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Abbreviation Description 

LTS Long-Term Safety 

λz Terminal-Phase Rate Constant 

MAA Marketing Authorization Application 

MDS-UPDRS Movement Disorder Society Unified Parkinson’s Disease Rating Scale 

MedDRA Medical Dictionary for Regulatory Activities 

M/P Ratios Metabolite to Parent Ratio Of AUC and Cmax 

MRT Mean Residence Time 

MMSE Mini-Mental State Examination 

OH Orthostatic Hypotension 

PD Parkinson’s Disease 

PDQ-39 Parkinson’s Disease Questionnaire 

PGI-I Patient Global Impression of Improvement 

PK Pharmacokinetic 

PT Preferred Term 

QUIP-RS Questionnaire for Impulsive-Compulsive Disorders in Parkinson’s 
Disease – Rating Scale 

Rollover Subjects Subjects Who Have Previously Completed Any of the Following 
Studies: CTH-201, CTH-203, CTH-300, or CTH-302 

RR Respiratory Rate 

SAP Statistical Analysis Plan 

SD Standard Deviation 

SEM Standard Error of the Mean 

SI International System of Units 

SMQ Standardized MedDRA Query 

SOC System Organ Class 

t½ Terminal-Phase Half-Life 

TEAEs Treatment-Emergent Adverse Events 

TFL Tables, Figures, Listings 

tmax Observed Time Of The Maximum Concentration 

WHO-DD World Health Organization Drug Dictionary 
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Abbreviation Description 

ZBI Zarit Burden Interview 
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    c. Long-Term Safety Visit 9 (LTS V9) 

    d. Telephone Call (T6 to T8) 

    e. Unscheduled Dose Adjustment Visits 

5. Long-Term Safety (LTS) Phase Year 3 (All Subjects) 

    a. Long-Term Safety Visit 10 (LTS V10) 

    b. Long-Term Safety Visit 11 (LTS V11) 

    c. Long-Term Safety Visit 12 (LTS V12) 

    d. Telephone Call (T9 to T11) 

    e. Unscheduled Dose Adjustment Visits 

6. Long-Term Safety (LTS) Phase Year 4 (All Subjects) 

    a. Long-Term Safety Visit 13 (LTS V13) 

    b. Long-Term Safety Visit 14 (LTS V14) 

    c. Long-Term Safety Visit 15 (LTS V15) 

    d. Telephone Call (T12 to T14) 

    e. Unscheduled Dose Adjustment Visits 

7. Long-Term Safety (LTS) Phase Year 5 (All Subjects) 

    a. Long-Term Safety Visit 16 (LTS V16) 

    b. Long-Term Safety Visit 17 (LTS V17) 

    c. Long-Term Safety Visit 18 (LTS V18) 

    d. Telephone Call (T15 to T17) 

    e. Unscheduled Dose Adjustment Visits  

Note: Subjects may participate in the study until the Sponsor terminates the study, or until 
commercial availability of APL-130277 in the subject’s country.  If a subject continues in the 
study beyond LTS Phase Year 5, the protocol will be amended to accommodate additional in 
clinic visits every 4 months (16 weeks). 

8. Early Termination Visit (All subjects) 
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For De novo subjects, at all titration visits, at the discretion of the subject and/or Investigator, the next 
highest dose may be evaluated at a subsequent titration visit following a full "ON" response in order to 
assess the potential for the next highest dose in inducing an improved full "ON" response. If this dose 
produces an improved "ON" response relative to the lower dose without impacting subject safety and 
tolerability, the higher dose will be used during the LTS Phase of the study. If the "ON" response is the 
same or worse, or this higher dose is not well-tolerated, the previous dose will be used during the LTS 
Phase of the study. 

The study procedures and flow chart differ slightly for each protocol amendment. Also, they are slightly 
different among region specific versions. Below is a summary of study procedures and flow chart 
differences comparing with protocol amendment v5.00. 

US Specific UK Specific Europe Specific 
v5.00 (25 February 2019) v5.00A (25 February 2019) v5.00B (25 February 2019) 
v4.0 (30 May 2017) v4.10A (22 September 2017) v4.00B (22 September 2017) 
v3.0 (27 October 2015) v3.1 (13 May 2016)  
v2.0 (18 July 2015)   
v1.0 (30 December 2014)   

 

V5.00 US Specific 

De Novo subjects will be required to attend 2 screening visits with informed consent obtained at the initial 
screening visit. All eligible subjects will be asked to return to the clinic in the morning of Titration Visit 1 
(TV1) for the Dose Titration Phase of the study. After the dose is selected, subjects will continue with LTS 
visits. 

Rollover subjects directly enter the LTS phase starting with LTS V1 after completing screening. 

CTH-301 completers directly enter the LTS phase starting with LTS V7 after completing screening. 

V5.00A UK Specific 

All subjects are rollover subjects who will come into the study after completing study CTH-302. After 
completing screening, subjects will go directly to the LTS phase. 

V5.00B Europe Specific 

All subjects are rollover subjects who will come into the study after completing study CTH-302. After 
completing screening, subjects will go directly to the LTS phase. 

V4.0 for US Specific 

Same as V5.00 

V4.10A UK Specific 
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Same as V5.00. Study flow based on general design for all subjects (De Novo, rollover, and CTH-301 
completers) 

V4.00B Europe Specific 

Same as V5.00. Study flow based on general design for all subjects (De Novo, rollover, and CTH-301 
completers) 

V3.0 US  

Rollover subject specifically refers to CTH-300 rollover. 

Rollover subject required to begin with Titration phase and then proceed to LTS phase. 

V3.1 UK Specific 

Same as V3.10 UK specific.  

Rollover subject specifically refers to CTH-300 rollover. 

Rollover subject required to begin with Titration phase and then proceed to LTS phase. 

V2.0 
Same as V3.10 UK specific.  

V1.0 

Only has 1 screening visit for all subjects. 
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• TEAEs by SOC, PT and maximum severity; percentages will be calculated for the subject count out 
of total number of subjects 

• TEAEs by SOC, PT, and relationship as event counts, percentages will be calculated for the event 
count out of total number of events 

• Serious TEAEs by SOC, PT by overall and region (NA vs Europe), both as event and subject counts 

• TEAEs leading to drug withdrawal by SOC, PT by overall and region (NA vs Europe), both as event 
and subject counts  

• TEAEs leading to drug interruption by SOC and PT, both as event and subject counts 

• TEAEs leading to dose reduction by SOC, PT by overall and region (NA vs Europe), both as event 
and subject counts 

• TEAEs leading to death by SOC, PT by overall and region (NA vs Europe), both as event and subject 
counts  

The tables will be sorted by alphabetically SOC and then, within a SOC, by overall descending frequency 
of PT based on the overall subject count. If only event count is presented, the sorting will be done based 
on the event count.   

An exposure adjusted incidence rate table will be provided for TEAEs by SOC and PT. The exposure years 
censored will be computed as the time in years to first event for a subject or total exposure if no event for 
each SOC and PT. The exposure adjusted incidence rate is calculated as the number of subjects with the 
event / exposure years censored. The exposure adjusted incidence rate will also be provided for TEAEs of 
special interest. 

Separate summaries will be generated for TEAEs of special interest, tabulated by category and PT using 
the categories as specified below: 

– Hypotension, orthostatic hypotension: defined as all TEAEs with HLGT “decreased and non-
specific blood pressure disorders and shock” 

– Syncope: defined as all TEAEs  with any of the following PTs  

• “Hypotonic-hyporesponsive episode” (MedDRA code 10021121) 

• “Altered state of consciousness” (MedDRA code 10001854) 

• “Depressed level of consciousness” (MedDRA code 10012373) 

• “Hypokinesia” (MedDRA code 10021021) 

• “Hypokinesia neonatal” (MedDRA code 10021022) 

• “Hyporesponsive to stimuli” (MedDRA code 10071552) 

• “Loss of consciousness” (MedDRA code 10024855) 
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• “Neurogenic shock” (MedDRA code 10058119) 

• “Presyncope” (MedDRA code 10036653) 

• “Shock” (MedDRA code 10040560) 

• “Shock symptom” (MedDRA code 10040581) 

• “Syncope” (MedDRA code 10042772) 

• “Unresponsive to stimuli” (MedDRA code 10045555) 

Or HLGT of “Seizures (incl subtypes)” 

– Falls & injuries: defined as all TEAEs meeting the criteria for the standardized MedDRA Query 
(SMQ) “Accidents and injuries” (narrow terms) 

– Dyskinesias: defined as all TEAEs meeting the criteria for the SMQ “Dyskinesia” (narrow terms) 

– Hallucinations and psychotic behaviors: defined as all TEAEs meeting the criteria for the SMQ 
“Psychosis & psychotic disorders” (narrow terms) 

– Impulse control disorders: defined as all TEAEs meeting the following criteria.  

• HLT “Impulse Control Disorders” 

• HLT “Paraphilia and paraphilic disorders” or “Sexual desire disorders” 

• Binge eating: PT “Binge Eating” (MedDRA code 10004716) 

• Gambling: PT “Gambling” (MedDRA code 10017655) or Gambling Disorder (MedDRA code 
10078070) 

• Compulsive shopping: PT “Compulsive shopping” (MedDRA code 10067948) or any TEAE with 
verbatim term including the text “spending” 

– Daytime sudden onset of sleep: defined as all TEAEs with HLGT “Sleep disorders and 
disturbances” or the PT “Sudden onset of sleep” 

– QT prolongation and ventricular arrhythmias: defined as all TEAEs meeting the criteria for the SMQ 
“Torsade de pointes /QT prolongation” (broad terms) 

– Acute Coronary Syndrome, Myocardial infarction, Angina: defined as all TEAEs meeting the criteria 
for the SMQ “Myocardial infarction” (broad terms) 

– Suicidal ideation & attempts: defined as all TEAEs meeting the criteria for the SMQ “Suicide/self-
injury” (narrow terms) 

– Melanoma: defined as all TEAEs meeting the criteria for the SMQ “Skin malignant tumors” (narrow 
terms) 
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– Stomatitis, Oral ulcers, Oral irritation: defined as all TEAEs meeting the criteria for the SMQ 
“Oropharyngeal disorders” (narrow terms) 

– Allergic/sensitivity response to the formulation: defined as all TEAEs meeting the broad criteria for 
the SMQ “Hypersensitivity” (broad terms) 

– Serious TEAEs of special interest by category and PT, both as event and subject counts 

– TEAEs of special interest leading to drug withdrawal by category and PT, both as event and subject 
counts  

– TEAEs of special interest by category, PT and Actual Dose Received, both as event and subject 
counts 

Separate summaries will be also be generated for TEAEs  associated with the topics below 

− Withdrawal-emergent Neuroleptic Malignant Syndrome: defined as MedDRA PTs of Hyperthermia 
malignant, Neuroleptic malignant syndrome, and Serotonin syndrome. 

− Dopamine Agonist Withdrawal Syndrome: defined as MedDRA PTs of Drug withdrawal syndrome, 
Withdrawal syndrome, or Therapy cessation, plus at least one of the following: Agitation, Anxiety, 
Depression, Fatigue, Hyperhidrosis, Dizziness, Drug dependence, Flushing, Panic attack, 
Insomnia, Irritability, Nausea, Vomiting, Orthostatic hypotension, and Pain. 

− Dopamine Dysregulation Syndrome: defined using the search criteria in Appendix 15.2 

Events with a missing start time, but with a start date equal to the date of first dose of study treatment will 
be considered treatment-emergent.  If the AE start date is incomplete, it will be imputed as follows for the 
purpose of determining whether an AE is treatment-emergent:  

• If the start date is completely missing, the start date will be equal to the date of the first dose of study 
treatment. However, if the stop date is not missing and is before the date of the first dose of study 
treatment, then the stop date will be used instead.  

• If the start day is missing: Check if month is same as month of first dose date of study treatment. If 
yes, impute to first dose date of study treatment; else impute first day of the month. 

• If the start day and month are missing: Check if year is same as the year of the first dose date of 
study treatment. If yes, impute to first dose date of study treatment; else impute to first day of the 
first month (January). 

If the AE stop date is partial, then it will be imputed as follows:  

• If the stop date is completely missing and the AE is not ongoing, the stop date will be equal to the 
last dose date or date of completion/withdrawal, whichever is the latest.  
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• If the stop day is missing, the last day of the month will be used. If resulted imputed stop date is after 
the latest of last dose date or date of completion/withdrawal, then the latest of last dose date or date 
of completion/withdrawal will be used.  

• If the stop day and month are missing, then the last day of the last month (December) will be used. 
If resulted imputed stop date is after the latest of last dose date or date of completion/withdrawal, 
then the latest of last dose date or date of completion/withdrawal will be used. 

The original date and time will be shown on all listings of AEs. Listings will be provided for all AEs, serious 
AEs, serious TEAEs, TEAEs leading to death, TEAEs leading to drug withdrawal, and TEAEs of special 
interest. The listings will display study day, calculated as the AE start date – date of first dose in the relevant 
study phase (Dose Titration or LTS phase) + 1 for events occurring on or after the first dose in the Dose 
Titration phase, and as AE start date – date of first dose in the Dose Titration phase for AEs occurring prior 
to the first dose in the dose titration phase. 

Oropharyngeal adverse event cluster analysis will be provided by enrollment group and overall. Treatment 
emergent adverse events will be tabulated by cluster and individual PT using the clusters specified in 
Appendix 15.1. TEAE cluster summaries will be presented both for the Titration Full Analysis Set and for 
the LTS Full Analysis Set, unless specified otherwise. TEAE cluster summaries will be presented by 
severity, leading to drug withdrawal, and actual dose received at AE onset. Summaries by PT and actual 
dose received at AE Onset during LTS Phase will also be provided by region (NA vs Europe).  An exposure 
adjusted incidence rate table will be provided for oropharyngeal AE clusters by PT. The exposure years 
censored will be computed as the time in years to first event for a subject or total exposure if no event for 
each cluster and PT. The exposure adjusted incidence rate is calculated as the number of subjects with the 
event / exposure years censored.  

Kaplan-Meier curves will be used to illustrate the time to first onset of each cluster event (days) with 
frequency > 10% and overall (any oral cluster event). For a given subject, the first onset date across the 
relevant individual cluster events will be used for this analysis. For censored subjects without an event at 
at the time of analysis, end of study date for the subjects who completed the study or data cut-off date for 
on-going subjects  will be used as the censoring date. These plots will be presented by enrollment group 
and will also be provided by region (NA vs Europe) for the Titration and LTS Full Analysis Sets and safety 
population. 

Prevalence plots display the percentage of the subjects who are experiencing a cluster event during a 
specific interval of time. In the plot, the time intervals (treatment weeks) are shown on the horizontal axis.  
Time zero corresponds to first dose of treatment received. On the vertical axis, the percentage of subjects 
with an adverse event cluster within each time interval is shown. The event may span multiple intervals 
depending on its duration. Ongoing events are counted in each time interval in which they occur to assess 
the prevalence of the event over time. For cluster events which are ongoing at study completion or ongoing 
at the time of analysis, end of study date for that subject or data cut-off date respectively was used to 
calculate duration of event. 

Each bar displays the total percentage of subjects with an event in each weekly time interval. The number 
of subjects at risk at the beginning of each weekly interval is shown in the bottom row of the figure and is 
the denominator for the percentage calculation. Subjects who drop-out of the study prior to a given time 
interval are removed from the risk set (denominator) for that interval. Within each bar, the different shading 
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• All footnotes will be left justified with single-line spacing immediately below the solid line underneath 
the data display. 

• Footnotes should always begin with “Note:” if an informational footnote, or 1, 2, 3, etc. if a reference 
footnote. Each new footnote should start on a new line, where possible. 

• Subject specific footnotes are avoided, where possible. 

• Footnotes will be used sparingly and add value to the table, figure, or listing. If more than six lines of 
footnotes are planned, then a cover page is strongly recommended to be used to display footnotes, 
and only those essential to comprehension of the data will be repeated on each page.  

• The last line of the footnote section will be a standard source line that indicates the name of the 
program used to produce the data display, date the program was run, and the listing source (i.e., 
‘Program : myprogram.sas    Listing source: 16.x.y.z’). 
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Cluster Term 
 Oral pruritus 
 Oral submucosal fibrosis 
 Parotid gland enlargement 
 PFAPA syndrome 
 Pharyngeal exudate 
 Sjogren's syndrome 
 Tongue pruritus 
Oropharyngeal discoloration Gingival discolouration 

 Gingival hyperpigmentation 
 Leukoplakia oral 
 Oral mucosal discolouration 
 Oral pigmentation 
 Oropharyngeal plaque 
 Tongue discolouration 
 Oral leukoedema 
 Tongue pigmentation 
Oropharyngeal infections Abscess of salivary gland 

 Abscess oral 
 Acute postoperative sialadenitis 
 Adenoiditis 
 Angina gangrenous 
 Aspergillosis oral 
 Bacterial parotitis 
 Cellulitis pharyngeal 
 Chronic tonsillitis 
 Foot and mouth disease 
 Gingival abscess 
 Hand-foot-and-mouth disease 
 Herpangina 
 Herpes pharyngitis 
 Herpes simplex pharyngitis 
 Herpes zoster pharyngitis 
 Infective glossitis 
 Laryngitis 
 Lip infection 
 Ludwig angina 
 Mumps 
 Necrotising ulcerative gingivostomatitis 
 Necrotising ulcerative periodontitis 
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Cluster Term 
 Oral bacterial infection 
 Oral candidiasis 
 Oral fungal infection 
 Oral helminthic infection 
 Oral herpes 
 Oral infection 
 Oral pustule 
 Oral tuberculosis 
 Oral viral infection 
 Oro-pharyngeal aspergillosis 
 Oropharyngeal candidiasis 
 Oropharyngeal gonococcal infection 
 Oropharyngitis fungal 
 Parotid abscess 
 Peritonsillar abscess 
 Peritonsillitis 
 Pharyngeal abscess 
 Pharyngeal chlamydia infection 
 Pharyngitis 
 Pharyngitis bacterial 
 Pharyngitis mycoplasmal 
 Pharyngitis streptococcal 
 Pharyngoconjunctival fever of children 
 Pharyngotonsillitis 
 Salivary gland induration 
 Staphylococcal parotitis 
 Staphylococcal pharyngitis 
 Strawberry tongue 
 Subglottic laryngitis 
 Tongue abscess 
 Tongue fungal infection 
 Tonsillar exudate 
 Tonsillitis 
 Tonsillitis bacterial 
 Tonsillitis fungal 
 Tonsillitis streptococcal 
 Tonsillolith 
 Uvulitis 
 Viral parotitis 
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Cluster Term 
 Viral pharyngitis 
 Viral tonsillitis 
Oropharyngeal mass / neoplasm Acinic cell carcinoma of salivary gland 

 Adenocarcinoma of salivary gland 
 Adenoid cystic carcinoma of salivary gland 
 Benign salivary gland neoplasm 
 Buccal polyp 
 Carcinoma ex-pleomorphic adenoma 
 Epiglottic carcinoma 
 Epiglottic cyst 
 Epiglottic mass 
 Epulis 
 Giant cell epulis 
 Gingival cancer 
 Gingival cyst 
 Gingival polyp 
 Leukoplakia 
 Lip and/or oral cavity cancer 
 Lip and/or oral cavity cancer recurrent 
 Lip and/or oral cavity cancer stage 0 
 Lip and/or oral cavity cancer stage I 
 Lip and/or oral cavity cancer stage II 
 Lip and/or oral cavity cancer stage III 
 Lip and/or oral cavity cancer stage IV 
 Malignant palate neoplasm 
 Melanoplakia oral 
 Metastases to mouth 
 Metastases to pharynx 
 Metastases to salivary gland 
 Metastases to tonsils 
 Metastatic salivary gland cancer 
 Mouth cyst 
 Mucoepidermoid carcinoma of salivary gland 
 Oral cavity cancer metastatic 
 Oral fibroma 
 Oral haemangioma 
 Oral hairy leukoplakia 
 Oral neoplasm 
 Oral neoplasm benign 
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Cluster Term 
 Oral papilloma 
 Oropharyngeal cancer 
 Oropharyngeal cancer recurrent 
 Oropharyngeal cancer stage 0 
 Oropharyngeal cancer stage I 
 Oropharyngeal cancer stage II 
 Oropharyngeal cancer stage III 
 Oropharyngeal cancer stage IV 
 Oropharyngeal lymphoepithelioma 
 Oropharyngeal neoplasm 
 Oropharyngeal neoplasm benign 
 Oropharyngeal squamous cell carcinoma 
 Papillary cystadenoma lymphomatosum 
 Pharyngeal cancer 
 Pharyngeal cancer metastatic 
 Pharyngeal cancer recurrent 
 Pharyngeal cancer stage 0 
 Pharyngeal cancer stage I 
 Pharyngeal cancer stage II 
 Pharyngeal cancer stage III 
 Pharyngeal cancer stage IV 
 Pharyngeal cyst 
 Pharyngeal leukoplakia 
 Pharyngeal mass 
 Pharyngeal neoplasm 
 Pharyngeal neoplasm benign 
 Pharyngeal polyp 
 Pleomorphic adenoma 
 Salivary gland adenoma 
 Salivary gland cancer 
 Salivary gland cancer recurrent 
 Salivary gland cancer stage 0 
 Salivary gland cancer stage I 
 Salivary gland cancer stage II 
 Salivary gland cancer stage III 
 Salivary gland cancer stage IV 
 Salivary gland neoplasm 
 Squamous cell carcinoma of pharynx 
 Squamous cell carcinoma of the oral cavity 
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Cluster Term 
 Squamous cell carcinoma of the tongue 
 Throat cancer 
 Tongue cancer metastatic 
 Tongue cancer recurrent 
 Tongue carcinoma stage 0 
 Tongue carcinoma stage I 
 Tongue carcinoma stage II 
 Tongue carcinoma stage III 
 Tongue carcinoma stage IV 
 Tongue cyst 
 Tongue dysplasia 
 Tongue neoplasm 
 Tongue neoplasm benign 
 Tongue neoplasm malignant stage unspecified 
 Tongue polyp 
 Tonsil cancer 
 Tonsil cancer metastatic 
 Tonsillar cyst 
 Tonsillar neoplasm 
 Tonsillar neoplasm benign 
Oropharyngeal numbness / 
changes in sensation Dysaesthesia pharynx 

 Hypoaesthesia oral 
 Oral dysaesthesia 
 Oral hyperaesthesia 
 Paraesthesia oral 
 Pharyngeal hypoaesthesia 
 Pharyngeal paraesthesia 
Oropharyngeal pain Burn oral cavity 

 Burning mouth syndrome 
 Burning sensation 
 Gingival discomfort 
 Gingival pain 
 Glossodynia 
 Lip pain 
 Odynophagia 
 Oropharyngeal discomfort 
 Oral discomfort 
 Oral pain 
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Cluster Term 
 Oropharyngeal pain 
 Tongue discomfort 
 Throat irritation 
Oropharyngeal ulcerations Angina bullosa haemorrhagica 

 Angular cheilitis 
 Aphthous ulcer 
 Chapped lips 
 Cheilitis 
 Contact stomatitis 
 Epiglottis ulcer 
 Gingival erosion 
 Gingival blister 
 Gingival ulceration 
 Lip blister 
 Lip exfoliation 
 Lip ulceration 
 MAGIC syndrome 
 Mouth ulceration 
 Nicotinic stomatitis 
 Oral mucosal blistering 
 Oral mucosal eruption 
 Palatal ulcer 
 Pharyngeal enanthema 
 Pharyngeal erosion 
 Pharyngeal lesion 
 Pharyngeal ulceration 
 Oropharyngeal blistering 
 Tongue blistering 
 Tongue ulceration 
 Tonsillar ulcer 
 Stomatitis 
 Stomatitis haemorrhagic 
 Stomatitis necrotising 
 Stomatitis radiation 
 Oral mucosa erosion 
 Oral mucosal exfoliation 
 Sialometaplasia 
Alterations in taste Ageusia 

 Dysgeusia 
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Cluster Term 
 Hypogeusia 
Salivary complaints and oral 

 
Aptyalism 

 Dry mouth 
 Dry throat 
 Lip dry 
 Noninfective sialoadenitis 
 Ranula 
 Saliva altered 
 Saliva discolouration 
 Salivary duct inflammation 
 Salivary duct obstruction 
 Salivary duct stenosis 
 Salivary gland atrophy 
 Salivary gland calculus 
 Salivary gland cyst 
 Salivary gland disorder 
 Salivary gland enlargement 
 Salivary gland fistula 
 Salivary gland mass 
 Salivary gland mucocoele 
 Salivary gland pain 
 Salivary hypersecretion 
 Sialoadenitis 
 Tongue dry 
 Foaming at mouth 
 Sordes 
 Tongue coated 
Dental complaints Dental caries 

 Periodontal destruction 
 Periodontal disease 
 Periodontal inflammation 
 Pulpitis dental 
 Sensitivity of teeth 
 Tooth abscess 
 Tooth discolouration 
 Tooth fracture 
 Tooth infection 
 Tooth loss 
Trauma Chronic cheek biting 
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Cluster Term 
 Corrosive oropharyngeal injury 
 Gingival bleeding 
 Gingival injury 
 Lip injury 
 Mouth injury 
 Mouth haemorrhage 
 Oral contusion 
 Oral mucosa haematoma 
 Pharyngeal injury 
 Pharynx radiation injury 
 Radiation salivary gland injury 
 Tongue biting 
 Tongue injury 
 Traumatic ulcerative granuloma with stromal eosinophilia 
Other Acquired macroglossia 

 Adenoidal disorder 
 Adenoidal hypertrophy 
 Ankyloglossia acquired 
 Atrophic glossitis 
 Auriculotemporal syndrome 
 Buccoglossal syndrome 
 Chronic throat clearing 
 Coating in mouth 
 Cobble stone tongue 
 Exposed bone in jaw 
 Gingival atrophy 
 Gingival disorder 
 Gingival hypertrophy 
 Gingival hypoplasia 
 Gingival pruritus 
 Gingival recession 
 Glossoptosis 
 Hypertrophy of tongue papillae 
 Mikulicz's disease 
 Mikulicz's syndrome 
 Oral allergy syndrome 
 Oral cavity fistula 
 Oral disorder 
 Oral mucosa atrophy 
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Cluster Term 
Oral mucosal hypertrophy 
Oral papule 
Oral toxicity 
Oropharyngeal cobble stone mucosa 
Oropharyngeal scar 
Palatal disorder 
Palatal dysplasia 
Palatal palsy 
Parotid duct obstruction 
Parotid gland haemorrhage 
Parotid lipomatosis 
Pharyngeal disorder 
Pharyngeal dyskinesia 
Pharyngeal fistula 
Pharyngeal haematoma 
Pharyngeal haemorrhage 
Pharyngeal hypertrophy 
Pharyngeal mucosa atrophy 
Pharyngeal necrosis 
Pharyngeal pouch 
Pharyngeal stenosis 
Plicated tongue 
Protrusion tongue 
Pyostomatitis vegetans 
Scalloped tongue 
Sialectasia 
Sialocele 
Sialogram abnormal 
Submaxillary gland enlargement 
Swallow study abnormal 
Throat lesion 
Tongue atrophy 
Tongue disorder 
Tongue eruption 
Tongue geographic 
Tongue haematoma 
Tongue haemorrhage 
Tongue infarction 
Tongue movement disturbance 
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Cluster Term 
Tongue necrosis 
Tongue paralysis 
Tongue spasm 
Tonsillar atrophy 
Tonsillar disorder 
Tonsillar haemorrhage 
Tonsillar hypertrophy 
Velopharyngeal incompetence 

Appendix 15.2: Dopamine Dysregulation Syndrome Search Criteria 

1. MedDRA PT: Dopamine dysregulation syndrome OR

2. Any combination of the any selected PTs from the SMQ drug abuse and dependence PLUS
at least one of the PTs from group a, b, or c below.

Selected MedDRA PTs from the SMQ Drug abuse and dependence (broad): 

Drug abuse 

Drug abuser 

Drug dependence 

Drug use disorder 

Intentional overdose 

Intentional product misuse 

Substance abuse 

Substance abuser 

Substance dependence 

Substance use disorder 

Accidental overdose 

Dependence 

Disturbance in social behaviour 

Drug level above therapeutic 

Drug level increased 

Intentional product use issue 

Overdose 
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Substance use 

Substance-induced mood disorder 

Substance-induced psychotic disorder 

PLUS one of the below: 
a. Impulse control/compulsive behavior: MedDRA terms: MedDRA High Level Term

of “Impulse control disorders”, “Paraphilias and paraphilic disorders”, or “Sexual
desire disorders”. MedDRA Preferred Terms of Stereotypy, Binge eating, Gambling,
Gambling disorder, Compulsive shopping; or any TEAE with a verbatim term that
included the text “spending.”

b. Behavioral changes: selected MedDRA PTs from SMQ Hostility/Aggression:

Aggression 

Anger 

Borderline personality disorder 

Defiant behaviour 

Intermittent explosive disorder 

Psychopathic personality 

Abnormal behaviour 

Agitated depression 

Agitation 

Attention-seeking behaviour 

Behaviour disorder 

Disturbance in social behaviour 

Hypomania 

Impatience 

Irritability 

Mania 

Manic symptom 

Personality change 

Personality disorder 

Psychotic behaviour 

Psychotic disorder 
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Pyromania 

Substance-induced psychotic disorder 

c. Dyskinesia: selected MedDRA PTs from MedDRA SMQ Dyskinesia

Athetosis 

Ballismus 

Buccoglossal syndrome 

Chorea  

Choreoathetosis 

Dyskinesia 

Dyskinesia oesophageal 

Grimacing 

Oculogyric crisis 

Pharyngeal dyskinesia 

Rabbit syndrome 

Tardive dyskinesia 

Abnormal involuntary movement scale 

Chronic tic disorder 

Complex tic 

Drooling 

Extrapyramidal disorder 

Motor dysfunction 

Movement disorder 

Muscle twitching 

Provisional tic disorder 

Tic 
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