Table S1: Four major algorithms used for signal detection.

Algorithms Equation Criteria
ROR=ad/b/c - o
ROR 9506C | ="(RORIL9B(Ua+1/b+1ic+1/c) 0.5 lower limit of 95% CI>1, a3
PRR=a(c+d)/c/(a+b) )
PRR 2 PRR>2, y*>4, a>3
¥ =[(ad-bc)*2](a+b+c+d)/[(a+b)(ct+d)(a+c)(b+d)]
BCPNN IC=log,[a(a+b+c+d)]/[(a+c)(a+b)] 1C02550
95%ClI= E(IC) £ 2V(IC)"0.5
EBGM=a(a+b+c+d)/[(a+c)(a+b)]
MGPS 95%Cl= eIn(EBGM)tl.96(l/a+1lb+l/c+1ld)"0.5 EBGM05>2

Note: Equation: a, number of reports containing both the target drug and target adverse drug reaction; b, number of reports containing
other adverse drug reaction of the target drug; ¢, number of reports containing the target adverse drug reaction of other drugs; d, number
of reports containing other drugs and other adverse drug reactions. 95%CI, 95% confidence interval; x2, chi-squared; IC, information
component; 1C025, the lower limit of 95% CI of the IC; E(IC), the IC expectations; V(IC), the variance of IC; EBGM, empirical Bayesian
geometric mean; EBGMO5, the lower limit of 95% CI of EBGM.



Table 52. Anatomical Terapeutic Chernical(ATC)
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Category
Alimentary tract and metabolism

Antineoplastic and immunomodulating agents
Musculo-skeletalsystem

Nervous system
Nervous system

Nervous system

Nervous system

Nervous system

Nervous system

Nervous system

Nervous system

Nervous system

Nervous system

Nervous system

Nervous system

Nervous system

Nervous system

Antiparasitic products, nsectiides and repellents
Antiparasitc products, nsectiides and repellents
Antiparasitc products, nsectiides and repellents
Antiparasitc products, nsectiides and repellents
Respiratory system

Various

Antihyperter CO2A
Beta blockiny CO7A
cosc

Dlagnostic 2 VO9F

ategory u Category
Bile and ver therapy. A0SAA  Bileacid preparations
Antiobesity preparati A08AA  Centrally acting antiobesity products
Vitamin B1, pain o n combination ALIDA  Vitamin 1, plin
Other itamin preparations. ALIHA  Other vitamin preparations
Other vitamin preparations ALIHA  Other vitamin preparations
Other vitamin preparations ALIHA  Other vitamin preparations
Other slimentary tract and metabolism products Al6AB  Enaymes
Other slimentary tract and metabolism products Al6AB  Enaymes.
Other slimentary trac and metabolism products AIGAX  Other alimentary ract and metabolism products
Antithrombotic agents BOIAB  Heparingroup
Antithrombortic agents BOIAB  Heparingroup
Antithrombortc agents B0 Heparingrou
Antithrombortc agents BOIAC  Platelet agregation nhibitors
Vitamin 12 and folc ac 50385 Folic acid and derivatives
Centrally actng antiadrenergic agents 028 Methyldopa and derivatives
Beta blocking agents CO7AG Alpha and beta blocking agents
cosca
Antfungals for dermatological use oot Imidazole derivatives
Antpsoriatics DOSAX  Other antpsoriatics
Anti-aene preparations for systemic use. DIOBA  Retinoidsfortreatment of acne
(OTHER DERMATOLOGICAL PREPARATIONS DLAX  Other dermatologicals
Antinfectives and antiseptics GOIAF  Imidazole derivatives
Uterotonics G048 Ergot alkalods
Uterotonics G02AD  Prostaglancins
Uterotonics G02AD  Prostaglandins
Intrauterine contrac GO28A Intrauterine contraceptives with copper
Other gynaecologicalhormones. G02C8 Prolactn inhii
Other gynaecologicalhormon G02c8 Prolactin inhibto
Hormona contraceptives forsystemic use G03AA  Progestogens and estrogens in combination
Hormona contraceptives forsystemic use G03AA  Progestogens and estrogens in combination
Hormonal contraceptives forsystemic use GO3AC  Progestogens (single compor
Hormonal contraceptivs forsystemic use GO3AC  Progestogens (single component)
Hormonal contraceptivs forsystemic use GO3AC  Progestogens (single component)
Hormona contraceptivs forsystemic use GO3AC  Progestogens (single component)
gestogens GO3DA  Progestogens (single component)
Progestogens GO3DA  Progestogens (single component)
Progestogens GO3DA  Progestogens (single component)
onadotropins and other owlation stimulants G03GA  Gonadotre
Gonadotropins and other owlaton stimulants G03GA  Gonadotropins.
Gonadotropins and other owlaton stimulants G03GA  Gonadotropins.
‘Gonadotropins and other owulation stimulants G03GA  Gonadotropi
‘Gonadotropins and other owulation stimulants 03B Owltion stimulants
Go3xB
Hypothalamic hormones HOICC  Gonadotropin releasing hormone antagonists
Tetracycines 1A Tetracyclines
Tetracycines 1M Tetracyclines
Betalactam antibacterials, peniclins 101CA Penicilns with extended spectrum
Betalactam antibacterias, penicilins 101CA Peniclins with extended spectrum
Betalactam antibacterias, cephalosporins 10108 Firs-generation cephalosporins
Macrolides, lincosamides programins JOIFA Macroldes
Macrolides, lincosamides and streptogramins. JOIFA Macroldes
Macrolides, lincosamides and streptogramins. JOIFA Macrolc
Macrolides, lincosamides and streptogramins. JOIFF Lincosamides
Quinolone antibacterals JOIMA  Fluoroguinolones
Other antibacterals OO Nitroimidazol derivatives
Antimyeotis for systemic use J02AC Trazole dervatives
Antimyeotics for systemic use J02AC Triazole dervatives
Directacting antivirals 1058
Directacting ativirals 10SAE Protease inhibitors
Directacting antivirals J0SAE protease inhibitors
Directacting antivirals J0SAE protease inhibitors
Directacting antivirals J0SAE protease inhibitors
Directacting antivirals J0SAE protease inhibitors
Directacting ativirals 10548 protease inhibi
Directacting antivirals 10548 Nucleoside and nucleotide reverse transcriptase nhibitors
Directacting ativirals 10548 Nucleoside and nucleotide revrse transcriptase nhibitors
Directacting antivrals 10548 Nucleoside and nucleotide revrse transcriptase nhibitors
Directacting antivirals 10548 Nucleoside and nucleotide revrse transcriptase nhiitors
Directacting ativirals 10548 Nucleoside and nucleotide revrse transcriptase nhibitors
Directacting antivirals 10548 Nucleoside and nucleotide revrse transcriptase nhibitors
Directacting ativirals 10548 Nucleoside and nucleotide revrse transcriptase nhibitors
Directacting antivrals 10548 Nucleoside and nucleotide revrse transcriptase nhibitors
Directacting antivirals 10548 Nucleoside and nucleotide revrse transcriptase nhibitors
Directacting ativirals 10548 Nucleoside and nucleotide revrse transcriptase nhibitors
Directacting antivirals 10546 Non-nucleoside reverse transciptase Inibitors
Directacting ativirals 10546 Non-nucleoside reverse transcriptase Inibitors
Directacting antivrals 10546 Non-nucleoside reverse transcriptase inibitors
Directacting antivirals J05AH  Neuraminidase inhbitors
Directacting ativirals 105AR  protease inhibitor combinations
Directacting antivirals J05AX  Other antiiral
Directacting ativirals J0AX  Other antiials
Directacting antivrals 05AX  Other antiials
Directacting antivirals 05AX  Other antiials
Directacting antivirals J0SAX  Other antiir
Immunoglobulins 10688 Specific mmunoglobulins
Antimetaboltes 10188 Purine analogues
Other antineoplastic agents LoD Other antineoplastc agents
Hormone antagonists an related agents. L028X  Other hormone antagonists an related agents.
Immunostimulants and antirals W03AB  Interferons.
Immunosuppressants (nonspeciic) L04AA Interleukin inhibitors
Immunosuppressants (nonspecii) L04AA  Interleukin inhibitors
Tumor necrosis factor alpha (TNF-alpha) infibitors L04AB0S  Certolizumab pegol
Calcineurin inibitors 4AD02  Tacrolimus
Nonsteroidal antinflammatory drugs (NSAIDS) 01AB  Acetic acid derivatives and related substances
Antimigraine preparations NOXCC  Selectiveserotonin (SHTI) agonsts
Antimigraine preparations NOXCC  Selectiveserotonin (SHTI) agonsts
Antiepieptcs (non-barbiturates) NO3AF  Carbamazepine and oxcarbazepine
Antiepieptcs (non-barbiturates) NO3AF  Carbamazepine and oxcarbazepine.
Antiepieptcs (non-barbiturates) NOAG  Fattyacid derhvatives
Antiepieptcs (non-barbiturates) NO3AX  Other antieplptics
Antiepieptcs (non-barbiturates) NO3AX  Other antiepleptics
Antiepieptcs (non-barbiturates) NO3AX  Other antiepleptics
Antiepieptcs (non-barbiturates) NO3AX  Other antiepleptics
Antiepieptcs non-barbiturates) NO3AX  Other antieplptics
Antipsychotics NOSAX  Other antipsych
Anoltics NOSBA  Benzodiazepine deriatives
Antidepressants NOGAB  Selectiveserotonin reuptake inibitors
NOGBA
Drugs used in addictive disorders NO7BC  Opioid receptor antagonists
Antiprotozoals POLAX  Other antiprotozoals
Antimalaias POLBE  Biguanides
Broad:spectrum anthelmintics PO2CA  Benzimidacole derivatives
Broagspectrum anthelmintics PO2CA  Benzimidacole derivatives.
Antihistamines for systemic use: ROGAA  Aminoalkylethers
Other respiratory system products ROZAX  Other respiratory system products
Other respiratory system products ROZAX  Other respiratory system products
Other respiratory system products ROZAX  Other respiratory system products
Antidotes V0348 Opioid receptor antagonists
Thyroid diagnosti agents VOSFX  Other thyrold diagnostic agents



The READUS-PV checklist

Section and topic Item # Checklist item Location where
item is reported
Title
la If disproportionality analyses are a prominent component of the published study, the study should be identified as a Pagel
“disproportionality analysis”. The type of data and name of the database(s) should be specified.
1b Report the name of adverse event(s) and/or drug(s) under study, when applicable. Pagel
Introduction
Background 2a Describe the drug(s) and its utilization, the nature of the adverse event(s) under study and its frequency, and the existing Page 1 -2
knowledge on the drug-event combination.
2b Specify the rationale for performing the analysis, e.g., as part of routine pharmacovigilance, to investigate an overall safety | Page 2
profile, or to assess a pre-specified hypothesis.
2c Explain why ICSR databases and disproportionality analysis are suitable to fill the knowledge gap. Page 1 -2
Objectives 3 State specific objectives, identifying the adverse event(s), the drug(s), and the reference group, including any pre-specified | Page 1 -2
hypothesis, if applicable.
Methods
Study design 4a Identify the study (i.e., “disproportionality analysis”) and the type of data used (e.g., “individual case safety reports”). Page 2 -3
4b Provide an outline of the entire study design, including primary and sensitivity analyses performed, and other designs such | Page2 -3
as case-by-case analysis or literature review.
Data description, access, Sa Specify the name of the database(s), the database(s) custodian, and the coverage. Specify the type/number of drugs Page 2
and pre-processing included within the database and the thesaurus, taxonomies, or ontologies used for coding drugs and events.
Sb Specify the extraction dates and describe and justify all choices used for data pre-processing, including any data Page 2
transformation or exclusion, if appropriate.
Variables definition 6a Describe the study population, including any restriction. Page 2 -3
6b Describe the nature and the meaning of key variables assessed in the work. Page 3
6¢ Specify and justify any grouping of drugs or events. For drugs, specify and justify whether active ingredients/trade Page 2
names/salts were considered and/or the selected role.
6d Describe any additional data source used, the type of data, and how they interact with ICSRs. None
Statistical methods Ta Present any descriptive analysis performed, specifying variables investigated, statistical tests, and significance thresholds. Page 2
7b Describe the measure(s) selected for the disproportionality analysis including any threshold used to identify signals of Page2 -3
disproportionate reporting. Explain the reason for this choice if applicable.
Tc Clearly describe any sensitivity analysis and any tool to control confounding, including any restriction, subgroup, Page 2
stratification, adjustment, or interaction.
7d Specify the variables and methods used for the case-by-case analysis, including any algorithm or criteria used to assess None
causality, if performed.
7e Specify any statistical methods used for other data sources. None




Results

Participants 8a Specify the number of individual case safety reports included at each stage, including reasons for exclusion. Page 3
8b Provide key demographic and clinical characteristics of cases, if possible comparing cases with any appropriate reference Page 3
group.
Disproportionality analysis | 9 Present all results including confidence intervals. Present also results of sensitivity analyses, if performed. Page3 -4
Case-by-case analysis 10 Present the case-by-case analysis of key variables. Present the causality assessment, if applicable. None
Discussion
Key results 11 Discuss key results with reference to study objectives and contextualize them within the current literature and other Page 6 and 10
consulted sources. Clearly discriminate between expected reactions and emerging safety signals.
External validity 12a Discuss the external validity of the results to the general population. Page 6
12b Discuss the potential relevance of results in clinical practice Page 6
12¢ Propose further study designs if applicable Page 11
Limitations 13 Present general limitations, making clear that disproportionality analysis alone cannot prove causation or measure Page 11
incidence, and specific limitations, including confounding and reporting bias and efforts to mitigate them.
Declarations
14a Provide the source of funding/sponsorship and the role of the funders/sponsors for the present study and for any original Page 11
study on which the present article is based.
14b Clearly identify potential commercial and intellectual conflicts of interest (e.g., link to any drug/event investigated, Page 11
whether financial, legal action, or software used).
l4c Declare any institutional approval needed or granted in the investigation. Page 11
14d Include a statement on data availability, code availability (including the version of the statistical software used), and Page 3

protocol registration.






