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PEROPERACNE VYSETRENIE
SENTINELOVYCH LYMFATICKYCH UZLIN
IMETODOU OSNA,

NASE PRVE SKUSENOSTI

Lymph nodes

lveta MecCiarova
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PEROPERACNE VYSETRENIE SENTINELOVYCH LU

Standardné vysetrenie axilarnych LU u va&Siny pacientiek v kategérii cNO { \\/,.

Indikacie:

__ The node
"~ containing
radiation

- Stddium T1 -T2 invazivneho karcinému s klinicky negativnou axilou

- DCIS vyZadujuci mastektomiu alebo DCIS so suspektnou alebo
dokazanou mikroinvaziou

- Pacienti po neoadjuvantnej chts klinicky negativnou axilou

and /or dye is
the sentinel
node (or nodes)
and is removed.

Incision

SLNB je mozna aj u selektovanych pacientov:

Radioactive
substance or dye

- S multicentrickym karcindmom
- Vistych pripadoch T3 stadia
- Vtehotenstve

© Sam ana Ay Collire

SLNB nie je indikovana pri inflamatérnom karcindéme
Sentinel lymph node biopsy
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PROCES SLNB

Vysetrenie:

- predoperac¢né oznacenie (isosulfanovou
modrou, radiokoloidom, magneticky,
nanopartikulami)

- peroperacnd detekciia (vizualizaciou alebo
Specidlnou sondou)

Zvycajny pocet SLN je 1-3, median 2

Presnost stagingu nezvysuje pocet SLN viac ako 3-4
LU odoslané na pracovisko patoldgie

Okamzité spracovanie

- sériové rezy, odtlackova cytoldgia
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SLNB

Pri pouziti Standardnych protokolov SLNB identifikované u >95% A
indikovanych pacientov S

YA b ’
FSI AV Y
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Falosna negativita — 5%-10% LN pozitivnych pacientov

e iy
M"’“ 4400 \ foe

Iné studie: 10-55%
Riziko dodatocnej axilarnej disekcie

Axilarna lokorecidiva u SLN negativnych pacientov okolo 1 % - opat
sa % lisi — v niektorych studiach 10% aj viac
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OSNA - ONE-STEP NUCLEIC ACID AMPLIFICATION

- Zavedena metodda, ktora sa uz roky pouziva rutinne na analyzu LU pri karcindme prsnika

- Pouziva sa aj pri inych typoch karcindmov - ca hrubého creva, pluc, zaliudka, endometria,
krcka maternice a prostaty

- Mnozstvo studii a meta analyz porovnavajucich konvencni SLNB s OSNA metodou (>100)

- Presné stanovenie nadorovej naloze v LU pomaha optimalizacii operacného postupu

UNILABS | 2022 5
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PEROPERACNA DETEKCIA METASTAZ V SENTINELOVYCH UZLINACH METODOU OSNA

ONE-STEP NUCLEIC ACID AMPLIFICATION (OSNA)

[ J

OSNA je automatizovany molekularny diagnosticky test
Vyuziva technoladgiu rychlej amplifikacie nukleovej kyseliny
(RT-LAMP)

Detekcia a kvantifikacia mRNA CK19 (nadorovy marker) v < :
chirurgicky odstranenych lymfatickych uzlinach (pri ich pozitivite) ' =
Umoznuje citliva a presnu detekciu metastaz

MnoiZstvo expresie CK19 mRNA koreluje s velkostou

metastatickych lozisk v LU

Jasne definuje metastaticki naddorovu zataZ v lymfatickych uzlinach

UNILABS | 2022 6
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NAS PROJEKT — CIELE

- PLAN: VYSETRIT 20 PACIENTOV METODOU FS A PARALELNE AJ METODOU OSNA

- POROVNAT CITLIVOST VYSETRENIA SLN KONVENCNYM HISTOPATOLOGICKYM
VYSETRENIM A METODOU OSNA

- URCIT MIERU ZHODY

- EVENT PLUSY / MINUSY METODY OSNA VS KLASICKE “FROZEN” VYSETRENIE

UNILABS | 2022 7
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DETASOVANE PRACOVISKO V RUZINOVE

Studie porovnavali vy$etrenie na stovkach
pacientov

Nas plan — vyskusat a porovnat metddu na
subore 20 pacientov

Povinné zaskolenie laborantiek a patologa

Bez statistického vyhodnotenia

Provizérne podmienky

UNILABS | 2022 s
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NUTNA KALIBRACIA A VALIDACIA KAZDY DEN — PRED ZAHAJENIM VYSETRENIA

KAZDE VYSETRENIE BEZi S POZITIVNOU A NEGATIVNOU KONTROLOU

ity
o
[

will
WU
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PROCES OSNA

- OSNA SA VYKONAVA NA NATIVNYCH VZORKACH LYMFATICKYCH UZLIN
- VZORKY MUSIA BYT CHLADENE / MRAZENE

- MARKER JE mRNA CYTOKERATINU 19, KTORY JE PRITOMNY V POZITIVNYCH LU

UNILABS | 2022
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SPRACOVANIE LU y o4

Odobraté SLN sa musia okamzite schladit (2 az 8 ° C), — / i i N
resp. ulozit na fade (0 az 4 ° C) bez susenia, aby sa ]
zabranilo degradacii RNA

Odporucana doba prepravy medzi chirurgickym

4 7 . . . ’ /
zakrokom a laboratoriom je do 15 minut o
Paralelné spracovanie na konvencnou SLNB a OSNA — _ : !

, Bandl
obrazok N4
Hmotnost lymfatickych uzlin pre homogenizaciu musi | R

LN\ v

byt v rozmedzi od 25 do 600 mg, pri vyssej hmotnosti
. » - . : - — 2o 2o 2om o
nutné uzliny rozdelit na viac Ciastkovych vzoriek po e

>4 mm
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NASE PODMIENKY

Transport v uzavretej nadobe uloZenej v lade - kazda LU v
samostatnej nadobe

Exciddcia na lade (pouZili sme ladové sety zabalené vo
vymienatelnom papieri na pecenie)

Nutné!!! Pouzitie jednorazovych setov instrumentov na kaz
jednu LU

Rovnako jednorazova podlozka, vymena rukavic po kazdej

— metdda je citliva, vysoké riziko kontaminacie

UNILABS | 2022 12



%::4 Unilabs

SPRACOVANIE V ZARIADENi OSNA

Chladené/mrazené vzorky s homogenizované v 4 ml
lyzacného pufra

Nasledne sa centrifuguju, pipetuje sa relevantna cast
Nasleduje amplifikacia mRNA cytokeratinu 19 (priamo
z lyzatu) izotermickou ,,loop-mediated” amplifikaciou
s reverznou transkripciou (RT-LAMP) v RD-210

Automatizované procesy

UNILABS | 2022



LYNORHAG™

‘. . : :
Homogenization
2 mi o Yo
{ ‘ ~2 min | o of @
@/ e

RD-210

LYNOAMP CK19E™

e

Centrifugation

1 min L

-’

-

L= —————

Final results in ~20 min
(1 sample)
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Real-Time Detection

———



VYHODNOTENIE =T Ae] & [EN

Menu Worklist StoCurve Explorer Browser  QC

utput Operati

Controls and Calibrators|| Service Information

‘ Diagnostic Parameter
il

. , , w“ ., w“ , Vi Date ] Time ] Sample ID l App. .1' CK19 Q. ‘(KIQ SQ. [(cK(l:/th.]
LU definované ako , negativne” alebo ,pozitivne” podla 0 V. 1776431 36:55

, , N ® |v|17/04/11 [16:55 54aI1/BC | (Neg.) (=) |<1.ee+02 [{| %=

StanovenYCh mEdanCh hodnot ® [v][17/04/11 [16:56 | Sab|BC__ |(Pos.) |(++) | 2.26v07 |
, . . ; . ® |v|17/04/11 [16:56 136aI|CC [ (Pos.) (+) 136405 |4l o

Ako negativne uzliny klasifikované ako menej ako 250 @ [v[17/0a/11 [16:58 | L6bI[CC_ [(Pos.) | (+) | 1.akves |

B |V|17/04/11 [16:58 214al |6C 1(Pos.) (+) 9.8E+02 |
kopii CK19 mRNA / ul %
Ako pozitivne na mikrometastazy (+) vykazuju hladiny | | | ¥

250 - 4 999 képii CK19 mRNA / pl lralasiicl
LU s makrometastazami (++) vykazuju >5 000 képii CK19 ———
MRNA / ul

Na obrazku priklad tabulky vysledkov
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-
biopsie p tumoru |operacie |p ysledok OSNA | definitivny stav LU TNM klasifikacia |STAGE

Sypsl 75 M-8480/32 228mm QE 3 negat negat negat pT2 pNO(sn) MX lumindlny A 1A
SeryEls 72 M-8500/33 316 mm QE 2 negat negat negat pTlc(m)pNO(sn) MX lumindlny B 1A
75 M-8500/32 228mm QE 4 negat negat negat pT2 pNO(sn) MX lumindlny A 11 A
HER-2
41 M-8500/33 310mm SE 3 negat 1 pozit ++ 1 pozit mikromts (1,017 mm) pT1lb pNimi(sn) MX pozitivny 1B
42 M-8500/33 335mm ME 3 negat negat negat pT2(m) pNO(sn) MX  TNBC 1A
42 M-8500/31 119mm SE 6 negat negat negat pT1lc pNO(sn) MX lumindlny A 1A
3 pozit - 3 pozit - AE dalSich 17 LU-negat, 3
43 M-8520/32 2 50mm ME 5 makromts makromts pozit SLN - makromts pT2 pN1la MX lumindlny A 1IB
67 M-8480/32 230mm SE 4 negat negat negat pT2 pNO(sn) MX lumindlny A 1IA

definitivne 6 LU, 1 s mikrmts,
1 pozit s dodatoc¢na LU s makromts (4
Sd¥/34 49 M-8500/33 330mm QE 4 1s mikromts mikromts (+) mm) pT2 pN1la MX lumindlny B 11 B

6 s makromts, AE dalSich 16

32 M-8500/33 325mm QE 6 4 s makromts 5s makromts LU, 4 s mts. pT2 pN2a MX luminalny B IlIA
59 M-8500/32 24 mm QE 2 negat negat negat pT1la pNO(sn) MX lumindlny A 1A
69 M-8500/33 313mm SE 2 negat negat negat pT1lc pNO(sn) MX lumindlny B 1A
40 M-8500/32 214mm ME 6 negat negat negat pTlc(m)pNO(sn) MX lumindlny A 1A

(9] (O] u v (O] w1 [)] (9] ()]
(°] ()] (22} (<)) <)) ()] (%] Ul (%]
(=] ~N N (2] [V w 00 00 00
= (<)) (<2} ~N o (1] ] ~N ~
o0 [T] (] (<N w = = S w
) () ~N (=] (] N [=] (=] (]

ks 46 M-8500/33 340mm QE 5 negat negat negat pT2 pNO(sn) MX lumindlny B 11 A



NASE VYSTUPY

- BEZ STATISTICKEHO SPRACOVANIA

- Subor 16 pacientov

- Zhoda u 14

- 1 pac vylucena — kontamindcia

- 1 pac nezhoda, dodatocne v paraf bl mikromts

Kontaminacia:

- Nutna vymena sady inStrumentov, rukavic aj
podlozky
- Pokazdej jednej spracovanej LU

UNILABS | 2022

Batch No. 2 Lot Mo.

251015 RO-210 rd

Estab | i shment
Department, Division
Responsible Person
Samples Tested By

Sample ID  560217-1 App. BC
Date/Time  2022,/04/26 09:49:13
Comment

1
PP .11
e
03 [ fer f ..........
o2
ot
L] 4 B 4
Timalmin ]
Qualitative (Pos._ )
Semi—guantitative [+4)
Cone. [eCP/ul] 4. 2E+06
“Time[min:sec] 5:29

Sample 1D 560217-2 App. BC

Date/Time  2022/04/26 09°49°13
Comment

PP ohis

as

[ 2

-y - J](

oz

a1

r [ 12
Tima[nin.]

Oual itative (Pos._ )
Semi-quant itative (+)
Come. [eCP/ul] 1. 8E+03
“Time[min: seal 6:35

Sample ID  580217-3 App. BC
Date,/Time  2022,/04,/26 00:50:44
Comment

P AL

nE

o

by I B -

(1% f

o

L] & B i
Time[min. ]

Gualitative {Pos. )
Semi—guantitative [+
Cone. [eCP/ul] 1. 3E+4
“Time[min:sec] 6:17

Pripad
kontaminacie
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PRAVDEPODOBNY DOVOD NEZHODY

- Skreslenie ,tissue allocation bias”

Vs oo el grersia HIS

wrabe el T gy Coeplersord my
arahah |
A el

FTofFCl CEld Faly
—p-l.!. L 3 S HED T hn | —_—r PP A e B

=

- Rozne rezy tej istej lymfatickej uzliny sa

analyzuju pomocou dvoch réznych pristupov,

mohlo by sa stat, Ze metastazy su pritomné v

jednom reze, ale nie vdruhom

—_t-l.'. A a0 il HEh iR |

- Nestalo by sa pri kompletnom vySetreni OSNA
metddou

'Hrﬂa-l.ll bl
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TURNAROUND TIME

Odhadovany 40 — 50 min / pacienta

Skresleny paralelnym spracovanim na FS

-----

v mnozstve tukového tkaniva

Po viacerych procedurach/ten isty den resp tyzden, sa
zlepSovala technika aj celkovy workflow a TAT sa
znizoval

UNILABS | 2022 2



KALKULACIA CENY VYSETRENIA

Specifické reagencie a spotrebny material
Genericky spotrebny material

Celkova suma: 7 286,89 € / 20 pacientov
Redlne cca 300-350€ / 1 pac

Pri bezplatnom poskytnuti zariadenia

UNILABS | 2022
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Sddddbdddbdddddddd/ccccccnacncnacnanncnaa
Senzitivna a $pecificka Spracovanie je narocnejsie
metdda Vyvarovat sa kontaminacii
Menej falodne negativnych Dlhsi TAT
vysledkov zo SLNB Nemoznost histologického
Objektivne vyhodnotenie vysetrenia a prip. dalSieho IHC z LU
Nehrozi zle hodnotitelné Nemoznost archivacie bloku
spracovanie Cena

Zaznam je ulozeny

NILAB
u S |2022 ’
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DOTERAIJSIE SKUSENOSTI A PLANY

Ide o vysoko senzitivnu a Specificki metodu

Moznost intraoperativnej jednoznacnej detekcie stavu SLN

Presné informacia o nadorovej nalozi v SLN

Intraoperativne spravne rozhodnutie o dalSom postupe a prip. ALNB
NarocnejSia manipuldcia, naroky na laborantov

Problematicky TAT

Otdzka zaradenia ako validovanej metddy v ramci vySetrenia SLNB
Otazka hradenia ZP???

Na exaktnu detekciu SLN vhodné/potrebné spracovat metddou celti SLN
Pokracujeme suborom dalSich 20 pacientov

O skusenosti sa radi podelime

UNILABS | 2022 24
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NAS Tim
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ONE-STEP NUCLEIC ACID AMPLIFICATION ASSAY IS AN ACCURATE
TECHNIQUE FOR SENTINEL LYMPH NODE BIOPSY OF BREAST
CANCER PATIENTS: A META-ANALYSIS

. Fang Shi,
. Qian Zhang,

. Zhenzhen Liang,

. Mengmeng Zhang &

« Xin Liu

British Journal of Cancer volume 117, pages1185-1191 (2017)

UNILABS | 2022 26


https://www.nature.com/articles/bjc2017262#auth-Fang-Shi
https://www.nature.com/articles/bjc2017262#auth-Qian-Zhang
https://www.nature.com/articles/bjc2017262#auth-Zhenzhen-Liang
https://www.nature.com/articles/bjc2017262#auth-Mengmeng-Zhang
https://www.nature.com/articles/bjc2017262#auth-Xin-Liu
https://www.nature.com/bjc
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Background:

To estimate the accuracy of one-step nucleic acid
amplification (OSNA) assay as an intra-operative sentinel

lymph node biopsy (SLNB) for sentinel lymph node (SLN)

metastasis in breast cancer.

UNILABS | 2022 27
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The inclusion criteria were as follows:

(1) patients included in the studies were diagnosed with breast cancer
(2) patients did not undergo any new adjuvant therapy or radiotherapy
(3) the diagnostic purpose was to detect SLN metastasis

(4) the specimens detected were fresh SLNs

(5) the reference standard method for the detection of SLN metastasis was post-operative
histopathology

(6) the same patient was detected by OSNA and post-operative histopathology together
(7) detailed method of post-operative histopathology was described in detail
(8) data analysis of study was based on per-patient

(9) extracted data were available for calculating true-positive, false-positive, false-negative,
and true-negative values.

UNILABS | 2022 28



UNILABS | 2022

394 records were identified through online
databases including 100 from PubMed, 282 from
web of science and 12 from Cochrane Library

L

113 duplications were removed

281 papers were screened with titles and abstracts

-

53 full-text articles were assessed for eligibility

228 papers were excluded

(117 papers were not related to the topic;

7 papers included patients undergoing new adjuvant
therapy of radiotherapy;

8 papers only focused on non-sentinel lymph nodes
rather than sentinel lymph nodes;

1 papers were non-English literature;

95 papers were non-clinical research literature.)

—

41 articles were excluded.

(36 articles were not based on a per-node analysis;
5 articles had no sufficient data for forming 2 x 2
tables.)

12 articles were included in quantitative synthesis (meta-
analysis)

NV

,
< Unilabs
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2833 patients with a mean sample size of 218 (range: 35—-772) were included in this
meta-analysis.

All studies were designed by prospective methods. There were two adopted approaches
of reference pathology: the detection of formalin-fixed tissue sections with H&E staining
(8/12), as well as combined detection of H&E and IHC (4/12). Among the four studies
taken with IHC, three studies utilised IHC for CK19 while one utilised IHC for anti-
cytokeratin antibody AE1 and AE3.

One whole node was commonly cut into four parts and divided equally between OSNA
assay and pathology. The thicknesses of the slices used for pathological examination
were mostly more than 1 mm, and the interval between the slices for pathological
examination in most studies was 200 um. Three studies adjusted the result for excluding
TAB.

The turnaround time of OSNA assay for detecting one node was all less than 40 min.

UNILABS | 2022 30
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Study ID

Mokhtar M
Pathmanathan N
Bettington M
Chen JJ
Heilmann T
Jimbo K
Wang YS
Vegué LB
Le Fre
Snook KL
Khaddage A
Choi

COMBINED

@H)“}nl.hl

Sensitivity (95% Cl)

0.90 [0.55 - 1.00]
0.96 [0.79 - 1.00]
0.86 [0.42 - 1.00)
0.88 [0.81 - 0.93]
0.85(0.55 - 0.98)
0.74 [0.67 - 0.81)
0.88[0.81 - 0.93]
1.00 [0.54 - 1.00]
0.91[0.77 - 0.98)
0.90[0.78 - 0.97)

0.87 [0.81 - 0.91)
Q=27.00,df=11.

12 = 59.26 [33.34 -85.18]

Study ID

Mokhtar M
Pathmanathan N
Bettington M
Chen JJ
Heilmann T
Jimbo K
Wang YS
Vegué LB
Le Fre
Snook KL
Khaddage A

COMBINED

t

SIS TN S

Specificity (95% Cl)

1.00 [0.91 - 1.00]
0.96 [0.89 - 0.99)
0.89[0.72 - 0.98)
0.88 [0.85 - 0.92)
0.78 (0.70 - 0.85)
0.93 (0.90 - 0.95)
0.90 [0.86 - 0.92)
0.53 (0.38 - 0.67)
0.93[0.89 - 0.97)
0.94 [0.89 - 0.98)
0.97 [0.85 - 1.00)

y
s Unilabs
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However, no consistent conclusion has ever been made up to present.
A meta-analysis based on a per-node analysis suggested the sensitivity
and specificity of OSNA is 0.87 and 0.98 (Tiernan et al, 2014), whereas
the sensitivity of 0.85 and specificity of 0.92 were observed by Huxley
N et al (Huxley et al, 2015); however, as Huxley N et al only included
five studies based on per-patient analysis, the small number of
included studies limited the quality of evidence.

This meta-analysis demonstrates that OSNA assay is a reliable and
accurate diagnosis method for SLNs.

UNILABS | 2022 32


https://www.nature.com/articles/bjc2017262#ref-CR23
https://www.nature.com/articles/bjc2017262#ref-CR9
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Discordant cases between OSNA and reference pathology are analysed
in detail.

The false-positive results may be potentially due to TAB. TAB refers to a
sample bias yielding because of the uneven distribution of metastatic
foci throughout the node (Chen et al, 2013).

In all studies included in our meta-analysis, one whole node is divided
into several alternate slices and a same slice cannot be detected by both
OSNA assay and pathological examination; thus a TAB inevitably yields.

UNILABS | 2022 33


https://www.nature.com/articles/bjc2017262#ref-CR6

2 .
#ec Unilabs

The false-negative results usually exist owing to low CK19 expression.
CK19 is an epithelial marker highly expressed in up to approximately
98% of breast cancers, which means approximately 2% of breast
cancer patients lack CK19 expression; moreover, certain subtypes
such as metaplastic cancers, lobular cancers, luminal (ER+) cancers
and triple-negative phenotype breast cancer are more prone to the

lack of CK19 expression (Abd El-Rehim et al, 2004; Bettington et al,
2014).

UNILABS | 2022 34


https://www.nature.com/articles/bjc2017262#ref-CR1
https://www.nature.com/articles/bjc2017262#ref-CR3

UNILABS | 2022

M, .
#« Unilabs

The turnaround time of OSNA assay was all less than 40 min for
detecting one node and ranges from 50 to 62 min for detecting four
nodes, demonstrating that OSNA assay can meet the time demand for

rapid diagnosis of SLNs and can be incorporated into intra-operative
clinical setting.

Moreover, the turnaround time can be reduced with an accumulating
experience of technicians.

35
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The results of pathological examination depend on the subjective
judgments of pathologist, which means accuracy of results may be
influenced by experience and expertise of pathologists (Chen et al, 2013).
As OSNA assay quantitatively evaluates the number of CK19 mRNA copies
and outcomes correlate well with the number of cancer cells in a node as
well as all procedure of OSNA follows a uniform protocol, the result is
objective and repeatable.

Although OSNA assay has many advantages, it still has some inherent
limitations. One-step nucleic acid amplification assay does not provide
histological information, such as extra capsular extension and occult

pathology, which is associated with the patient’s prognosis (Bettington et
al, 2014).

o
K1
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https://www.nature.com/articles/bjc2017262#ref-CR6
https://www.nature.com/articles/bjc2017262#ref-CR3
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In conclusion, our meta-analysis adds the evidence that OSNA assay is a rapid
and accurate molecular method for intra-operatively detecting SLN
metastasis in breast cancer.

One-step nucleic acid amplification assay can be introduced into routine
clinical setting and replace FS as well as IC in intra-operative SLNB.

UNILABS | 2022 37



%::4 Unilabs

OSNA in Clinical Guidelines

OSNA is officially included in the guidelines in five countries and in European guidelines:

SPAIN:

BC Oncoguia SEGO - Cancer infiltrante de Mama 2017 - Guias de practica clinica en cancer ginecolégico y mamario
This new version recommends the use of the TTL value provided by OSNA as a parameter for surgical decision — to
perform an ALND YES or NO.

ITALY:

BC—>The AIOM (Associazione Italiana Oncologia Medica) guidelines (2020):

“In some centers, a molecular method for the analysis of the entire sentinel lymph node tissue is currently used, i.e.
One Step Nucleic Acid amplification (OSNA), which is based on the analysis of the presence of RNA for CK19 expressed
electively by breast cancer. OSNA defines 3 diagnostic categories: OSNA-: negative lymph node with RNA levels
attributable to isolated tumor cells; OSNA+: presence of micrometastases; OSNA++: presence of macrometastases. The
diagnostic value of this test has been proven in some studies.”

FRANCE:

BC —>Consensus Meeting St. Paul de Vence - 2015

11. The OSNA method is a valid alternative to the extemporaneous examination of the SLNs. (71% yes, jury; and 50%
yes cours)

11a. The extemporaneous examination of the SLNs can replace the OSNA technique.
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UK:

BC -NICE Guidance published beginning of August 2013

“Whole lymph node analysis using the RD-100i OSNA system is recommended as an option for detecting sentinel lymph
node metastases in people with early invasive breast cancer who have a sentinel lymph node biopsy and in whom
axillary lymph node dissection will be considered. The accuracy of histopathology in any setting could not be 100%
because time and resources did not allow every slice of a node to be analysed for metastases. Whole node analysis
should be fully implemented in local clinical practice to reduce the risk of tissue allocation bias.” Update in 2020 which
includes the RD-210 system.

BC —The Royal College of Pathologists 2016

“Molecular techniques: Two molecular assays have been widely tested, but only one of these, one-step nucleic acid
amplification (OSNA), is still commercially available.10 Conventional histology has excellent specificity, but may miss
small metastases. OSNA has about 96% agreement with alternate slice histology. The OSNA assay was formally approved
by NICE in August 2013.”

Europe:

BC->In the “European guidelines for quality assurance in breast cancer screening and diagnosis”, 4t Edition,
Supplements. Review of the European Working Group in Breast Screening Pathology.

Komplikované — vela podmienok a vynimiek
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