orphan Y

Anaesthesia recommendations for

Van der Woude syndrome

Disease name: Van der Woude syndrome
ICD 10: Q38.0

Synonyms: VWS, Cleft lip/palate with mucous cysts of lower lip, Lip-pit syndrome, van der
Woude syndromel (VWS1), van der Woude syndrome2 (VWS2)

Disease summary: VWS is a rare congenital disorder characterized by lower lip pits or
fistulae in addition to cleft lip (CL), cleft palate (CP) or both (CLP) (1-3). The association was
first reported in 1954 by Anne van der Woude (2). The VWSL1 (4) is inherited as an autosomal
dominant pattern caused by a mutation in the interferon regulatory factor 6 gene (IRF6), which
has been mapped at 1g32-p41 region of chromosome 1 and is involved in epidermal and
craniofacial development (1,2,5). The VWS2 (6) is related to a mutation in the GRHL3 gene
on chromosome 1p36. The syndrome shows high penetrance but variable expressivity and is
considered responsible of 0.5 - 6% of all facial cleft cases (1,2,5,7,8).

Patients with VWS typically present paramedial and lower lip pits at birth (80-88% of patients),
usually bilateral. They can be associated to CL or CP and dental defects, such as hypodontia
in 10-80% of VWS patients (1,2,5,7,9,10). Despite several publications assign some of the
clinical signs detailed below to autosomal dominant popliteal pterygium syndrome (AD-PPS)
(1,11), many of them have also been associated to VWS: single unilateral lip pits, submucosal
palatal cleft, bifid uvula, ankyloglossia, limb abnormalities (skin folds, syndactyly), interalveolar
synechiae, sensorineural hearing loss, congenital heart defects, anomalies of genitourinary
system (10,12-15). Although some authors do not associate development delay nor
intellectual disability to VWS (1), mild cognitive deficits with specific deficits in language
function have been reported in patients with VWS (13).

The incidence at birth varies depending on authors (1/35,000-1/100,000) with no prevalence
differences between sexes (1,7,10).
The VWS diagnosis is based on at least one of the following criteria present (12):

- Lip pits and CL and/or CP,

- Lip pits alone and a first-degree relative with CL and/or CP,

- CL and/or CP and a first-degree relative with lip pits.

Although diagnosis can be suspected on the basis of clinical findings, genetic testing of IRF6
confirmation should be appropriate (1,7).

The main differential diagnosis include AD-PPS, isolated cleft lip, oro-facial-digital syndrome
type |, Hirschsprung disease, and Kabuki syndrome (1,7,10).
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Typical surgery

Maxillofacial malformations may require multiple corrective surgeries (7,9,11): simple excision
of lip pits and fistulae, that can recur after surgery (2), CL, CP, ankyloglossia and interalveolar
synechiae.

Pediatric dentistry and orthodontics are necessary procedures for the correction of anomalies
VWS patients present (16—18).

Surgeries to correct limb deformities if associated.

Anesthesia for diagnostic imaging procedures could also be required.

Type of anaesthesia

There are no definite recommendations regarding either general or regional anaesthesia for
patients with VWS.

Despite a lip fistulae removal with local anaesthesia has been reported in a 4 years old girl (7),
general anaesthesia would be suggested in all paediatric patients due to poor cooperation and
the need to cover the face during the procedure.

CL and CP require general anaesthesia, and multimodal analgesia including local anaesthetic
infiltration, nerve blocks, opioid analgesics and non-opioid analgesics are recommended in CP
surgery (19,20).

CL use to be classically repaired between 3 and 6 months of age; CP between 9 and 18 months
(19) and lower lip pits at 10—-12 months of age (2).

Necessary additional pre-operative testing (beside standard care)

There are no general recommendations for additional diagnostic pre-operative procedures in
patients with VWS.

Only Svee and Lacombe (12,21) report association with congenital heart disease; thus, an
ECG and echocardiography is warranted if cardiac signs and symptoms are present.

If clinically symptomatic, a sleep study may be necessary because obstructive sleep apnoea

(OSA) appears at higher rate (31%) in patients with CP (22) than in the general paediatric
population (2—3 %).

Particular preparation for airvay management

Although difficult airway has not been specifically reported in VWS, the CP could be associated
to paediatric difficult airway, being more frequent if CL is also present. A complete airway
obstruction may occur if the tongue enters the cleft (22,23). Xue (24) reported difficult
laryngoscopy in 4.77 %, that was increased in 1-6 months age group (7.06 %), and difficult
intubation in 1.93 % in a sample of 985 infants aged from 1 month to 3 years, that underwent
CL and CP repair surgery.
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Belanger (22) suggests placing a gauze in the CP so the laryngoscope blade do not drop into
and obstructs the view, in patients with unilateral left or bilateral cleft palate. An oropharyngeal
airway is also recommended to achieve adequate mask ventilation (22).

Patients with VWS can have associated intraoral synechiae, which may have different
anatomical locations, thickness, and tissue composition (12). In extensive forms, the airway
may be compromised and urgent surgical release or early tracheostomy should be required
(12). Cautions to avoid bleeding into the pharynx should be undertaken during the resection
procedure. Mouth opening could be compromised after surgical release due to
temporomandibular joint (TMJ) ankylosis and extubation should be considered a risk scenario
for difficult airway complications.

There are a report of two cases of VWS and interalveolar sinequiae (12). In both cases, a
nasopharyngeal tube was passed via 1 nostril, proximal to the larynx, after inhaled anaesthesia
induction with spontaneous breathing. The tube was connected to the breathing circuit and
lidocaine was injected through the tube. Then fibre-optic nasal intubation was performed via
the other nostril.

Fibre-optic nasal intubation while maintaining spontaneous breathing should be considered in
patients with intraoral sinequiae. After inhalational anaesthesia with maintenance of
spontaneous ventilation, the airway is topically anesthetized with lidocaine by a spray-as-you-
go (SAYGO) technique (25,26). Lidocaine is sprayed via the fibre-optic bronchoscope (FOB)
on the vocal cords to prevent laryngospasm before the FOB is inserted into the trachea. During
the procedure, inhalation and oxygen supply are continued via an endoscopy mask or a nasal
tube.

Cuffed tubes are recommended if reconstructive surgery is indicated (27) and suction of

pharyngeal blood and secretions prior to extubation is encouraged (27). Preformed
endotracheal tubes could be employed in CL and CP surgeries.

Particular preparation for transfusion or administration of blood products

No specific recommendations are given. There are no reports of typical bleeding disorders in
patients with VWS.

Particular preparation for anticoagulation

There is no need for specific preparation for anticoagulation.

Particular precautions for positioning, transportation and mobilisation

After CP surgery, the patient should be transferred in lateral or prone position to prevent blood
aspiration.

Interactions of chronic disease and anaesthesia medications

Not reported.
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Anaesthetic procedure

Consider avoiding preoperative sedative medication in those patients with suspected difficult
airway or intraoral synechiae.

Endocarditis prophylaxis should be given in indicated situations.

Particular or additional monitoring

Using particular monitoring depends on the patient’'s individual risk and comorbidities.
Nasogastric feeding tube should be placed if the patient have difficulties with oral feeding (12).

Possible complications

Perioperative bleeding, airway obstruction, oropharyngeal infection, feeding difficulties, flap
dehiscence and palatal fistula have been described as complications of CL/CP surgery (27—
29). If a throat pack is used, it must be removed before anaesthesia eduction and extubation.
Acute tongue enlargement after throat packing has also been reported (27). Patients with VWS
are prone to develop postsurgical wound complications (29).

Post-operative care

Postoperatively, it is important to monitor for signs of airway obstruction and bleeding. OSA
could be associated to CP (22).

To prevent wound breakdown and partial dehiscence after cleft palate, pacifiers and aspiration
probes during postoperative care must be avoided.

Disease-related acute problems and effect on anaesthesia and recovery

Airway problems as mentioned above.

Ambulatory anaesthesia

Minor procedures (lip pits) especially in patients without comorbidities can be carried out as
day case surgery. When soft palate is involved in CP surgical repair, paediatric intensive care
unit admission should be considered after surgery.

Obstetrical anaesthesia

There are no reports about obstetric anaesthesia procedures in patients suffering from VWS.
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