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DESCRIPTION 

Among all the cancers worldwide, Gastroesophageal Cancers (GE) 
are among the leading causes of cancer death. The outlook for 
metastatic disorder remains bleak, with median overall survival 
generally not reaching further than 1 year in the majority of 
clinical trials. The anti-HER2 humanized monoclonal antibody 
trastuzumab remains a milepost in anticancer medicine discovery. 
It was developed concertedly by Genentech and the University of 
California in the 1990s and gained regulatory approval for breast 
cancer treatment in 1998. It was latterly approved in gastric and 
Gastroesophageal Junction (GEJ) adenocarcinoma after the ToGA 
trial showed a survival benefit for a subset of HER2-positive cases 
in convergence with first- line chemotherapy. 

Trastuzumab is a monoclonal antibody, a man- made interpretation 
of an immune system protein, which targets HER2. It can be used 
to help treat HER2-positive cancers of the gastroesophageal (GE) 
junction. However, your doctor may have your tumor tested for the 
HER2 protein or gene, if a person is having a GE junction cancer 
and can’t have surgery. People whose cancers have normal quantities 
of HER2 are veritably unapt to be helped by this medicine. 

Trastuzumab is given into a vein (IV), generally once every 3 
weeks, along with chemo. Herceptin was the original brand name 
for trastuzumab, but several analogous performances (called 
biosimilars) are now available as well, including Ogivri, Herzuma, 
Ontruzant, Trazimera, and Kanjinti. 

 Fever, chills, cough, and headache are utmost of the side effects of 
trastuzumab and are fairly mild. These do less frequently after the 
first dose. This medicine can also occasionally induce heart damage, 
leading to the heart muscle getting weak. This medicine isn’t given 
with certain chemo medicines called anthracyclines, similar as 
epirubicin (Ellence) or doxorubicin (Adriamycin), because it can 
further increase the threat of heart damage if they’re given together. 
Before starting treatment with this medicine, your doctor may test 
your heart function with an echocardiogram or a MUGA checkup. 

 In EGFR family, HER2 is the member of transmembrane 
tyrosine kinase receptors. Unlike other receptors in the family, 

it has no given activating ligand and must heterodimerize with 
EGFR, HER3 or HER4 to detector transphosphorylation and 
activation of downstream PI3K or MAPK signaling pathways. 
When overexpressed, HER2 can homodimerize, giving rise to 
ligand-independent signaling. The reported frequence of HER2 
overexpression in GE cancer varies extensively in the literature, 
ranging from 4 to> 50 in some reports. The smallest frequence is 
reported in distal tumors and the loftiest in tumors of the GEJ. 
Rates of HER2 expression in squamous cell cancers of the upper 
esophagus are low, and as a result, the application of HER2-targeted 
therapy has generally been limited to adenocarcinomas of the lower 
esophagus and stomach. An association with intestinal histology 
has been constantly reported, with HER2 modification uncommon 
in rambling gastric cancers. A recent case series of 1461 Japanese 
cases reported an HER2 positivity rate of 21. Multiple logistic 
retrogression analysis linked intestinal type, hepatic metastasis 
and absence of peritoneal metastasis as significant independent 
factors related to HER2 positivity. The association between HER2 
expression and prognostic in GE cancer is uncertain; still, a number 
of studies have now shown HER2 to be a negative prognostic factor 
associated with more aggressive natural and advanced frequentness 
of recurrence. HER2 positivity was associated with de-escalated 
survival and adverse clinicopathological features, including early 
progression, serosal irruption and more advanced stage. Similar 
results are compatible with breast cancer, where HER2 positivity is 
known to be an adverse prognostic factor. 

Trastuzumab-DM1 (T-DM1) is a new antibody – medicine 
conjugate that combines trastuzumab with a microtubule asset 
and is effective and well permitted in preliminarily treated cases 
with HER2-positive bone cancer. The GATSBY phase III study 
estimated T-DM1 compared with standard taxane remedy for 
cases with preliminarily treated advanced HER2-positive gastric or 
GEJ cancer, with a primary report at the 2016 ASCO GI Cancers 
Symposium suggesting a lack of efficacity. Grade ≥ 3 adverse events 
were numerically lower with T-DM1, and rates of serious adverse 
events and treatment discontinuations were similar between both 
arms.


