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Symptomatic patients with penicillamine 
intolerant

Adverse events:
• Hypersensitivity 
• Proteinuria
• Hematologic toxicity
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• Initial treatment for symptomatic patients.
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• Initial treatment for symptomatic patients.

 Less common neurological worsening

 Effective as an initial therapy for patients with
decompensated liver disease
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• Initial treatment for symptomatic patients.

 Less common neurological worsening

 Effective as an initial therapy for patients with
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• Patients who are intolerant of penicillamine

 Potential intolerance

1. History of renal disease of any sort

2. Congestive splenomegaly

3. Autoimmune tendency
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• Maintenance therapy

• Presymptomatic
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Initial treatment for symptomatic patients.

Less common neurological worsening.
Patients with decompensated liver disease at the
outset.

EASL Guideline



European Association for the Study of the Liver. EASL Clinical Practice Guidelines: Wilson’s disease. Journal of Hepatology. 2012 

Mar;56(3):671–85.
11

Initial treatment for symptomatic patients.

Less common neurological worsening.
Patients with decompensated liver disease at the
outset.

Maintenance therapy
patients with neurological disease.

Presymptomatic
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Adverse events leading to discontinuation of treatment were more frequent among those receiving D-

penicillamine than trientine.

Discontinuation of treatments for (A) any cause or because of (B) adverse

events.

Weiss KH, Thurik F, Gotthardt DN, Schäfer M, Teufel U, Wiegand F, Merle U, Ferenci-Foerster D, Maieron A, Stauber R, Zoller H, Schmidt HH, Reuner U, Hefter H, Trocello JM, 

Houwen RH, Ferenci P, Stremmel W; EUROWILSON Consortium. Efficacy and safety of oral chelators in treatment of patients with Wilson disease. Clin Gastroenterol Hepatol. 2013 

Aug;11(8):1028-35.e1-2. 
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Method: 20 patients with WD in whom severe penicillamine intolerance developed have been

managed with the orally active chelating agent trientine dihydrochloride (trien). The stage of

illness of the patients ranged from the pre symptomatic through severe neurological or hepatic

disease to the "de coppered" post symptomatic cases.

Walshe JM. Treatment of Wilson's disease with trientine (triethylene tetramine) dihydrochloride. Lancet. 1982 Mar 20;1(8273):643-7. 

Clinical Trial
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Toxic reactions to penicillamine and reasons for and timing of change to trien:

Patients Characteristics
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Response to trien treatment in patients with previously untreated Wilson disease 

Trien is a highly effective treatment for reversing symptoms.

Efficacy
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Mean of findings on patients; clearance studies before the start of treatment (left) and repeat

studies 43 months (for group A) / 53 months (for group B) later (right). A single dose of trien (1200

mg) was given at 2 h (arrow).

Group A Group B

Efficacy
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Mean of findings on 9 patients; clearance studies at the time of changeover to trien (left) and

repeat studies 52 months later (right). A single dose of trien (1200 mg) was given at 2 h (arrow).

Group C

Efficacy
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Computer-assisted tomography brain scans at the level of the basal

ganglia from a patient with neurological Wilson’s disease (patient 6).

(A) Before treatment with trien showing lucencies in the region of the

basal ganglia (arrowed), left more pronounced than right.

(B) Repeat scans 18 months later. The basal-ganglial changes have

resolved completely.

Efficacy
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• In most of the patients the toxic symptoms which forced a change of therapy were reversed on

trien therapy.

• Elastosis perforans did not seem to benefit, and two patients with penicillamine-induced

systemic lupus erythematosus were not helped by the change.

• No other toxic signs or symptoms were observed.

• There was no evidence of teratogenicity either in animals or in the six patients who became

pregnant while taking trien; all six infants have developed normally.

Safety
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• Trien has proved to be a highly effective treatment for reversing symptoms and maintaining

patients previously successfully de coppered with penicillamine.

• There has been evidence of depletion of the body stores of copper by trien coinciding with the

clinical improvement.

• Trien is a satisfactory alternative therapy for Wilson's disease

Conclusion
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• SYPPER (trientine hydrochloride) is available as 250 mg capsules

(supplied in bottle of 100) for oral administration.

• Each hard capsule contains 167 mg trientine, equivalent to 250 mg

trientine dihydrochloride

• White cap and body size 1.

Lexicomp. Trientine: Drug information. UpToDate Inc. https://www.uptodate.com

Dosage Form and Formulation

https://www.uptodate.com/
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Patient Support Program
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Trientine

Trientine

dihydrochloride

Trientine

dihydrochloride
Active 

ingredient

Trientine

Salt

Trientine

Base

250 mg

167 mg

300 mg

200 mg

Brand 

Name
Sypper Zistine

Dosage Form & Active 

Ingredient


