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Sacituzumab Govitecan and Treatment Area
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ABSTRACT

Although there are diagnosis and treatment methods 
for cancer, treatment methods for metastatic cancers are 
limited. Therefore, new treatments for metastatic cancer 
are being investigated. Antibody drug conjugates (ADCs) 
are a new group of drugs that enable highly toxic drugs to 
be targeted. Sacituzumab govitecan is a second-generation 
antibody drug conjugate that is promising with its results in 
many cancer treatment trials.
Keywords: Sacituzumab govitecan, TROP2.

doi: 10.5606/jebms.2020.75613

©2020 Journal of Experimental and Basic Medical Sciences. All rights reserved.

Received : September 05, 2020
Accepted : September 28, 2020
Published online : November 09, 2020

Antibody Drug Conjugates

Antibody drug conjugates have been studied 
for nearly 30 years, but early samples failed due 
to incorrect selection of antigen targets. For this 
reason, an antigen found in tumor cells was wanted 
to be selected and in this way it was aimed to reduce 
toxicity.[1-3] These conjugates are drugs that select 
cancer cells in a specific way and have toxic effects on 
these cells. Due to its selectivity, it has high effect and 
less toxic effect on healthy body cells.[4]

Antibody drug conjugates (ADCs); It consists 
of an antibody, a cytotoxic agent and a synthetic 
binding chemical that binds the two together. The 
main factor in the use and effectiveness of these 
drugs is the antigen that the antibody will act on. 
These antigens must be recognized and bound by 
the antibody, expressed less in normal cells and 
overexpressed in tumor cells. The cytotoxic drugs 
used here are small molecular weight chemicals to 
stop cell division and affect different points.[4]

These newly developed therapeutic agents have 
been tried in many cancer treatments and some 
of them have received FDA approval.[4] Antibody 
Drug conjugates (ADCs) are used in the treatment of 
Hodgkin lymphoma, systemic anaplastic large cell 
lymphoma, human epidermal growth factor receptor 2 

(human epidermal goeth factor receptor 2 [HER2]) 
positive metastatic breast cancers, and studies are 
ongoing for their use in the treatment of some 
hematopoietic and solid tumors.[5-8]

SACITUZUMAB GOVITECAN
Sacituzumab govitecan (IMMU-132) is a moderately 

effective antiTROP2 antibody drug conjugate.[4] It 
consists of the combination of SN-38, the active 
molecule of irinotecan, and an antibody targeting the 
TROP2 receptor.[3]

Irinotecan is a topoisomerase inhibitor effective in 
lung, gastrointestinal and gynecological cancers.[1,9] 
During mitosis, cells stop dividing by affecting the 
S phase.[3] It is metabolized in the liver and excreted 
from the intestines, so the most common side effect 
is diarrhea.[1]

TROP2 (Trophoblast cell surface antigen 2) is a 
glycoprotein marker located on the trophoblastic 
cell surface that transmits cell survival and division 
signals, discovered in trophoblast cells in the placenta. 
Trophoblasts provide the attachment and invasion of 
the placenta to the uterus.[10,11] In this context, TROP2 is 
thought to play a role in cell division, cancer invasion, 
metastasis and angiogenesis.[12,13] It is also found in 
some healthy tissues in the body, but; It is expressed 
at much higher levels in cancer cells compared to 
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normal epithelial cells. At the same time, the risk of 
cancer development and metastasis increases with 
the increase of TROP2 expression.[3] This makes TROP2 
a unique target in cancer therapy.[10,14,15]

TREATMENT AREAS OF SACITUZUMAB 
GOVITECAN

Sacituzumab govitecan has been shown to be 
effective in many types of cancer such as breast 
cancer, urothelial carcinoma, gastrointestinal cancers, 
small cell lung cancer and non-small cell lung cancer, 
and is predicted to be used in cancer treatment due 
to its low toxicity. Studies are still ongoing and it is 
thought that it can be used in metastatic cancers that 
cannot be treated in the near future.[3]

Urothelial carcinoma is the fifth most common 
malignant disease in the United States, with a rate 
of 90-95% occurring in the transitional epithelium 
in the lower urinary tract (bladder, urethra). In 2017, 
79,030 new urothelial carcinomas were diagnosed 
in the USA, and 16,890 people died of urothelial 
carcinoma in 2017.[16-18] Cisplatin-based combination 
therapies are mainly used in the treatment of 
metastatic urothelial carcinoma. This treatment 
provides a 13-16 month survival in patients who 
are applied.[19-21] However, response to treatment 
is 20%.[22]

Breast cancer is the most common cancer in 
women worldwide.[23] Treatment rate is increasing day 
by day in breast cancers diagnosed early.[24] However, 
treatment may not be possible in metastatic breast 
cancers despite new treatment methods.[25]

Sacituzumab govitecan is used in the treatment 
of metastatic breast cancers that are HER2 (human 
epidermal goeth factor receptor 2) positive. 
Sacituzumab treatments are given by intravenous 
infusion. There are 8, 10, 12, 18 mg / kg dose options 
in the treatment of both urothelial and breast cancer, 
but the best effect was seen at a dose of 12 mg/kg. 
Administration of antiemetic and anticholinergic 
drugs to the patient to prevent infusion reactions 
does not hinder the treatment.[26] The most common 
side effects are: fatigue, hair loss, nausea, diarrhea 
and neutropenia.

Resistance to antibody drug conjugates can also 
be seen. Although the reason for this resistance is 
not fully understood, it is thought that factors such 
as personal metabolization and differences in the 
properties of tissues, incomplete antigen-antibody 
binding in some patients reduce the effect of the 
drug and reduce the success of the treatment.[4,27]

In conclusion, Sacizutumab govitecan has safe 
and therapeutic activity in metastatic solid cancer 
types. Low toxic effects and diarrhea were observed 
in its side effects. Its use with combined drugs is 
promising in cancer treatment.[28]
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