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ANTI-HER2 ANTIKOR iLAC KONJUGATLARININ GERIATRIK
HASTA POPULASYONUNDA GUVENLILIK PROFILIi: FAERS VERI
TABANINDAN KANITLAR
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Amag: Anti-HER?2 antikor ila¢ konjugatlarinin (ADK) geriatrik hasta
popiilasyonundaki giivenlilik profilini degerlendirmek amaciyla gercek diinya
verilerine dayali kapsamli bir analiz gergeklestirilmistir.

Yontem: FDA Advers Olay Raporlama Sistemi (FAERS) veritabanindan 2015-
2024 yillar1 arasinda trastuzumab deruxtecan (T-DXd) ve trastuzumab
emtansine (T-DM1) kullanan meme kanseri tanili kadin hastalar retrospektif
olarak analiz edilmistir. Hastalar <65 yas ve >65 yas olmak iizere iki gruba
stratifiye edilip hematolojik, pulmoner, kardiyak, norolojik, gastrointestinal ve
hepatik toksisiteler agisindan karsilastirilmistir.

Bulgular: Analize 3813 meme kanseri tanili kadin hasta (trastuzumab
emtansine: n=1926, trastuzumab deruxtecan: n=1887) dahil
edilmistir. Hematolojik toksisite 750 vakada (%19.7), pulmoner toksisite 417
vakada (%10.9), kardiyak toksisite 209 vakada (%35.5), norolojik toksisite 176
vakada (%4.6), gastrointestinal toksisite 533 vakada (%14.0) ve hepatotoksisite
510 vakada (%13.4) saptanmistir. Geriatrik hasta popiilasyonu, geng hastalara
kiyasla daha diislik hematolojik toksisite riski gosterirken (OR=0.77[%95 GA
0.64-0.93]; p=0.0057) ¢ok degiskenli analizde bu risk sinirda istatistiksel
anlamlilik sergilemistir (OR=0.83[%95 GA 0.69-1.00]; p=0.052). Cok
degiskenli lojistik regresyon analizinde pulmoner toksisite (OR=1.53[%95 GA
1.23-1.89]; p=0.0001) ve kardiyak toksisite (OR=1.93[%95 GA 1.45-2.57];
p<0.0001) riski geriatrik poptilasyonda anlamli sekilde yiikselmistir.
Hepatotoksisite riski geriatrik popiilasyonda tek degiskenli analizde diisiik
saptanip (OR=0.74[%95 GA 0.60-0.92]; p=0.0069) ¢cok degiskenli analizde
istatistiksel anlamlilik sinirinda kalmistir (OR=0.82[%95 GA 0.66-1.02];
p=0.077). Norolojik ve gastrointestinal toksisite agisindan yas gruplar1 arasinda
anlaml farklilik saptanmamistir. Anti-HER2 ADK'lar karsilastirildiginda,
kardiyak toksisite riski a¢isindan anlamli fark bulunmazken, T-DXd alan
hastalar T-DM1 alanlara gore daha diisiik hematolojik (OR=0.68[%95 GA 0.58-
0.81]; p<0.0001), hepatik (OR=0.54[%95 GA 0.44-0.66]; p<0.0001), ve
norolojik toksisite (OR=0.48[%95 GA 0.34-0.67]; p<0.0001) riski, buna karsin
daha ytiksek pulmoner (OR=3.75[%95 GA 2.95-4.81]; p<0.0001), ve
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gastrointestinal toksisite (OR=2.41[%95 GA 1.97-2.95]; p<0.0001) riski
gostermistir.

Sonug: Geriatrik hastalarda anti-HER2 ADK kullanimi, daha diisiik hematolojik
ve hepatik toksisite ile iligkili olabilirken, pulmoner ve kardiyak toksisite
riskinde artig gézlenmektedir. Bu bulgular, geriatrik hastalarda anti-HER2 ADK
kullanimi i¢in hasta se¢imi ve toksisite yonetimi stratejilerinin
optimizasyonunda yol gosterici olabilir.

Anahtar Kelimeler: Anti-Her2 antikor ilag konjugatlari, Meme kanseri, meme
kanseri tedavisi, Anti-Her2

Resim Aciklamasi: Tablo.1: Anti-Her2 ADC'lerde tek degiskenli ve ¢ok
degiskenli analizlerin sonuglari.

Univariate Muttivariate
Outcome Variable OR [95% CI) Pvalue | OR[95%CI) | Pwvalue
265 yeors vs <65 years 0.77[0.64.0.83) 0.0057 | 0.83[0.681.00) 0.052
T.DXd vs T-DM1 0.62[0.52-0.72) | <0.0001 | 0.68{0.58.0.81) [ <0.0001*
Hematologic Chemotharapy 2.16[1.65-2.76) | <0.0001 | 1.85[1.43.2.37] | <0.0001*
Yendoky Tyrosine kinase inhibitors 1.24[0.75-1.97) 0.39
Immune checkpoint inhibitors 0.51[0.15-1.29) 0.20
Endocrine therapies 0.93[0.63-1.33] 0.69
265 years vs <65 yeors 1.73[1.40-2.13] <0.0001 | 1.53[1.23-1.89] | 0.0001*
T-DXd vs T-DM1 3,91 [3.09-4,98] <0.0001 | 3.75(2.95-4.81] | <0.0001*
Pulmaonary Chemotherapy 0.53[0.33-0.82) 0.0064 | 0.98[0.59-1.54] 0.93
Toxicity Tyrosine kinase inhibitors 0.45(0,16-0.996] | 0.081
Immune chackpoint inhibitors 1.64 [0,61-3.69) 027
Endocrine theraples 0.83[0.49.1.32) 0.45
265 years vs <65 years 1.83{1.37-2.43) <0.0007 | 1.83(1.45.2.57] | <0.0001*
1.DXd vs T-DM1 0.91[0.691.21] 0.53
——— Chemotherapy 2.18(1.46-3.17) | <0.0001 | 2.39[1.89.2.48) | <0.0001*
Tyrosine kinase inhibitors 1.39[0.58-2.82) 0.42
Immune chackpoint inhibitors 0.48[0.03-2.28) 0.48
Endocrine therapies 1.37[0.75-2.31) 0.28
265 yoars vs <65 yeors 0.85[0.60-1.19] 0.3 0‘9‘:'7";’]'7“ 0.98
1-DXd vs T-DM1 0.40[0.28-0.85) | <0.0001 | 0.48(0.24-0.67) | <0.0001*
Neurological | Chemotherapy 3.66(2.51.5.24) | <0.0001 | 2.87(1.94.4.17] | <0.0001*
Lo Tyrosine kinase inhibitors 1.16{0.40-2.60) 0.76
Immune checkpoint inhibitors 1.22[0.20-4.04) 0.79
Endocrine therapies 1.66[0.90-2.82) 0.079
265 yoars vs <65 years 1.15[0.94-1.49] 017 1.08[0.89-1.33] 0.39
T-DXd vs T-DM1 2.11[1.74-2.56) <0.0001 | 2.41[1.97-2.95] | <0.0001*
G ol | Chemotherapy 1.62[1.21-2.15) 0.00096 | 2.28(1.63-3.16] | <0.0001*
Taxicity Tyrosine kinase inhibitors 1.67[0.98-2.70) 0046 | 1.27(0.71-217] | 041
Immune checkpoint inhibitors 0.99[0,34-2,35) 099
Endecrine therapies 0.995[0.64-1.48) 098
265 yaars vs <65 years 0,74(0.60-0,92) 00068 | 0.82(0.66-1.02) | 0.077
T-DXd vs T-DM1 0.5(0,41-0.81) <0.0001 | 0.54(044-0.66] | <0.0001*
= Chemotherapy 2.03[1.53-267] | <0.0001 | 1.51({1.11.2.03) | 0.0076*
i Tyrosine kinase inhibitars 2.12(1.28.3.37) 0.0021 | 1.43[0.84.2.36) [ 017
Immune chackpoint inhibitors 1.30[0.48-2.92) 0.56
Endocrine therapies 1.40[0.94.2.03) 0.083
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