Table S1: Frequency of Grade 4 Events for Each MedDRA® Preferred Term
	ChrIRD Grade 4 Events
	
	Non-ChrIRD Grade 4 Events

	Preferred Term
	Number of Events
	
	Preferred Term
	Number of Events

	Gastroenteritis
	8
	
	Depression
	7

	Hepatic Cirrhosis
	7
	
	Back pain
	5

	Pancreatitis acute
	6
	
	Inguinal Hernia
	5

	Renal failure acute
	6
	
	Suicide attempt
	5

	Appendicitis
	5
	
	Abdominal pain
	4

	Hepatitis C
	5
	
	Convulsion
	4

	Pancreatitis
	5
	
	Diarrhoea
	4

	Bronchitis
	4
	
	Gun shot wound
	4

	Cellulitis
	4
	
	Suicidal ideation
	4

	Cholecystitis
	4
	
	Intervertebral disc protrusion
	4

	Osteonecrosis
	4
	
	Cholelithiasis
	3

	Anaemia
	3
	
	Depression suicidal
	3

	Hepatic failure
	3
	
	Lactic acidosis
	3

	Pneumonia
	3
	
	Loss of consciousness
	3

	Pyelonephritis
	3
	
	Nephrolithiasis
	3

	Rhabdomyolysis
	3
	
	Uterine leiomyoma
	3

	Sepsis
	3
	
	Abdominal pain upper
	2

	End stage renal disease
	3
	
	Anorectal disorder
	2

	Diverticulitis
	2
	
	Dizziness
	2

	Febrile neutropenia
	2
	
	Drug hypersensitivity
	2

	Gastritis
	2
	
	Drug toxicity
	2

	Hepatitis A
	2
	
	Dyspnoea
	2

	Hepatitis B
	2
	
	Food poisoning
	2

	Pleural effusion
	2
	
	Head injury
	2

	Pneumothorax
	2
	
	Hydronephrosis
	2

	Renal failure
	2
	
	Injury
	2

	Sinusitis
	2
	
	Neuropathy peripheral
	2

	Anogenital warts
	2
	
	Platelet count abnormal
	2

	Pneumonia bacterial
	2
	
	Polyneuropathy
	2

	Acute hepatitis C
	2
	
	Pyrexia
	2

	Appendicitis perforated
	1
	
	Rectal haemorrhage
	2

	Asthma
	1
	
	Respiratory failure
	2

	Bacteraemia
	1
	
	Road traffic accident
	2

	Blood lactic acid abnormal
	1
	
	Squamous cell carcinoma
	2

	Bursitis
	1
	
	Subarachnoid haemorrhage
	2

	Cholecystitis acute
	1
	
	Anogenital dysplasia
	2

	Cirrhosis alcohol
	1
	
	Varices oesophageal
	2

	Colitis ulcerative
	1
	
	Major depression
	2

	Emphysema
	1
	
	Psychotic disorder
	2

	Epstein-Barr virus infection
	1
	
	Abdominal distension
	1

	Eye infection syphilitic
	1
	
	Abortion induced
	1

	Gastroenteritis rotavirus
	1
	
	Abortion missed
	1

	Gastroenteritis staphylococcal
	1
	
	Abortion spontaneous
	1

	Granulocytopenia
	1
	
	Accidental overdose
	1

	Guillain-Barre syndrome
	1
	
	Acetabulum fracture
	1

	Hepatitis
	1
	
	Alanine aminotransferase abnormal
	1

	Herpes simplex meningitis
	1
	
	Anal fistula
	1

	Herpes zoster
	1
	
	Anorexia nervosa
	1

	IgA nephropathy
	1
	
	Antepartum Haemorrhage
	1

	Influenza
	1
	
	Ascites
	1

	Interstitial lung disease
	1
	
	Aspartate aminotransferase increased
	1

	Leukopenia
	1
	
	Basal cell carcinoma
	1

	Labor Pneumonia
	1
	
	Borderline personality disorder
	1

	Lung consolidation
	1
	
	Cervical spinal stenosis
	1

	Lyme disease
	1
	
	Cervix disorder
	1

	Lymphadenitis
	1
	
	Cholecystectomy
	1

	Malaria
	1
	
	Confusional state
	1

	Meningitis aseptic
	1
	
	Cough
	1

	Meningitis enteroviral
	1
	
	Dehydration
	1

	Meningitis herpes
	1
	
	Dementia
	1

	Meningitis viral
	1
	
	Diabetes mellitus
	1

	Neuritis
	1
	
	Drug dependence
	1

	Ophthalmic herpes zoster
	1
	
	Eclampsia
	1

	Osteoarthritis
	1
	
	Ectopic pregnancy
	1

	Pancreatitis chronic
	1
	
	Encephalopathy
	1

	Pelvic inflammatory disease
	1
	
	Epilepsy
	1

	Peripractitis
	1
	
	Eyelid ptosis
	1

	Peritonitis
	1
	
	Facial bones fracture
	1

	Pneumonia legionella
	1
	
	Fatigue
	1

	Pyelonephritis acute
	1
	
	Femur fracture
	1

	Renal failure chronic
	1
	
	Gastrointestinal haemorrhage
	1

	Rheumatic fever
	1
	
	Glaucoma
	1

	Sarcoidosis
	1
	
	Goitre
	1

	Skin infection
	1
	
	Grand malconvulsion
	1

	Status asthmaticus
	1
	
	Gynaecomastia
	1

	Stevens-Johnson syndrome
	1
	
	Haematuria
	1

	Subcutaneous abscess
	1
	
	Haemoglobin decreased
	1

	Thrombocytopenia
	1
	
	Haemoptysis
	1

	Upper respiratory tract infection
	1
	
	Hallucination
	1

	Urinary tract infection
	1
	
	Hepatic encephalopathy
	1

	Vasculitic rash
	1
	
	Hip fracture
	1

	Viral infection
	1
	
	Hyperthyroidism
	1

	Urosepsis
	1
	
	Hysterectomy
	1

	Escherichia urinary tract infection
	1
	
	Inguinal hernia, obstructive
	1

	Abscess neck
	1
	
	Intentional overdose
	1

	Bacterial sepsis
	1
	
	Intestinal obstruction
	1

	Tubo-ovarian abscess
	1
	
	Jaw fracture
	1

	Infective exacerbation of chronic obstructive airways disease
	1
	
	Lipoma
	1

	Rhinolaryngitis
	1
	
	Mallory-Weiss syndrome
	1

	Enteritis infectious
	1
	
	Mechanical complication of implant 
	1

	Intervertebral discitis
	1
	
	Menorrhagia
	1

	Diabetic foot infection
	1
	
	Migraine
	1

	
	
	
	Migraine with aura
	1

	
	
	
	Multiple fractures
	1

	
	
	
	Multiple injuries
	1

	
	
	
	Nausea
	1

	
	
	
	Neoplasm malignant
	1

	
	
	
	Neutropenia
	1

	
	
	
	Obstructive uropathy
	1

	
	
	
	Oesophageal ulcer
	1

	
	
	
	Oesophageal varices haemorrhage
	1

	
	
	
	Overdose
	1

	
	
	
	Pancreatitis relapsing
	1

	
	
	
	Panic attack
	1

	
	
	
	Pathological fracture
	1

	
	
	
	Placenta praevia
	1

	
	
	
	Pleurisy
	1

	
	
	
	Rash
	1

	
	
	
	Rash maculo-papular
	1

	
	
	
	Splenic rupture
	1

	
	
	
	Status epilepticus
	1

	
	
	
	Subdural haematoma
	1

	
	
	
	Toxic encephalopathy
	1

	
	
	
	Umbilical hernia
	1

	
	
	
	Upper gastrointestinal haemorrhage
	1

	
	
	
	Vaginal cancer stage 0
	1

	
	
	
	Vertigo
	1

	
	
	
	Volvulus
	1

	
	
	
	Mental status changes
	1

	
	
	
	Intercostal neuralgia
	1

	
	
	
	Castleman's disease
	1

	
	
	
	Lower gastrointestinal haemorrhage
	1

	
	
	
	Large intestine polyp
	1

	
	
	
	Brain mass
	1

	
	
	
	Acquired oesophageal web
	1

	
	
	
	Abdominal strangulated hernia
	1

	
	
	
	Haemorrhage
	1

	
	
	
	Adenomyosis
	1

	
	
	
	Lung neoplasm malignant
	1

	
	
	
	Adnexa uteri mass
	1

	
	
	
	Benign uterine neoplasm
	1

	
	
	
	Eye injury
	1

	
	
	
	Salivary gland neoplasm
	1

	
	
	
	Lip and/or oral cavity cancer
	1

	
	
	
	Pituitary tumour benign
	1

	
	
	
	Urinary tract obstruction
	1

	
	
	
	Psychotic disorder due to a general medical condition
	1

	
	
	
	Endocrine toxicity
	1

	
	
	
	Procedural pain
	1

	
	
	
	Haemophilic arthropathy
	1

	
	
	
	Type 2 diabetes mellitus
	1

	
	
	
	Bladder outlet obstruction
	1

	
	
	
	Substance-induced psychotic disorder
	1

	
	
	
	
	


ChrIRD = chronic inflammation-related disease 
Table S2: Incidence Rates of Grade 4 Events for Each MedDRA® System Organ Class
	Event (first event considered)
	Number of Patients with event
	Rate*
(per 1000 person-years)
	95% CI*

	Infections and infestations
	96
	6.4
	(5.2 – 7.8)

	Gastrointestinal disorders
	59
	3.5
	(2.6 – 4.7)

	Psychiatric disorders
	40
	2.7
	(2.0 – 3.7)

	Nervous system disorders
	36
	2.4
	(1.7 – 3.3)

	Hepatobiliary disorders
	30
	1.7
	(1.1 – 2.6)

	Renal and urinary disorders
	25
	1.7
	(1.1 – 2.5)

	Musculoskeletal and connective tissue disorders
	25
	1.4
	(0.9 – 2.3)

	Respiratory, thoracic and mediastinal disorders
	18
	1.0
	(0.6 – 1.7)

	Injury, poisoning and procedural complications**
	16
	1.0
	(0.6 – 1.6)

	Neoplasms benign, malignant and unspecified
	16
	0.5
	(0.2 – 1.4)

	Blood and lymphatic system disorders
	13
	0.5
	(0.2 – 1.3)

	Metabolism and nutrition disorders
	11
	0.7
	(0.3 – 1.3)

	Investigations
	7
	0.5
	(0.2 – 1.0)

	Reproductive system and breast disorders
	6
	0.4
	(0.2 – 0.9)

	Pregnancy, puerperium and perinatal conditions
	6
	1.4
	(0.5 – 4.1)

	General disorders and administration site conditions
	6
	0.3
	(0.1 – 0.9)

	Skin and subcutaneous tissue disorders**
	4
	0.2
	(0.1 – 0.7)

	Immune system disorders
	3
	0.2
	(0.1 – 0.6)

	Endocrine disorders
	3
	0.2
	(0.1 – 0.6)

	Surgical and medical procedures**
	3
	0.2
	(0.1 – 0.6)

	Eye disorders
	2
	0.1
	(0.0 – 0.5)

	Vascular disorders**
	1
	0.1
	(0.0 – 0.4)

	Social circumstances**
	1
	0.1
	(0.0 – 0.4)

	Ear and labyrinth disorders**
	1
	0.1
	(0.0 – 0.4)


*Incidence Rate and 95% CI were found using a Poisson regression model that included an indicator for study (SMART or ESPRIT).
**Model did not include indicator for study because all events occurred in one study.
Table S3: Sensitivity Analysis, Association of IL-6 and D-dimer with ChrIRD and non-ChrIRD Events with and without Censoring of AIDS, CVD, and non-AIDS Cancer Events^
	
	IL-6 (log2 pg/ml)*
	D-dimer (log2 µg/ml)*

	Event
	HR
	95% CI
	P-value
	HR
	95% CI
	P-value

	Non-ChrIRD
	1.11
	(0.94 – 1.30)
	0.213
	1.20
	(1.05 – 1.39)
	0.010

	Non-ChrIRD2**
	1.04
	(0.87 – 1.25)
	0.651
	1.19
	(1.01 – 1.39)
	0.035

	
	
	
	
	
	
	

	ChrIRD
	1.38
	(1.17 – 1.64)
	<0.001
	1.25
	(1.06 – 1.46)
	0.007

	ChrIRD2***
	1.38
	(1.15 – 1.66)
	<0.001
	1.22
	(1.03 – 1.45)
	0.020


*Adjusted HRs use a time-dependent indicator for event type. Other baseline covariates in the model include: age, race, gender, BMI, log10 CD4, log10 nadir CD4, prior AIDS event, Hepatitis B or C co-infection, use of lipid-lowering medication, use of blood pressure medication, and type of ART treatment.
^All models were stratified by study (ESPRIT or SMART).

**Non-ChrIRD2 is defined as Non-ChrIRD events that were not preceded by a ChrIRD, AIDS, CVD, or non-AIDS cancer event.

***ChrIRD2 is defined as ChrIRD events that were not preceded by an AIDS, CVD, or non-AIDS cancer event.
CVD = cardiovascular disease

ChrIRD = chronic inflammation-related disease 
Table S4: Unadjusted and Adjusted Hazard Ratios for Time to First Grade 4 Event^
	Covariate
	Unadjusted HR 
	95% CI
	
	Adjusted HR#
	95% CI

	Age (years)
	1.02
	(1.01 – 1.03)
	
	1.01
	(1.00 – 1.02)

	Female
	0.82
	(0.62 – 1.08)
	
	0.74
	(0.53 – 1.03)

	Black Race
	1.60
	(1.22 – 2.09)
	
	1.95
	(1.43 – 2.67)

	Baseline BMI (kg/m2)
	1.01
	(0.99 – 1.04)
	
	0.99
	(0.96 – 1.01)

	Blood pressure lowering meds at baseline
	2.12
	(1.56 – 2.90)
	
	1.45
	(1.01 – 2.10)

	Lipid lowering meds at baseline
	1.36
	(1.02 – 1.83)
	
	1.33
	(0.94 – 1.87)

	Co-infected with hepatitis B or C
	1.95
	(1.52 – 2.48)
	
	1.67
	(1.27 – 2.20)

	Prior AIDS at baseline
	1.25
	(0.99 – 1.58)
	
	1.01
	(0.75 – 1.35)

	Baseline CD4+ cell count (log10 cells/mm3)
	0.37
	(0.17 – 0.82)
	
	0.49
	(0.19 – 1.28)

	Nadir CD4+ cell count (log10 cells/mm3)
	0.91
	(0.73 – 1.12)
	
	1.01
	(0.77 – 1.34)

	Baseline IL-6 (log2 pg/ml)
	1.36
	(1.23 – 1.51)
	
	1.19
	(1.05 – 1.35)

	Baseline D-dimer (log2 µg/ml)
	1.31
	(1.19 – 1.44)
	
	1.23
	(1.10 – 1.37)

	PI (not NNRTI)*
	0.91
	(0.63 – 1.31)
	
	1.05
	(0.66 – 1.66)

	NNRTI*
	1.04
	(0.73 – 1.48)
	
	1.17
	(0.76 – 1.82)

	NRTI (not PI or NNRTI)*
	-
	-
	
	-
	-


*PI, NNRTI, and NRTI included in same unadjusted model with NRTI as the reference group.
#Covariates in the adjusted model include all those listed in the table.

^All models were stratified by study (ESPRIT or SMART).

Table S5: Unadjusted and Adjusted Hazard Ratios for Time to First ChrIRD Grade 4 Event^
	Covariate
	Unadjusted HR 
	95% CI
	
	Adjusted HR#
	95% CI

	Age (years)
	1.02
	(1.01 – 1.04)
	
	1.00
	(0.98 – 1.02)

	Female
	0.53
	(0.33 – 0.84)
	
	0.48
	(0.28 – 0.81)

	Black Race
	1.75
	(1.20 – 2.56)
	
	2.02
	(1.30 – 3.13)

	Baseline BMI (kg/m2)
	1.03
	(1.00 – 1.07)
	
	1.01
	(0.97 – 1.05)

	Blood pressure lowering meds at baseline
	2.55
	(1.67 – 3.89)
	
	1.68
	(1.03 – 2.75)

	Lipid lowering meds at baseline
	1.83
	(1.25 – 2.68)
	
	1.90
	(1.22 – 2.96)

	Co-infected with hepatitis B or C
	2.17
	(1.54 – 3.05)
	
	1.74
	(1.19 – 2.55)

	Prior AIDS at baseline
	1.19
	(0.85 – 1.66)
	
	0.85
	(0.56 – 1.28)

	Baseline CD4+ cell count (log10 cells/mm3)
	0.29
	(0.09 – 0.89)
	
	0.43
	(0.11 – 1.68)

	Nadir CD4+ cell count (log10 cells/mm3)
	0.77
	(0.58 – 1.03)
	
	0.79
	(0.55 – 1.13)

	Baseline IL-6 (log2 pg/ml)
	1.58
	(1.37 – 1.81)
	
	1.38
	(1.17 – 1.64)

	Baseline D-dimer (log2 µg/ml)
	1.35
	(1.17 – 1.55)
	
	1.25
	(1.06 – 1.46)

	PI (not NNRTI)*
	0.92
	(0.55 – 1.54)
	
	0.89
	(0.48 – 1.67)

	NNRTI*
	0.96
	(0.59 – 1.59)
	
	0.87
	(0.48 – 1.60)

	NRTI (not PI or NNRTI)*
	-
	-
	
	-
	-


*PI, NNRTI, and NRTI included in same unadjusted model with NRTI as the reference group.
#Covariates in the adjusted model include all those listed in the table.

^All models were stratified by study (ESPRIT or SMART).
ChrIRD = chronic inflammation-related disease 
Table S6: Unadjusted and Adjusted Hazard Ratios for Time to First Non-ChrIRD Grade 4 Event^
	Covariate
	Unadjusted HR 
	95% CI
	
	Adjusted HR#
	95% CI

	Age (years)
	1.02
	(1.00 – 1.03)
	
	1.02
	(1.00 – 1.04)

	Female
	1.02
	(0.73 – 1.42)
	
	0.93
	(0.62 – 1.38)

	Black Race
	1.59
	(1.14 – 2.23)
	
	1.93
	(1.29 – 2.87)

	Baseline BMI (kg/m2)
	1.00
	(0.96 – 1.03)
	
	0.96
	(0.92 – 1.00)

	Blood pressure lowering meds at baseline
	2.07
	(1.40 – 3.07)
	
	1.49
	(0.93 – 2.39)

	Lipid lowering meds at baseline
	1.15
	(0.78 – 1.70)
	
	1.00
	(0.63 – 1.59)

	Co-infected with hepatitis B or C
	1.84
	(1.34 – 2.51)
	
	1.58
	(1.11 – 2.25)

	Prior AIDS at baseline
	1.37
	(1.03 – 1.83)
	
	1.21
	(0.84 – 1.74)

	Baseline CD4+ cell count (log10 cells/mm3)
	0.39
	(0.15 – 1.03)
	
	0.49
	(0.15 – 1.64)

	Nadir CD4+ cell count (log10 cells/mm3)
	1.01
	(0.76 – 1.33)
	
	1.34
	(0.91 – 1.98)

	Baseline IL-6 (log2 pg/ml)
	1.24
	(1.09 – 1.42)
	
	1.11
	(0.94 – 1.30)

	Baseline D-dimer (log2 µg/ml)
	1.29
	(1.14 – 1.46)
	
	1.20
	(1.05 – 1.39)

	PI (not NNRTI)*
	0.92
	(0.58 – 1.45)
	
	1.10
	(0.62 – 1.98)

	NNRTI*
	1.03
	(0.66 – 1.60)
	
	1.29
	(0.74 – 2.25)

	NRTI (not PI or NNRTI)*
	-
	-
	
	-
	-


*PI, NNRTI, and NRTI included in same unadjusted model with NRTI as the reference group.
#Covariates in the adjusted model include all those listed in the table.
^All models were stratified by study (ESPRIT or SMART). 
ChrIRD = chronic inflammation-related disease 
