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Description:
This supplementary appendix contains detailed medication classifications, stratified Mantel-Haenszel analyses, and postoperative medication analyses supporting the forest plot presented in the main manuscript. 















Table S1. Medication classes and constituent agents used for longitudinal analyses
	Medication Set
	Constituent medications 

	Opioid analgesics*
	Opioid analgesic exposure was defined using a pre-specified Epic Cosmos medication grouping. This grouping included full opioid agonists, partial opioid agonists, and opioid-containing combination products. Generic ingredients represented in this category included morphine, hydromorphone, oxycodone, hydrocodone, codeine, fentanyl, meperidine, methadone, tramadol, buprenorphine, nalbuphine, butorphanol, pentazocine, and tapentadol, as well as combination formulations containing acetaminophen or aspirin.

	Non-opioid analgesics*
	Non-opioid analgesic exposure was defined using a pre-specified Epic Cosmos medication grouping and included acetaminophen and nonsteroidal anti-inflammatory drugs (NSAIDs), as well as non-opioid combination products. Aspirin formulations used primarily for antithrombotic indications were excluded.

	Triptans*
	Triptan exposure was defined using a pre-specified Epic Cosmos medication grouping and included the following generic agents: almotriptan, eletriptan, frovatriptan, naratriptan, rizatriptan, sumatriptan, and zolmitriptan.

	Migraine Prevention: β-blockers†
	This medication class was defined by the study investigators and included propranolol hydrochloride, timolol, atenolol, and metoprolol succinate.

	Migraine Prevention: Antiepileptics†
	This medication class was defined by the study investigators and included pregabalin, gabapentin, and valproic acid/valproate sodium.

	Migraine Prevention: TCA†
	This medication class was defined by the study investigators and included amitriptyline hydrochloride; amitriptyline/chlordiazepoxide; perphenazine/amitriptyline hydrochloride; nortriptyline hydrochloride; duloxetine hydrochloride; duloxetine hydrochloride/lidocaine hydrochloride; clomipramine hydrochloride; imipramine hydrochloride; imipramine pamoate; trimipramine maleate; mirtazapine. 


Notes: Combination products were credited to all relevant classes. All brand names, dosages, and routes were mapped to their corresponding generic ingredients.
* Medication class defined using pre-specified Epic Cosmos groupings. 
† Medication class defined by the study investigators.








Table S2: Stratification analysis for opioid-related disorder in patients with idiopathic intracranial hypertension compared to population controls.
	Stratum 
	Level 
	OR of Opioid Disorder [95% CI]
	MH Common OR of ORD [95% CI]
	MH p-value
	ORD Breslow χ2 
	ORD BD df
	BD p-value

	Age
	18-44
	4.428 [4.158 - 4.716]
	4.520 [4.310 -
4.740]
	<0.0001
	0.988
	1
	0.320

	
	45-75
	4.649 [4.324 - 4.999]
	
	
	
	
	

	Race
	White
	3.526 [3.325 -3.739]
	3.457 [3.294 -3.627]
	<0.0001
	59.763
	3
	<0.0001

	
	American Indian or Alaska Native
	3.208 [2.42 -4.252]
	
	
	
	
	

	
	Black or African American
	2.647 [2.362 - 2.966]
	
	
	
	
	

	
	Other Race
	5.283 [4.61 -6.054]
	
	
	
	
	

	SVI
	< 25%
	4.823 [4.123 - 5.643]
	3.606 [3.366 - 3.863]
	<0.0001
	19.695
	3
	<0.001

	
	25% - 50%
	3.839 [3.348 -4.402]
	
	
	
	
	

	
	50% -75%
	3.301 [2.898 - 3.76]
	
	
	
	
	

	
	> 75% 
	3.163 [2.773 -3.608]
	
	
	
	
	

	BMI
	Obese 30-39
	2.515 [2.399 - 2.637]
	2.919 [2.817 - 3.024]
	<0.0001
	108.799
	1
	<0.0001

	
	Morbidly Obese > 40
	3.669 [3.478 -3.871]
	
	
	
	
	





Table S3: Stratification analysis for medication overuse headache in patients with idiopathic intracranial hypertension compared to population controls.
	Stratum
	Level
	OR of MOH
	MH Adjusted OR of MOH
	MH p-value
	MOH Breslow χ2 
	MOH BD df
	BD p-value

	Age
	18-44
	148.999 [136.275 - 162.91]
	135.106 [126.247 -144.588]
	<0.0001
	15.256
	1
	<0.0001

	
	45-75
	113.652 [102.419 - 126.117]
	
	
	
	
	

	Race
	White
	111.345 [102.617 - 120.815]
	108.747 [102.042 - 115.893]
	<0.0001
	13.202
	3
	0.004

	
	American Indian or Alaska Native
	108.763 [65.769 - 179.864]
	
	
	
	
	

	
	Black or African American
	92.857 [81.549 - 105.733]
	
	
	
	
	

	
	Other Race
	136.877 [115.642 - 162.012]
	
	
	
	
	

	SVI
	< 25%
	131.431 [107.66 - 160.451]
	103.411 [94.175 - 113.552]
	<0.0001
	10.058
	3
	0.018

	
	25% - 50%
	104.323 [86.663 - 125.582]
	
	
	
	
	

	
	50% -75%
	103.63 [87.030 - 123.396]
	
	
	
	
	

	
	> 75%
	84.016 [69.283 - 101.881]
	
	
	
	
	

	BMI
	Obese 30-39
	76.43 [71.831 - 81.324]
	90.262 [86.216 - 94.497]
	<0.0001
	83.747
	1
	<0.0001

	
	Morbidly Obese > 40
	116.531 [108.976 - 124.61]
	
	
	
	
	





Table S4: Stratification analysis for opioid-related disorder in patients with idiopathic intracranial hypertension compared to migraine controls.
	Stratum
	Level
	OR of MOH
	MH Adjusted OR of MOH
	MH p-value
	ORD Breslow χ2
	ORD BD df
	BD p-value

	Age
	18-44
	0.963 [0.903 - 1.027]
	0.999 [0.952 -1.048]
	0.969
	3.037
	1
	0.081

	
	45-75
	1.050 [0.976 -1.130]
	
	
	
	
	

	Race
	White
	0.952 [0.897 - 1.010]
	0.929 [0.885 -0.976]
	0.003
	17.975
	3
	< 0.001

	
	American Indian or Alaska Native
	1.072 [0.805 -1.428]
	
	
	
	
	

	
	Black or African American
	0.760 [0.676 - 0.854]
	
	
	
	
	

	
	Other Race
	1.089 [0.948 -1.251]
	
	
	
	
	

	SVI
	< 25%
	1.101 [0.939 - 1.291]
	0.884 [0.825 -0.948]
	< 0.001
	12.303
	3
	0.006

	
	25% - 50%
	0.945 [0.823 -1.086]
	
	
	
	
	

	
	50% -75%
	0.822 [0.720 - 0.938]
	
	
	
	
	

	
	> 75%
	0.786 [0.688 -0.898]
	
	
	
	
	

	BMI
	Obese 30-39
	0.964 [0.919 - 1.011]
	0.904 [0.872 -0.937]
	< 0.0001
	15.039
	1
	< 0.001

	
	Morbidly Obese > 40
	0.834 [0.789 -0.881]
	
	
	
	
	





Table S5: Stratification analysis for medication overuse headache in patients with idiopathic intracranial hypertension compared to migraine controls.
	Stratum
	Level 
	OR of MOH
	MH Adjusted OR of MOH
	MH p-value
	MOH Breslow χ2 
	MOH BD df
	BD p-value

	Age
	18-44
	1.290 [1.204 - 1.382]
	1.324 [1.252–1.400]
	< 0.0001
	1.708
	1
	0.191

	
	45-75
	1.396 [1.268 -1.537]
	
	
	
	
	

	Race
	White
	1.362 [1.268 - 1.463]
	1.322 [1.250–1.397]
	< 0.0001
	12.080
	3
	0.007

	
	American Indian or Alaska Native
	1.759 [1.135 -2.725]
	
	
	
	
	

	
	Black or African American
	1.137 [1.016 - 1.273]
	
	
	
	
	

	
	Other Race
	1.504 [1.297 -1.745]
	
	
	
	
	

	SVI
	< 25%
	1.331 [1.119 - 1.583]
	1.231 [1.132–1.338]
	< 0.0001
	3.507
	3
	0.320

	
	25% - 50%
	1.218 [1.033 -1.435]
	
	
	
	
	

	
	50% -75%
	1.305 [1.118 - 1.523]
	
	
	
	
	

	
	> 75%
	1.079 [0.905 - 1.287]
	
	
	
	
	

	BMI
	Obese 30-39
	1.429 [1.348 -1.515]
	1.393 [1.333–1.456]
	< 0.0001
	1.644
	1
	0.200

	
	Morbidly Obese > 40
	1.349 [1.262 - 1.442]
	
	
	
	
	





Table S6: Postoperative medication utilization trends following venous sinus stenting (VSS) and ventriculoperitoneal shunting (VPS).
	procedure
	medication
	OR
	Lower CI 
	Upper CI 
	P value
	significance

	VPS
	Acetazolamide
	0.598
	0.532
	0.671
	<0.001
	***

	VPS
	Migraine Prevention: Anti-epileptics
	1.093
	1.011
	1.182
	0.025
	*

	VPS
	Migraine Prevention: Beta-Blockers
	0.952
	0.847
	1.070
	0.405
	

	VPS
	Non-opioid Analgesics
	1.240
	1.155
	1.330
	<0.001
	***

	VPS
	Opioid Analgesics
	0.920
	0.862
	0.982
	0.012
	*

	VPS
	Migraine Prevention: TCAs
	1.099
	0.991
	1.218
	0.073
	

	VPS
	Triptan
	0.955
	0.831
	1.098
	0.521
	

	VSS
	Acetazolamide
	0.611
	0.540
	0.690
	<0.001
	***

	VSS
	Migraine Prevention: Anti-epileptics
	0.950
	0.847
	1.065
	0.381
	

	VSS
	Migraine Prevention: Beta-Blockers
	0.918
	0.767
	1.098
	0.35
	

	VSS
	Non-opioid Analgesics
	1.037
	0.920
	1.168
	0.555
	

	VSS
	Opioid Analgesics
	0.836
	0.750
	0.931
	0.001
	**

	VSS
	Migraine Prevention: TCAs
	0.958
	0.828
	1.109
	0.567
	

	VSS
	Triptan
	0.889
	0.750
	1.054
	0.175
	


p < 0.05 : *; p < 0.01 : **; p < 0.001 : *** 

Abbreviations
BD – Breslow–Day
BMI – Body mass index
CI – Confidence interval
df – Degrees of freedom
MH – Mantel-Haenszel
MOH – Medication-overuse headache
NSAID – Nonsteroidal anti-inflammatory drug
OR – Odds ratio
ORD – Opioid-related disorder
SVI – Social Vulnerability Index
TCA – Tricyclic antidepressant
VPS – Ventriculoperitoneal shunt
VSS – Venous sinus stenting
