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The thresholds and definitions below are intended as general guidance and were based on available resources and expert opinion. States and local jurisdictions may have their own outbreak definitions and requirements for reporting. Thresholds and definitions should be applied regardless of location of onset (healthcare facility-onset or community-onset).
Nontuberculous mycobacteria (NTM) are opportunistic pathogens that can be difficult to diagnose and treat. Pulmonary disease, the most common clinical manifestation of NTM infection, often affects individuals with underlying lung disease. Extrapulmonary NTM infections are less common than pulmonary infections but are often associated with severe disease and poor outcomes, even among immunocompetent individuals. Outbreaks of extrapulmonary NTM infections in the United States have been increasingly linked with healthcare exposure and healthcare-associated outbreaks have been associated with medical devices, cosmetic procedures, dental procedures, and contaminated parenteral medications, among others. Non-healthcare settings associated with extrapulmonary NTM outbreaks include tattoo parlors, nail salons, and spas. Given the nonspecific symptomatology and prolonged time between exposure and symptom onset, outbreaks of extrapulmonary NTM infections can be difficult to detect. Utilizing thresholds for investigation and reporting and establishing outbreak definitions for extrapulmonary NTM can assist in early outbreak detection and implementation of interventions to prevent additional infections.	Comment by Perkins, Kiran Mayi (CDC/OID/NCEZID): Added the background information on extrapulmonary NTM infections. 
Definition of NTM: 	Comment by wbamberg: Adapt this into paragraph form with link to CSTE PS – delete the difference between confirmed and probable and focus on what extra-pulmonary means	Comment by Perkins, Kiran Mayi (CDC/OID/NCEZID): Removed probable/confirmed distinction and tried to consolidate information.
NTM are mycobacterial species other than M. tuberculosis complex species and M. leprae.
Clinical evidence of an extrapulmonary NTM infection can be any clinician-diagnosed extrapulmonary NTM infection and can include signs and symptoms such as fever, fatigue, weight loss, lymphadenopathy, surgical site infection, would infection, cellulitis, granulomas, sepsis, failure to thrive, and osteopmyelitis. 
Laboratory evidence of an extrapulmonary NTM infection is a positive culture or molecular evidence, such as polymerase chain reaction (PCR) or 16S ribosomal RNA gene sequencing (16S), of NTM from at least one of the following extrapulmonary sites:
· Skin or soft tissue
· Lymph node
· Urine
· A normally sterile body site (including pleural fluid) such as blood, spinal fluid, bone marrow, abdominal fluid, pleural fluid, or bone.
and excludes:
· Cultures or molecular evidence positive for M. tuberculosis complex, M. leprae, or M. gordonae
· Cultures or molecular evidence from lower respiratory samples, including sputum, bronchial alveolar lavage, tracheal aspirate culture, or lung tissues
· Stool specimens
  

A case of extrapulmonary NTM is 
[bookmark: _GoBack]in a patient with signs or symptoms referable to the area with clinical and laboratory evidence of infection (ref to standardize case definition). 
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	Acute Care Hospitals
	Critical Access Hospitals
	Long-Term Acute Care Hospitals and Long-Term Care Facilities with Vented Patients
	Long-Term Care Facilities
	Dialysis Facilities
	Outpatient and Emergency Department

	NTM (extra-pulmonary) 
	Threshold for additional investigation by facility        
	1 case of nonextra-pulmonary NTM1	Comment by wbamberg: Should be uniform – either extra-pulmonary or non-pulmonary	Comment by Perkins, Kiran Mayi (CDC/OID/NCEZID) [2]: Since we defined above, do we need to have this footnote? The only thing that is missing from the definition above is the advanced HIV with disseminated MAC. Either we can add that above (although that is not in the CSTE standardized case definition), or keep that as a footnote.

	
	Threshold for reporting to public health

	1 case of nonextra-pulmonary NTM1 following a related invasive or cosmetic procedure, or tattoo or nail salon visit	Comment by Perkins, Kiran Mayi (CDC/OID/NCEZID): Same comment as above

	
	Outbreak definition
	≥2 cases of extrapulmonary NTM1 within a one-year period of time that are epidemiologically-linked#	Comment by Perkins, Kiran Mayi (CDC/OID/NCEZID): Same comment as above


1 Exclude the following: (1) specimens that indicate M. tuberculosis, M. gordonae, or M. leprae; (2) cultures from lower respiratory samples, such as: sputum, bronchial alveolar lavage, tracheal aspirate cultures, or lung tissue; (3) stool specimens; (4) specimens from lymph nodes in children (except dental procedures); (5) advanced HIV with disseminated MAC.
Extrapulmonary NTM infections are a cause of both sporadic and healthcare-associated infections in the United States. Outbreaks have been associated with medical devices, cosmetic procedures, contaminated parenteral medications, and medical tourism, as well as with community exposures such as tattoo parlors and nail salons
 2 Symptoms of NTM infection are dependent on the site of infection. In many instances, onset of symptoms can occur months to years following exposure.
#Epidemiologically-linked = Including but not limited to the following examples: shared water sources, similar surgical procedures, common medical devices or equipment, similar medicationsresiding on same unit (or within same facility if facility is small, transferred from same outside facility, assigned to same primary or consultative service, facility staff in common, had same procedure, seen at same facility, etc.

Definition of NTM: 
Clinical evidence: Clinician-diagnosed NTM infection
Laboratory evidence: A positive culture or molecular evidence, such as polymerase chain reaction (PCR) or 16S ribosomal RNA gene sequencing (16S), of mycobacteria in any sterile body site (including   pleural fluid) or in tissue, or wounds 
  

Probable Case: 
In a patient with signs or symptoms referable to the area, culture or molecular evidence of infection by a mycobacterial species known not to be Mycobacterium tuberculosis but lacking species or complex determination, from at least one of the following extrapulmonary sites:
1. Skin or soft tissue 
2. Lymph node
3. Urine
4. A normally sterile body site such as blood, spinal fluid, bone marrow, abdominal fluid, pleural fluid, or bone.

 For example, Mycobacterium isolates that are PCR negative for M. tuberculosis, correspond to probable case classification.

 Confirmed case:

In a patient with signs or symptoms referable to the area, nontuberculous mycobacteria species or complex identified in culture or by molecular methods, from at least one of the following extrapulmonary sites:
5. Skin or soft tissue 
6. Lymph node
7. Urine
8. A normally sterile body site such as blood, spinal fluid, bone marrow, abdominal fluid, pleural fluid, or bone,
 
Exclusion Criteria:
 Exclude specimens that indicate M. tuberculosis, M. gordonae, or M. leprae.
Exclude cultures from lower respiratory samples, such as: sputum, bronchial alveolar lavage, tracheal aspirate cultures, or lung tissue
 Exclude stool specimens
 Exclude pediatric lymph node (except dental procedures)
 
Points for consideration:
·   When a probable or confirmed case is identified related to a facility exposure the facility should prepare line list of exposures.
·  Medical tourism should be considered as a possible source of extrapulmonary NTM and will require additional investigation and collaboration with partners. 
·  Multiple species of Mycobacteria may be involved in the same outbreak. 
· Extrapulmonary NTM infections are a cause of both sporadic and healthcare-associated infections in the United States. Outbreaks have been associated with medical devices, cosmetic procedures, contaminated parenteral medications, and medical tourism, as well as with community exposures such as tattoo parlors and nail salons.
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