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INTRODUCTION 
 

Alectinib is a highly selective tyrosine kinase inhibitor 

with anti-Anaplastic Lymphoma Kinase (ALK) activity.
[1]

 

it is indicated from the first line of treatment for 

bronchial adenocarcinoma with rearrangement of the 

ALK gene, its profile of tolerance is usually good with 

generally manageable side effects. Monitoring this 

oral targeted therapy is essential, particularly at the start 

of treatment, to assess compliance, tolerance and above all 

to detect side effects and possible drug interactions.
[2]

 The 

main reported complications of this molecule are allergic 

reactions, edemas, transit disorders, or headaches. Others 

are rarer and more serious if not treated early, such as 

visual disturbances, heart rhythm disorders, liver or 

kidney damage, and gastrointestinal perforations.
[3]

 In 

this article, we describe the occurrence of fatal acute 

pancreatitis during the treatment of metastatic bronchial 

ADK with ALK rearrangement with Alectinib. 

 

Clinical observation 

This is a young 33-year-old patient, with no pathological 

history, followed since December 2020 for bronchial 

adenocarcinoma with ALK rearrangement, immediately 

metastatic to the cervical, mediastinal, and thoracic 

lymph nodes with peritoneal and pericardial effusion. He 

was initially put on Crizotinib, a first-generation ALK 

inhibitor, with an excellent response at 3 months, but this 

molecule was stopped for unusual toxicity such as 

bilateral osteonecrosis of the legs for which it was 

changed to Alectinib at the dose of 600 mg/12h 

continuously. He presented to the emergency room on 

12/12/2021 for an array of intense abdominal pain with 

febrile jaundice and vomiting, of acute onset. 
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SUMMARY 
 

Oral targeted therapies represent an essential weapon in the therapeutic arsenal of non-small cell lung cancer 

(NSCLC) with detected oncogenic addiction. Anti-ALK tyrosine kinase inhibitors are seeing their indications 

expand in the different therapeutic lines of metastatic NSCLC with ALK rearrangement. These are generally well 

tolerated molecules with known and manageable side effects, however, some complications are still unknown and 

can be serious or even fatal. Clinical case: We report the case of a young patient with an ALK-positive bronchial 

adenocarcinoma (ADK) initially treated with Crizotinib for 8 months, discontinued for a rare toxicity such as 

bilateral osteonecrosis of the legs, then replaced by Alectinib for 3 months. He presented to the emergency room 

for severe abdominal pain with jaundice, vomiting and fever. Abdominal CT showed acute pancreatitis (AP) stage 

E of BALTHAZAR with superinfection of necrosis flows, lipasemia was elevated to 3 times the normal value with 

biological signs of infection and hepatocellular insufficiency. The patient was put on digestive rest with parenteral 

antibiotic and symptomatic treatment. The evolution at 48h was made towards clinical, biological and radiological 

worsening, no surgical or percutaneous drainage of the infected castings was possible due to the diffusion of the 

infiltration, the hemodynamic instability and the increased bleeding risk in this patient. Despite the intensification 

of medical treatment and resuscitation measures, his condition progressed to death from septic shock. Conclusion: 

Alectinib was incriminated in the occurrence of this complication after the elimination of other causes of AP, 

despite the absence of data from the literature reporting such cases : is it the same mechanism as acute pancreatitis 

by hypertriglyceridemia already described? While waiting to elucidate its pathophysiology, careful monitoring of 

patients under these molecules remains the only means of prevention.  
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Admission abdominal CT showed thickening of the 

pancreatic head and D3 with peri-lesional 

lymphadenopathy and an appearance of peritoneal 

carcinomatosis. (Figure 1). 

 

Given the neoplastic background of our case, the 

pancreatic thickening was initially taken for a tumor 

lesion raising fears of progression. 

 

The patient benefited from conditioning with 

symptomatic treatments before carrying out a complete 

biological assessment showing white blood cells at 

14,600 elements/mm3 with neutrophils at 11,610 

elements/mm3, platelets at 399,000 elements/mm3, 

Hemoglobin at 12.1 g/dl, PT at 35%, CRP was at 248 g/l, 

lipasemia at 228 IU/l, the lipid assessment was normal, 

in particular the triglyceridemia, factor V was at 153%. 

 

In view of this clinical, biological and radiological 

presentation, acute pancreatitis was strongly suspected. 

Medical treatment based on antibiotics, analgesics, 

symptomatic treatment and digestive rest was instituted, 

with armed surveillance of the patient’s parameters. The 

biological control assessment carried out 48 hours after 

admission objectified a worsening of the infectious 

syndrome with an increase in white blood cells, CRP, 

worsening of cholestasis and hepatic cytolysis, 

hypoglycemia at 0.46 g/l and a drop in PT at 17% with 

no decrease in factor V. 

 

Abdominal CT was in favor of BALTHAZAR stage E 

acute pancreatitis, with the onset of superinfection, 

necrosis flows, gallbladder sludge and peritoneal 

carcinomatosis. (Figure 2) 

 

The patient's clinical condition continued to worsen with 

signs of hepatic encephalopathy, a pattern of sepsis 

resistant to the antibiotic treatments administered. 

 

No radiological or surgical drainage technique was 

possible due to the diffuse pancreatic inflammation and 

the high risk of bleeding. 

 

The evolution was quickly made towards the occurrence 

of a septic shock resistant to resuscitation measures taken 

with a multi-organ failure carrying the patient, and his 

death was announced. 

 

 
Figure 1: Section of the initial abdominal CT scan in portal phase showing thickening of the pancreatic head 

with slight infiltration of peripancreatic fat. 

 

 
Figures 2: Sections of the abdominal CT scan in the portal phase performed after 48 hours: Swollen appearance 

of the head of the pancreas (2A) necrosis flows with infiltration of peripancreatic fat (2B), and peritoneal effusion 

(2C), Accentuation of necrosis and pancreatic thickening (2D). 
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DISCUSSION 
 

Acute pancreatitis is an acute inflammation of the 

pancreas, which can be mild in its edematous form or 

necrotic with a reserved prognosis. Its main causes are 

cholelithiasis.
[4]

 and chronic alcoholism,
[5]

 followed by 

pancreatic tumoral causes, post-endoscopic or post-

operative iatrogenic trauma,
[6,7]

 metabolic causes, 

essentially hypertriglyceridemia.
[8,9]

 and hypercalcemia, 

infections,
[10]

  autoimmune causes,
[11,12]

 and finally drug’s 

side effects.
[13,14,15]

  

 

In our case, the patient had no obvious cause responsible 

for this acute pancreatitis apart from taking Alectinib the 

ALK gene inhibitor. 

 

The exclusion of all causes of acute pancreatitis led us to 

consider it as a side effect of treatment with Alectinib. 

Unfortunately, the serious presentation and the rapid 

evolution of this complication as well as the delay in 

consultation led to the death of the patient after one 

month of his hospitalization despite all the medical 

measures. 

 

In the literature, there is a single reported case of acute 

pancreatitis induced by hypertriglyceridemia secondary 

to taking Alectinib in a patient with metastatic bronchial 

adenocarcinoma with an ALK rearrangement.
[16]

 and 

which evolved well under medical treatment lowering 

triglyceride levels. 

 

The pathophysiological mechanism of this acute 

pancreatitis secondary to Alectinib turns out to be 

different from that induced by the hypertriglyceridemia 

previously described, in the absence of elevation of 

triglycerides in our case. Is it a specific toxicity targeting 

pancreatic cells? the answer is still unknown, requiring 

more research to elucidate this mechanism and to 

implement effective means of prevention that can prevent 

the occurrence of this fatal secondary event. 

 

CONCLUSION 
 

The search for therapeutic targets has now become a 

diagnostic standard in the management of cancers, 

particularly in non-small cell lung cancers. The 

marketing of new targeted therapies requires more 

vigilance in prescribing and monitoring to detect any 

unrecognized complications at an early stage. 
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