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Supplemental Table S1: Details of the pilot study, part 1.  

 
  

  Challenge phase 

Pt 

No Gender and 

age at start 

Vascular 

malformation type, 

DNA results 

DNA 

mutation 

Symptoms two months before the 

start of sirolimus treatment 

Duration 

of 

sirolimus 

intake Symptoms after six months of sirolimus 

Vascular malformation size as 

assessed using MRI (at the end of 

the Challenge phase) 

1 Female, 10 y 

LVM, lower 

extremity  

ND Extreme pain symptoms 

Three 

months 

Pain free after two months, clinical 

observation: less blue coloring of low-

flow vascular malformation, size and 

volume reduction 

No change in low-flow vascular 

malformation 

2 Male, 10 y 

Microcystic LM, 

lower extremity 

ND 

Severe pain symptoms, impaired quality 

of life (not able to run, walk long 

distance, problems with cycling) 

Six 

months 

Pain free after two months, improvement 

of QoL: horse riding, cycling without 

pain, 0.5 cm reduction in the 

circumference of the lower extremity of 

the low-flow vascular malformation 

No change in low-flow vascular 

malformation  



 

 

3 Female, 15 y 

LM, lower extremity 

and pelvis  

ND 

Monthly leakage of low-flow vascular 

malformation, duration of 2–3 days, 

infections, (abdominal) pain 

Six 

months 

After five months, strong reduction in 

leakages to one day in six months 

In general, slight size reduction 

4 Male, 17 y 

Lymphangiomatosis, 

bones, abdominal  

No 

Multiple cysts, some unstable or 

fractured and some infected, pain, 

sepsis.  

 Six 

months 

No difference in symptoms 

Reduction of size of intra-abdominal 

cysts, bone lesions smaller, decrease 

in cyst vertebra C4, TH 4 , Th9 and 

tibial right side. Other cysts 

stabilized, no progression. 

5 Female, 10 y 

VM, lower 

extremities  

Yes 

(possible 

activating 

PIK3CA 

in 1%) 

Severe pain, impaired QoL: impaired 

walk and cycling 

Six 

months 

Pain free (after two weeks), during 

temporary stop patient experienced return 

of pain, which stopped when the sirolimus 

treatment was restarted, clinical decrease 

in the circumference of the lower 

extremity  

Reduction in size 

6 Male, 31 y 

LM (pelvic region 

and right lower 

extremity); arterio-

vascular 

malformation (left 

lower extremity) 

ND 

Increase of tumors in the upper left 

lower extremity, medial, pain, erection 

dysfunctionality, micturition problems 

Six 

months 

After three weeks: more energy, clinical 

size reduction, improvement of urogenital 

functionality and miction, less blue 

coloration of low-flow vascular 

malformation, walking longer distances 

No change  

7 Male, 26 y 

LM, pelvis; tuberous 

sclerosis fibroma 

face  

ND 

Leakage lymphatic malformation in 

nates, with chronic inflammation and 

pain 

Six 

months 

After six months, the circumference of the 

left upper part of the lower extremity 

decreased by 3 cm, no erysipelas during 

sirolimus intake, decrease of tuberous 

sclerosis fibroma face after one month 

No MRI  

8 Male, 48 y 

LVM, lower 

extremity  

ND Extreme pain symptoms 

Six 

months 

After one week of sirolimus treatment, 

pain decreased; after one month, pain free 

No MRI 



 

 

9 Male, 6 y 

KTS, pelvis, genital, 

and right lower 

extremity 

Yes 

(activating 

PIK3CA 

mutation) 

Severe pain  

Six 

months 

After four weeks of sirolimus, more 

active, more energy, less pain. 

Overall no change in size 

10 Female, 1 y 

LM, submandibular 

and neck,  

Yes 

(activating 

PIK3CA 

mutation) 

Tracheal cannula, esthetic, feeding 

problems 

Six 

months 

After one month, sirolimus reduced the 

volume of the low-flow vascular 

malformation, improved eating  

Reduction in size   

11 Male, 30 y 

KTS, upper right 

extremity 

ND Severe pain 

Six 

months 

After one week, sirolimus significantly 

decreased pain 

No MRI  

12 Male, 50 y 

VM, back and left 

abdominal region 

ND Pain  

Five 

months 

After four weeks, pain free; rapid return 

of pain during intermittent stop (after two 

weeks)  

No MRI  

 

Challenge phase: outcomes of the pilot study for 12 patients treated with sirolimus at Radboud university medical center, Nijmegen, the 

Netherlands. Pt: patient, LVM: lymphatico-venous malformation, LM: lymphatic malformation, VM: venous malformation, KTS: Klippel 

Trenaunay Weber syndrome. ND: not done; no DNA diagnostics performed. 

 

 


