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Abstract

Peptide—drug conjugates (PDCs) are useful in new targeted therapy, especially in cancer.
It has also been established that proteases are highly expressed in cancer types. These
06/08/2026 enzymes can cleave the linker, releasing the drugs as a key payload within the tumor.
06/10/2026 Therefore, overexpression of cathepsins in tumor environments is a favorable
characteristic for targeted cancer therapy. The linker must exhibit stability in circulation
to avoid undefined cargo release. Releasing with no goal can cause some problems with
the enhancement of toxins, which can lead to hazardous or even incurable side effects.
Payloads as cytotoxic agents usually show low IC50 values and high toxicity. Two
payloads applied within PDC types include Taxol and Daunorubicin.
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Dear Editor

The novel tools, titled peptide-drug conjugates
(PDCs), are beneficial in new targeted therapy. PDCs
include three main parts: a) a peptide titled homing,
b) a linker between parts, and c) a payload (1). The
first part of the peptide is responsible for directing the
entire PDC structure to target cells in different
diseases, especially cancer. So, the most important
character related to a drug is penetrance to the
damage site, and the homing peptide performs it for
a PDC (2). Also, the homing peptide not only guides
the drug to the target tissue but also facilitates its
internalization, specifically and only at the site of our
aim (1).

The linker must exhibit stability in circulation to
avoid undefined cargo release. Releasing with no
goal can cause some problems with the enhancement
of toxins, which can lead to hazardous or even
incurable side effects. The linker applied for PDC
types can be as cleavable, which is usually perfected
(3).

Payloads as cytotoxic agents usually exhibit low
IC50 values and high toxicity. Two payloads applied
within PDC types include Taxol and Daunorubicin
(4). Also, the payloads can be radionucleotide types.
This point is vital: PDCs are not restricted to the
delivery of toxic agents but are also extensively used
as imaging tools, such as PDCs containing
radionucleotides (5).

An interesting example of PDCs is the use of
Daunorubicin conjugated to a peptide (NGR) via a
cleavable linker. The concentration of cathepsins
available in the endosome and lysosome is more than

in other parts of the cells (6). It has also been

established that proteases, especially cathepsins, are
highly expressed in many cancer types. These
enzymes can cleave the linker mentioned above,
releasing the Daunorubicin drug as the main payload.
Therefore, overexpression of cathepsins in tumor
environments is a favorable characteristic for targeted

cancer therapy.
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