Table 1: Summary of patient and SAE characteristics


	ID
	Vascular anomaly
	Site involved
	Age at start sirolimus
(years)
	Dosage 
sirolimus

	Blood level
sirolimus
(ng/mL)
	Antibiotic
Prophylaxis
	SAE
Clinical description
	SAE 
after sirolimus start (months)
	SAE
Duration
(days)
	SAE
Outcome
	Restart sirolimus

	P01

	LM macrocystic

	Cervical
	0.1
	0.15
mg/d
	2.7
	None
	Respiratory infection
Tracheal culture: Rhinovirus, enterovirus
	0.6
	4
	Completely resolved
	No

	P02
[bookmark: _GoBack]
	LM microcystic

	Face 

	 0.1
	0.8 mg/m2/d
	6.9
	None

	Pneumonia
Tracheal culture: Metapneumovirus

	2
	4 
	Death
	n.a.

	P03


	GLA

	Lung, bowel,
spleen
	0.34
	0.6 mg/m2/d
	13
	TMP‐SMX
daily
	Sepsis and meningitis
Bood and liquor culture:
Pneumococcus

	14  
	14 

	Completely resolved 
	Yes -
6 months later 

	
	
	
	
	0.4 mg/m2/d

	8
	Penicillin
daily
	2nd episode
Sepsis with ileus and pneumonia
Blood and stool culture:
Adenovirus

	24  
	6 

	Death
	n.a.

	P04


	KHE

	Retroperitoneal with mediastinal extension
	1.8
	2 x 0.7
mg
	6.5
(1 day prior to SAE)
	TMP‐SMX
3 days/week
	Port-a-cath infection
Blood culture:
Staph. Epidermidis

	5 
	5 
	Completely resolved – Port-a-cath was changed
	Yes –
4 days later

	
	
	
	
	2 x 0.5
mg
	n.a. 
	TMP‐SMX
3 days/week
	First uncomplicated febrile seizure, severe otitis media and infection of the upper airways
Reactivation of KMP

	11
	Immediate cessation of seizure,
4 days until normalization of KMP
	Completely resolved
	Not stopped

	P05

	LM


	Cervical
	2
	1
mg/d
	5.2
	None
	Pneumonia
Blood and tracheal cultures: negative
	9 
	7 

	Completely resolved
	Yes -
7 days later

	P06
	GLA

	Lung, bowel, spleen,
lymphedema
	5
	n.a.
	8.5
	TMP‐SMX
3 days/week
	Pneumonia
Tracheal cultures:
Metapneumovirus, parainfluenza virus
	2
	12 
	Completely resolved
	Yes - 
7 days later

	P07

	VM –
in CLOVE
syndrome



	Left leg
	10
	2 x 1
mg
	4.3
(9 days prior to SAE)
	None
	Thrombophlebitis
right leg, sepsis
	7 
	4 
	Completley resolved
	Yes

	P08

	GSD

	Chylothorax, bone,
aspleny

	11
	2 x 0.7
mg
	n.a.
	None
	Osteomyelitis
right leg
	40 
	14
	Completely resolved
	Yes – 
2 months later

	P09


	GLA 
	Cervical, thoracic,
spleen
	12
	n.a.
	n.a.
	None
	Severe diarrhea
Stool culture: negative

	n.a.
	n.a.
	Completely resolved
	Yes

	
	
	
	
	1
mg/d

	4
	None
	2nd episode
Severe diarrhea
Stool culture: negative

	3 
	3 
	Completely resolved
	No

	P10

	Tufted angioma

	Inguinal area 
	12
	0.8 mg/m2/d
	11
	None

	Pneumonia
	12 
	n.a.
	Completely resolved
	No

	P11
	GLA

	Cervical, thoracic, spleen
	14
	1
mg/d
	4.3
	None
	Upper and lower limb claudication

	0.7
	7 
	Completely
resolved
	No

	P12

	LM microcystic

	Abdominal,
genital

	15.8
	1.16 mg/m2/d
	5.3
	TMP‐SMX
Daily
	Pneumonia 
Tracheal culture:
Pneumococcus, rhinovirus, HHV7, enterovirus

Stomatitis, oesophagitis, gastritis
Buccal swap:
Candida albicans

	0.7
	15 

	Completely resolved

	Yes -
2 months later


	P13
	GSD


	Chylothorax, chylascos,
bone,
spleen
	17
	2 x 3
mg

	21.0
	n.a.
	Osteomyelitis and lymphangitis
right leg
Sepsis 

	6 
	10 
	Completely resolved –explantation of osteosyntetic material
	Yes –
4 months later

	P14
	CCLA

	Chylothorax, chylascos

	43
	2 x 0.8 mg/m2/d
	14.3
(10 days prior to SAE)
	None
	Pneumonia
Mechanical ventilation, tracheostomy for 1 month, paralytical ileus and HSV infection during intensive care treatment

	1.5
	60
	Partially resolved - assisted ventilation at night necessary
	No



