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INTRODUCTION

Metastatic colorectal cancer is the 3"most prevalent cancer globally and ranks 2" in
terms of cancer-related deaths. In Egypt, colon and rectal cancers were the 9™ and
18"most common malignancies and the 11%" and 16™ most prevalent cause of
cancer-related mortality in the country, respectively. In the management of mCRC,
there is need to determine predictive and prognostic factors that are likely to impact
the tumor response and survival outcomes of systemic treatment. This is particularly
true as the 1%t and 2" systemic lines of treatment are still the most effective
treatment modalities available to control the illness. Real-world studies show that
patients derive maximal benefit from 15t and 2" line therapies as a later line of
treatment do not provide a similar level of benefits. They must thus be optimized.
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The aim of this study was to identify the factors affecting tumor response in
metastatic colorectal cancer patients to first line and second line treatment.

AND METHODS

A retrospective cohort study investigating the factors affecting tumor response in
MCRC patients to 15tand 2" line treatment with a sample size of 110 patients
managed for mCRC between January 2019 and December 2023. The study
extracted information on demographic data, clinical, pathological, laboratory data,
and molecular characteristics. The results were statistically analyzed with clinical
outcomes.

Table: Clinical Benefits: Good Response (CR or PR or SD)
& Progressive Disease (Poor)

FIRST-LINE

SECOND-LINE

1" Line Toamor Rezponze

2** Line Tumor Rezponze

Factors Catepory (Good or Foor Factors Category {Food ar Poerl
o valus Log. ooD pvaiug Log. oD
ez Fatio Reg Batio_|
Aga catesory (<8 or >3 vears) 1000 0.873 1.085 | Aga catesory 0.735 0.640 1.374
Sex (Mals or Femals) 0480 0357 1235 | Bex 1.000 00g2 0.872
Weizht Status 0541 0903 - | Weight Status 0231 E -
1" line ECOG status during initiationgf | 0.540 0643 - | 2™ lme ECOG status 0311 0222
ChT during initiation g¢f ChT
Dizbetes 0.114 0050 1364 | Dizbetes 0130 0.052 0.324
Family History of cancer 0.32% 0462 - | Fanuly Hhstory of cancer 0338 0.336 0361
Tumer Variant (0.004% 0.026 - | Tumor Vanant 0313 0.563
Grade (WHO systam) LOBT= | 0008 0436 | Grade (WHO zystam) (.050% 0.061 -
Olostruction Loo0 0848 0522 | Chstruction 0.76% 0354 1417
Parforation ggar= | 000l 5246 | Perforahon 1.000 0923 1080
Uleeration 0.d71 0.353 0522
Tumer Depositz 0084 0065 2172 | Tumor Deposits 1.000 WEL 1100
Wargin status [(Tvefor -ve) Gi3e™ | 0027 0.233 | Margin status 1.000 0.a75 L&67
EMVT (Pogitive ov Negarivs) .04l 0.058 0432 | ENMVI 1.000 {852 1.1533
LA 0318 0208 0358 | LVI 0313 0.208 3.500
Penneural Invasion 0232 0.177 0317
T stage 0,461 0433 - | T stage 0367 0.242
M staze for* | 0006 - | M stage 0316 0137 -
LNE if surgery done far= | 000l | 10547 | LNE if surgery done (.047% G043 | 10.000
If Surgery done: LN =12 0548 0377 1750 | If Surgery done: LN =12 1.000 0660 1436
(Crreatest Primuary Siza 0.082 0.033 - | Createst Primary 3iza 1.000 0.960 -
Al-RAS status (ot or wi.) g034* | 0027 0311 | AN-RAS status 0152 0.0B9 4333
BEAF status (mur ov ) fgas= | 0009 0.050 | BEAF statos 1.000 1.000 1.382
Prmary Tumor Loczhon (eolon or 0402 0434 0.664 | Prmmary Tumer Location 1.000 0.523 1.080
yertum)
mCRC Tumor sidednass (right or Igfi) 0.078 0.063 04453 | mCRC Tumor sidedness 0332 0.244 0489
Dizeaze status at Diagnosis (desnovo or
FECWFFENL) 0114 0.03% 0321 | Dizease status at 1.000 0.8 0367
Number of IMetastatic zitas Dizagnosis
0152 0.057 - | Mo. of Mstastatic sites 0.254 0.219
Oligomstastaric / polymstastatic 0058 0.044 2428
ATCC Metastatic Stage 0.330 0.152 - | ATCC MMatastatic Stage 0144 fig7 -
Primary Srte Surgery 0.834 0281 0.894 | Promary Smte Surgery 1.000 0023 0.543
Metastactormy 0144 0151 0305 | PFS of firzt-line (<t m 0180 012d 0383
or =ml o
Chemotherapy bafore 15t Lime 0175 0157 0371 | ChT before 15t Line 0494 0484 0.542
1" Line targetad therapy 0142 0184 - i 1" line targetad therapy 0.737 {709 -
1" Line ChT regimen uzed 01338 0266 - | 2" lme ChT Eegmmen 1oog 0083
used
1. treatment Inttiation delay (m) 0.338 0.863 - | 1. treatment Inifiation 0245 0.220 2.083
delay (m)
1. ChT Changed 0.562 0442 0669 | 2. ChT Chanzed 0724 0.497 0600
1. Dose adjustments 0.471 0.353 0.776 | 2. Doze adjustments 0376 0353 1.760
1. Mamtenanece garre | o034 0.108 | 2 Mlamtenance 0283 0.251 0375
1. ChT cycles Delays * 0.042% | 0.032 0391 | 2. ChT eyeles Delay= * 0060 0.045 0280
First Lme patient compliance fada= | 0,004 3,889 | Second lne patient 0654 0484 0.542
compliance
1" Lme pretreatmant NLE. 0087 | 0055 2440 | 2 pretreatment NLE 0224 0208 21872
1" Lme pudeyele MLE L) 0.71& 0.774 | 2. mudeyels NLE Lo {800 L1687
1" Lme pretreatment FLE. 0402 0357 1477 | 2. pretreatment PLE. 0320 o202 0.350
1" Lme mideyele FLE 0.303 0256 1733 | 1. mideyele FLE 0343 0212 0429
1" Lme pretreatmant LME. 0477 0282 2500 | 2. pretreatment LME 1.oog 0378 2.000
1" Lme mideyele LR L0 0831 0.88% | 2. mideyele LME. 10048 1.000 1000
1" Lme pretreatmant CEA 0163 0107 2759 | 2™ Ime pre-tx CEA 0.2d2 0223 0.262
1" Lme pretreatmant CA4 19-9 0.2e7 0228 1901 | 2™ lme pre-tx CA 19.9 o014 0022 | 14667
Depicted model of tunor response R T - | Depicted model o001 0001
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Figure 1: K-M curve for OS based on
depicted model of tumor response

Figure 2: K-M curve for 1st line PFS
based on NRL

Bowel perforation & obstruction, the histologic variant and the histologic grade
of mCRC are significantly associated with survival and tumor response. In
addition, LVI, PNI, or wvascular invasion are significantly associated
with1slinePFS.Classifying a malignancy as either Oligometastatic or
polymetastatic has a prognostic role when the limited opportunity to remove
resectable lesions is taken advantage. Surgical removal of primary tumor is
significantly associated with survival outcomes. RAS mutation is significantly
correlated with survival outcomes. The choice of systemic therapy and
Maintenance treatment has no impact on the tumor response or survival.
Chemotherapy dose adjustments (reductions) and delays negatively impact
survival outcomes. CEA & CA 19.9 and LMR, PLR, & NLR have a strong
correlation with survival outcomes.
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