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Example AE dataset

serious sSevern Sern

usubjid arm armn ae _pt aebodsys severity
1 Placebo 2 Anemia Blood and lymphatic Severe Yes Severe Yas
2 2001 Placeko 2 Cold Respiratory Mild No Mild No
3 2001 Placebo 2 Proteinuria Renal and urinary Mild No Mild No
4 2001 Placebo 2 Anemia Blood and lymphatic Moderate No Moderate Ho
5 2001 Placebo 2 Cold Respiratory Mild No Mild No
) 2001 Placebo 2 Vomiting Gastrointestinal Mild Mo Mild No
7 2001 Placeko 2 Leukocytosis Blood and lymphatic Moderate Yes Moderate Yas
8 2001 Placebo 2 Anemia Blood and lymphatic Mild No Mild No
9 2001 Placebo 2 NHausea Gastrointestinal Mild No Mild Ho
10 2001 Placekbo 2 Enxiety Psychiatriec Mild No Mild Ho
11 2001 Placebo 2 Nausea Gastrointestinal Mild No Mild No
12 2002 Interventicon 1 Toothache Other Mild No Mild Ho
13 2002 Intervention 1 Other Blood and lymphatic Mild Mo Mild No
14 2002 Intervention 1 Accident Other Severe Yes Severe Tes
15 2004 Placekbo 2 Dry skin Dermatoleogical Mild No Mild No
16 2004 Placebo 2 Cystitis Renal and urinary Mild No Mild Ho
17 2004 Placebo 2 Vomiting Gastrointestinal Mild No Mild No
18 2004 Placekbo 2 Acid reflux Gastrointestinal Mild No Mild No
19 2004 Placebo 2 Photosensitivity Dermatological Mild No Mild No
20 2004 Placebo 2 Vomiting Gastrointestinal Mild No Mild No
21 2004 Placebo 2 Vomiting Gastroilntestinal Mild No Mild Ho
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Example AE table 1

Intervention (N=30)

Placebo (N=31)

AE (Body System) Number with at least one AE Number with at least one AE
n % n %

Blood and lymphatic 23 77 31 100
Dermatological 7 23 8 26
Eyes, ear, nose, throat 3 10 10
Gastrointestinal 16 53 26 84
Infection 5 17 1 3
Neurological 7 23 6 19
Other 12 40 7 23
Psychiatric 4 13 3 10
|Rena| and urinary 1 3 4 13
|Respiratory 1 3 4 13
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Questions for consideration

* What do you think the merits and weakness are for each of
the plots | show?

- What situations (final report, DMC report, publications)
would you be likely to use these plots in?

* Which do you prefer to communicate the data |I've shown
you?




Intervention Placebo DOt P | O t

Infection |4 @vvveveeteee et , R , 5 1
Other |- N @i o 12 7
PSYCRIGLFIC [ A o 4 3
Neurological |- S o 7 6
EYES, ©ar, NOSE, T |- o 3 3
Dermatological |- N — e 7 8
Blood and lymphatic [« PO A e 23 31
Gastrointestinal [« @vvvveennennnniennns N —e— 16 26
RESPIFALOrY | @t e 1 4
Renal and UMN@ry [@: e 1 4

T e h e s i 05 2 5 1 2 & 30
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Produced in Stata using the user written command aedot which can be downloaded here: https://ideas.repec.org/c/boc/bocode/s458735.html
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Volcano Plot
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Produced in Stata using the user written command aevolcano which can be downloaded here: https://ideas.repec.org/c/boc/bocode/s458736.html
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Table 3 Treatment-emergent adverse events

experienced by at least three patients of a treatment VO | cano PI Ot - exam p | o 2

group (overall population from both study stages)

Adverse event GDNF Placebo
(n=21)n(%) (n=20)n (%)
Patients with at least one TEAE 21 (100) 20 (100) Lhermitte’s sign
Dyskinesia 9 (43) 5 (25) AU
Paresthesia 8 (38) 2 (10) N
Lhermitte’s sign 8 (38) 0
ON and OFF phenomena 7 (33) 2 (10) 6
Nasopharyngitis 6 (29) 8 (40) =]
Headache 6 (29) 7 (35) ‘; © |
Application site infection 5 (24) 2 (10) QI_ —
Fall 4(19) 6 (30) -
Freezing phenomenon 4 (19) 3 (15) 8
Muscle spasms 4 (19) 3 (15) b4
Constipation 4(19) | (5) W Paresthesia
Dizziness 4(19) H3) D — Impulsive behaviour ’
Pain in extremity 4 (19) I (5) ()
oo 3 (14) 4(20) ﬁ () ON and OFF phenomena
Application site erythema 3 (14) 3 (15) T ‘
Pre-existing condition improved 3(14) 3 (15) 5
Fatigue 3 (14) 2 (10) — © ®
Urinary tract infection 3 (14) 2 (10) %
Lethargy 3 (14) I (5) -
MNausea 3 (14) I (5)
PD-related symptoms 3 (14) I (5)
Diarrhea 3(14) 0 o 4
Diplopia 3 (14) 0 : : : : : : :
Back pain 2 (10) 5 (25)
Drug effect decreased 2 (10) 4 (20) -2 -1 0 . 1 2 3 4
Head injury 2 (10) 4 (20) Risk difference
Joint injury 2 (10) 4 (20)
Application site pain 1 (5) 4 (20) () RlSk in GDNF
Insomnia 1 (5) 3 (15)
| impulsive behaviour 0 3 (15) | ® Riskin placebo

- ]

1. Whone A, Luz M, Boca M, et al. Randomized trial of intermittent intraputamenal glial cell line-derived neurotrophic factor in Parkinson’s disease. Brain 2019; 142: 512-525..
2. Zink RC, Wolfinger RD and Mann G. Summarizing the incidence of adverse events using volcano plots and time intervals. Clinical Trials 2013; 10: 398-406.
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Example AE table 2

Intervention (N=30)

Placebo (N=31)

Number with at

Number with at

Maximum grade

Number with at

Number with at

Maximum grade

least one AE | least one serious least one AE |least one serious

AE (bOdy SVStem) Mild Moderate Severe Mild Moderate Severe

n % n % n % n % n % n % n % n % n % n %
Blood and lymphatic 23 77 5 17 3 10 10 33 10 33 31 100 6 19 8 26 12 39 11 35
Dermatological 7 23 0 0 1 3 5 17 1 3 8 26 0 0 5 16 2 6 1 3
Eyes, ear, nose, throat 3 10 0 0 3 10 0 0 0 0 3 10 0 0 3 10 0 0 0 0
Gastrointestinal 16 53 0 0 6 20 8 27 1 3 26 84 0 0 5 16 16 52 5 16
Infection 5 17 1 3 4 13 0 0 1 3 1 3 0 0 0 0 1 3 0 0
Neurological 7 23 1 3 2 7 4 13 1 3 6 19 0 0 1 3 3 10 2 6
Other 12 40 5 17 1 3 8 27 3 10 7 23 2 6 3 10 4 13 0 0
Psychiatric 4 13 1 3 0 0 2 7 2 7 3 10 1 3 2 6 0 0 1 3
Renal and urinary 1 3 0 0 1 3 0 0 0 0 4 13 0 0 2 6 1 3 1 3
Respiratory 1 3 0 0 0 0 1 3 0 0 4 13 0 0 3 10 1 3 0 0




Horizontal stacked bar chart of maximum severity
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