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Abstract

Background—In 2016, we detected an outbreak of group A Streptococcus (GAS) invasive
infections among the estimated 1000 persons experiencing homelessness (PEH) in Anchorage,
Alaska. We characterized the outbreak and implemented a mass antibiotic intervention at homeless
service facilities.

Methods—We identified cases through the Alaska GAS laboratory-based surveillance system.
We conducted emm-typing, antimicrobial susceptibility testing, and whole genome sequencing
(WGS) on all invasive isolates and compared medical record data of patients infected with
emmZ26.3 and other emm types. In February 2017, we offered PEH at six facilities in Anchorage a
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single dose of 1 gram of azithromycin. We collected oropharyngeal and non-intact skin swabs on a
subset of participants concurrent with the intervention and 4 weeks afterward.

Results—From July 2016—April 2017, we detected 42 invasive emmZ26.3 cases in Anchorage, 35
of which were in PEH. The emmZ26.3isolates differed on average by only 2 single nucleotide
polymorphisms. Compared to other emm types, infection with emmZ26.3was associated with
cellulitis (odds ratio [OR] 2.5, p=0.04) and necrotizing fasciitis (OR 4.4, p=0.02). We dispensed
antibiotics to 391 PEH. Colonization with emmZ26.3 decreased from 4% of 277 at baseline to 1%
of 287 at follow-up (p=0.05). Invasive GAS incidence decreased from 1.5 cases per 1000 PEH/
week in the 6 weeks prior to the intervention to 0.2 cases per 1000 PEH/week in the 6 weeks after
(p=0.01).

Conclusions—In an invasive GAS outbreak in PEH in Anchorage, mass antibiotic
administration was temporally associated with reduced invasive disease cases and colonization
prevalence.

Keywords
Group A Streptococcus, Outbreak; Homeless; Mass antibiotic administration

Introduction

Manifestations of invasive group A Streptococcus (GAS) infection range from cellulitis and
pneumonia to necrotizing fasciitis and streptococcal toxic shock syndrome. GAS results in a
large burden of invasive disease in the United States (U.S.) [1, 2]. In 2015, over 15,000 cases
of invasive disease and over 1,600 deaths were estimated to occur nationally [3]. In Alaska,
incidence rate of invasive GAS disease in 2015 was 12.3 cases per 100,000 persons, over
twice that of the rest of the United States [4].

GAS strains can be subdivided into over 240 different surface M protein gene (emm) types,
which are grouped into a smaller number of emm region patterns and structurally related
emm gene clusters [5-7]. Although only 25 emm types contribute to the majority of disease
[5, 8], rare types of GAS for a given region can cause increases in invasive disease
incidence, potentially due to low population immunity or to core genomic recombination in
a strain [9-14].

Although invasive GAS has been reported among persons experiencing homelessness (PEH)
in Canada and Europe [10, 15-17], homelessness has not been a widely reported risk factor
for invasive GAS illness in the United States. As a result, U.S. recommendations do not exist
for controlling invasive GAS outbreaks in community settings such as homeless shelters.

In July 2016, we identified an outbreak of GAS invasive disease among PEH in Anchorage,
Alaska. Approximately 1,000 PEH live in Anchorage, the majority of whom are considered
to be “sheltered” in two primary shelters or housed in supportive housing units [18]. We
describe here the results of the outbreak investigation and control measures.
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Methods

Surveillance and Outbreak Detection

In Alaska, invasive GAS infection is reportable to the Alaska Division of Public Health.
Since 2000, the Centers for Disease Control and Prevention (CDC)’s Arctic Investigations
Program (AIP) has also conducted statewide, laboratory- and population-based surveillance
for GAS [19]. Laboratories send sterile site GAS isolates to AIP for confirmatory testing,
antibiotic susceptibility testing, and molecular typing. Cases of invasive GAS infection are
defined as illnesses with GAS isolated from a normally sterile body site, or isolation of GAS
from a nonsterile site in persons with necrotizing fasciitis or streptococcal toxic shock
syndrome.

An outbreak was declared when case counts of an emm-type new to the region were higher
than expected within a particular community. Outbreak-associated cases were defined as an
invasive GAS case typed as emmZ26.3. Cases were included if patients were identified at an
Anchorage hospital, even if their place of residence was not Anchorage. Cases identified in
hospitals outside of Anchorage were described epidemiologically, but were not considered
part of the outbreak. Prior to the outbreak investigation, we consulted with Human Subjects
advisors at the CDC National Center for Emerging and Zoonotic Infectious Diseases and
National Center for Immunization and Respiratory Diseases who determined this to be non-
research public health practice and formal IRB review was not required (#102516; #2017
6692).

Clinical characterization of GAS invasive disease

We reviewed medical records of all persons with emm26.3invasive GAS infection and
persons with non-emmZ6.3 invasive disease who were admitted to a hospital within the same
month as an outbreak-associated case in Anchorage hospitals from July 1, 2016 to May 1,
2017. We used a standard chart abstraction form to collect case demographic and clinical
data.

Outbreak Response

Between October 2016 and January 2017, we conducted contact-tracing and provided GAS
infection information to PEH, staff, and clinic volunteers. Because case counts remained
high, in February 2017, we carried out a mass antibiotic administration in sites frequented
by PEH living in Anchorage. Sites included two shelters, two soup kitchens, and two
supportive housing units. We considered safety, effectiveness, cost, route of delivery, and
dosing when selecting the antibiotic. We chose a single dose oral regimen to maximize
adherence and acceptability. Based on previous GAS colonization and treatment studies, we
offered a single dose of 1g of azithromycin [20-22].

Between February 13t and 17t 2017, teams of clinical providers and public health staff
visited the six homeless services sites. The team provided clients information about the
outbreak and the risks and benefits of taking azithromycin. Participation was voluntary. Staff
and volunteers at the homeless service facilities were also offered antibiotics. Clinicians
evaluated consenting clients for potential contraindications (e.g., a macrolide allergy, history
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of heart disease, or liver disease) and drug-drug interactions (i.e., risk category C, D, or X)
[23]. Consenting participants swallowed the azithromycin with water under the observation
of a clinician.

Outbreak Response Evaluation

We evaluated the effectiveness of the outbreak response by comparing ermmZ26.3
colonization prevalence and invasive disease incidence before and after the antibiotic
intervention. Clients were offered an opportunity to participate in a baseline colonization
survey during the antibiotic intervention. For consenting clients, clinicians obtained
oropharyngeal (OP) swabs. Clinicians also swabbed areas of non-intact skin (e.g., abrasions,
insect bites, dermatitis) in an accessible area (e.g., arms or legs), if available. This process
was repeated 4 weeks later (March 13-17, 2017). The AIP laboratory cultured the specimens
for GAS and conducted molecular subtyping for positive cultures, as described below.

Laboratory methods

Laboratory staff confirmed GAS isolates by B-hemolysis on sheep blood agar, Lancefield
antigen grouping using a commercially available agglutination test kit (Phadebact Strep A
kit), and the pyrrolidonyl-arylamidase test (PYR 50 test kit; Remel Inc., Lenexa, KS).
Colonization isolates were plated onto selective agar (Remel, Lenexa, KS), subcultured onto
sheep blood agar, and processed as above. Staff tested all invasive disease isolates for
antimicrobial susceptibility to penicillin, erythromycin, tetracycline, levofloxacin,
cefotaxime, and clindamycin according to standard methods [24]. Emm-typing was
conducted weekly by AIP according to CDC protocols [25, 26]. Staff performed sequence
analysis by a BLAST search on the CDC streptococcal emm sequence database to designate
sequence type [27].

Whole genome sequencing (WGS)

EmmZ26.3 GAS invasive disease isolates from Alaska, including those identified outside of
Anchorage, were sent to CDC’s Streptococcus Laboratory for whole genome sequence
analysis. Paired-end, 250-bp WGS was performed using a MiSeq platform. The short reads
were assembled using VelvetOptimiser2.2.5 and single Nucleotide Polymorphisms (SNPs)
were called using kSNP3.0. Reads were also analyzed by an in-house bioinformatics
pipeline to detect gene features, including resistance determinants [28]. We reconstructed the
phylogeny based on shared SNPs using RAXML (version 8.2.9). Emm subtypes were
obtained based upon a database of 180 bp defined sequences maintained at CDC [29].

Statistical analyses

We calculated frequencies of clinical and demographic characteristics of patients with
emmZ26.3 infection. We compared these characteristics to those of patients with non-
emm?Z26.3 invasive GAS infection using Fischer’s exact tests and general linear regression.
Clusters of invasive cases based on whole genome sequencing were also compared using
exact tests and linear regression.

We linked the datasets from the pre- and post-intervention colonization surveys and used
binomial general estimating equations, clustered by individual, to estimate the difference in
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colonization prevalence between the two time points. Shelter staff and volunteers were not
included in the analysis. We calculated the incidence rate of invasive emmZ26.3 GAS
infection using an estimated population of 1000 PEH in Anchorage and compared the
incidence rates before and after the intervention using Poisson distribution exact tests [18].

Surveillance and outbreak detection

Data from Alaska’s GAS surveillance revealed the first cases of invasive emmZ26.3 infection
occurred in villages surrounding Fairbanks in the spring of 2016. By August 2016, 11 cases
had occurred around Fairbanks, and an investigation was initiated, but no epidemiologic
connections were identified. Between July and August, three cases were detected in
Anchorage; all three were in PEH. Beginning in October, 2016, the number of invasive GAS
cases caused by emmZ26.3among PEH in Anchorage rapidly increased. By May 1, 2017, 42
cases of emmZ26.3 GAS invasive disease had been identified in Anchorage (Figure 1). Of the
cases in Anchorage, 35 were in PEH and seven were in people who were not homeless.
Three of those who were not homeless had known links to PEH (such as volunteering or
having homeless family members). Between February 2016 and May 2017, only two other
cases of emmZ26.3occurred in Alaska outside of Fairbanks area and Anchorage; neither
patient was found to have traveled to either city or have links to PEH. The statewide
epidemic curve is shown in the Supplemental Figure 1.

Clinical characterization of GAS infections and antimicrobial susceptibility testing

Among the 43 cases of invasive GAS infection caused by emmZ26.3identified in three
Anchorage hospitals from July 2016 to May 2017, one case occurred in a non-Anchorage
resident. Among 47 non-emmZ26.3 cases identified in three Anchorage hospitals, seven
occurred in patients who were not residents of Anchorage.

Among the 43 persons with invasive emmZ26.3 GAS infection, the mean age was 52 years,
28 (65%) were male, 32 (74%) were Alaska Native persons, 35 (81%) were experiencing
homelessness at the time of illness onset, and 29 (67%) had a history of chronic alcohol use
(Table 1). Non-emm26.3 invasive GAS infection (n=47) strain types included emm1, 4, 11,
12,28, 49, 59, 81, and 91. Compared to patients with invasive GAS infection due to another
emmtype, emmZ26.3 patients were significantly older, and more often diagnosed with
cellulitis and necrotizing fasciitis (Table 1). Three cases of emmZ26.3 resulted in death,
compared to two cases among other emmrtypes (p=0.57). EmmZ26.3 invasive GAS isolates
were susceptible to all antimicrobials tested.

Outbreak Response

During February 13-17, we held 8 intervention events at 6 homeless services sites.
Healthcare provider teams evaluated 484 candidates for azithromycin therapy and dispensed
a single dose to 391 persons (81%); 59 persons had contraindications to azithromycin and 34
others declined the antibiotic. Of those who received the antibiotic, the mean age was 48
years; 282 (72%) were men, 211 (54%) were Alaska Native persons, and 23 (6%) were
facility staff or volunteers.

Clin Infect Dis. Author manuscript; available in PMC 2019 March 19.



1duosnuen Joyiny 1duosnuey Joyiny 1duosnuen Joyiny

1duosnuep Joyiny

Mosites et al.

Page 7

We recruited 277 participants in the baseline colonization survey. OP swabs were collected
from all participants and non-intact skin swabs were collected from 71 (26%) participants.
The mean age of participants was 52 years, 194 (70%) were men, and 147 (53%) were
Alaska Native persons. GAS colonization (OP or non-intact skin) was identified in 27 (9%)
participants; the most common type (12, 4%) was emmZ26.3. EmmZ26.3 colonization was
identified in the OP of 9 (3%) participants and on non-intact skin of 4 participants (6% of
those with non-intact skin swabs available). One individual was found to be colonized both
in OP and on non-intact skin. All isolates of emmZ26.3 were pan-susceptible to antibiotics.
Emm11 was the second most commonly identified strain; 12 of 13 emmJ11 isolates identified
were resistant to azithromycin.

In March 2017, 4 weeks after the intervention, we recruited 287 participants into the follow-
up survey, 95 (33%) of whom had also participated in the baseline survey. Swabs were
collected from the OP of all participants from non-intact skin in 63 participants. The mean
age of participants was 52 years; 195 (68%) were male, and 175 (61%) were Alaska Native
persons. Nineteen (6%) participants were colonized with GAS, including 4 (1%) colonized
with emmZ26.3 (P-value for change from baseline=0.05). Three (1%) participants had
emmZ26.3 OP colonization and 1/63 (2%) had emm26.3 non-intact skin colonization. No one
who was colonized with emm26.3 at follow-up had received the antibiotic intervention. At
baseline and at follow-up, 5.1% and 5.0% of participants, respectively, were colonized with
other emm types. Figure 2 shows the proportion of each emm type among all swabs (throat
and non-intact skin) at baseline and follow-up. The follow-up emmZ26.3 colonization isolates
were pan-susceptible to the antibiotics tested. Only emm11 isolates demonstrated
antimicrobial resistance; all 10 were resistant to azithromycin.

The incidence of emm26.3iGAS infection was 1.5 cases per 1000 PEH per week (nine
cases) in the 6 weeks before the intervention, and 0.2 cases per 1000 PEH per week (one
case) in the 6 weeks after the intervention (IRR 0.1, p=0.01). Although five additional cases
occurred in persons who were not homeless, we did not include this group in the incidence
estimates since they could not have received the intervention. Case counts among those who
were not homeless decreased by the end of April, 2017 (Figure 1).

Whole genome sequencing

Sixty-five emmZ26.3 GAS isolates were available for WGS analysis (11 from Fairbanks and
54 from Anchorage); 14 were isolates from the colonization surveys. The emmZ26.3isolates
contained identical detailed WGS pipeline features and were multilocus sequence type 745
(ST745). The isolates lacked additional emm-family genes and sof[6]. The strain was
predicted to produce a low-activity extracellular NADase virulence protein (containing the
G330D substitution) and lacked up-regulated rga operon. It was positive for the fibronectin
binding protein genes prtF2and sfb1, superantigen genes speC, speG, and smeZ, hyaluronic
acid capsule gene /asA, and a hybrid fee-encoded pilus (T13/T28), and predicted to be
uniformly antimicrobial-susceptible.

The 65 isolates with WGS data differed, on average, by two SNPs (range, 0-9) based on a
total of 40 SNP loci across approximately 1.7M-bp shared genome. Three clusters of
invasive disease and colonization isolates were evident based on the inferred genetic
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relatedness (Figure 3). The first genetic cluster (n=11) included all invasive disease cases
from Fairbanks. The second two genetic clusters (Cluster B, n=31 and Cluster C, n=23)
consisted of cases from Anchorage. Isolates from Cluster B were identified between July
2016 and May 2017 and from Cluster C between October 2016 and May 2017. The location,
demographics, and clinical features of cases in the two clusters were similar. Cluster B
included 5/14 colonization isolates, all of which were isolated in the baseline colonization
survey. A higher proportion of colonization isolates (9 of 14) were categorized in Cluster C,
including all four isolates from the follow-up survey.

Five independent SNPs (all non-synonymous) were located in the regulator operon covRS.
These covRS mutations were found only in invasive isolates and not colonization isolates,
consistent with their roles in invasive disease.

Discussion

We report on the first outbreak of invasive GAS to be identified in Alaska since surveillance
began in 2000. The emmZ26.3 subtype was first detected in Alaska in 2016 and quickly
spread among PEH; 42 cases were detected in Anchorage within 10 months. We
characterized the strain clinically and genetically, and responded to the outbreak with a
community-based antibiotic intervention.

EmmZ26.3 has rarely been reported, and the genetic and clinical aspects of emmZ26.3have not
been previously described. An emmZ26.3 strain, also ST745, was identified in Kenya in 2000
[30] and other subtypes of emm26 have been identified as uncommon causes of invasive
disease in the Middle East [5]. The genome was typical of other pattern A-C strains in
lacking the multifunctional sofgene, as well as the “emm-like” genes enn and mrp [6, 7,
28]. Also typical of many sofnegative strains was the presence of genes s and prtF2. The
strain lacked the nga operon promoter upstream of the nga and s/o (streptolysin O) genes
present within the 3 most common invasive U.S. GAS clones (emm1/ST28, emm89/ST101,
emm12/ST36) [28]. The strain also revealed GAS mitogenic exotoxin genes speC, speF, and
smeZ, contained a mosaic tee gene (tee13/28) encoding the pilus backbone protein subunit,
and were hasA-positive, consistent with production of the hyaluronic acid capsule.

The emergence of emmZ26.3in Alaska echoes the emergence of emm59throughout Canada
and the U.S., which also spread among disadvantaged persons [17, 31]. Several conditions
may have led to such an extensive outbreak of emm26.3. First, it is possible that the
virulence factors associated with this strain led to increased transmission and severe disease.
Second, when new or rare emm types are newly introduced to communities, the incidence of
invasive GAS can increase as a result of low population immunity. Third, the outbreak
centered on the homeless population, which is comprised of people who experience
crowding, poor sanitation, skin breakdown, and who often have underlying medical
conditions and substance use disorders. The PEH in Anchorage who were diagnosed with
emm?Z26.3 invasive GAS were older than patients with infections of other emm types, which
also might have contributed to the severity of disease. More research is necessary to
determine if the clinical differences between emmZ26.3 cases and non-emmZ26.3 cases were
related to virulence factors, characteristics of the affected population, or both.
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Although most invasive GAS infections occur sporadically throughout the community [19,
32], clusters of invasive GAS infections in healthcare settings and long-term care facilities
are well documented [33-37]. CDC recommends considering testing staff who are found to
be epidemiologically linked to GAS-infected persons for GAS colonization, and then
providing antibiotics to attempt to eradicate colonization and prevent infection [22].
However, CDC recommendations for controlling outbreaks among PEH do not currently
exist. The goal of our control efforts was to decrease GAS colonization and subsequent
infection among homeless service clients in Anchorage. Given the estimates of the size of
the Anchorage homeless population, we administered the intervention to approximately 40%
of persons who we expect would be accessing services at the homeless services sites. After
the intervention, only one case of emmZ26.3was identified in a PEH in the following 11
weeks; this patient had not received antibiotics as a part of the outbreak intervention.

The outbreak investigation and response had some limitations. First, we were not able to
characterize direct transmission patterns between outbreak patients because of unrecognized
transmission between colonized persons. Additionally, the decline in cases and colonization
could be caused by factors unrelated to our intervention, such as natural waning of the
outbreak. However, colonization prevalence of emmZ11, which is often macrolide resistant,
did not show a decline after the widespread administration of azithromycin, suggesting that
the decline in emm26.3 might have been due to antibiotics rather than variation in overall
GAS colonization. Finally, the small numbers of colonized persons and incident invasive
disease cases limited our statistical power to conduct sub-analyses.

Outbreaks of invasive GAS among PEH present unique challenges, and data regarding
effectiveness of response methods in this population are sparse [10, 15, 16, 38]. Although
other factors might have contributed, we showed that a mass antibiotic campaign was
temporally associated with a decline in both colonization and incidence of invasive GAS
disease.

Supplementary Material

Refer to Web version on PubMed Central for supplementary material.
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Summary

We report on the investigation and control of an outbreak of invasive group A
Streptococcus infections in the homeless population in Anchorage. A mass drug
administration of a single dose of azithromycin was associated with a decrease in cases.
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Figurel.
Cases of emmZ26.3 group A Streptococcus invasive disease in Anchorage, Alaska, between

July, 2016 and May, 2017
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Figure 2.
Distribution of emm types among all GAS colonization swabs (from non-intact skin and

throat) among persons accessing homeless services before and four weeks after a single dose
antibiotic intervention—Anchorage, Alaska 2017
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Figure 3.
Maximum likelihood phylogeny based on a total of 40 shared-genome SNP sites of the 65

isolates. Scale bar represents expected number of changes per site. The label of colonization
isolates begins with “AKc”. Cluster A includes 11 Fairbank isolates. Cluster B includes 31
Anchorage isolates, and Cluster C includes 23 Anchorage isolates. Isolates on a same
vertical line were genomically indistinguishable.
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Clinical characteristics of emmZ26.3 invasive disease cases compared to invasive disease cases caused by other

emm types at Anchorage hospitals, July 2016— May 2017

Characteristic emm?26.3 cases (N=43)  Non-emm26.3 cases (N=47) P-val ueb for difference
Age, years, mean (SD9) 52 (11) 40 (22) <0.01
Male sex, n (%) 28 (65%) 30 (65%) 1.00
Homeless, n (%) 35 (90%) 4 (10%) <0.01
Diagnoses, n (%)
Cellulitis 27 (63%) 19 (40%) 0.04
Sepsis 21 (49%) 18 (38%) 0.31
Streptococcal toxic shock syndrome 2 (4%) 4 (9%) 0.34
Necrotizing fasciitis 10 (23%) 3 (6%) 0.02
Pneumonia 5 (12%) 1(2%) 0.07
Pharyngitis 1(2%) 0 (0%) 0.29
Septic arthritis 2 (5%) 4 (8%) 0.46
Length (days) of hospital stay®, median (SD) 14 (29) 8.5 (61) 0.02
Admitted to ICU, n (%) 16 (37%) 14 (30%) 0.45
Required intubation, n (%) 5 (12%) 3 (6%) 0.38
Died, n (%) 3 (7%) 2 (4%) 0.57

aAbbreviations: ICU- Intensive Care Unit; SD- standard deviation
b . . .
P values from Pearson’s chi square test or Fisher’s exact test if expected counts <5

cNot including patients who died
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