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Substance:birch bark extract 

 

Brand Name:Filsuvez® 

 

Originator/licensee:Amryt 

Pharmaceuticals DAC 

 

Classification: NCE (Herbal 

medicines) 

 

ATC code: 

D03AX13 [1]. 

 

Orphan Status: 

Eu: Yes 

Us:- 

 

Mechanism of action: 

Filsuvez is birch bark extract 

(bbe; as dry extract, refined) 

from Betula pendula 

Roth/BetulapubescensEhrh. 

(equivalent to 0.5-1.0 g birch 

bark), including 84-95 mg 

triterpenes calculated as the 

sum of betulin, betulinic 

acid, erythrodiol, lupeol 

and oleanolic acid. It is 

thought to work by 

modulating inflammatory 

mediators, transient 

receptor potential channel 

stimulants and stimulating 

keratinocyte differentiation 

and migration, thereby 

promoting wound healing 

and closure [1,2]. 

Authorized Indication: 

EMA:Treatment of partial 

thickness wounds associated 

with dystrophic and junctional 

epidermolysis bullosa (EB) in 

patients 6 months and older [3]. 

 

FDA: - 

 

Route of administration:Topical 

 

Licensing status 

EU CHMP P.O. date:22/04/2022 

FDA M.A. date:- 

 

EU Speed Approval Pathway:No 

FDA Speed Approval Pathway:- 

----- 

 

ABBREVIATIONS: 

 

AEs: Adverse Events 

Bbe: birch bark extract  

CHMP: Committee for Medicinal 

Products for Human Use 

CI: Confidence interval 

EB: Epidermolysis Bullosa 

HR: Hazard Ratio 

M.A.: Marketing Authorization 

OS10: Oleogel-S10 

P.O.: Positive Opinion 

Pts: patients 

SAEs: Serious Adverse Events 

Vs:versus 

 

Summary of clinical EFFICACY: 

EASE (NCT03068780; EudraCT2016-002066-32):EASE is a Phase 3, two-phase study comprising a 90-day, double-blind, 

randomized, placebo-controlled phase: bbe (n = 109) vs control (n = 114), followed by 24 months of open-label, single-

arm follow-up. Pts (n=223) with junctional EB, dystrophic EB, or Kindler syndrome and target wounds (10 - 50cm2) 

present for > 21 days and < 9 months, are randomized in a 1:1 ratio to receive either bbe (OS10; 10% birch bark 

extract in 90% sunflower oil)or placebo (sunflower oil gel).The primary endpoint was the proportion of patients with 

complete closure of the target wound within 45 ± 7 days of treatment vs placebo. Theproportion of pts with complete 

closure of the target wound within 45 days of treatment was 41.3% for bbe compared with 28.9% in the control group 

(95% CI: 1.44 (1.01,2.05) (p=0.013). At 90 days, the proportion of completely closed target woundsin the bbe group,  

was 50.5% vs 43.9% in the control group (p=0.296). A greater and significativereduction in pain associated with 

dressing changes in bbe pts, was reported at Day 14 compared with the control group (p=0.02). This difference missed  

nominal significance (p=0.051)at Day 90, [4, 5]. 

 

Summary of clinical SAFETY: 

Treatment with bbe was well tolerated with continued use. The most frequently reported AEs (bbe vs Control) 

included wound complication (61.5% vs 53.5%), pyrexia (8.3% vs 13.2%), wound infection (7.3% vs 8.8%), pruritus 

(7.3% vs 5.3%) and anemia (7.3% vs 3.5%). During the 90 day treatment period, patients with any adverse event (bbe 

(n = 109) vs control (n = 114) vs all patients (n = 223) were 89 (81.7) 92 (80.7) 181 (81.2), mild AEs (grade 1) 46 (42.2) 

41 (36.0) 87 (39.0), moderate AEs (grade 2) 30 (27.5) 45 (39.5) 75 (33.6), Severe AEs (grade 3/4) 13 (11.9) 6 (5.3) 19 

(8.5) [5]. 

 

Ongoing studies: 

• For the same indication:Yes [6] 

• For other indications:Yes [6] 

 

Discontinued studies (for the same indication):Yes 
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Cost of therapy: 

Not yet available  

 

Epidemiology: 

Dystrophic EBis the second most common form 

of EB, after EB simplex. The prevalence in Europe 

ranges between 1/120,000-350,000. Differently, 

Junctional EB is the less common, but frequently 

early lethal form. Point prevalence is generally 

below 1/1,000,000 worldwide except in the 

Netherlands where it is estimated at 1/475,000. 

Prevalence at birth ranges from 1/110,000-

455,000 worldwide[7]. 

 

POSSIBLE PLACE IN THERAPY 

Skin management is based on the avoidance of 

blistering by meticulous protective padding of 

the skin and careful wound care preventing 

secondary infection.Pain management is 

important and often requires opioids [7]. 

 

OTHER INDICATIONS IN DEVELOPMENT: Yes 

(Treatment of Radiation Dermatitis in People 

With Breast Cancer, actinic keratosis) [6]. 

 

SAME INDICATION IN EARLIER LINE(S) OF 

TREATMENT: - 

 

OTHER DRUGS IN DEVELOPMENT for the SAME 

INDICATION: Yes (INM-755 (cannabinol cream), 

RGN-137 (topical gel) and Diacerein 1% 

Ointment [8-10]. 

 

*Service reorganization Y/N: No 

*Possible off label use Y/N: Yes 

 


