Supplementary Appendix
Table e1. Level of agreement for original anxiety statements
	Q
	Question
	Level of agreement

	Q1
	Anxiety in HD can present with symptoms that may include general anxiety, social anxiety, anticipatory anxiety, panic, and post traumatic stress disorders.
	91

	Q2
	Anxiety and depression are often coexisting symptoms in HD.
	95

	Q3
	Anxiety can cause worsening of chorea in HD.
	100

	Q4
	Anxiety in HD may be triggered by external environmental factors including change in routine, unfamiliar situations, physical discomfort, or performance anxiety due to cognitive and physical impairments.
	100

	Q5
	Anxiety in HD can be confused with akathisia (inability to sit still), a side effect that may be caused by drugs commonly used to treat symptoms of HD.
	86

	Q6
	Anxiety is a common symptom in motor pre-manifest individuals.
	88

	Q7
	Anxiety is a common symptom in each clinical stage of HD.
	82

	Q8
	Particularly in later stages of HD, anxiety may manifest as irritability or restlessness due to difficulty in verbally communicating distress.
	94

	Q9
	Due to lack of awareness in many individuals with HD, it is helpful to obtain additional information regarding anxiety from family or other care-partners/carers.
	98

	Q10
	It is helpful to provide the individual with HD and family or other care-partners/carers information about anxiety in HD.
	95

	Q11
	Modification of external environmental factors contributing to anxiety in HD may be a key step in management.
	100

	Q12
	Cognitive behavioral therapy may be helpful for the treatment of anxiety in HD particularly in earlier stages.
	90

	Q13
	Anxiety is a treatable symptom in HD using available drugs.
	98

	Q14
	Choice of drug for the treatment of anxiety in HD is highly dependent on presence of coexisting symptoms.
	98

	Q15
	An SSRI drug may be the preferred pharmacologic option for the treatment of anxiety in HD when there are no coexisting symptoms.
	91

	Q16
	An SSRI drug may be the preferred pharmacologic option for the treatment of anxiety in HD, particularly when coexisting depression or obsessive/perseverative symptoms are present.
	98

	Q17
	When initiating an SSRI drug in HD, it is helpful to provide information about potential for short term exacerbation of anxiety.
	92

	Q18
	A short course (one or two weeks) of a benzodiazepine may be considered for the treatment of anxiety induced by serotonergic drug initiation.
	94

	Q19
	If there is not an adequate response after use of adequate dose of initial SSRI drug, switching to another serotonergic drug may be a pharmacologic option for treatment of anxiety in HD.
	91

	Q20
	Mirtazepine may be considered a pharmacologic option for the treatment of anxiety in HD, particularly when coexisting insomnia is present.
	96

	Q21
	Clomipramine may be considered a pharmacologic option for the treatment of anxiety in HD particularly if coexisting obsessive/perseverative symptoms are present.
	92

	Q22
	If not contraindicated by comorbid medical conditions, a beta blocker drug may be considered as a pharmacologic option for the treatment of anxiety in HD.
	69

	Q23
	An antipsychotic may be considered an option for the treatment of anxiety in HD particularly if troublesome chorea coexists.
	94

	Q24
	Long term use of benzodiazepines as a pharmacologic option for treatment of anxiety in HD should be avoided except for individuals who have failed or can’t tolerate other options.
	88



Table e2. Level of agreement for original agitation statements
	Q
	Question
	Level of agreement

	Q1
	Agitation is generally defined as observable, situation-inappropriate behavior that is characterized by excessive motor or verbal activity.
	96

	Q2
	Agitation in HD may manifest as a wide variety of behaviors, including physical and verbal aggressive and non-aggressive behavior, general restlessness, pacing, screaming, disinhibition or obsessive/perseverative behaviors.
	94

	Q3
	Agitation in HD may be caused by co-morbid medical factors, including metabolic, infectious, toxic, traumatic, substance use, and other drug-induced conditions.
	99

	Q4
	Agitation in HD may be caused by external environmental factors that can include change in routine, change in caretaker, excessive noise or rapid questioning.
	99

	Q5
	Agitation in HD may be caused by disease factors, such as progressive difficulty performing a motor or cognitive task, or impaired ability to communicate needs.
	96

	Q6
	Agitation in HD can be confused with akathisia (inability to sit still), a side effect that may be caused by drugs commonly used in the treatment of HD.
	85

	Q7
	Agitation in HD can occur at any time in the disease but is more common with advancing clinical stage.
	82

	Q8
	Prompt treatment of coexisting psychiatric symptoms, co-morbid medical conditions and physical discomfort/pain may prevent episodes of agitation in HD.
	100

	Q9
	Due to lack of awareness in many individuals with HD, it is helpful to obtain additional information regarding agitation behaviors from family or other care-partners/carers.
	100

	Q10
	It is helpful to provide information to family or other care-partners/carers about agitation, as well as behavioral strategies for prevention and response to this symptom in HD.
	97

	Q11
	The initial step when an individual with HD presents with agitation is to evaluate for infectious, metabolic, toxic, substance use, drug-related, or other medical causes of agitation/delirium.
	92

	Q12
	It is helpful to modify external environmental factors that may be contributing to agitation behaviors in HD.
	99

	Q13
	When not a threat to self or others, non-pharmacologic strategies such as providing a safe, quiet space, time to calm down, and gentle verbal support is the preferred initial management of agitation in HD.
	99

	Q14
	When imminent threat of harm to self or others is present, short term physical restraint may be required.
	81

	Q15
	Pharmacologic intervention may be indicated for agitation in HD when behaviors present a risk to self or others.
	97

	Q16
	A benzodiazepine drug may be considered a pharmacologic option for the acute management of agitation in HD.
	93

	Q17
	Long-term use of a benzodiazepine drug for agitation in HD may be associated with increase in agitation, confusion and falls.
	95

	Q18
	An antipsychotic drug may be considered a pharmacologic option for the acute management of agitation in HD.
	99

	Q19
	Long term use of an antipsychotic drug may be considered if agitation in HD is characterized by ongoing, inconsolable distress or when there is recurrent threat of harm to self or others.
	97

	Q20
	Long term use of a mood stabilizing antiepileptic drug may be considered if agitation in HD if characterized by ongoing, inconsolable distress or when there is recurrent threat of harm to self or others.
	94

	Q21
	Particularly in late stage, a trial of narcotic or other pain medication may be a pharmacologic option when cause of agitation in HD can not be identified.
	80

	Q22
	Drugs commonly used for the treatment of agitation in HD are associated with adverse effects that mimic symptoms of HD, which include apathy, slowing of cognitive processing, extrapyramidal symptoms, swallowing impairment, and worsening of balance leading to falls.
	95





Table e3. Level of agreement for original apathy statements
	Q
	Question
	Level of agreement

	Q1
	Apathy syndrome in HD is characterized by lack of motivation and diminished goal directed activities in three domains: behavior (lack of initiative or depending on prompts), cognitive (lack of interests or lack of concern), and emotion (flat affect or lack of emotional responsiveness).
	97

	Q2
	It is important to distinguish apathy syndrome in HD from reduced participation in activities due to physical impairment.
	100

	Q3
	It is important to distinguish apathy syndrome in HD from delayed responses due to slowed thinking.
	100

	Q4
	Apathy syndrome in HD can be distinguished from depression by the lack of sadness and negative thoughts.
	92

	Q5
	Drugs commonly used to treat co-existing symptoms of HD may have secondary apathy side effects.
	93

	Q6
	Apathy syndrome in HD may occur before motor onset.
	95

	Q7
	Apathy syndrome in HD increases with advancing clinical stage of disease.
	83

	Q8
	Due to lack of awareness in many individuals with HD, it is helpful to obtain additional information regarding apathy from family or other care-partners/carers.
	99

	Q9
	It is helpful to provide information about apathy syndrome as a feature in HD to individuals with HD and family or other care-partners/carers.
	100

	Q10
	Apathy syndrome can diminish quality of life in HD.
	88

	Q11
	An environment that includes regularly scheduled social and physical activities adapted to the individual may be a beneficial treatment of apathy syndrome in HD.
	95

	Q12
	Prompting and encouraging participation in activities that previously brought enjoyment to the individual with HD may be an effective strategy for managing apathy syndrome.
	94

	Q13
	It may be useful to reduce dosage or discontinue drugs that can cause apathy syndrome in HD.
	96

	Q14
	The pharmacologic options for treatment of apathy syndrome in HD are limited.
	99

	Q15
	When there is difficulty differentiating the apathy of depression from the apathy syndrome of HD, a trial of an antidepressant drug may be considered.
	99

	Q16
	An activating antidepressant drug may be a pharmacologic option for the treatment of apathy syndrome in HD.
	88

	Q17
	When an activating drug is prescribed for apathy syndrome in HD, patients and care-partners/carers should be warned that treatment can cause worsening of irritability and sleep disturbances.
	99



Table e4. Level of agreement for original psychosis statements
	Q
	Question
	Level of agreement

	Q1
	Psychosis as defined by the presence of prominent delusions or hallucinations may be a neuropsychiatric symptom in HD.
	99

	Q2
	"Psychotic symptoms in an individual with HD may be due to infectious, metabolic, toxic, substance use, drug-related, or other medical causes of psychosis/delirium."
	97

	Q3
	Co-morbid schizophrenia spectrum or mood disorders with psychotic features may be considered in the differential diagnosis when psychotic symptoms present in an individual with HD.
	91

	Q4
	Delusions are more common than hallucinations in the psychosis of HD.
	94

	Q5
	"Compared to other psychiatric manifestations in HD, the prevalence of psychosis is relatively low."
	95

	Q6
	"Though delusions may be difficult to distinguish from perseverative thoughts in HD, they should be considered distinct symptoms."
	94

	Q7
	"Psychosis in HD may be associated with anxiety, fearfulness, irritability, or aggressive behaviors."
	100

	Q8
	The frequency of psychotic symptoms due to HD increases with advancing clinical stage.
	64

	Q9
	"Reported frequency of psychosis in HD varies, dependent on setting of care (community versus institutionalized) of population studied."
	97

	Q10
	"Due to lack of awareness in many individuals with HD, it is helpful to obtain additional information regarding psychotic symptoms from family or other care-partners/carers."
	100

	Q11
	It is helpful to provide information about psychotic symptoms in HD to family or other care-partners/carers.
	95

	Q12
	"The initial step in the evaluation of an individual with HD who presents with psychotic symptoms is to evaluate for infectious, metabolic, toxic, drug-related, substance use, or other medical causes of psychosis/delirium."
	95

	Q13
	It may be helpful to modify external environmental factors that may be exacerbating psychotic symptoms in HD.
	94

	Q14
	It may be helpful to treat co-existing sleep disturbances that may be exacerbating psychotic symptoms in HD.
	96

	Q15
	An antipsychotic drug is first line pharmacologic treatment for psychosis in HD.
	96

	Q16
	Atypical antipsychotics may be preferred over typical antipsychotics due to the more favorable side effect profiles of atypical drugs.
	83

	Q17
	The pharmacologic treatment of psychotic symptoms in HD may be only partially effective.
	95

	Q18
	Exceeding maximum recommended dosage of an antipsychotic drug may occasionally be beneficial for more severe presentations of psychosis in HD.
	80

	Q19
	"Although optimizing dose of a single antipsychotic drug is preferable, it may occasionally be beneficial to combine antipsychotic drugs for more severe presentations of psychosis in HD."
	94

	Q20
	Clozapine may be considered an antipsychotic treatment for psychosis in HD when symptoms have not responded to adequate trials of one or two other antipsychotic drugs in those situations where interval blood testing is possible.
	99

	Q21
	"Antipsychotic drugs are associated with adverse effects that can mimic symptoms of HD including apathy, slowing of cognitive processing, extrapyramidal symptoms, swallowing impairment, and worsening of balance leading to falls."
	96

	Q22
	Antipsychotic dose reduction may be considered at 12 months following adequate control of psychotic symptoms with close monitoring for relapse.
	88



Table e5. Level of agreement for original sleep disorder statements
	Q
	Question
	Level of agreement

	Q1
	Sleep disorders in HD include increased sleep latency (difficulty falling asleep), decreased sleep efficiency (difficulty maintaining sleep), early awakening, disrupted day-night cycles and excessive daytime sleepiness.
	96

	Q2
	Circadian rhythm disruption is a prominent feature of sleep disorders in HD.
	88

	Q3
	Coexisting symptoms including anxiety and depression can contribute to sleep impairment in HD.
	99

	Q4
	Co-morbid medical conditions that may include obstructive sleep apnea or physical discomfort and pain can contribute to sleep impairment in HD.
	95

	Q5
	Chorea can interfere with onset of sleep in HD.
	85

	Q6
	External environmental factors including excessive night ambient noise or light can contribute to sleep impairment in HD.
	97

	Q7
	Morning dosing of sedating drugs used to treat coexisting symptoms in HD can contribute to day sleepiness and subsequent nocturnal sleep impairment.
	100

	Q8
	Afternoon or evening use of stimulants including caffeine, or dosing of activating drugs used to treat coexisting symptoms in HD may contribute to sleep impairment.
	98

	Q9
	Poor sleep quality can negatively impact other disease symptoms including depression, anxiety, irritability, apathy, and can further impair cognitive and functional capacities in HD.
	98

	Q10
	Sleep disturbance in HD can occur in motor premanifest individuals.
	94

	Q11
	Sleep disturbance in HD may increase in severity with advancing clinical stage of disease.
	91

	Q12
	Due to lack of awareness in many individuals with HD, it is helpful to obtain additional information regarding sleep disorders from family or other care-partners/carers.
	96

	Q13
	It is helpful to provide information about sleep disorders to individuals with HD and family or other care- partners/carers.
	99

	Q14
	An early step in management of sleep disturbance in HD is treatment of coexisting disease symptoms and co-morbid medical conditions.
	100

	Q15
	Establishment of good sleep hygiene is first line intervention for sleep disturbances in HD.
	97

	Q16
	Choice of drug for treating sleep impairment in HD may be dependent on presence of coexisting disease symptoms.
	100

	Q17
	Choice of drug for the treatment of sleep disorders in HD may vary with stage of disease.
	95

	Q18
	Mirtazapine may be a preferred pharmacologic option for sleep disorders in HD.
	80

	Q19
	A benzodiazepine may be a pharmacologic option for the treatment of sleep disorders in HD, particularly if chorea is a factor that may interfere with onset of sleep.
	81

	Q20
	Clomipramine may be a pharmacologic option for the treatment of sleep disorders in HD particularly if coexisting obsessive/perseverative symptoms are present.
	85

	Q21
	Trazodone may be a pharmacologic option for the treatment of sleep disorders in HD.
	95

	Q22
	A sedating atypical antipsychotic may be a pharmacologic option for the treatment of sleep disorders in HD.
	91

	Q23
	An anti-epileptic mood stabilizer may be a pharmacologic option for the treatment of sleep disorders in HD.
	71

	Q24
	Melatonin may sometimes be useful for treatment of sleep disorders in HD.
	92

	Q25
	Drugs used in the treatment of sleep disorders in HD may be associated with adverse effects that mimic symptoms of HD including day time sleepiness, fatigue, apathy, slowing of cognitive processing, and worsening of balance leading to falls.
	96






Table e6. Statements which did not reach high consensus in the first round and revised statements 
	Original wording in Round 1
	Revised statement 

	Anxiety is a common symptom in each clinical stage of HD.

The most frequent objection was the use of "common" in the symptom description.
	Anxiety may be a symptom in each clinical stage of HD.

	If not contraindicated by comorbid medical conditions, a Beta blocker drug may be considered as an option for the treatment of anxiety in HD.

Many considered this an overly broad indication. Based on comments, the indication for Beta blocker use was limited to social and anticipatory anxiety.
	A Beta blocker drug may be considered an option for the treatment of social and anticipatory anxiety in HD If not contraindicated by comorbid medical conditions.

	Agitation in HD can occur at any time in the disease, but is more common with advancing stage of disease.

The main objection concerned the increased prevalence with advancing clinical stage.
	Agitation in HD may occur at any stage of disease.

	When imminent threat of harm to self or others is present, short term physical restraint may be required.

Most objections regarded interpretation of "imminent threat" and need to express that physical restraint should be used as a last resort.
	Physical restraint should be avoided for management of agitation in HD unless there is imminent threat of violent harm to self or others and all other options are exhausted.

	Particularly in late stage, a trial of narcotic or other pain medication may be a pharmacologic option when cause of agitation cannot be identified. 

The most frequent objection was related to emphasis on narcotic, and not other pain medications. There was also concern about late- vs end-stage.
	For end stage individuals who cannot communicate and for whom a cause of agitation is not identified, a trial of medication for pain may be a pharmacologic option.

	Mirtazapine may be a preferred option for the pharmacologic treatment of sleep disorders in HD.

The most frequent objection was use of the descriptor "preferred".
	Mirtazapine may be an option for the pharmacologic treatment of sleep disorders in HD.

	A benzodiazepine may be a pharmacologic option particularly if chorea interferes with sleep onset.
Objections were raised to the phrase "particularly if chorea interferes with sleep" and to the use of benzodiazepines at all.
	A benzodiazepine may be a pharmacologic option for the treatment of sleep disorder in HD if alternative treatments have failed.

	The frequency of psychotic symptoms due to HD increases with advancing clinical stage.

The main objection concerned the increased prevalence with advancing clinical stage.
	Psychosis in HD may occur at any stage of disease.

	Atypical antipsychotics may be preferred over typical antipsychotics due to the more favorable side effect profiles of atypical drugs.

While most respondents (83%) agreed with the original statement, a sizable number disagreed that atypicals have a more favorable side effect profile than typical antipsychotics.
	Side effect profiles of antipsychotics should be considered in choice of antipsychotic drug for the treatment of psychosis in HD.

	An anti-epileptic mood stabilizer may be a pharmacologic option for the treatment of sleep disorders in HD

Experts did not want to encourage non-specialist use of anti-epileptic mood stabilizers for sleep disorders.
	Deleted.

	Exceeding maximum recommended dosage of an antipsychotic drug may occasionally be beneficial for more severe presentations of psychosis in HD.

Experts did not want to encourage non-specialist use of higher than recommended doses.
	Deleted.





