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Patient identification:
Cryptococcosis diagnostic criteria:
· B45 (Cryptococcosis), B45.0 (Pulmonary cryptococcosis), B45.1 (Cerebral cryptococcosis), B45.2 (Cutaneous cryptococcosis), B45.3 (Osseous cryptococcosis), B45.7 (Disseminated cryptococcosis), B45.8 (Other forms of cryptococcosis), or B45.9 (Unspecified cryptococcosis), or
· Cryptococcus species positive antigen test in serum or cerebrospinal fluid (CSF), or
· Cryptococcus species positive DNA in serum or CSF, or
· Serum or CSF Cryptococcus antigen titer ≥1: 32

Cohort 1: Patients with diabetes mellitus type 2 who did not have HIV or a history of transplant (NHNT), who developed Cryptococcosis within 5 years since index event (Diabetes Mellitus type 2 diagnosis):
Inclusion criteria: Diabetes Mellitus type 2 (ICD-10 code: E11) AND at least one of the above identified criteria for cryptococcosis within 5 years of DM type 2 diagnosis.
Exclusion criteria: HIV infection (ICD-10 code: B20), and Transplanted organ and tissue status (ICD-10 code: Z94)
Cohort 2: Patients with at least one visit in TrinetX who did not have diabetes mellitus type 2, HIV, or a history of transplant (NHNT), who developed Cryptococcosis within 5 years since index event (visit in TrinetX)
Inclusion criteria: Visit in TrinetX AND At least one of the above identified criteria for cryptococcosis within 5 years of visit in TrinetX.
Exclusion criteria: Diabetes Mellitus type 2 (ICD-10 code: E11); HIV infection (ICD-10 code: B20), and Transplanted organ and tissue status (ICD-10 code: Z94)

Cohort 3: Patients with type 2 diabetes mellitus without additional risk factors for Cryptococcosis, who developed Cryptococcosis within 5 years since index event (Diabetes Mellitus type 2 diagnosis):
Inclusion criteria: Diabetes Mellitus type 2 (ICD-10 code: E11) AND at least one of the identified criteria for cryptococcosis within 5 years of DM type 2 diagnosis.
Exclusion criteria: 
· Long term (current) use of systemic steroids (UMLS:ICD10CM:Z79.52); or
· Immunodeficiency with predominantly antibody defects (UMLS:ICD10CM:D80); or
· IMMUNOSUPPRESSANTS (NLM:ATC:L04); or
· Hepatic failure, not elsewhere classified (UMLS:ICD10CM:K72); or
· Aplastic and other anemias and other bone marrow failure syndromes (UMLS:ICD10CM:D60-D64); or
· Systemic connective tissue disorders (UMLS:ICD10CM:M30-M36); or
· Neoplasms (UMLS:ICD10CM:C00-D49); or
· Human immunodeficiency virus [HIV] disease (B20) (UMLS:ICD10CM:B20-B20); or
· Combined immunodeficiencies (UMLS:ICD10CM:D81); or
· Sarcoidosis (UMLS:ICD10CM:D86); or
· methotrexate (NLM:RXNORM:6851); or
· Systemic lupus erythematosus (SLE) (UMLS:ICD10CM:M32); or
· Common variable immunodeficiency (UMLS:ICD10CM:D83); or
· Other immunodeficiencies (UMLS:ICD10CM:D84); or
· Fibrosis and cirrhosis of liver (UMLS:ICD10CM:K74); or
· Alcoholic liver disease (UMLS:ICD10CM:K70); or
· Transplanted organ and tissue status (UMLS:ICD10CM:Z94); or
· Rheumatoid arthritis with rheumatoid factor (UMLS:ICD10CM:M05); or
· tacrolimus (NLM:RXNORM:42316) (Route: Oral Product); or
· GLUCOCORTICOIDS (NLM:VA:HS051) (Route: Oral Product or Injectable Product); or
· dexamethasone (NLM:RXNORM:3264) (Route: Injectable Product or Oral Product); or
· prednisone (NLM:RXNORM:8640) (Route: Oral Product); or
· Other rheumatoid arthritis (UMLS:ICD10CM:M06); or
· Rheumatoid arthritis with rheumatoid factor (UMLS:ICD10CM:M05)


Supplementary Table S1. International Classification of Diseases, Tenth Revision, Clinical Modification (ICD-10-CM) diagnosis codes for underlying comorbidities
	Code
	Description 

	B20
	HIV infection

	C00-D49
	Neoplasm

	E65-E68
	Overweight, Obesity

	J84.10
	Pulmonary Fibrosis

	D60-D64
	Aplastic Anemias

	E84
	Cystic Fibrosis

	D86
	Sarcoidosis

	E11
	Diabetes mellitus type 2

	I10-I15
	Hypertensive diseases

	I50
	Heart failure

	I20-I25
	Ischemic Heart Disease

	K50-K52
	Noninfective enteritis and colitis

	K74
	Hepatic fibrosis and cirrhosis

	M30-M36
	Systemic connective tissue disorders

	N18
	Chronic kidney disease

	N18.6
	End Stage Renal Disease

	Z94
	Transplanted organs or tissues

	G91
	Hydrocephalus

	A15-A19
	Tuberculosis


Supplementary Table S2. Logical Observation Identifiers Names and Codes (LOINC) for laboratory values
	Code
	Description 

	9015
	Leukocytes

	731-0
	Lymphocytes

	24467
	CD4 cells

	9037
	Hemoglobin a1c

	9048
	Aspartate aminotransferase

	9044
	Alanine aminotransferase

	9046
	Alkaline phosphatase

	9045
	Albumin

	9024
	Serum creatinine

	9042
	Ferritin

	9063
	C reactive protein

	9052
	Lactate dehydrogenase





Supplementary Table S3. RxNorm codes for medications
	Code
	Description 

	IM600
	Immune suppressants

	HS051
	Glucocorticoids

	3264
	Dexamethasone

	8640
	Prednisone

	612865
	Tocilizumab (IL-6 inhibitor)

	121191
	Rituximab (anti-B lymphocyte antibody)

	117055
	Alemtuzumab



Supplementary Table S4. Outcomes based on Current Procedural Terminology (CPT) codes, HL7 Terminology, and International Classification of Diseases, Tenth Revision, Clinical Modification (ICD-10-CM) diagnosis codes 
	Code(s)
	Description 

	[bookmark: _Hlk107831275]1013659, 1013660, 1013699
1013729, 1014309, 99291
	Hospitalization

	1013729, 1014309, 99291
	Critical care services

	1015098, 31500, 1022227
	Mechanical ventilation

	I63
	Stroke

	· Speech disturbances, not elsewhere classified (UMLS:ICD10CM:R47); or
· Abnormalities of gait and mobility (UMLS:ICD10CM:R26); or
· Other abnormalities of gait and mobility (UMLS:ICD10CM:R26.8); or
· Other abnormalities of gait and mobility (UMLS:ICD10CM:R26.89); or
· Unspecified abnormalities of gait and mobility (UMLS:ICD10CM:R26.9); or
· Ataxic gait (UMLS:ICD10CM:R26.0); or
· Paralytic gait (UMLS:ICD10CM:R26.1); or
· Difficulty in walking, not elsewhere classified (UMLS:ICD10CM:R26.2); or
· Unsteadiness on feet (UMLS:ICD10CM:R26.81); or
· Abnormalities of gait and mobility (UMLS:ICD10CM:R26).
	Cognitive deficits





