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PD-1 (programmed cell death-1) A /E
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Anti-PD-1

Inhibitory Signal
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"Immunotherapy
T cells on the attack
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Division of Medical Oncology, Nippon Medical School Musashikosugi Hospital
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Division of Medical Oncology, Nippon Medical School Musashikosugi Hospital
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Mirvetuzumab Soravitansine

Sacituzumab Govitecan

1gG1 ) Trop2

% . SN38
(TOPO1 inhibitor, DAR 7.6)

*=\Carbonate
(cleavable)

Disease indications

* Breast
 Urothelial
Toxicities
« Alopecia  CINV, diarrhoea
e Cytopenias e Fatigue

Trastuzumab Deruxtecan

) HER2
D)(d
(TOPO1 inhibitor, DAR 8)
\GGFG
(cleavable)
Disease indications
* Breast e Gastric
e Lung
Toxicities
» CINV, diarrhoea e ILD
* Cytopenias » Alopecia
Trastuzumab Emtansine
1gG1 ) HER2
QDM‘I
(microtubule inhibitor,
DAR 3.5)
MCC

(non-cleavable)
Disease indications

* Breast

Toxicities

e Thrombocytopenia e Peripheral
* Hepatotoxicity neuropathy

Folate receptor-a

QDMA‘.
(microtubule inhibitor,
DAR 3.4)

Disulfide
(cleavable)

Disease indications
¢ Ovarian

Toxicities

* Ocular toxicity » Peripheral neuropathy

« Nausea, diarrhoea e Fatigue

Tisotumab Vedotin

lissue tactor

Igb1 )
*(mwrotubule inhibitor,
DAR 4)
| VCit
(cleavable)

) ‘ ‘—j Disease indications
« Cervical
Toxicities
« Alopecia e Ocular toxicity
e Bleeding e Nausea
Enfortumab Vedotin

IgG1 Nectin4
MM E
mlcrotubule inhibitor,
DAR 3.8)
|VCit
(cleavable)

Disease indications
« Urothelial

Toxicities

* Alopecia * Skin toxicity
 Peripheral neuropathy e Fatigue

BAREGD
(IR Au)

Nat Rev Clin Oncol. 2023 Jun 9.
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Median

A Progression-free Survival Progression-free
No. of Survival
100 Patients (95% CI)
90 mo
Trastuzumab Deruxtecan+ 383 40.7 (36.5-NC)
w80 Trastuzumab deruxtecan+ Pe"“‘“;‘:g 7 269 0LENG)
-E' 70— Pertuzumab Hazard ratio flor dis.ease
rogression or death, 0.56
é-_“ 60 FQSEG C|,Io.4470.71t} ’
[<] P<0.00001 (prespecified
an 50 P-value boundary for
o i superiority, 0.00043)
-E 40
S 304
U
o 20
10
0 I I I I I I I I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 4
Month
No. at Risk
Trastuzumab 383 358 335 321 293 275 242 208 175 153 82 49 21 10 3 O
deruxtecan+
pertuzumab
THP 387 353 312 273 241 215 187 160 124 106 51 32 12 5 1 O

NEJM 2025, Oct 29
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Months since Randomization
254 220 192 131 60 17 0
255 210 156 97 42 9 2 0

Chemotherapy

Median Overall
Survival (95% Cl)

o

Tarlatamab 13.6 (11.1-NR)

(N=254)
8.3 (7.0-10.2)
(N=255)

Stratified hazard ratio for death, 0.60
(95% Cl, 0.47-0.77)
P<0.001

N Engl | Med 2025;393:349
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BRAF
BRCA1
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CD274/PD-L1
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CRKL
CREBBP

CTNNB1/b-catenin

cuL3
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EGFR
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ERBB2/HER2
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FGFR1
FGFR2
FGFR3
FGFR4
FLT3
GNA1l1l
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HRAS
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IGF1R
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TMB-High BRAF RET
;F‘E ,—g.,,,—_ 2hRATE: 6.8% 2hATE: 13% 2HRAE<1% 2hATE: 2HAE<1% 2hATE : 3.5%
IRIx KEBEDA : 17% Il RaREh A - 33% IE& AR A (MARC) : 7-15% hA : 1-2% IERIREEN A 30-
F=&HDA 1 23% F=EEHA : 16% 90-100% BEMREAMmRE: FIREDA : 5-10% 45%
INED A 30% PIRE : 1-9% 79-100% AMA : 15-25%
AEEIRIED A : 2-14% EHEEHE : 40- (60%{KFIR)
70% BHA : 15-20%
FIRIRZLEAD A - KEDA : 1-4%
45%
BAEEMA : 35%
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=R 37.2% (n=94) 29% (n=102) 57% (n=54) 0- 43.9% (n=45) 29%
75% (n=55) 89%(n=215) (n=102)
Krﬁk N Engl J Med Lancet Oncol 2020; Lancet Oncol 2020; 21: Nat Med. Lancet Oncol 2022; 23: Lancet Oncol
2018;378:731-9. 21:1353-65 271-82 2023;29(5):1103-1112. 1261-73 . 2024;25(6):707-719
N Engl J Med.

2018;378(8):731-739.
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