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TP.\e.obeS|ty breast cancgr (BC) connectlonols increasingly rgcognlzed for its . 9§ pat|ent§ diagnosed with early-stage ER+/HER2- breast cancer are included for Adiposity vs Metabolic dysregulation Adiposity vs Inflammation
clinical relevance, especially as the proportion of women with BC and this analysis
overweight/obesity continues to rise?. » Patient characteristics are described in Table 2 * BIA markers such as fat % F:gure 3. ASSObciTtionS Ofliocal and global ajiPOS‘W markers Withl  BMI and WC and BIA show in both cohorts similar associations with
. . . . . . o . ucose metabolism markers in (A) pre- and (B) postmenopausa . . . . _— .
* While use of bOdy mass index (BMI) asan adeOSIty measure Is convenient, it is Table 2. Patient characteristics. ILC= invasive lobular carcinoma, IBC-NST = invasive breast cancer of no-special type and visceral fat do not fohort A ®P P C|rculat|ng inflammation markers of which the strongest associations are with
unclear how it relates to other anthropometric, systemic and local adiposity show a stronger A _ 3 _ 2 o Z o Z o CRP and CAR and CALLY composite score.
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To explore these associations, we launched the FATLAS study (NCT04200768). Range [36-76] [40-75] [38-76] [36-74] and WC age o o on 00 om om om om om om on *  TNFaexpression |n.breast tissue associates (-) with global adiposity only in
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Postmenopausal 58 (60) 21 (54) 25 (66) 12 (63) glucose metabolism (SUCh Waisttohipratio s 017 016 -005 -006 021 001 003 012 -007 006 -0,27* ’ CAA and DA size ~ inflammation dlfferently In pre and postmenopausal
* FATLAS is a monocentric, prospective trial at University Hospitals Leuven Histological Subtype - n(%) as C-peptide, insulin, IGF1) we T P e women:
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enrolling treatment naive patients with BC scheduled for upfront surgery - 50 (62) 23(59) 25 (66) 12 (63) and tissue markers such as EodFat% ooy Dm0z 002 o0os o oo RN .. OO * Premenopausal: DA size links to local and global inflammation markers
" Tissue samples are taken in the central portion of the tumor (P= pathOIOgical)' ?tage_n(%) 32(33) 10 (26) 16 (42) 6(32) GLP1R expression show Visceral Fat 0,08 040% 033* -027* 002 006 -0,16 004 -042% -027 -022 -031* * Postmenopausal : CAA size and gIObaI mﬂammatlon; plUS CLS den5|ty (+)
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from the tumor. I 50 1) 3@ 16) global and local adiposity s g R 00T RIS DI gy 006 A DAL 000 Figure 5. Associations of local and global adiposity markers with inflammation markers in in (A)
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reproductive hormones are found in Table 1. Metabolic syndrome score is patients(t=-0,33; p=0,05) markers and glucose age o1s 007 oot I ot oo o0 ooz 008 o006 oo 015 || e . BN o
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Table 1. Assessed markers of adiposity, metabolism and inflammation. = (DN RERERT u\\/ N2 .- SR < | ) \l/ i compared to NST * First comprehensive trial assessing global adiposity (BMI, WC, BIA) and local
Global markers Local Breast Tissue markers . S « Circulating and tissue expression levels of leptin are the lipid metabolism marker breast adiposity (CAA and DA size) in relation to metabolic and inflammatory
Adi i BMI ; Waist circumference; Waist-to-hip ratio Adipocyte size in distant normal tissue (DA size); Cancer- i i H H H H H i i - + —_ i
ey (WHR); Body fat % (BIA); Visceral fat (BIA); Muscle associated adipocyte (CAA) size; Difference in volume in CAA GIObaI AdlpOSlty mOSt StrOngly aSSOCIatEd Wlth adeOSIty In tOtaI COhOrt. For the SUbCOhOrtS baSEd on g:.\(/)'.:llesdlrxcarly StalgebEIR /I(;IERZ brefaSt cancer d d h |
Quality (BIA); Muscle % (BIA); Hand-grip strength vs normal adipocyte size (delta) . ° i i i tors or s Stemic a | Osit and show S|m| ar
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etabotom * BMI showed a moderately strong correlation with BIA (f.e. body fat% 1 =0,62; P SO o _ ot ith metaboli d infl ; K BIA
Glucose metabalism | HEMOEobin ATc (HbA1c) ; Fasting insulin; Fasted | /GF1 expression in normal (N) and pathological tissue (P); <0.001) and waist circumference (t =0,64; p<0.001). In contrast, WHR showed onl * Global adiposity markers -BMI, WC, and BIA- correlate with circulating levels of associations with metabolic and Inflammatory markers as :
C-peptide ; Insulin-like growth factor 1 (IGF1) IGF1 receptor (IGFR1) expression in N and P; p : ’ ’ p * ) ’ y I . b h d I h . I h I . ° Local adiposity pa rticularly CAA Size demonstrated Iinks With global
Glucagon-Llike protein 1 receptor (GLP1R) expression in N a Weaker relatlon Wlth BMI and BIA measurements eptln N Ot pre‘an pOStmenOpausa CO OrtS, ) |g ty Stronger n ’ ’
b ding protein 1.2 and 3 (GFBPT, IGFEP2, IGFEP3) | obal Ad premenopausal adiposity and metabolic dysregulation, while associations with inflammation
expressionin N and P Loca VS G opa A i OSit . : . . : . . . i i i i i
Lipid metabolism | Leptin; Total cholesterol ; LDL cholesterol ; HDL Leptin (LEP) expressionin Nand P ; p y ) 'CIrCUIBtlng Ieptln Correlates Wlth CAAiIn bOth COhortS bUt Wlth M Only dlffered by menopausal Status (D'_? Slz.e " premenopausal’ CAA Slze. n
cholesterol ; Apolipoprotein A, B ; Lipoprotein A Leptin receptor (LEPR) expression in N and P; o In the total cohort BMl’ Figure 2. Associations of local and global adiposity markers in (A) N premenopausal cohort pOStmenOpausal Women.) These |nd|ngs suggest that both systemic and local
Adiponectin (ADIPOQ) expression in N and P; . . . . . . . . . . . . . . . . . .
Adiponectin receptor 1,2 (ADIPOR1, ADIPOR2) expression WC’ body fat% and pre- and (B) postmenopausal cohort * Leptln expression in N correlates with adeOSIty in both COhOrtS, but Stronger n adeOSIty. may.contrlbl:“fe tO tumor b|0|0gy, Wlth pOten.tIaI |mp||Cat|0nS for
] Aciropromheen ppare. visceral score are N . . s premenopausal personalized risk stratification and therapeutic strategies.
(ALT); Gamma czED;Lc)ataébiumpin;LEac;ate . associated with both CAA g g . 5 S 3 g * Leptin expression in tumor tissue correlates only with adiposity in the * Limitations include the small sample size and descriptive nature of analyses
ehydrogenase ; Creatinine ; Estimate ] i v - o T o . . . e . .
glomerular filtration rate (eGFR) and DA size but more S LE & F & =22t 5§ premenopausal cohort * Future studies should validate these associations in larger, multi-center
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Metabolic syndrome | Metabolic syndrome score / Strongly for CAA Size 50 E g E g % E g E é é &, :‘I:CU % A. _ N E t B. _ > N E t COhOI’tS and explore mechanlstlc pathways.
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markers | Monocyte; Platelet; Albumine; C-Reactive protein; | CLS per cm? Tumor-Infiltrating Lymphocytes (TILs) P P Dbl 0,06 042* 013 040* 031* 038* 030* 007 -0,82* -0,20 | | and elobal g W oW Wy e B B B References
B-globuline fraction cohort DA and CAA size CAAsize 0,10 0,37 0,04 0,36* 032* 031* 026 004 -032* 0,10 OcCal and globa Age 020 003 001 0 D Age 0,00 0,10 0,17 -0,05 0,07
Interleukine-8 (IL18) ionin N and P; iDOSi 020 003 -001 -017 0, N . .
I:tz:lgzk::z-18(IL1B(;);F;(r|:rSeSs:§irc]):1nin Narz:md P; are positivelv associated a-dlposrfy mark.ers BMI 0,67* 050* 039 024 0,13 BM" o BN 05250 0,03 -009 -0,01 1. Ng, Marie et al. The Lancet 2025
Vascular Endothelial Growth Factor A (VEGFA) expression in P Y B. © o - circulating leptin, and Waist to hip ratio 011 024 010 014 001 Waistto hip ratio 0,16 005 -0,04 0113 -0,06 2 D Djordjevic et al. Mediators Inflamm. 2018
mfe':fe*:;( n6-6 (1L6) expression in N and P: with BMI score, but in the o % ~ s = . leptin and leptin We . ., . Y 0,51* 0,27* 003 -004 0,02 : . . .
; = o XX i S o0 : . Body Fat % * y _
Tumor Necrosis Factor (TNF) expression in N and P; < K] - = - o s = receptor expression Iin Body Fat % 0,68* 046* 029* 021 -0,02 0,56% 019 -0,03 -0,07 0,04
Triggering Rgcspto(; IIEDxpressed on Myeloid Cells 2 (TREM2) pO.St.menopausaI COhort _ g o B g '-E % '-'E § § § “_;0 %:b normal (N) breast tissue Visceral Fat 0,60* 047* 028 020 0,06 VisceralFat' 0,58 031* -0,02 -0,10 -0,02 ACknOWIEdgments
creressenin A this is onIy the case for éon 5 = g s 5 § < § 28 :‘|:=° £ and in tumor (T) tissue Muscle Quality 008 008 010 000 003 | ceeR® 00s 003 008 020 006 . .
o (8} (72} -
' Composite | C-reactive protein to Albumin Ratio (CAR); CRP. / CAA size : cfr Figure 2 and Delta DA-CAA 008 004 004 -003 001 00l 001 007 -002 -0.16 in (A) premenopausal Muscle Percentage - 045¢ -030% -021 003  MusclePercentage - 023 002 007 003 We are grateful to all the study pa rt.ICIPa nts and the research.tearn. JVC, KVB and MDS are
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