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Multigenoveé eseje — fundamentalni vyznam

* |dentifikovat pacientky s casnym karcinomem prsu a nizkym rizikem
recidivy, u nichz je podani chemoterapie nadbytecné

* |dentifikovat pacientky s casnym karcinomem prsu, u nichz je vhodné
uvazovat o prodlouzené adjuvanci z duvodu vysokého rizika recidivy

* Pacientkam v paliativni situaci identifikovat molekularni cil, jehoz
terapeutické ovlivhéni je dnes mozné



Multigenove eseje pro ruzneé klinické situace

PAM50 Oncotype DX Mammaprint
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Multigenove eseje pro ruzneé klinické situace

Metastatické onemocnéni

Casna stadia

PAMS50 Oncotype DX Mammaprint FoundationOne
EndoPredict  BCI Mammostrat Guardant 360
HER2+ NTRK
AURORAK

BRAF
Stadia: l all



Purpose
The PAM50-based Prosigna risk of recurrence (ROR) score has been validated in randomized clinical

PA M 5 O trials to predict 10-year distant recurrence (DR). The value of Prosigna for predicting DR was ex-
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Zaver:

- nizké riziko recidivy dokazi predikovat bez PA50 pomoci zhodnoceni IHC nadoru
- pacientky s vysokym rizikem potrebuji (asi) chemoterapii

- prospektivni informaci o ucinnosti tailoringu pomoci PAM50 chybi



PAM50
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Zaver:
- chybéjici adekvatni |écba celkové
- chybéjici diskriminace mezi high a intermediate risk v OS i DFS pfri pouziti PAM50



PAM50

ABCSG-8
ATAC
Danish Breast Cancer Cooperative Group

Ann Oncol 2016; 26: 1685
543 N+ Zen

Zaver:

Table 1. Ten-year risk of distant recurrence (%) for patients with
one, two to three or no positive nodes within ROR-based risk groups
and within intrinsic subgroups
Risk group 1IN+ 2-3N+ Node negative
Risk (95% CI)  Risk (95% CI)  Risk (95% CI)

ROR-based groups
Low 66 (3.3-12.8) 12.5%(6.6-22.8)° 4.9 (3.7-64)
Intermediate  15.5 (9.5-25.0) 15.0 (11.6-19.2)
High 255 (175-36.1) 337 (25.5-43.8) 20.3 (14.7-27.7)
Intrinsic subgroups
Luminal A 84 (53-13.3)  16.5(10.7-24.8) 5.4 (4.2-6.9)
Luminal B 253 (17.4-36.0) 38.8(27.2-532) 17.0 (13.4-21.4)

“Due to small numbers of patients and events in the low-risk group, low
and intermediate risk groups were combined.

- nedostatecna diskriminace mezi intermediate a low risk group
- rozdéleni mezi lumindlni typ A a B dostatecné k odhadu rizika recidivy



BCI, Breast Cancer index
MGI, Molecular grade index

Subanalyza aTTOm median sledovani 8,9 let
6 956 pacientek s HR+ nadorem 10 let vs. 5 let Tamoxifen, DFS + 3,8%,
randomizace mezi 5 vs 10 let HR 0,86 (KI: 0,77-0,96, p=0,006)

2 594 pac. v genetické studii
1018 N-, 543 N+

BCl je pomér exprese HOXB13 : IL17BR (H/I)

MGI: BUB1B, CENPA, NEK2, RACGAP1, RRM2



BCI, Breast Cancer index
MGI, Molecular grade index

Subanalyza aTTOm
6 956 pacientek s HR+ nadorem
randomizace mezi 5 vs 10 let
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30 40 50

20

10

0

All N+ patients

== 10-year
—  B-year

20 30 40 50

10

median sledovani 8,9 let

nize data pro 583 N+

10 let vs. 5 let Tamoxifen, DFS + 3,8%,
HR 0,86 (KI: 0,77-0,96, p=0,006)

BCI (H/l)-High

~ 10-year

— —— BS-year

Abs. redukce recidiv —

10,7%

49% BCly,y,

20

10

BCI (H/l)-Low

~ 10-year
- —— BS-year




BCI, Breast Cancer index

MGI, Molecular grade index

Subanalyza MA17

5 157 pacientek s HR+ nadorem

randomizace mezi 5 vs 5+5 let
A All patients disease-free
0-3 Letrozole
Tamoxifen months n=2575 |

~ 5 years initial adjuvant

5 years extended adjuvant

Case-control studie
249 pacientek, 60% N+

B

5157 Patients from MA.17

/

319 Relapses

l

100 Relapses with
available tumor blocks

16 Contralateral
1 Unknown

83 Relapses:
61 distant, 17 local, 5
regional

31 letrozole, 52 placebo

~

4838 Nonrelapses

l

200 Matching patients
without relapse

34 Control subjects matching to
17 contralateral or
unknown relapse

166 Matching controls
91 letrozole, 75 placebo




BCI, Breast Cancer index
MGI, Molecular grade index

Subanalyza MA17 Case-control studie
5 157 pacientek s HR+ nadorem 249 pacientek, 60% N+

randomizace mezi 5 vs 5+5 let Abs. redukce relapsti ve 4- letech: 16,5%

Table 3. Unadjusted and adjusted analyses of treatment benefit by HOXB13/IL17BR (H/l) groups

Variable Unadjusted OR (95% Cl) P Adjusted OR (95% Cl) P
Age, post- vs premenopausal 0.25 (0.02 to 2.76) 26 0.12 (0.01 to 1.60) 11
Tumor size, T2 + T3 vs T1 1.00 (0.23 to 4.35) 1.00 1.13(0.21 to 6.00) 88
Grade, 3vs 1-2 1.56 (0.82 to 2.98) 18 1.23 (0.58 to 2.60) H9
ER status, positive vs negative 0.67 (0.15 to 2.98) .60 0.83(0.15t0 4.72) a3
PR status, positive vs negative 1.05 (0.53 to 2.09) .88 1.332 (0.62 to 2.86) 46
HERZ status, positive vs negative 1.32 (0.5b to 3.18) b4 0.99 (0.3b 10 2.78) 98
Mode status, positive vs negative 1.00 (0.06 to 15.99) 1.00 1.93 (0.11 to 33.77) 65
Treatment effect, letrozole vs placebo
Zaver:

- dvé studie konzistentné potvrzuji schopnost BCI definovat podskupinu pacientek s vysokym
rizikem recidivy a benefitem prodlouzené adjuvance.



Oncotype DX

Randomizacni kritéria:

T1vs T2+

menopauzalni stav

CHT: taxan vs. non-taxan

radiace: WB vs. WB+boost vs. PBI vs no.
recurrence score group (11-15vs 16-20"

TAILORX

Odpovida svym rozlozenim studovana
populace populaci obecné?

Obdrzely vSechny pacientky

planovanou lécbu?

Sedi vSechny publikované udaje?

NE

NE

5. Low-risk (RS 0-10) & high-risk (RS 26 or higher) registries and RS distribution

Subjects with a recurrence score that was either low (RS 0-10 — arm A) or high (RS 26 or
higher — arm D) were enrolled on prospective registry. Federal funding was provided for sites for
the randomized arms (arms B and C) with a recurrence score of 11-25 and the low-risk registry
(arm AY Enrollment to the hiah-risk reaistrv (arm D) and subhsenuent followiin was voluntarv hv

Table S2. Treatment administered

Recurrence Score Recurrence Score
0-10 Recurrence Score 11-25 26 or Higher
Arm A Arm B Arm C Arm D
Endocrine Therapy Endocrine Therapy Chemoendocrine Chemoendocrine
Total Number 1619 3319 3312 1389
Adjuvant Chemotherapy (n=8) ( (n=185) ) (n=2704) (n=1300)
N
CMF 1 (12%) 12 (6%) 183 (7%) 52 (4%)
Anthracycline wio Taxane 0(0%) 52 (28%) 774 (29%) 334 (26%)
Anthracycline and Taxane 2 (25%) 17 (9%) 181 (7%) 244 (19%)
Taxane & Cyclophosphamide 3 (38%) 85 (51%) 1515 (56%) 589 (45%)
Other or Type Not Specified 2 (25%) 9 (5%) 51 (2% 81 (6%)
None 1611 3214 608 89

12% pacientek nedostalo |éCbu, k niz bylo randomizovano



Oncotype DX

TAILORX
Randomizacni kritéria:
T1vs T2+
menopauzalni stav
CHT: taxan vs. non-taxan

radiace: WB vs. WB+boost vs. PBI vs no. RT
recurrence score group (11-15vs 16-20 vs 21-25)

Odpovida svym rozlozenim studovana

populace populaci obecné?

Obdrzely vSechny pacientky
planovanou [éCbu?

Sedi vSechny publikované udaje?

NE

NE

NE

Table S2. Treatment administered

Recurrence Score Recurrence Score
0-10 Recurrence Score 11-25 26 or Higher
Arm A Arm B Am C Amm D
Endocrine Therapy Endocring Therapy Chemoendocrine Chemoendocrine
Total Number 1619 (331D 3312 1389
Adjuvant Chemotherapy (n=8) (n=185) (n=2704) (n=1300)
CMF 1{12%) 12 (6%) 183 (7%) 52 (4%)
Anthracycline w/o Taxane 0 (0%) 52 (28%) 774 (29%) 334 (26%)
Anthracycline and Taxane 2 (25%) 17 (9%) 181 (7%) 244 (19%)
Taxane & Cyclophosphamide 3 (38%) 95 (51%) 1515 (56%) 589 (45%)
Other or Type Not Specified 2 (25%) 9 (5%) 51 (2%) 81 (6%)
None 1611 3214 608 89
Endocrine Therapy (Premenopausal) (n=478) (n=1212) (n=1203) (n=407)
Al 32 (7%) 5 ) 110 (9%) 41 (10%)
OFS 17 (4%) 62 (5%) 33 (3%) 21 (5%)
OFS and Al 32 (7%) 124 (10%) 94 (8%) 31 (8%)
Tam 238 (50%) 558 (46%) 461 (38%) 177 (43%)
Tam and Al 146 (31%) 394 (33%) 482 (40%) 117 (29%)
Other 110%]) 5 (0%) 2(0%) 1(0%)
None Reported 12 (3%) 16 51%2 21 (2%) 19 (5%)
Endocrine Therapy (Postmenopausal) (n=1141) n=2187) (n=2109) (n=982)
Al 843 (74%) m 1441 (68%) 695 (71%)
Tam 99 (9%) 170 (8%) 139 (7%) 79 (8%)
Tam and Al 180 (16%) 438 (20%) 483 (23%) 176 (18%)
Other 0 (0%) 0 (0%) 1(0%) 1(0%)
None Reported 19 (2%) 11 (1%) 45 (2%) 31 (3%)

Table S3. Characteristics of patients with RS 11-25 according to treatment given

Chemoendocrine (n=2889) |

Endocrine {(n=3822)




Oncotype DX

Sekundarni analyzy:

TAILORX

prinasi doplnujici benefit pfi rozhodovani ke
stanoveni Oncotype téz stanoveni klinického

rizika?
Hazard Ratio for Recurrence, No. of Hazard Ratio for
No. of No. of Second Primary Cancer, Distant Distant Recurrence
Subgroup Patients  Events or Death (95% CI) Recurrences (95% C1)
All patients 9427
Endocrine therapy
Low recurrence score (0-10) 1572 176 —— 30 ——
Intermediate recurrence score (11-25) 3282 427 -.— 127 ——
Chemoendocrine therapy
Intermediate recurrence score (11-25) 3214 389 -.- 113 ——
High recurrence score (26-100) 1359 184 —— 96 —a—
=50 Yrof age 6460
Endocrine therapy
Low recurrence score (0-10) 1160 135 —— 23 ——
Intermediate recurrence score (11-25) 2182 273 B 74 —.
Chemoendocrine therapy
Intermediate recurrence score (11-25) 2171 292 e B 79 ——
High recurrence score (26-100) 956 133 —— 65 —_—
=50 Yr of age 2958
Endocrine therapy
Low recurrence score (0—10) 412 41 i Ea— 7
Intermediate recurrence score (11-25) 1100 149 T 53 —
Chemoendocrine therapy
Intermediate recurrence score (11-25) 1043 97 — 34 —_—
High recurrence score (26-100) 403 51 —— il e
U.IZS O.IEG 1.00 2.::?0 4.60 Loo Z.IOO 4.!50 S_IOO
Greater Event  Greater Event Greater Event Greater Event
Rate with Low Rate with High Rate with Low Rate with High
Clinical Risk Clinical Risk Clinical Risk Clinical Risk

Adjuvant! (version 8.0)."! Clinical risk was defined
as low if the tumor was 3 cm in diameter or
smaller and had a low histologic grade, 2 cm or
smaller and had an intermediate grade, or 1 cm
or smaller and had a high grade; the clinical risk
was defined as high if the low-risk criteria were
not met.

Nizké
klinické
riziko

Vysoké
klinické
riziko

Gll
GllIl

NG

Table 2. Recurrence, Second Primary Cancer, or Death, and Distant Recurrence at 9 Years, According to Use or Nonuse of Adjuvant Chemotherapy in Women Younger than 50 Years of Age,

Stratified According to Recurrence Score and Clinical Risk (Intention-to-Treat Population).*

Figure 1. Effect of Clinical Risk on Prognosis in the Entire Population and Stratified According to Age.

Variable

Recurrence score of 16-20
No chemotherapy
Chemotherapy

No chemotherapy
Chemotherapy
Recurrence score of 21-25
No chemotherapy
Chemotherapy

No chemotherapy

Chemotherapy

Estimated Probability Hazard Ratio for Estimated Estimated
of Recurrence, Recurrence, Second Probability Absolute
Clinical No. of Second Primary Primary Cancer, of Distant Chemotherapy
Risk Patients Cancer, or Death or Death (95% CI)§ Recurrence Benefit
percent percent percentage points
Low 328 19.6+3.1 1.89 (1.18-3.04) 4.6+1.5 -0.2+21
Low 343 9.5+1.8 4.8+1.5
High 107 19.0+4.5 168 (0.76-3.72) 11.9+3.9 6.5+4.9
High 108 16.3+5.8 5.5+3.0
Low 158 19.7+4.5 1.38 (0.74-2.57) 11.4+3.9 6.4+4.9
Low 161 15.8+4.0 5.0+3.0
High 75 26454 2.63 (1.14-6.05) 18.8+5.0 8.7:6.2
High 82 11.4:3.8 10.1+£3.7

Hazard Ratio
for Distant
Recurrence
(95% CI)f

1.00 (0.44-2.23)

2.26 (0.70-7.34)

3.16 (1.01-9.94)

1.86 (0.73-4.74)




Oncotype DX

Analyza SWOG 8814

N+ pacientky

T vs CAF-T

367 pac. <18 vs 18-31vs >31

Zaver:
- Oncotype dobre rozliSuje rliznou prognézu N+
pacientek Iécenych tamoxifenem

- Oncotype ukazuje na signifiktantni prednost
CAF-T pred T Iécbou ve skupiné ROR >31 z
hlediska DFS i OS, ovsem rozdily v poctu
eventU jsou zanedbatelné

Onverall survival [ %)

B Overall survival
100

CO

Stratified log-rank test p=0-003 at 10vears

254 Risk category (tamoxifen group)
— Low {10 deaths)
— Intermediate (15 deaths)
—— High (22 deaths)
| | | | |
0 2 4 b g 10

Yiears since registration

D High risk (recurrence score 231)

Stratified log-rank test p=0-033 at 10 years

Randomised treatment group
— Tamoxifen (26 events)
— (AF-T 28 events)
T T ! T |
L] 2 4 i g 1o

Years since registration



Oncotype DX

N- HER2- HR+ karcinom prsu
RANDOMIZACE

Cetnost recidiv
Podil pacientli exponovanych chemoterapii




Oncotype DX

Zaver:
- chybéjici dostatecna data u N+ pacientek neumoznuji pouzit test u N+ pacientek

- chybi standardni definice nizkého, stfedniho a vysokého rizika

- chybéjici randomizované srovnani se standardnimi klinickymi parametry neumoznuje
vyslovit superioritu eseje Oncotype nad standardnimi faktory



MammaPrint

MINDACT Distant Metastasis Free Survival
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MammaPrint

N-: 79% N+:21% HER2+:9,5% TNBC: 10%

A MINDACT Study Design

Diagnosis of invasive BC,
registration and screening
N=11,288

2 v
Local pathology Tumor sample sent to
(T1-3, 0-3 positive nodes, ER Agendia and RNA
status, HER2 status) extracted
1 ]
v
Enroliment
N =6,693
I
v v

Determining clinical risk (C)
using Adjuvant!Online

Determining genomic risk (G)
using the 70-gene signature

MINDACT

v W v v
C-low/G-low C-low/G-high C-high/G-low C-high/G-high
n=2,745 n= 592 n=1,550 n=1,806
(discordant (discordant
l group) group) l
v v
No CT RANDOMIZE to RANDOMIZE to CT
|—/ CTvs no CT CTvsnoCT l—l

b
% DMFS
% DMFS
100 - it
90 —
80 —
80
70 -
70 —
60/l 60 —
50 - 0T T T T 1 S0
0 1 2 3 4 5
40 Molecular 40 - Pathological
Subtyping % DMFS (95% CI) HR (95% CI) Subtyping % DMFS (95% CI) HR (95% Cl)
30 Lum A (n=3657) 96.7 (96.0,97.3) 1.00 30 LumA (n=2747) 97.2 (96.4,97.8) 1.00
20 o — LumB (n=1169) 92.7(90.9,94.2) 2.29(1.65, 3.16) 20 4 — LumB (n=1971) 93.7(92.4,94.8) 2.30(1.73, 3.06)
10 HER-2 (n=355)  94.3(91.2,96.3) 1.49(0.90,2.47) 10 - HER2+ (n=557) 94.1(91.6,95.8) 1.87(1.23, 2.86)
— Basal (n=625)  90.4(87.7,92.5) 1.80(1.14,2.83) — TN (n=531) 90.3 (87.3,92.6) 2.03 (1.27, 3.25)
0 T T T T 1 0 T T T T |
0 1 2 3 4 5 0 1 2 3 4 5
Number at Risk Number at Risk
Luminal A 3657 3586 3527 3452 3176 2034 Luminal A 2747 2696 2656 2604 2398 1528
Luminal B 1169 1137 1111 1074 991 536 Luminal B 1971 1919 1873 1811 1672 977
HER-2 355 342 335 327 301 188 HER-2 557 543 535 523 479 302
Basal 625 608 586 566 513 324 Basal 531 515 495 481

Fig. 2 a DMFS by molecular subt

patients as Luminal A

MS classified 63% of patients as Luminal A disease. b DMFS by clinical subtyps

. PS identified 47% of




MammaPrint

MINDACT

N-: 79% N+:21% HER2+:9,5% TNBC: 10%

A MINDACT Study Design

Diagnosis of invasive BC,
registration and screening
N=11,288

2 v
Local pathology Tumor sample sent to
(T1-3, 0-3 positive nodes, ER Agendia and RNA
status, HER2 status) extracted
1 |
v
Enroliment
N =6,693
I
v v
Determining clinical risk (C) Determining genomic risk (G)
using Adjuvant!Online using the 70-gene signature
| |
|
v W v v
C-low/G-low C-low/G-high C-high/G-low C-high/G-high
n=2,745 n =592 n=1,550 n=1,806
(discordant (discordant
l group) group) l
v v
| No CT RANDOMIZE to RANDOMIZE to | CT |
CTvs no CT CTvsnoCT

Fig. 1 Reclassification based
on molecular subtyping

Pathological Luminal A
n=2747

Pathological Luminal B
n=1971

<1%

<1%

89%

v

<1%
4%

54% \

A

Pathological HER2-enriched
n=557

57%

AS%

21%

Pathological Triple Negative
n=531

3%
2%

=

Luminal A-type
B Luminal B-type
HER2-type
K Basal-type



TEXT SOFT vs MGA
o Lo loworee Lo |

2267 2924 9427 6693
N- 52% 60% 100% 79%
N+ 48% 40% 0% 21%
CHT (%) 56,3% 43,5% 51,5% 38,5%
5-let BCF| 90,8% 93%
96,1% HT only <10 98,8% CLGL 92,8%
98,6% kvartil 11-25 ET 98% CLGH 90,3%
95,4% 2 kvarti 11-25 CHT 98,2% CHGL 91,4%
91,2% 3 kvartil >26 91% CHGH 90,6% |
77,5% 4 kvartil |
0S5 let 96,7% 98/98/95,9% 98,4/97,2/97,6/94,7%

Potfebujeme opravdu multigenové eseje?



Prognosticky vs. prediktivni vyznam
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Prognosticky vs. prediktivni vyznam
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Standardy severni Evropy

RINTASYOVAN VALTAKUNNALLINEN ~
DIAGNOSTIIKKA- JA HOITOSUOSITUS Brostcancer

Nationellt vardprogram

WP Helsedirektoratet

2019-01-30 Version: 2.1

GIOMALA

Nasjonalt handlingsprogram & sttt
med retningslinjer for

diagnostikk, behandling og

oppfadlging av pasienter med

brystkreft

6 Medicinsk behandling

RAPPORT 6.1 Udvalgelse til systemisk behandling

15-2831 6.1.1 Resumé af DBCG’s anbefalinger
Formal
At sikre alle patienter med operabel brystkraeft tilbud om en optimal systemisk behandling.

Suomen Rintasyoparyhma RY

Metode
Retningslinjer udarbejdet pa basis af en gennemgang af litteraturen. Eksisterende
udenlandske retningslinjer har vaeret vejledende.

Finnish Breast Cancer Group



Multigenove eseje — kdy a komu .

Diskutujeme pouze podskupinu pT1,2 NO,1, ER+, HER2- stadlum I, 'V, |
neoadjuvantni strategie

TNBC a HER2+ ca prsu

BIC index:

- Vhodny pro zodpoveézeni otazky, zda pokracovat v
prodlouzené HT nebo nikoliv

- Konzistentni data z retrospektivni analyzy 2 klinickych studii

PAMS5O0:
- Popisuje prognostické skupiny, nékdy protichtidné
- Nejasny vyznam prediktivni




Multigenove eseje — kdy a komu

Diskutujeme pouze podskupinu pT1,2 NO,1, ER+, HER2-

MammaPrint:

Vhodny pro hodnoceni rizika recidivy u klinicky rizikovych
Zbytecny pro klinicky nizce rizikové zeny

Oncotype DX:

Neprehledna definice rizikovych skupin
Spatna diskriminace LR a IR v nékterych parametrech
Nedostatecna data pro N+ populaci

Chybéjici prospektivni data ve srovnani se standardni volbou [éCby

NE:

stadium lll, IV
neoadjuvantni strategie
TNBC a HER2+ ca prsu




Multigenove eseje v paliativni situaci

Oncomine Precision Assay
CellSearch

Cyttel

Safe-SeqS assay

BeaMing

Q

FOUNDATIONONE*LIQUID

Vyhody:

1. Detekce stavu mnoha gen( v redlném case.

2. Moznost terapeutického vyuziti nékterych alteraci.

/é\
/

OncoDNA

THE CANCER THERANOSTIC COMPANY

GUARDANT36L

Therapy Finder Page



Multigenove eseje v paliativni situaci

Oncomine Precision Assay {J') FOUNDATIONONELIGUID
CellSearch / ) Q{!&%Qc[‘o{gﬁg
Cyttel GUARDANT36L
Safe-SeqS assay Therepy Finder Pago
BeaMing
Stadium IV MBC

Nevyhody:

Lécba standardni Lécba cestou esejll

1. Nemoznost podat lék off-label.

2. Chybéjici informace o tom, ze Iécba vedena
multigenovymi eseji je efektivnéjsi nez 1écba
vedena s vyuzitim konvecnich algoritm

3. Velka reklama vede k nenaplnénym ocekavanim,
ovsem k dobrym prodejum analytickych eseji.

OS, PFS, TTP, RR, ...



Multigenove eseje v paliativni situaci

Oncomine Precision Assay {J') FOUNDATIONONELIGUID
Cellsearch () OncoDNA
Cyttel

GUARDANT36L
Safe-SeqS assay Therapy Finder Page
BeaMing
Nevyhody: Reklama cilena na pacienty 2?77

1. Nemoznost podat lék off-label.

2. Chybéjici informace o tom, ze Iécba vedena
multigenovymi eseji je efektivnéjsi nez 1écba
vedena s vyuzitim konvecnich algoritmu

Eticky vyssi princip?

3. Velka reklama vede k nenaplnénym ocekavanim,
ovsem k dobrym prodejum analytickych eseji.



v

Medicina zalozé Nukazech

1943 — prvni Medicina zalozena na prani a
randomizovana studie spoleéenské objed navce

V4

Medicina zalozena na pozorovanich a experimentech




Dékuji za pozornost

Boeing 737MAX ma FAA approval
Ale !! ...

Ne vzdy vse, co ma approval prislusné regulacni instituce, je ok.



