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0536MLGH03MNM0  WIOMOSGHMMO0L  5M539MLMbsw0DYdM  BmEmTswobdo godloGmgdmw  ©s
356530600 Bsdgbgdmer (FFPE) derm3gdol 2018-2023 (argddol Lostrgogm dobos. 33w93580
Bo»30L 300390l (o®mdmoygbs dmdml 0bzsBomGmo LsEobMol 3sGEobmdol HER2

3D0G0MM0 I3 0o §393H030L IbmMEmE 3mbEGM39Mms30mEo d9dmbggzgdo.

33935 b F Mool Md0olol bsbgwdfoxzm bsdgogobm mbogzgdlodgdol goozol
3mdobools dogt s 603wdgdol Jgacmm39dols s 3353980l MML 3o ogm CAP-ol
295000506930 @ gLsdsdolo dBmEHMm3megdo (Protocol for the Examination of Resection Specimens
from Patients with Invasive Carcinoma of the Breast Version: 4.8.1.0 Protocol Posting Date: March 2023)
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39000b39350 LogMHmM MoMmgbmds J9500gbs 30 353096@. 35309bGH™S LodMoEM sbs30 0ym 42

Powo. bgaodom®mo wodgm®o 3356d900L 890mbzgzgdo 33eg35d0 o6 0dbs Bsbomaro. sGE3gMHm
353096L 690500993563 “M0 J0B0MmYMH5305 56 BoEHo69d00s.

3309350 895035L5 bbgoolbgs 3565893 M0, dom dmemol Lodbogbol LEsos, 353096G0L sbszo,
LodLogbol OBIMHIBE0sEEOL BaMoOlbO s WdRMZsLIMWMMO 0635B0s. LodLogbMMo ,,0509d0”
399355 M3MOIbMOM030 985L9d0L dgomom. Lodlogbol 0bxOW EHGMSE0IO WOIRMEOEGJOOL
36Mm396G Mo 35B396909w0 51939 Fgxzsls LogMmMsdm®obm TILs Lsdmdsm xymxol doge

9dmfmgdmo 693m39bs0gd0l dobggom.

i
A
AL

bey@s00 N1: A. H&E (99bmerma0s:100X.0dbogbol 3506530 @®oMgdgao eodgmao@gdo 50%; B. THC ¢gdbmamyos:
400X.30896¢3060b gdudmglios LodLogbol-dsgdo’; C. THC @gdbmanmyos: 400X.E-3503960bob 9gudmgbos bodbogbols doMomasw
396580; D.IHC ¢9dbmemmyos: 200X.E-350396M0bob 9Jud@gbos Lodbogbol-dswgdo F.IHC @gdbmemaos: 200X. dg@s-3s¢gbobols
99b36MgL0s LEdLogbol doMoms@ 39Msdo; G. IHC FHgdbmarmaos: 400X.39¢39-35¢9b0bol 9Judmglios Lodlogbol-dsgdo; H.IHC
&9gbmanmyos: 400X.KI167-0b gdld®glos Lodlogboli-dsegdo; L. IHC ¢gdbmammyos: 200X.30896¢3060b 9judmalios Lodlbogbols
doGOMo© 3905305

009960 30LEMJ0domE0 56500 Bodo®ms Leica-li 306H39wmo@o 563Holbgmemqdols godmygbgdoom
Vimentin, Beta-catenin, E-cadherin, Androgen Receptor, PD-L1, Ki67 s p53 9Ju36glools

d9LoxzLYdIWS.
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5bGHOLbYMEgdol 9JudeMHglios Ggbogslicos Mmmb 3md3mbgbEdo: Lodlogbol Mo Mds6o, Lodbogbm®mo
"050930" 5 39EolGOBoMYOME0 WoIBMMHO 3356d930L ©Y3MBOEHd0. Lodlogbol g3o39bEHMOL
MO0 920060 sdMMHGdMwo ogm 1 1d-bg dgEHoo.

39350905 496bMmM 309w @S MMHO ITMY30JOJEO 3500MEMYSDsEHMIDs.

o0mE9bmdM030  dmbo3gdgdo  gosbseoBEs  FgLodsdolo  LESGHOLEH0ZMNOO  BgMEIOOL
3990y9gbgd00m. 3MHgH300L OLOYIBI© FoBMmYgbgdmo 0dbs Spearman-ols Gobyol GHqbEo,
bowem 39b-mo@3bols s 3MMLIoE-MMEobol GglGgdo godmyabgdmwo 0dbs xamagdl dmeols
39056090000 5650 Bobm3zoL. FYMHAbMBYEMds s B39E30RB03MOMds Fgnsbs 95% ULsbom
06@96M35¢9000m. P 96083690mds <0.05 Bsmgzwowo ogm bEs@ob@olzm®so d9603369wmazsbo.
4395 BLEASGOLEHO3MMO 3)F539d0LM30L Qodmyqbgdeo ogm IBM SPSS Statistics 28.0.1.1

33e930L  390092900L  5Bse0oBolOl  gom35¢olfobgdmwos  AbmEm©  LEAHGOLEH0IMMS©
960083690™3560 3mMHgmo309d0.

99073930
339000l 890093930L 0sbsbdog Bodwyserm TIL-gdol 3Gm396Gvwro Gom@gbmds HER2-©swgdomo

dmdnl 300mL y39ws LBEGHOOsdo sdmhbs 30.8+13.39. LodLOgbol “d5gdol “  LsdMsEE™
509bMds ogm 7.88 + 4.63.

30996@0boby s bbgs EMT 3563960l 9dudcmglosliorsh ©s3938060930m, 3309350 583965, H™I
LoFPM 9Ju3MHgLoS 3039w s© LodLogbol Bm3mido 1 oym 17.2, +11.05. LMo 9du3Gglios
3063950 bLodbogbol gm3MLdo 2 ogm 15.84 +11.04. LodLogbob ,,850090d0,, LyFsEM 9du3MHgLOS
0ym 25 £16,55. 0odxwe 3356d9080 Lsdswm gdudMgbos ogym 22.8 +14.43.

LodLbogbol Bb3sOLBZS LEHOWOGOIOL MZoELEBEOOLOM, 3309358 583965, MMA TIL-gdol Lodwswm
509bMds Y39ty dowseo ogm T1 BEoosbyg (46.25), Gobog dm3ggs T2 LGowos (32), T3
UGHoOs (27.86) s T4 LESos (17.5). LEdLogb©O ,,050900U,, LT M MOoMEIBbMds Y39y
95050 0gm T4 LEoosby (13), Mobog dm3gzs T3 BEsos (9.29), T2 LEsOos (6.7) s T1 LEsos
(3.25).

Mean

imentn 1 Vimentin | fAimertin Tt irmwenhin LN
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©053M3951: 309963 060b 9gu3Mglios Lodbogbol Lbgsalibgs LEBosdo Lodlogbol doMoma 3gMsdo, Lodlogbols
,,09090LY,, o 39EoLEHIBOMYGdIM 0dFM® 335609000;

30996¢)0bob 94u3cMgbos  Lodbogbol doMomso 39MOL BM3ML 1-do0 oym y439wsbg dswswo T4
LEo05do (25), Mobog dm3gzs T3 bGowos (20.71), T2 bGswos (18.5) s T1 LEsos (0). 30896@0bol
99b36M9Los LEdLogbols JOMOMOEO 39MOL BM3IML 2-Fo Yyz9wW sy Jo@owo ogm T4 LEsosdo (23.75),
Loz 9m3ygs T2 Eoos (19.5), T3 LEGoos (14.29) s T1 LEGsos (1.5). 30896EH0boL 9dudeglios
Lodbogbob ,,05009030,, Y39WsBY Bowswo 0ym T3 bGeosby (32.86), Mol dm3ygzs T4 bGowos (30),
T2 BEosos (27) s T1 LGsos (1.25). 30896060l 9dudeglos odxnMG 335609080 yz9wsby
om0 ogm T3 BEGHs©osbYy (32,86), 999009 T4 LGOS (28,75), T2 LESOsDY (22) s T1
LEoosbY (1,25).

E-Cachonn &1 E.Cachenn¥ f wihenn 11 E.Cadharin LN

053M3052: E-350396M0bol 9JudMglos Lodbogbol bzsalibzs BEsbosdo Lodlogbol doMoma 39Msdo, Lodlogbols
,,000090b9,, 5 39 sLBHsbBoMmYdIME WoIRME 3356d9000;

LogOom Lodwgseem E-Cadherin gdudMglios 306H39wa Lodlogbol gm3mlido 1 s 2 oym 62.72 s
64.2 39Lsd5dobO, bmerm Bsdwmsem gdudMgbos Lodbogbwme ,,85098Ls,, s WodRME 335609830
503mBbs 52.72 s 53.76.

T1 bEHoOsDbY, Lodryswm E-Cadherin gdudMglios s0dmBbos yzgasbyg domaeno, 860d3bgwmdgdom
87.5 30639s Lodbogbol gm3zmLdo 1, 85 30M39wso Lodbogbol Bm3mido 2, 72.5 Lodbogbols
,00009000,, s 72.5 @odxme 33:56d9000. T2 LEHS0sHg E-Cadherin-ol Lodwogom gJudcglios
3993065 64.5 3609369c0Mdgd0m 30M39o LodLogbol gm3zMLido 1, 68.5 3oMm39ws© LEdlogbols
13m3Ldo 2, 50.5 Lodbogbol 33009080 s 51 dxMO 3356d9000. T3 LGoosHg E-Cadherin-ols
Lodmom  94L3MgLos JgsMgdom d9dogo M®RYdM®, 9600369 mdgdom 54,71 306M39eo
LodLbogbols Bm3mLdo 1, 56,43 30M39wsO LOALOgbol gm3wmLdo 2, 52,57 Lodlogbol ,,05090d0,, s
54,86 ¢03xM6 3356d90d0. T4 LEo©0sDY, E-Cadherin-ol Lodwmsenm gdudeglos 30093 RO®
390306, 3600369wmdgd0om 47.5 3o6m3zgwo Lodbogbol gm3mlbdo 1, 46.25 30MH39WsO
LodLbogbols gm3mLdo 2, 38.75 LodLbogbol ,,0509dd0,, s 40 dFMO 3356d9330.
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43909Dg 9050 LEHIBPIOEHMEO J9IBGMS IROJLoMES T1 LESOsDY, M3 Jommomgdls E-
Cadherin-ol 986G bEGHVOWNH  gJudMLOSL. 530l LESOOOL3IOMME, Y3z9WsDHY  ToMOEO
UGObIOGHMO QobEOOL 360369 Mdgd0 IBoJLoM©s T3 LESOsDY, B3 FowmomgdL 53
LEoosdo E-Cadherin 459mbo@gol Mg 99¢) 39@90ma96mwmdsl.

X

Beta-cathenin Heta-cathenin P2 eta-cathenin TB sta-cathenin L
Bet P1 Bet i Bet B Bat LN

T

05936535 3: d9Fo-3539b0bo 9JudMHgLos Lodlogbol Lbgzswabbgs LEsbosdo Lodbogbol doMomasw 3gMsdo, Lodbogbol
,,000090b0,, 5 93 sLBHsBoMmYdIM WoIBME 3356d9800;

5530JLOMES BYES-353 96060l 9JudMglool DM T1-sb T4 LEo0sdEg Lodbogbols 3oM39gwo
13m3L30. 3mb63M9BIO, 0939-353960bol Lsdmswm gduddglos T1 LEsosdo oym 5, T2
LEHoosdo ogm 30.2, T3 bEHS0sdo ogm 49.29 s T4 BEBsEosdo ogm 57.5. NYBOM 9Bo3, 09GS-
3996060l 9gL3MgL0s 439esBg Bowsero oym Lodlogbw® ,,05093380,, Lodwgsem 9dudMgliooo 40.48.
LGObIO GO 2oobGOL 603369 Md9d0 515939 396M5IEMBL, MHMA 393)S-3539B0boL gJu3mgliools
3939602906 m@mds  y39wsbg domowos T2 BEo©osbg o Y39wsbg ©adswo T3 LEGoosbHy.
Boghmem x5ddo, 9909900 FoMmmomYdL, MM dgES-3539b0bol 9Judcmglos FM30YOMW0S
U3o05HY s 390dgds 3Jmbgll 3m@GH9bi0mMo Mmoo Lodlogbols 3GmaMgloMgdsdo.

(5) 9909900 BsgroBo

_|Peanon Corelation| & 1 -39 6 & S99 : 2
Sig. (2-tailed) 0.002 0.001 0.002 0035 0.013 0.001

N 25 25 ! 25 25 | S S N - 25

Tils _ |Pearson Correlation -599** 1 - 746" -579* -0.293 -A51* -483*

Sig. (2-tailed) 0.002 | 0 0.002 | _01s6 | 0024 0.015
N 25 25 25 25 25 25 25

Tumor Buds | Pearson Correlation 536+ R . L £85°° | o261 | 751%° 747
Sig. (2-tailed) 0.001 0 9 0208 0 0

N 25 25 1 25 25 2 | 3 25

3HMoo 1: 306LMboL 3NMYWs30MMO 35380Mgd0 30009 X3IBIOL dnMob: Lodbogbol LEswos, Lodlogbol
0506530 GHM0M7d9wo wodgxgmao®qdo (TILs), bodlbogbol ,,8509%0,, ©s 30396¢0b0;

33930L 890929000 Loggwydz9wHg 990dwqds 3035M99MM, HMI SOBYOMOL ICPOIMHO ILJOOMNO
3MO9ws300 T-by s Vimentin-ob gdudMgbosl ImEol 30639wso Bodbogbol Bm3mido 1 (P1),
30639500 LodLogbol gm3MLdo 2 (P2), Lodbogbolb doqdLs (TB) s dRWE 3356d9080 (LN),
3MO95300L 30958303096G 900 0,599-056 0,601-0¢09.

TILs ©5m@9bmds vs6mymzomo@ 6MH0L 9353060900 T-bsb (3mMgws300L 3mgnR03E09bE0 = -
0,599) s LOALOZLYO d5EIOMI (3MMYs300L 3MgR03E0gbG0 = -0,746).
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Lodbogbols
3063950 LoALogbol BM3MLTo 1 (3MEMYEs300L 3MmgB03E0g6EGO = 0,685) S WOIRME 3356d90056
(3MO95300L 3Mm95303096¢0 = 0,747).

,0000900”  OJOOMOE MOl ©H395380MgdMo  30096BH060L  9Ju3MLOSLMSD

E-Cadherin.P1 E-Cadherin.P2 E-Cadherin.TB E-Cadherin.LN
T Pearson Correlation -.746%* -.789*%* -672%* -.640%*
Sig. (2-tailed) 0 0 0 0.001
N 25 25 25 25
Tils Pearson Correlation 575%* 536** 433* .462*
Sig. (2-tailed) 0.003 0.006 0.03 0.02
N 25 25 25 25
Tumor Buds | Pearson Correlation -.505* -571** - 443* -0.348
Sig. (2-tailed) 0.01 0.003 0.027 0.088
N 25 25 25 25

300 2: 31MHYE530vIOH0 353300900 990097 X3IBIOL Inmob: Lodbogbol LEsos, Lodbogbol
0506830 GHM0Mdwo wodgmao®gdo (TILs), bodbogbol ,,050900,, ©s E-3sw3gMobo;

5006036985 oYM z0m0 3MMgo30900 E-35039Mm0bol 9JudMglosls Imemol mmbogg wm3s3osg
53 809900093L, MM E-350396060L 9dud6Hgbools odzgomgds s3s3d06mgdeos TIL s TB-b
509bMBOL goBOILMIB.

439D dW0gMo MHMHYMR0MO 3MOGE530 IRO0JLOMES E-35003900b0l 9dudMgliost dmmol
39GLEGIB0MYOM odBMMo 336d900L5 s LodLOZBOL d5EIdOL 9JudMglool MomMmEgbmdsdo (r=-
0.571, p=0.003). sgd0mo 3mOgws309d0 TIL s Lodbogbol ,,0509d30b,, MomMmEgbmdsls FmEol
MmmMb03zg WMm3530580 3505 MdL, MM3 LodLogbolb ,,05gd0L,, SMBYIMOILMSD Fgodwgds
SLbME0MYIMYWo 0gmlb 03699H0 0BFOWEEHMH300L JOBOS.

09939, 04M 35M33JMWO 35600530900 30MY530930L LEMHIMBMMdITo Lbgsslbgs syoEsL.
g439wsdg LG  3MOGEsE0s  OIROJBOMS ,,0000900L,, M3MmEYbMdLS s  E-350396M060b
9939l BGoL odBE 3356d98d0 (r=-0.348, p=0.088).

50b0dbmeo dmbs399990L  Loxzdz9w By F9g0dergds 3035M9MEM®m, MHMI  Jgdi306Mgdmwo E-
3903960060l  gJu3emglos s oBOowo TIL s ,,850900b,, M3m©gbmds TJgodwgds oyml

BobOMRJOI M 3OMYBMBo Fo6390900 ddML 30dMLMZ0L.

Beta-cathenin.P1 Beta-cathenin.P2 Beta-cathenin.TB Beta-cathenin.LN

T Pearson Correlation B16** B4 7514+ T44**
Sig. (2-tailed) 0 0 0 0
N 25 25 25 25

Tils Pearson Correlation -722** -666** -.670** -673**
Sig. (2-tailed) 0 0 0 0
N 25 25 25 25

Tumor Buds | Pearson Correlation .664** .BBO** .548%+ 576+

Sig. (2-tailed) 0 0 0.005 0.003
N 25 25 25 25

3600 3: 30MHYESE0Ho 353300900 909y X3IBIOL Jnmol: Lodbogbol LEswos, Lodbogbol

0506530 EM0MJd9wo odxgm3od oo (TILs), Lodbogbol ,,000900,, s dgE-35¢39bobo;

Georgian Scientists/Jo®mnggwro d93609Mgdo ¢).5 N 2, 2023

144




306LMboL  3MEgWs300lL  3098303096@gd0  3B0T3bgermzsbo  ogm  ygzgams  xIBRL  dmEol
99056Mm900L5m30L (p<0.05). 393)9-3500960b0l 9JudMglos 3oMmzgws bodbogbgdo 933039 0y
053939069390 dols 9du3MHgLosLsb MHmyme 3 Lodlogbol ,050q0d0,, slg39 WodBME 335609830
(r=0,816" o r=0,744"" 99L53500L5), 51939 TILs M>MEY6MOIBMSD (r=-0,722") . sbserMyomMo,
09(39-35096060L 94u3Mglos 3039w LodLogbol BMm3MLdo 2 ogm IBHI0EIO WI3933060JdMWO
9ol 9du3MYLOLMSD OMaMME LodLogbwE ,,050090d0,,, S1939 WoIBMG 335609830 (r=0.842"" s
r=0.744""), 51939 TILs 5m@©gbmdslomsb (r=-0.666 **). d9Eo-35096060l 9dudMglos Lodlbogbyn®
,000090300,, BMT0gMHSE 0YmM 353806900 dob 9JL3MYGLOSLMSD odBMG 3356d98d0 (r=0.576"")
5 LMBEGHOI© 3MMHYI0mdOMEo 0ym ol gJudmglosbmsb 3om3zgwo Lodlogbol Bm3mido 1-do
(r=0.664").

Androgen receptor.P1 | Androgen receptor.P2 | Androgen receptor.TB | Androgen receptor.LN
T Pearson Correlation 0.386 0373 A24* 452*
Sig. (2-tailed) 0.056 0.067 0.035 0.023
N 25 25 25 25
Tils Pearson Correlation -0.371 -0.39 -0.344 -0.395
Sig. (2-tailed) 0.068 0.054 0.092 0.05
N 25 25 25 25
Tumor Buds | Pearson Correlation 418* 436* A71* .408*
Sig. (2-tailed) 0.037 0.029 0.018 0.043
N 25 25 25 25

3OO0 4: 30MHGWE0IOHO 353800900 909y X3IBIOL Jmnmol: Lodbogbol LEswos, Lodbogbol
0506530 GHM0Md9wo wodxgmao®qdo (TILs), bodlogbol ,,850900,, ©s sbGHMMYIbOL M9393EHMMO;

3MO9W5:300 3b6MMYgbmmo M9393@MMmoL 9dudMgbosls s TILs dmGol s ogm d60d3zbgwm3zsbo
(r=-0.371, p=0.068). 5650, 30MHJ5305 56EMMYI6MO M:9393EHMMJdOL 9Ju3MYLOLS s
LodLbogbol ,,850090L,, FmMoL s oym d60936gcrmgzsb0 (r=0.418, p=0.037). 09335, 3MOIESE0S
36MmM96900 09:393G™M0L 9Ju3MGL0sLS s T-U Mol ogm 860dzbgwmgzsbo (r=0.386, p=0.056).
3MO95300L 3933030963900 BEOHMYgbol M19393EHMMm9d0L gdudcmglosts s TILs dmGol s
3bmM960l ©9393@™Mgd0L 9dudeglosts s Lodbogbol ,,05gdL,, JnGMOL MMO39) SWIOOMO
0y, 353650 300MHg530900L LodwogMg MBOM BMBEO 0Ym, 3006 sbEOMYIBOL MY393GHMMYdOL
99b3MgLOSLS s T-l mMob.

DMoo, MHMYMe3 BbL, sBEOHMYgbrmo M93933 ™Mool gdudcmglos MBGM 8F0EOHME SGOL
539300609390 Lodbogbol  BEHOOLMB, 300069  LodLogbol  Fs0bRowIEBHMOMYdg
©w0IRMm3E0GJO6. 0935, 50LB0TBsZ05, BIMT 3MMYEs30900 BOMAIEMWO MYEg3GHMEMYOOL
9g4b3MgLosLs s BOALOZbME ,,059dL,, LYLEHO ToM9d IPIBIOMO 0Ym, 653 JoMEOMIOL
390339 39300B7 53 (330590l dmMob.
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33365

> 56OBYOMOL dW0IOHO “YOMHYMBOMO JMMGEs30d LodLogbol dozmmysmgdmdo E-Cadherin-ol

9gu3egLosts s TIL-9d0L 0bxgowEHGMsE0sl dmEOlL s 08539 3956Mgdmdo BmIogMo
OOYMBoMo  3mMes30d  E-Cadherin-ol  gdud®gbosts s Lodbogbols  ,,05009000"
65 96Mdsls IGOU.

5OLgdMOL IGO0  IPIBOMO  3MMGEs30s 3099630bol  9dudMglosts s TIL-gdol
06830 GHM5305L IOl s DMT0gMHo IPIOOMO 3MOHIWS30s 30995EH0BOL 9JudMglosts
5 BodLogbol JozMMYsMgImTo LodLogbob ,,850gd0L "' M5MEIBMBdSL TMEOU.

56L9dMOL I0gMHO EIPIO0MO 3MMYIWS305 B9ES-35@9b0bol gdldMgbosts s TIL-gdol
06x30@GHM30sL ol s DBmTogho OO0 3MOHIWSE0s  BYBO-35¢gbobols
9gb3MgLosLS @S Lodbogbols FozMmMysMgdmdo Lodbogbm®o ,,05gdol " MHoMmEIbMdL
dm6Mob.

E-3503960b0b 9Ju36glos 93060905 Lodbogbol LGSOl 3MMYMgLOMYBILMIE 9O,
439005D9 90350 oMb gds IB0JLoM©s T4 LEs0sDY.

653 8995905 09BHo-353960bols 9dudegliosl, B39gb 3bgs3m, MM Lodwmowm godmbo@mgds
Lodbogbols ,,00009080"  MBOM oo, 300Mg Lodbogbol doMoms 3gesdo. qu
3965MBL, GMI 39(3)9-393900bds Fgodegds Fgolitrmeml Mo 300mb YYxMHgIdOL
90M5:305d0 1LoALOgbol JoMOMIEO 39006 LoALOZbOL ,,0509d53®Y" . Loy MMHSOVIOMS,
Mmd  3939-35¢9bobols  Lsdmomm  9Judcmglios 0bmods  Lodbogbol  LEGowool
36MaM9b0MOILMIB JOMMO, Y39WsBg Fowowo 9dudMglos IGRoJLOM©s T4 bEsE0sDY.

"bs 500b0dbML, MM gl 3MOGES3E0900 96 AMolbIMdL FobBYHBMIGMOMIL s LsFomms

399030 33e93900 53 ©3306390900L Boxkdz3gWsE SOBYIMWO 3MmGHIBE0WGMO F9dsbobdgdol
299mbo3egbs. mwdEs, U ©iL336gd0 3093 gPMbger bsBL Migsdl, Gmd E-Cadherin-ol,

Vimentin-ol, Beta-catenin-ob @5 Androgen 9;393&H™M900L 9Ju3dMgLos F9M339 Gl

SbEOWMgdL  LBodLbogbol Fo3OMYPSMGIML  MYAMWS305d0 @S LodLogbol wWBOM  sGMgLOWWo

R96mGH030L  BsBmygowo0dgdsdo,  sbowo mgmadomwo Lsdobbggdol 9dmdsggdsd Fgodergds

96039369cmgbs  200mdx™mdguml HER2 3mbo@orm®o dwdal 300mb  396Lmbscobomgdrmwo

9399665 Mmdol dgommgdo.

399mygbgdEo wodgHad s
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Abstract

Breast cancer is a heterogeneous disease that can be divided into different molecular subtypes, each
with different clinical and pathological characteristics. HER2-positive breast cancer is a subtype
characterized by overexpression of the HER2 protein, which is associated with aggressive tumor
behavior. The process of epithelial-mesenchymal transformation (EMT) is believed to play a critical
role in tumor invasion, metastasis, and resistance to therapy in HER2-positive breast cancer. Tumor-

infiltrating lymphocytes (TIL) are an important component of the host's immune response against
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cancer, and their presence and composition have been shown to correlate with clinical outcome in

various types of cancer, including breast cancer.

Our study aims to reveal the phenotypic heterogeneity of EMT in different tumor sites, including the
primary tumor focus, tumor "Buds” and metastatic lymph nodes by molecular typing of HER2-
enriched breast cancer. The expression of EMT markers, including E-cadherin, Beta-catenin and
vimentin, was measured and significant differences in expression were detected. The presence of
EMT in the main tumor focus and tumor "Buds" was associated with a worse clinical outcome.
Furthermore, the presence and composition of TILs varied between tumor sites and correlated with
the expression of EMT markers. Based on the findings, it can be assumed that EMT is a heterogeneous
process and that the presence of EMT in different tumor sites may have different clinical implications
for HER2-positive breast cancer. Identification of biomarkers associated with EMT and TILs may
facilitate the development of targeted therapies and improve personalized treatment for patients with

HER2-positive breast cancer.

Keywords: Breast cancer, HER2-positive, Epithelial-mesenchymal transition, Tumor buds, Tumor-

infiltrating Iymphocytes, Cancer Biomarkers;
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