ >90% staistical power and cne-sided type | error of 0.025

Patients were treated with niraparib or placebo once daily for 36 months
or until disease progression

1L, fst-ine; BICR, Dindet ngependent centrs reviewr CR, complit response; O, ovarian cancer
PFS2, progression-ree sunvical 2, PR parial response; PRD, patent reported outcomes; TFST, b io frst subsequent merpy.
< 4
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1. Rak jaj¢nikov: Novost iz ESMO 2019

Niraparib Therapy in Patients With Newly

Diagnosed Advanced Ovarian Cancer
(PRIMA/ENGOT-OV26/GOG-3012)

PRIMA Primary Endpoint, PFS Benefit in the Overall Population

1007 ~
Hazard ratio: 0.62 {95% Cl, 0.50-0.76) 38% reduction in hazard of
20 e
— woe relapse or death with niraparib
2 _
% Niraparib Placebo
H 704 (n=48T) (n=248)
H Median PFS
2 50 months 138 82
T (95% CI) [115-148)  (7.3-85)
§ 5| Niraparib Patients without PD or death (%)
2 o & months 3% 0%
& Flaceh 12 months 53% 5%
: 18 months 2% 8%

Meonths since Randomization

MNiraparib 487 454 385 312 206 263 167 111 o4 58 20 21 12 4 ]
Placebo 246 2286 177 133 17 00 @0 32 24 17 8 ] 4 1 o

1L, frstine; CI, condence interal; CT,

R

3 isease FFS
oy
DiSCaMTINGE 1 PFS 247 DENWe 2 MISSHgalee 2$ZESMent 5 BICK S12%

survival

4 ONKOLOSKI INSTITUTE
INSTITUT OF ONCOLOGY
LJUBLJANA LJUBLJANA
1. Rak jajénikov: Novost iz ESMO 2019
Niraparib Therapy in Patients With Newly
Diagnosed Advanced Ovarian Cancer
(PRIMA/ENGOT-OV26/G0OG-3012)
PRIMA PFS Benefit in Biomarker Subgroups
Homologous Recombination Deficient (HRd)
I HRd/BRCAmut HRA/BRCAwt I HR-proficient
- Fiazard ralio. 040 (5% 0, 0.270.62)| '™ Hazard rafio: 0.50 (5% C1,0.31083) | '™ Hazard ratio: 0.68 (35% CI, 0.49-0.84)
@9 =)
£ & 2 &1
i m Ta TO
fw Niraparib | &0 o &0
E = E] 50
é a L‘_L—I— 4 @ \-\_L\_‘_'
E Z z s : Miraparib
o Placebo
10 10 10 Plavabe
DD24€SM‘EII‘ElBE‘D&Z‘ZEHuDQlESIEI?‘lIGEd!ﬂﬂE&EBBﬁ 0024555‘]12“!5152022242523
‘MONtha since Randomization Montnz ainca MONNS 8INCE RaNOOMAZaton
* Niraparib provided similar clinical benefit in the HRd subgroups (BRCAmut and BRCAwt)
* Niraparib provide clinically significant benefit in the HR-proficient subgroup with a 32% risk reduction in
progression or death
mmtﬁm o T — o, . muban, P, progres s survival i, wi-ype
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1. Rak jajénikov — vloga neoadjuvantnega zdravljenja

Dejstva:
Najpomembnejsi prognostic¢ni dejavnik je radikalna operacija (brez
makroskopskega ostanka), ki je lahko dosezena:
- s primarno operacijo (,level 1 evidence®), ki ji sledi adjuvantna KT ali
-z operacijo, po predhodni neoadjuvantni KT in (,ni level 1 evidence)

- Odlocitev glede vrste zacetka zdravljenja se sprejme v terciarni ustanovi,
glede na:
- Obseg bolezni in stanja bolnice (performens, pridruZzene bolezni), histoloski
tip,...

- Vedno vedji pomen imajo molekularni dejavniki (npr. BRCA), zato je nujno
pridobiti histoloski vzorec pred pricetkom zdravljenja s kemoterapijo

ravitev omogoca le kombinirano zdravljenje z radikalno operacijo in
moterapijo (+ vzdrzevalno zdravljenje z zaviralci PARP?)

Slovenska priporotila za zdravljenje raka jajénikov. Onkologija 2016

4 ONKOLOSKI INSTITUTE
INSTITUT OF ONCOLOGY
LJUBLJANA LJUBLJANA

2. Rak maternicnega telesa
—vloga neoadjuvantnega zdravljenja

* Ni del standardnega zdravljenja

* Leizjemoma:
1. Lokalno zdravljenje ni mozno
2. Ohranitev plodne sposobnosti

Slovenska priporoila za zdravljenje raka materni¢nega telesa. Onkologija 2018
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2. Rak maternicnega telesa
—vloga neoadjuvantnega zdravljenja

* Lokalno zdravljenje ni mozno:

— Lokalno inoperabilna bolezen pri bolnicah, ki so bile pred leti
zdravljenje z obsevanjem predela medenice zaradi drugege raka (npr.
Ca rektuma, Ca colli uteri)

— Kemoterapija (pakli/karbo)
* Po 3 ciklusih ocena operabilnosti
* Velika verjetnost, da bo neoperabilno - paliativno zdravljenje

Slovenska priporotila za zdravljenje raka materni¢nega telesa. Onkologija 2018
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2. Rak maternicnega telesa
—vloga neoadjuvantnega zdravljenja

* Ohranitev plodne sposobnosti
+ Ce je nizko tveganje za ponovitev:
— endometroidni tip G1
— zacetni stadij — FIGO IA (MRI, ekspertni UZ)

* Starost < 40 let
* Bolnica podpise privolitev k ,,nestandardnem zdravljenju’
» Terciarna ustanova (ginekologi, onkologi, psiholog...)

‘

— Hormonska terapija s progestini

* 6-12 mesecev (vsake 3 mesece abrazija/endo UZ)
* V primeru CR svetujemo ¢imprej$njo zanositev

- Uspesnost — cca 50%

- Verjetnost za ponovitev do 40%

- Nosecnost zmanjsa verjetnost ponovitve

Slovenska priporo¢ila za zdravljenje raka materniénega telesa. Onkologija 2018
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3. Rak materni¢nega vratu

* Ni del standardnega zdravljenja

* Leizjemoma:
1. Lokalno zdravljenje z RT/KT ni mozno
2. Ohranitev plodne sposobnosti

ONKOLOSKI
INSTITUT
LJUBLJANA

O

—vloga neoadjuvantnega zdravljenja

1. ESGO-ESTRO-SGO priporocila. Int J Gynecol Cancer 2018
2. Slovenska priporotila za zdravljenje RMV. Onkologija 2019

INSTITUTE
OF ONCOLOGY
LJUBLJANA

3. Rak maternicnega vratu

* Nidel standardnega zdravljenja

JOURNALOF CHNICA ONCOLOGY

Neoadjuvant Chemotherapy Followed by Radical Surgery
Versus C Chemotherapy and Radi py in
Patients With Stage 1B2, IIA, or IIB Squamous Cervical
Cancer: A Randomized Controlled Trial

Sudecp Gupta, Amia Maheshvee, Pllai Paraby, Uniesh Mahansshe, Rokini Hawaldar, Supria Sustei
(Ghopra) o, Heman Tongao K,
"

T Suragp iged
Sty Shrivastava, and Rajnra Badws
AB s TRAGCT

Purpose
We compared the efficacy and toxicity of neoadiuvant chematherapy folowed by radical surgery

cancer
Pationts and Methods
This was a singlecar
NCTOD183729). Elgible
squamous cervical cancer
aither thiee cytles of naos

e Il randomized contralled trial (CinicalTrials.gov identfier
& bitwaen 18 snd 65 yaars old and had staga B2, I, or 8

cisplatin once

ifindicated. The primary
survival (DFS), defined as survival without eispse or death related to cancer, and secandary end
points included overall survival and toxcity

Resulte

oadjovant lus surgery group vers:
ciation group wera rectal (22% v35%, raspactively), bladder (1.6% v35%,
respectively), and vaginal 12.0% 125.6%, respsctively.

Conclusion
Cispiatinibased soneornitant chemoradiation resulted in superior DFS comparad with nebadiant
chematherapy folowed by fedical surgery n locally advancad cervical cancer.

ONKOLOSKI
INSTITUT
LJUBLJANA

O

—vloga neoadjuvantnega zdravljenja

RT / KT je zlati standard?

1. ESGO-ESTRO-SGO priporo¢ila. Int J Gynecol Cancer 2018
2. Slovenska priporotila za zdravljenje RMV. Onkologija 2019
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OF ONCOLOGY
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3. Rak maternicnega vratu
—vloga neoadjuvantnega zdravljenja

1. Ce lokalno zdravljenje z RT ali RT/KT ni mozno:

- zdravljenje z NACT ne izboljSa preZivetja v primerjavi z OP 14

Rydzewska L,et al. Cochrane Database Syst Rev 2012
Randomized phase III study EORTC Gynecological Cancer Group. NCT00039338.|

Kim HS, et al. EurJ Surg Oncol 2013.
Katsumata N, et al. Br J Cancer 2013

EalRad S e
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3. Rak maternicnega vratu
—vloga neoadjuvantnega zdravljenja

2. Ohranitev plodne sposobnosti
* NACT ==== trahelektomija

* Indikacija’?:
— Tumor >2cm
— Negativne pelvi¢ne bezgavke
— Bolnice seznanjene z vecjim tveganjem za ponovitev (privolitev)

* Rezultati3:

— Uspeh NACT: v 89%

— Zanosilo: 31% bolnic

— Relaps bolezni: 8% (2x vec¢ kot obicajno)

1. ESGO-ESTRO-SGO priporocila. Int J Gynecol Cancer 2018
2. Slovenska priporo¢ila za zdravljenje RMV. Onkologija 2019
3. Pareja R, et al. Gynecol Oncol 2015
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Zakljugki: C

* 1. Rakjaj¢nikov

* je del standardnega zdravljenja

* 2. Rak materni¢nega telesa

* ni del standardnega zdravljenja

* 3. Rak maternicnega vratu

* ni del standardnega zdravljenja

ONKOLOSKI
INSTITUT
LJUBLJANA

Neoadjuvantno zdravljenje pri ginekoloskih rakih

INSTITUTE
OF ONCOLOGY
LJUBLJANA

O

* Hvala lepa!

ONKOLOSKI
INSTITUT
LJUBLJANA
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LJUBLJANA
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~ Zdravljenje bolnice z napredovalim
karcinomom jajcnika

Dnevi internisticne onkologije, 2019

Ljubljana

LOREDANA MRAK, DR. MED.

DOC. DR. ERIK SKOF, DR. MED.

Anamneza R

Maj 2015
44-letna, premenopavzalna ¢
PrejsSnje in spremljajoce bolezni:
st. po ulkusu dvanajstnika, GERB

Druzinska anamneza:
babica rak dojke 70 let, mama rak grla 55 let

Ginekoloska anamneza:
3xP, 1xA, LLETZ zaradi CIN 11l

Simptomi: bolecine v trebuhu, povecanje obsega trebuha, zmanjsan apetit
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Diagnostika R

Ginekoloski pregled in UZ: PS 1, cisticnha tvorba desnih adneksov
Laboratorijski izvidi: povisan CA-125

Anatomski stadij

CT trebuha: 11 cm tu formacija D ovarija, ascites, karcinomatoza omentuma, depoziti
pod D hemidiafragmo

Diagnosti¢na laparoskopija: FIGO IlIC = inoperabilen proces, opravljena
adneksektomija z biopsijami peritoneja

Patomorfologija
Slabo diferenciran serozni karcinom jajc¢nika [

Serozni ca jajcnika visokega
gradusa (HGS), FIGO llIC

Primarno zdravljenje R

Neoadjuvantna KT (jun - sep 2015): 4 ciklusi paklitaksel/karboplatin
J ascitesa po 1. ciklusu

Normalizacija Ca-125 po 3. ciklusu

Sopojavi: misi¢no skeletna bolec¢ina G1, neutropenija G2 (dodatek G-CSF)
CT trebuha: operabilna bolezen

Intervalna citoredukcijska operacija (nov 2015):

Histerektomija z omentektomijo in debulking, RO
+ intraperitonealna KT (cisplatin) v sklopu studije

Histologija resektata: serozni adenoca z regresivnimi spremembami— CRS nedolocen
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KT ob intervalni citoredukcijski operaciji

Prezivetje bolnic s ca jaj¢nika
zdravljenih na Ol v letih 2005-2007

625%

p=0.0001

625%

Overall survival

38.9%

an

206%

27.6%
(R—
174%

167%

11%

5000
Months

survival rates of patients after different surgi

ARt REEE e

— Studija: Vloga 1x intraperitonealna KT s
cisplatinom med intervalno op

Znani podatki za 1x HIPEC med intervalno op

Probability of Survival

Vprasanje 1: Ali po intervalni citoredukcijski
operaciji nadaljujemo s KT?

Da, Se 3 cikluse v vsakem primeru

Da, Se 3 cikluse v primeru vitalnega ostanka bolezni
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Nadaljevanje primarnega zdravljenja R

Pooperativna KT (dec 2015 — jan 2016): 3 ciklusi paclitaksel/karboplatin z G-CSF
Sopojavi: misiéno skeletna bolecina G1

15 mesecev vzdrzevalni bevacizumab (dec 2015 - mar 2017)
Sopojavi: epistakse G1

Opravi genetsko svetovanje in testiranje za zarodno BRCA 1/2 mutacijo -
BRCA 1 pozitivna

Zdravljenje ponovitve R

18 mesecev po zakljucku primarnega zdravljenja s KT (jun 2017):
PoviSan Ca-125

Asimptomatska
PET-CT: progres obolenja v toraksu (do 3 cm) in abdomnu

—> proces inoperabilen

Indicirano zdravljenje s KT 2. reda na bazi platine + PARP inh.
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Zdravljenje ponovitve in sledenje

A

2. red sistemske terapije:
6 ciklov PLD/karboplatin (avg 2017 — jan 2018)
Sopojavi: slabost in zaprtost G1
DoseZena remisija bolezni z normalizacijo Ca-125
Priceto vzdrZzevalno zdravljenje z olaparibom (feb 2018)
Sopojavi: prehodna anemija, utrujenost in slabost, vse G1

21 mesecev na vzdrzevalnem zdravljenju z olaparibom

Dobra kvaliteta Zivljenja, brez znakov za ponovitev bolezni

4x Karbo/Pakli

{

3x Karbo/Pakli in vzdrzevalni Beva

6x Karbo/PLD

VzdrZevalni Qlaparib

20M

am

Intervalna
citoredukcija

!

Sledenje

Progres
bolezni

Hvala za pozornost!
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SIMPOZI1J SO PODPRLE NASLEDNJE DRUZBE:

ROCHE

TAKEDA

MSD

SWIXX BioPharma (prej AMICUS)

PHARMASWISS

EWOPHARMA

TEVA

BAYER

ASTRA ZENECA

ELILILLY

JANSSEN

MERCK

PFIZER

NOVARTIS

MEDIAS

SANOFI GENZYME

AMGEN



