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[bookmark: X0f83de7a201760bd1c8eedaa5c694c79661c5d1]Benzodiazepine Withdrawal Symptom Ontology
Manuscript: Organizing Benzodiazepine Withdrawal-Related Symptoms: A Provisional Ontology and Severity-Allocation Analysis. Author: Valsa S. Madhava, MD, MPH, MS. Study design: descriptive cross-sectional intake study in a single specialty practice; secondary research under BRANY exempt category 4(ii), Protocol TBTD-Benzo-Phenotypes-2025-01.
Note on applicability: this is a descriptive, single-group cohort study. It does not compare exposed/unexposed or treated/untreated groups, does not test a predictor-outcome association, and does not adjust for confounding. Several STROBE items that presume a comparative design (bias, confounding adjustment, stratified/comparative reporting) are marked “Not applicable” below, consistent with the study’s stated descriptive, hypothesis-generating scope (see Discussion, Limitations).
	Item #
	Recommendation
	Reported in manuscript
	Notes

	1a
	Indicate the study’s design with a commonly used term in the title or abstract
	Abstract, Methods; Methods, “Study design and cohort”
	Cross-sectional intake data are identified explicitly.

	1b
	Provide an informative and balanced abstract
	Abstract
	Structured Background/Methods/Results/Conclusions abstract; coding-dependent findings and provisional scope disclosed.

	2
	Explain the scientific background and rationale
	Introduction (full section, including “Regulatory-system framework” subsection)
	

	3
	State specific objectives, including any prespecified hypotheses
	Introduction, “Study aims”
	Ontology construction (Analysis A) and allocated-severity analysis (Analysis B); descriptive and hypothesis-generating.

	4
	Present key elements of study design early in the paper
	Methods, “Study design and cohort” (opening paragraph); Figure 1
	

	5
	Describe the setting, locations, relevant dates, periods of recruitment, exposure, follow-up, data collection
	Methods, “Study design and cohort”
	Single specialty benzodiazepine taper practice; data-collection window stated as approximately January 2022–August 2025 (reported approximately)

	6a
	Eligibility criteria and sources/methods of participant selection; describe follow-up methods
	Methods, “Study design and cohort”
	39 consecutive adults evaluated in the practice; cross-sectional (intake only), no longitudinal follow-up — explicitly noted as a limitation. This is secondary research under BRANY exempt category 4(ii) (Protocol TBTD-Benzo-Phenotypes-2025-01; File #25-12-541-2328), involving no subject contact. Clinical data were collected during routine care (approximately January 2022–August 2025); the IRB exemption/HIPAA waiver governing this secondary research use was obtained afterward, shortly before analysis and dissemination (determination dated October 3, 2025) — not prospectively before data collection began

	6b
	For matched studies, matching criteria and numbers exposed/unexposed
	Not applicable
	No matching; single-group descriptive cohort

	7
	Define all outcomes, exposures, predictors, confounders, effect modifiers; diagnostic criteria
	Methods, “Source symptom corpus and questionnaire distinction”; “Analysis A”; “Regulatory-system assignment”
	No exposure/outcome/confounder framework — study describes symptom vocabulary structure and severity distribution, not an exposure-outcome relationship

	8
	For each variable, give data sources and measurement methods; comparability across groups
	Methods, “Source symptom corpus and questionnaire distinction”; S1 Table (questionnaire); S2 Table (crosswalk)
	Single group; no cross-group comparability issue

	9
	Describe efforts to address potential sources of bias
	Discussion, “Limitations”; Methods, “Procedural audit of ontology construction”; “Use of AI tools”
	AI tools were used in both original ontology development and the subsequent audit pass; the audit is reported as a procedural-consistency and transparency check, not as an independent check on coding bias

	10
	Explain how study size was arrived at
	Methods, “Study design and cohort”
	All 39 patients meeting the practice’s intake criteria during the data-collection window were included; no formal sample-size or power calculation was performed, consistent with the descriptive design (now stated explicitly in Methods)

	11
	Explain how quantitative variables were handled; groupings chosen and why
	Methods, “Analysis B”
	Raw 0–10 severity ratings used directly (not categorized) as primary analysis; a ≥7 binary threshold reported only as a sensitivity analysis

	12a
	Statistical methods, including confounding control
	Methods, “Analysis B”
	No confounding control; bootstrap resampling described for CI estimation

	12b
	Methods for subgroups/interactions
	Not applicable
	No subgroup or interaction analysis

	12c
	How missing data were addressed
	Methods, “Analysis B”; “Robustness analyses”; Discussion, “Limitations”; Table 2 note; Results, “Missing-data sensitivity analyses”; S12
	Blank responses were entered as zero in the frozen matrix; blank and non-numeric responses were identified from the original questionnaires and examined in nine missing-data scenarios (no imputation, item-mean imputation, patient-mean imputation; S12). All 9,139 three-patient exclusions test patient-removal stability, not missing-as-zero bias. Missingness figures and zero handling are documented in the manuscript, the S11 provenance note, and S12, recomputed from the original questionnaires; PROMIS completeness is handled separately.

	12d
	How loss to follow-up was addressed
	Not applicable
	Cross-sectional design; no follow-up

	12e
	Sensitivity analyses
	Methods, “Robustness analyses”; Results, “Alternative severity measures,” “Missing-data sensitivity analyses,” and “Robustness to analytic choices and to coder”; Tables 5–6; S10–S12
	Full-credit and ≥7 threshold; merged rows; state-level exclusion; raw item means; umbrella mapping; duplicate contributions; patient weighting; exclusions; missing-data scenarios (S12); blinded AI coding pass.

	13a
	Numbers of individuals at each stage
	Methods, “Study design and cohort”; Results, “Cohort context”
	39 patients total (37 presenting to begin taper, 2 post-taper symptomatic); all 39 completed the questionnaire

	13b
	Reasons for non-participation at each stage
	Methods, “Study design and cohort”
	Not applicable — secondary research under BRANY exempt category 4(ii) involves no subject contact, so there is no recruitment/enrollment stage at which a patient could decline; now stated explicitly in Methods

	13c
	Consider a flow diagram
	Not included
	Figure 1 shows the analytic (ontology) pipeline, not a participant flow diagram; a CONSORT-style participant flow diagram is not applicable given the secondary, cross-sectional, no-attrition design (confirmed via the BRANY exemption basis)

	14a
	Characteristics of participants, exposures, confounders
	Results, “Cohort context”; Table 2
	

	14b
	Number of participants with missing data per variable
	Results, “Cohort context”; Table 2 note; S11 missingness provenance note; S12
	Demographic and PROMIS missingness described. Questionnaire missingness (median 0.4% of 233 items blank or absent; three patients above 60%) was recomputed from the original questionnaires; blank indicators are not in the frozen matrix but are recorded in the S12 item-level counts.

	14c
	Summarize follow-up time
	Not applicable
	Cross-sectional design

	15
	Report numbers of outcome events or summary measures over time
	Results, “Analysis A” and “Analysis B”; Tables 3–6
	Cross-sectional summary measures; no longitudinal events.

	16a
	Unadjusted (and adjusted, if applicable) estimates with precision
	Results, “Analysis B”; Table 5; S8/S11
	Allocated shares with 95% patient bootstrap CIs; no adjusted estimates.

	16b
	Report category boundaries when continuous variables were categorized
	Methods, “Analysis B”; Results, “Analysis B” and Table 5
	≥7 severity threshold specified

	16c
	Translate relative risk to absolute risk if relevant
	Not applicable
	No relative-risk framework

	17
	Report other analyses (subgroups, sensitivity)
	Results, “Alternative severity measures,” “Missing-data sensitivity analyses,” and “Robustness to analytic choices and to coder”; Tables 5–6; S10–S12
	Additional estimands, missing-data scenarios, and analytic/coding variants; AI coding identified explicitly.

	18
	Summarize key results with reference to objectives
	Discussion, “Principal findings”
	

	19
	Discuss limitations, sources of bias/imprecision, direction and magnitude
	Discussion, “Limitations” (full subsection)
	

	20
	Cautious overall interpretation
	Discussion (throughout); explicit disclaimers in Results and Discussion that findings are descriptive/hypothesis-generating
	

	21
	Discuss generalisability (external validity)
	Discussion, “Limitations” (paragraph 1: single-site, specialty-practice referral population)
	

	22
	Source of funding and role of funders
	Funding section
	No specific funding received
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