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Acute pancreatitis (AP) is one of the most common 
gastrointestinal issues leading to medical admissions 
[1]. It is a medical emergency with a broad spectrum of 

triggering factors ranging from socioeconomic and geographically 
dependent to independent factors. Around 0.2 million people in the 
United States of America (USA) and around 25 thousand in the 
United Kingdom (UK) are admitted with pancreatitis annually [2]. 
In North America, the prevalence of AP is increasing, although it 
appears to be steady in Asian countries [3], and lower in African 
countries [4]. The estimated annual health-care cost is around 2.5 
billion USD in the USA alone [5]. Despite extensive research on 
AP and technical progress, the mortality rate associated with AP 
has only slightly decreased (1.7/100,000 in 1990 to 1.4/100,000 
in 2019), and the pathophysiology and management of 
hypertriglyceridemia-induced AP (HTG PA), one of the growing 
etiologies of PA, remain unclear [6]. The true prevalence of 
HTG-AP is not well established. Valdivielso et al., in their review 
in 2014, reported a prevalence from 1 to 10% among all patients 
with AP [5], Elzouki et al. [7] reported a prevalence of 5.8% of all 
patients with AP, while Olesen et al. found HTG to be the cause 
of AP in 35% of patients [8]. This discrepancy can be owed to 
under-recognition or a rapidly rising prevalence of HTG-AP. The 
prevalence of HTG with varying severity is estimated to be present 

in approximately 10% to 27% of adults [9,10]. The importance 
of HTG-AP lies in the fact that it has shown a growing incidence 
worldwide as a consequence of the increased prevalence of 
metabolic syndrome and diabetes mellitus, and because there is no 
evidence-based therapy for this clinical entity [11,12].

CLINICAL PRESENTATION

Although the clinical presentation of HTG-AP is similar to that of 
other causes, the amylase level at presentation may be normal and 
should be interpreted with caution due to calorimetric interference 
of lipemic serum, and repeat amylase levels should be performed 
with severe dilutions [13].

RISK FACTORS OF HTG-AP

The risk of HTG-AP increases with rising TG levels, especially 
when above 500  mg/dL (5.6 mmol/L), where the risk of AP 
increased by 4% with every 100 mg/dl (1.13 mmol/L) increase 
in triglycerides (TG) [14]. TG level >500 mg/dL (5.6 mmol/L) is 
usually found in patients with primary or genetic abnormalities 
in lipid metabolism. Recently, Zhang et al. identified two 
common differentially expressed genes associated with AP 
and hypertriglyceridemia along with seven miRNAs that may 
regulate AP. Typically, hypertriglyceridemia-induced pancreatitis 
occurs in a patient with a pre-existing lipid abnormality, along 
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with the presence of a secondary precipitating factor (e.g., poorly 
controlled diabetes, alcohol abuse, or medication such as estrogen, 
tamoxifen, and corticosteroids) [15].

A major modifiable risk factor of HTG-AP, which has seen 
a rising trend in the past years, is alcohol consumption. Alcohol 
has been shown to stimulate very-low-density lipoprotein 
(VLDL) secretion possibly through enhanced assembly of VLDL, 
combined with elevated hepatic delivery of free fatty acids as a 
results of enhanced adipose tissue lipolysis [16,17].

PATHOPHYSIOLOGY

Although the high levels of chylomicrons are necessary to trigger 
an attack of HTG-AP [6], the exact mechanism of HTG-AP is 
not clearly understood. Most accepted theories are based on 
animal models which revealed a detrimental effect of lipids on 
the pancreas. Chowdhury et al. compared the effects of a high-
fat diet with a high-carbohydrate diet on exocrine pancreatic 
function in rats. Pancreatic acinar cells isolated from fat-fed 
rats showed reduced exocrine function and histopathological 
changes consistent with inflammation [18]. One of the proposed 
mechanisms has suggested that the release of excess free fatty 
acids from the TG by pancreatic lipases causes damage leading 
to AP [19]. Recent studies have confirmed the pathophysiological 
role of unsaturated fatty acids (UFAs) in inflammation and 
associated damage to pancreatic cells. The toxic effects of UFAs 
on the pancreas are multimodal. UFAs generally bind to calcium 
to get neutralized, which is why hypocalcemia is sometimes a 
feature of AP [20]. The primary mechanism of induction of injury 
by the unbound UFAs is through ATP depletion and initiation of 
an inflammatory cascade through activation of tumor necrosis 
factor (TNF-α), CXC ligand 1 (CXCL1), and CXCL2, which 
results in necrosis [20]. Fatty acids also directly cause endothelial 
damage, coagulopathy, and vascular leakage in the pancreatic 
acinar cells  [21]. Thus, reducing fatty acids are an integral 
treatment modality in patients with HTG-AP.

HTG is common in pregnancy due to physiological changes. 
These changes are integral to providing appropriate nourishment 
and a favorable atmosphere for the growth of the fetus [22]. AP is 
more prevalent in pregnant females than in the general population. 
The added hypertriglyceridemia translates into a higher prevalence 
of HTG-AP in pregnancy as high as 47%, making it the most 
common cause of AP in pregnancy. In their retrospective study, 
Sheng et al. also reported a positive correlation of serum TG 
levels with significant outcomes such as maternal and perinatal 
mortalities [23].

MANAGEMENT

Management of HTG-AP can be broadly divided into two 
aspects. One is focused on managing pancreatic inflammation 
similar to any other type of AP; aggressive fluid resuscitation, 
bowel rest, analgesia, and thromboprophylaxis [1]. The other 
part comprises TG reduction. The most of the controversies 
and knowledge gaps concerning HTG-AP lie in this half of its 

management. Various treatment options have been tried and 
reported with variable success rates. These include fasting, 
heparin, or insulin infusion, hemoperfusion, hemofiltration, and 
therapeutic plasmapheresis.

Insulin and heparin infusion has been used in TG reduction 
since 1999 [24]. Both effectively reduce He et al. conducted 
a prospective study on 66 HTG-AP patients who received 
hemofiltration or a combination of insulin and heparin [25]. 
Compared to hemofiltration, patients in the heparin and insulin 
group (n=34) had considerably less persistent organ failure 
(POF). However, pancreatic complications were not significantly 
different among the two groups. Although insulin is a therapeutic 
option in most centers managing HTG-AP, heparin is generally 
avoided. The main reason lies in its adverse effects. Heparin causes 
lipoprotein lipase (LPL) mediated breakdown of lipoproteins 
enriched with TG, releasing toxic FFA [26]. This also causes 
depletion of LPL, shifting the balance toward more VLDL, and 
chylomicrons [27]. Bleeding is an additional risk with heparin.

Multiple studies have evaluated the effectiveness of 
plasmapheresis in TG reduction and AP resolution in the past few 
years. Lu et al. studied 242 HTG-AP patients and reported an 
association of high TG with POF. Multivariate logistic regression 
showed an association of TG level of above ≥5.6 mmol/L at 48 h 
with POF (OR 3.316 [1.256–8.755] p = 0.016). The patients were 
given insulin or plasmapheresis for TG reduction. However, a 
subgroup analysis was not performed to compare the effectiveness 
of these treatments, probably due to a small sample size which 
would limit validation of the results [28].

The TG reducing effect of plasmapheresis has been consistent 
across multiple studies; however, its correlation with clinical 
outcomes of AP shows inconsistent results. Plasmapheresis 
showed worse clinical outcomes despite TG reduction [29]. 
Patients with plasmapheresis had considerably higher rates of 
acute respiratory distress syndrome (30.4% vs. 7.4%), acute 
kidney injury (19.5% vs. 2.2%), and sepsis (2.17% vs. 0.74%). 
In addition, a more extended median hospital stays (12.5  vs. 
8  days) and higher healthcare costs (41  vs. 12.1 Yuan) were 
associated with the plasmapheresis group [29]. The difference 
may be attributed to the likelihood of patients with a more severe 
HTG-AP to have received plasmapheresis, and milder cases may 
have received conservative therapy. A well-organized prospective 
study can only establish the true efficacy and safety profile of 
plasmapheresis in HTG-AP. PERFORM study (a multicenter, 
prospective, observational, and cohort study which intends to 
enroll 300 HTG-AP patients) is underway, which may answer 
some of the questions related to the effectiveness and safety 
profile of TG reduction in the context of clinical outcomes in 
HTG-AP patients [30].

Double filtration plasmapheresis (DFPP) is a current area of 
research interest in the context of TG reduction and AP resolution. 
Amid limited literature with controversial results, the initiation of 
plasmapheresis is recommended in severe AP with an APACHE 
score of at least 8 or Marshasls score of at least 2, reflecting higher 
mortality risks [31]. However, the current science is devoid of 
guidelines-based indications of DFPP. As with other treatments 
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of HTG-AP, the available evidence is scarce and inconsistent 
concerning the use of DFPP in HTG-AP [31-33]. In DFPP, two 
layers of filters are applied, one separates plasma from blood, and 
then the plasma is passed through the second filter to avoid passage 
of high-molecular-weight molecules. Despite being less effective 
in TG reduction when compared to traditional plasmapheresis, 
it may be a preferred method due to its ease of application and 
potentially fewer complications [33]. Chang et al. conducted 
a study on 25  patients with HTG-AP who received DFPP as a 
treatment. They reported decreased recurrence and shorter length 
of stay in patients with DFPP than without [32]. However, a 
small sample size limits the generalizability and validation of 
their results. In a recent study on 249 HTG-AP patients, Lu et 
al. have reported a rapid reduction in TG level in patients with 
DFPP compared to those without DFPP in a propensity score-
matched analysis [31]. However, their study failed to show any 
correlation of this reduction with improved clinical outcomes. 
This might be due to a reduction in already small sample size 
by the propensity matching, which reduced their sample size to 
100 (50 in each group). Studies on a larger cohort are required to 
analyze the effects of DFPP on HTG-AP resolution, recurrence, 
and other clinically significant outcomes. A  randomized and 
controlled multicenter trial (ELEFANT) is being conducted and 
we can expect better and more precise answers in the future [34]. 
Although there are few studies with variable results on the effect 
of TG reduction on the progression of HTG-AP, controversies 
and knowledge gaps still exist, requiring further studies to resolve 
this debate. PERFORM study, which is ongoing, aims to assess 
the effect of TG reduction on organ failure in the HTG-AP patient 
population and may help strengthen the available guidelines [30].

Given the current paucity of validated data on the 
management of this disease entity, we hereby propose a protocol 
that standardizes the management of HTG-AP (Table  1). This 
recommendation is based on protocols in place at various hospitals 
across the globe [13,35,36].

CONCLUSION

Management of HTG-AP remains controversial despite 
considerable effort to find the best treatment. Uncertainty in the 
available studies is mainly due to the retrospective nature of the 
studies and small sample sizes, reflecting the disease’s rarity. 
Insulin therapy and plasmapheresis remain treatment options to 
reduce TG. However, to what extent this translates into a better 
clinical response is yet to be answered in large and prospective 
study designs. The current management should focus on adequate 
hydration, sufficient analgesia, and bowel rest with the early but 
safe diet reintroduction. TG reduction should be started early on 
with insulin infusion or plasmapheresis, depending on availability.
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Ata et al.� Hypertriglyceridemia-induced pancreatitis

Vol 1 | Issue 1 | Jan - Jun 2022� Yemen J Med  5

Gastroenterol 2021;21:332.
7.	 Elzouki AN, Alsaed O, Saeed A, et al. Incidence and epidemiological 

features of acute pancreatitis among adult inhabitants in Qatar. Turk J 
Gastroenterol 2019;30:95-100.

8.	 Olesen SS, Harakow A, Krogh K, et al. Hypertriglyceridemia is often under 
recognized as an aetiologic risk factor for acute pancreatitis: A population-
based cohort study. Pancreatology 2021;21:334-41.

9.	 Laufs U, Parhofer KG, Ginsberg HN, et al. Clinical review on triglycerides. 
Eur Heart J 2019;41:99-109c.

10.	 Kiss L, Fűr G, Mátrai P, et al. The effect of serum triglyceride concentration 
on the outcome of acute pancreatitis: Systematic review and meta-analysis. 
Sci Rep 2018;8:14096.

11.	 Saklayen MG. The global epidemic of the metabolic syndrome. Curr 
Hypertens Rep 2018;20:12.

12.	 Mosztbacher D, Hanák L, Farkas N, et al. Hypertriglyceridemia-induced 
acute pancreatitis: A prospective, multicenter, international cohort analysis 
of 716 acute pancreatitis cases. Pancreatology 2020;20:608-16.

13.	 Garg R, Rustagi T. Management of hypertriglyceridemia induced acute 
pancreatitis. Biomed Res Int 2018;2018:4721357.

14.	 Murphy MJ, Sheng X, Macdonald T, et al. Hypertriglyceridemia and acute 
pancreatitis. JAMA Intern Med 2013;173:162-4.

15.	 Kota SK, Kota SK, Jammula S, et al. Hypertriglyceridemia-induced 
recurrent acute pancreatitis: A case-based review. Indian J Endocrinol Metab 
2012;16:141-3.

16.	 Mudráková E, Poledne R, Kovář J. Postprandial triglyceridemia after 
single dose of alcohol in healthy young men. Nutr Metab Cardiovasc Dis 
2013;23:183-8.

17.	 Zhong W, Zhao Y, Tang Y, et al. Chronic alcohol exposure stimulates 
adipose tissue lipolysis in mice: Role of reverse triglyceride transport in the 
pathogenesis of alcoholic steatosis. Am J Pathol 2012;180:998-1007.

18.	 Chowdhury P, Nishikawa M, Blevins GW Jr., et al. Response of rat exocrine 
pancreas to high-fat and high-carbohydrate diets. Proc Soc Exp Biol Med 
2000;223:310-5.

19.	 Navina S, Acharya C, DeLany JP, et al. Lipotoxicity causes multisystem 
organ failure and exacerbates acute pancreatitis in obesity. Sci Transl Med 
2011;3:107-10.

20.	 Khatua B, El-Kurdi B, Singh VP. Obesity and pancreatitis. Curr Opin 
Gastroenterol 2017;33:374-82.

21.	 Guo YY, Li HX, Zhang Y, et al. Hypertriglyceridemia-induced acute 
pancreatitis: Progress on disease mechanisms and treatment modalities. 
Discov Med 2019;27:101-9.

22.	 Wong, B, Ooi TC, Keely E. Severe gestational hypertriglyceridemia: 
A practical approach for clinicians. Obstet Med 2015;8:158-67.

23.	 Sheng C, Wang Y, Xu Z, et al. The effect of admission serum triglyceride 
level on the prediction of severity of acute pancreatitis in pregnancy. Risk 
Manag Healthc Policy 2021;14:3209-22.

24.	 Henzen C, Röck M, Schnieper C, et al. Heparin and insulin in the treatment of 
acute hypertriglyceridemia-induced pancreatitis. Schweiz Med Wochenschr 
1999;129:1242-8.

25.	 He WH, Yu M, Zhu Y, et al. Emergent triglyceride-lowering therapy with 
early high-volume hemofiltration against low-molecular-weight heparin 
combined with insulin in hypertriglyceridemic pancreatitis: A prospective 
randomized controlled trial. J Clin Gastroenterol 2016;50:772-8.

26.	 Näsström B, Olivecrona G, Olivecrona T, et al. Lipoprotein lipase during 
continuous heparin infusion: Tissue stores become partially depleted. J Lab 
Clin Med 2001;138:206-13.

27.	 Weintraub M, Rassin T, Eisenberg S, et al. Continuous intravenous 
heparin administration in humans causes a decrease in serum lipolytic 
activity and accumulation of chylomicrons in circulation. J  Lipid Res 
1994;35:229-38.

28.	 Lu Z, Li M, Guo F, et al. Timely reduction of triglyceride levels is associated 
with decreased persistent organ failure in hypertriglyceridemic pancreatitis. 
Pancreas 2020;49:105-10.

29.	 Chen Z, Huang X, Zhang M, et al. Rapid reduction in triglyceride levels 
by therapeutic plasma exchange in patients with hypertriglyceridemic 
pancreatitis. J Clin Apher 2022;37:82-90.

30.	 Cao L, Zhou J, Chen M, et al. The effect of plasma triglyceride-lowering 
therapy on the evolution of organ function in early hypertriglyceridemia-
induced acute pancreatitis patients with worrisome features (PERFORM 
study): Rationale and design of a multicenter, prospective, observational, 
cohort study. Front Med (Lausanne) 2021;8:756337.

31.	 Lu Z, Chen Y, Wu Y, et al. The role of double filtration plasmapheresis in 
hypertriglyceridemic pancreatitis: A  propensity score matching analysis. 
J Clin Apher 2020;35:388-97.

32.	 Chang CT, Tsai TY, Liao HY, et al. Double filtration plasma apheresis shortens 
hospital admission duration of patients with severe hypertriglyceridemia-
associated acute pancreatitis. Pancreas 2016;45:606-12.

33.	 Huang SP, Toh DE, Sue YM, et al. Double filtration plasmapheresis in 
treatment of acute pancreatitis associated with severe hypertriglyceridemia: 
Three case reports. Medicine (Baltimore) 2018;97:e12987.

34.	 Zádori N, Gede N, Antal J, et al. EarLy elimination of fatty acids iN 
hypertriglyceridemia-induced acuTe pancreatitis (ELEFANT trial): 
Protocol of an open-label, multicenter, adaptive randomized clinical trial. 
Pancreatology 2020;20:369-76.

35.	 Reed JM, Hogan BM, Nasser-Ghodsi N, et al. Management of 
hypertriglyceridemia-induced acute pancreatitis in a nondiabetic patient. 
Mayo Clin Proc Innov Qual Outcomes 2021;5:230-5.

36.	 Tan HL, McDonald G, Payne A, et al. Incidence and management of 
hypertriglyceridemia-associated acute pancreatitis: A prospective case series 
in a single Australian tertiary Centre. J Clin Med 2020;9:3954.

Funding: None; Conflicts of Interest: None Stated.

How to cite this article: Ata F, Khan AA, Yousaf Z, Chapra A. 
Management of hypertriglyceridemia-induced pancreatitis – A 
review of updates from the past decade. Yemen J Med. 2022;1(1):2-5.


