
37 yo F 

Symptoms

Fatigue

Restless legs syndrome

Headache

Exercise intolerance

Exertional dyspnea

Weakness
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Physical Examination
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What should you ask for a 
detailed Medical History?
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Laboratuary findings
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What is the diagnosis?
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What are the
causes of 
anemia?
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Iron Deficiency
Anemia does not 
develop suddenly!
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PO versus IV iron
therapy

Gold standart is po iron
replacement!!
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No 
response
to iron
therapy



Inherited disorders/IRIDA
IRIDA due to TMPRSS6 mutation – Iron refractory iron deficiency anemia (IRIDA) is a rare 
inherited disorder in which absorption of oral iron is markedly impaired. IRIDA is caused by 
loss-of-function mutations of the TMPRSS6/matriptase 2 gene, which encodes a serine protease 
that cleaves membrane-bound hemojuvelin .Membrane-bound hemojuvelin promotes hepcidin 
synthesis and impairs iron absorption in the gut; cleavage of membrane-bound hemojuvelin 
reduces hepcidin synthesis, increasing iron absorption. Loss of TMPRSS6 function thus causes iron 
deficiency due to inappropriately high hepcidin levels, with markedly reduced iron absorption 
and increased sequestration of iron in macrophages
In published case reports as well as our own experience, patients with IRIDA are not anemic at 
birth, and the clinical phenotype develops after the neonatal period (eg, after one month of age). 
Suspicion of IRIDA usually occurs during a pediatric routine evaluation. However, in some 
patients, the condition is recognized only in adulthood, either because the anemia is mild or 
because it has been misclassified. Patients present with mild hypochromic, microcytic anemia 
with very low serum iron levels and low transferrin saturation. Serum ferritin levels are mostly 
within the normal range or even slightly elevated following treatment with intravenous iron The 
diagnosis is pursued after elimination of causes of iron deficiency refractory to iron therapy such 
as celiac disease, H. pylori infection, autoimmune gastritis, or anemia of chronic 
disease/inflammation ]. 
The diagnosis of IRIDA is confirmed by demonstrating biallelic mutation in TMPRSS6; 

SLC11A2mutation – Iron deficiency anemia has also been described in individuals with 
mutations in the SLC11A2 gene, which encodes the divalent metal transporter DMT1
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The outcome…

She could not tolerate po iron

She received IV iron therapy

She has still dyspeptic symptoms, epigastric
discomfort.
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When need upper GI endoscopy?

• Dysphagia

• Weight loss

• Bleeding

• Anemia

• Men or postmenauposal

women

• Nausea and vomiting

• Family History



Patoloji Anabilim Dalı

Gastric Cardia Ulcer ?



Endoscopic biopsy
2059.21-HE

Patoloji Anabilim Dalı



What else for staging of gastric cancer?

•Complete blood cell count (CBC) and

comprehensive chemistry profile

•Chest/abdomen/pelvic computed

tomography (CT) with oral and

intravenous contrast

•Positron emission tomography (PET) –

CT evaluation if no evidence of M1 disease

is found, and if clinically indicated



Ascites



Diffuse peritoneal carinomatosis

and

Ascites



PET - CT
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Is this Hereditary Cancer?



Is this Hereditary Cancer?

• A hereditary cancer syndrome is a genetic

predisposition to certain types of cancer, often with

onset at an early age, caused by inherited pathogenic

variants in one or more genes. 

• Most hereditary cancer syndromes exhibit autosomal

dominant inheritance



Possible hereditary cancer syndrome

• Cancer in 2+ relatives

• Multiple generation

• Same side of family

• Relatives with known genetic mutations

• Young age or less than 50 years for 

• breast, ovarian, or colon cancer

• Different  types of cancer in the same person

• Include bilateral cancers

• Unusual presentation of a specific type of cancer 

• Breast cancer in a man
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The Goal of Cancer Treatment?

Br J Cancer 125, 155–163 (2021)


