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ABSTRACT

Objectives: To determine temporal associations of local measures of influenza morbidity
and mortality by the Centers for Disease Control and Prevention (CDC) with influenza
hospitalizations in nursing home residents.

Design: Retrospective, longitudinal panel study.

Setting and participants: Long-stay nursing home residents, aged 65 years or older in 823
nursing homes from 2011 to 2015.

Measures: CDC-reported rates of influenza and pneumonia mortality and laboratory-
confirmed influenza hospitalizations. We compared the CDC measures to nursing home
resident hospitalizations due to (1) all-cause, (2) a primary diagnosis of respiratory or
circulatory illness, and (3) a primary diagnosis of pneumonia or influenza based on
Medicare Part A Claims data.

Results: Our final sample included 273,743 unique residents in 819 nursing homes in 108
cities. National laboratory-confirmed influenza-associated hospitalizations for the group
aged 65 and older occurred 0 to 1 week prior to nursing home resident influenza-related
hospitalizations (Spearman p = 0.54). CDC reported influenza hospitalizations occurred 3
weeks prior to CDC-reported influenza deaths (p = 0.59). Nursing home resident
influenza hospitalizations occurred 2 weeks before local CDC-reported pneumonia and
influenza deaths occurred (p = 0.44).

Conclusions/implications: Publicly reported CDC measures correlate well with nursing
home hospitalizations for pneumonia and influenza. Rates of laboratory-confirmed
influenza hospitalizations (as reported by the CDC) may be a useful surrogate for nursing
home influenza outbreaks but should be considered along with local indicators of disease
outbreaks. Early community signals could be clinically leveraged as a trigger for
increased infection control measures in nursing homes.

Influenza illness has recently been associated with 600,000 hospitalizations
(2016-2017 season) and 12,000 to 56,000 annual deaths.! Nursing home residents are
particularly susceptible to influenza, and, if infected, risk hospitalization and death.?
Protecting nursing home residents from influenza is therefore important.



Staff, visitors, and transfers into the home can introduce influenza into the nursing
home. Once introduced, influenza can spread and result in outbreaks absent aggressive
measures to reduce person-to-person viral transmission.®® Established infection control
guidelines for the long-term care setting to limit viral transmission include hand hygiene,
social distancing, use of personal protective equipment, influenza vaccination for
residents and staff, and antiviral chemoprophylaxis and early treatment of new cases.”!
Despite extensive efforts, influenza remains a problem in the long-term care setting.

Seasonal signals for influenza activity could be helpful in anticipating a rising risk
for upcoming nursing home outbreaks.!! Examples of potential seasonal signals for
influenza risk to nursing homes include community measures of morbidity and mortality
such as pneumonia and influenza hospitalizations, deaths in the community, community
laboratory testing results, and hospital transfers to or from nursing homes with respiratory
illness during influenza season. Some of these measures may be useful as early indicators
of activity or as measures of the extent of severe infection. We would expect that hospital
admission diagnoses of community and nursing home admissions with respiratory illness
could serve as a proxy for influenza activity, and severity and increasing activity could
presage outbreaks in community nursing homes. An alert from the hospital for rising
respiratory illness activity could serve nursing home leadership to know when to redouble
efforts aimed at enhancing influenza control measures, such as to improve surveillance
for new illness; maximize vaccination; enhance hand hygiene; and enforce respiratory
etiquette for staff, visitors, and residents.!?"'* However, it is unknown if localized
hospital-level respiratory illness and influenza activity are necessary or a broad national
measure is sufficient for monitoring and anticipating local risk.

Our aim was to assess whether rises in community influenza morbidity and
mortality signal an imminent rise in influenza hospitalizations for local nursing home
residents. Specifically, we were interested in determining whether local measures of
influenza morbidity and mortality [Centers for Disease Control and Prevention (CDC)-
reported deaths by city] or national measures (laboratory-confirmed hospitalizations)
were temporally associated with influenza hospitalizations in nursing home residents.

Methods

We conducted a retrospective post hoc analysis of “long-stay” (prior residence of
at least 100 days in the home with no more than 10 days out) fee-for-service residents of
823 nursing homes enrolled in an influenza vaccine trial (NCT01815268).! This study
was approved by the Institutional Review Board. Nursing homes were randomized to
offer either high-dose (Fluzone High-Dose; Sanofi Pasteur, Swiftwater, PA) or standard-
dose (Fluzone, Sanofi Pasteur) vaccine to their residents and standard-dose influenza
vaccine to their staff as standard of care for 2013-2014 influenza season (A/HIN1-
predominant season) and followed for a primary outcome of hospitalization due to
respiratory illness.15 Evaluating the relationship between the nursing home and
community rates of influenza was a pre-planned analysis and the high-dose trial only
recruited homes within 50 miles of a city where the CDC monitors influenza
hospitalizations and mortality.'® For each home, a running count of the weekly number of
long-stay (LS) residents, their rates of influenza and pneumonia, and respiratory
hospitalizations and citywide influenza deaths was determined for the 2011-2012, 2012-
2013, 2013-2014, and 2014-2015 influenza seasons. We utilized Minimum Data Set
assessments, version 3.0, linked to the Medicare enrollment record, to identify the weekly
count of long-stay residents aged > 65 years, who were enrolled in part A for at least 6
months and without HMO enrollment for all participating nursing homes from 2011-
2015. Each resident was linked to Medicare claims, and additional hospitalization



measures were obtained from the Medicare Provider and Analysis Review(MedPAR
inpatient files) and eligibility data from the Medicare enrollment record.

Local CDC reports on influenza and pneumonia mortality, as well as national
laboratory-confirmed influenza hospitalizations for those > 65 years of age, were used to
assess the association between community influenza illness and nursing home influenza
illness. Mortality data contain information from US cities in which the CDC identifies
morbidity and mortality due to influenza from vital statistics data.'® Data included weekly
counts of pneumonia and influenza deaths (aggregated, not person-level) as a marker of
city-wide influenza morbidity. The raw count of influenza and pneumonia deaths were
population adjusted to determine deaths per 100,000 individuals using the 2013 estimates
for each city from the US Census.!” Each study nursing home was matched to its nearest
(defined by Haversine distance, ie, shortest point) CDC-monitored city using Google
Maps API and the “ggmap” R package.'® We evaluated data from 108 cities (12 dropped
because of no nearby eligible nursing homes, and 2 cities dropped because of incomplete
reporting during the study time period, 2011-2015). After linkage, the total number of
patients and hospitalizations was aggregated to the city level for comparison with CDC
rates, and we calculated their weekly rate of influenza deaths per 100,000 population.
Laboratory-confirmed influenza-associated hospitalizations are reported nationally as the
Influenza Hospitalization Surveillance Network (FluSurv-NET).!" FluSurv-NET covers >
70 counties in the 10 Emerging Infections Program (EIP) states (California, Colorado,
Connecticut, Georgia, Maryland, Minnesota, New Mexico, New York, Oregon, and
Tennessee) and additional states (varying by year) as part of the Influenza Hospitalization
Surveillance Project (IHSP) states.

We compared the CDC community data to 3 measures of morbidity in the nursing
home: (1) overall hospitalization rate, (2) hospitalizations with a primary diagnosis of
respiratory or circulatory illness [International Classification of Diseases, Ninth Revision,
Clinical Modification (ICD-9-CM) codes 390-519],2>?! and (3) hospitalizations with a
primary diagnosis of pneumonia or influenza ICD-9 diagnosis of 480.xx-488.xx.2>%}
Influenza illness can sometimes precipitate other acute illnesses through deconditioning,
inflammation, or respiratory failure, or simply be misclassified (e.g., acute respiratory
failure or myocardial infarction). Broad respiratory/circulatory case definition (2) and all-
cause measure (3) were included to evaluate whether hospitalizations indirectly related to
an NH index influenza case were correlated with CDC-reported measures.

Our primary objective was to determine the strength of correlation between
nearby cities’ pneumonia and influenza mortality rates and nursing home-specific
measures of influenza as well as national rates of influenza hospitalization. We evaluated
for a temporal association, the presence of a lag- or lead-in period between influenza in
the community and influenza in nursing home residents.

The strength of association between the CDC and NH influenza measures was
tested first using simple, cluster-adjusted correlation statistics (Spearman rho rank
correlation) to identify which nursing home measure was most associated with
community rates. We then computed cross-correlation measures with a 5-week lag/lead
test to determine if the rise in influenza in the community was associated with the rise in
influenza in nursing home settings. All analyses were conducted in R, version 3.4.3.%
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Fig. 1. Weekly nursing home hospitalizations from 2011 to 2015, nursing home residents
vs publicly reported measures. The top figure shows laboratory-confirmed influenza
hospitalizations among those aged > 65 years from CDC surveillance data. All measures
are reported as no./100,000. The middle figure shows reported nursing home
hospitalizations with a primary diagnosis of pneumonia and influenza (480.xx-488.xx).
The bottom figure shows CDC-reported deaths due to pneumonia and influenza from the
CDC 122 Cities data set. All measures are reported as no./100,000. The dotted lines
represent the peak influenza week reported by the Centers for Disease Control for that
season. P&I, pneumonia and influenza.

Results

After excluding homes with no eligible long-stay residents, 819 nursing homes in
108 cities were included in the analysis. Among these homes, 968,077 unique residents
had at least 1 day in a participating nursing home from 2011-2015. After limiting to
age > 65 years (n = 837,753) and long-stay residents, the final sample included 273,743
residents. On average, there were 8 homes per city with a mean 345 residents
(interquartile range of 119-437). The mean bed occupancy rate was 84% and 63% of
patients were on Medicaid. Local nursing home hospitalization rates were derived from
91,844 patient-years of exposure time in 819 nursing homes. Overall, there were 40,452
all-cause, 12,474 respiratory/circulatory, and 2584 pneumonia and influenza
hospitalizations identified during the 2011-2012, 2012-2013, 2013-2014, and 2014-2015
influenza seasons. The 2012-2013 influenza season had the highest average pneumonia
and influenza hospitalizations per week, 58.3 per 100,000 residents.

Figure 1 shows the Centers for Disease Control 122 Cities (mortality) and
FluServ-Net (hospitalizations) measures over time compared with long-stay NH resident
hospitalizations for pneumonia and influenza. The Spearman rho (p) correlation statistic
between the local 122 Cities mortality data and long-stay NH resident hospitalizations



demonstrated a moderate correlation overall. The highest was for all-cause
hospitalizations (0.41, P <.001), then pneumonia and influenza (0.38, P <.001), and
lastly respiratory and circulatory hospitalizations (0.25, P = .006). The Spearman p
correlation statistic between the national CDC FluServ-Net laboratory-confirmed
influenza-associated hospitalizations for those aged > 65 years in the community and NH
resident hospitalizations was moderately correlated with pneumonia and influenza
hospitalizations (0.44, P < .001), and less correlated for any respiratory or circulatory
diagnoses (0.25, P =.006), and all-cause hospitalizations (0.27, P <.001).

Figure 2 illustrates the temporal relationship between CDC influenza measures
and NH resident hospitalizations with a primary diagnosis of pneumonia or influenza for
up to Sweeks before and after the index week. FluServ-Net laboratory-confirmed
influenza-associated hospitalizations were most strongly correlated 0-1 weeks prior (p =
0.44; Figure 2, top panel) to long-stay NH resident hospitalizations for pneumonia or
influenza. FluServ-Net influenza hospitalizations were most strongly correlated 3 weeks
prior to CDC 122 Cities reported deaths due to pneumonia and influenza (p = 0.59;
Figure 2, middle panel). The NH resident hospitalizations were most strongly correlated 2
weeks before CDC 122 Cities pneumonia and influenza deaths (p =0.54; Figure 2, bottom
panel).

Discussion

In an assessment of 108 US cities and 819 nearby nursing homes, we found a
moderately strong correlation between community influenza metrics and a number of
measures of influenza morbidity in the nursing home. We noted that rates of community
hospitalizations in those aged > 65 years slightly precede or occur with hospitalizations
in nursing home residents followed by influenza morbidity/mortality (Figure 2). This
observation supports the hypothesis that outbreaks of influenza in the community lead to
the introduction of influenza (staff, visitors, new residents) into the nursing home in the
immediate future, which is in turn associated with deaths 2 weeks afterward. All US
nursing homes that receive Medicare funds are required to have formalized infection
prevention programs by 2020. One function of these programs is to reduce exposure of
residents to contagious diseases that may be introduced into the nursing home. Our data
suggest that close monitoring of community hospitalization rates could serve to alert
nursing home staff to consider escalating prevention and control strategies in their
nursing homes to reduce the residents’ risk for developing influenza.

However, this approach may be problematic as hospitalization rates measured by
the CDC (FluServ-Net) are not provided publicly at a very granular local level.
Alternatively, regional and local influenza activity is tracked by the state health
departments and local hospitals. Department of health and hospital partnerships with
nursing homescould take advantage of local hospital respiratory illness activity to keep
vigil for imminent threats of high influenza exposure. Such a partnership could produce
reports to complement publicly available influenza trend information. This approach
could offer another tool to improve early signal detection. Although we observe that the
even the national rates correlate with local disease, it would be ideal to have a direct
community measure to signal nursing home administration. Also, there may be an
opportunity to use more advanced analytical methods to improve early signal detection
via automated machine learning and prediction methods using local, sparse data.

Additionally even if a local measure of influenza hospitalization were provided, it
may be too infrequent in certain locations to be a useful signal-especially if there is a
delay in reporting. In the absence of high-quality hospitalization data for a community, a
potential approach would be to leverage local influenza testing laboratories (institutional,
clinic-based, or individual) to identify early signals.
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Fig. 2. Cross-correlation plots showing lag-times and lead-times across four influenza
seasons (2011-2015). Top: Relationship between CDC FluServ-Net laboratory-confirmed
influenza hospitalizations aged > 65 years and CDC 122 Cities deaths due to pneumonia
and influenza showing hospitalizations were most strongly associated with deaths 3
weeks in the future. Middle: Relationship between CDC 122 Cities deaths due to
pneumonia and influenza and NH resident hospitalizations due to pneumonia and
influenza showing local pneumonia and influenza deaths were most strongly correlated 2
weeks after NH resident hospitalizations. Bottom: Relationship between CDC FluServ-
Net laboratory-confirmed influenza hospitalizations and NH hospitalizations due to



pneumonia and influenza showing the community hospitalizations were most strongly
correlated to NH resident hospitalizations that occurred in the same week or 1 week
afterward. Blue dashed lines represent coverage probability for the 95% confidence
interval. NH, nursing home.

Assuming a suitable measure is found, it is important to involve local nursing
homes in the early signal warnings and interventions to mitigate outbreaks. There are
many prevention measures that could be employed, including staff and patient
vaccination for influenza (including increasingly common mandatory employee
vaccination programs); respiratory hygiene stations and enforcement/encouragement
of respiratory etiquette, including masking for symptomatic patients; declining visitation
by symptomatic visitors; and sending ill staff home under a working well policy.25-30 As
a practical approach, a period of nursing home epidemicity indicated by publicly reported
CDC measures could instigate more stringent adherence to policies during a window of
high risk. Although a collective group of prevention strategies is important, vaccination
may be particularly impactful because influenza can be mild and even asymptomatic but
still transmissible.!>°

Additionally, a future opportunity may be nursing home influenza morbidity as its
own publicly reported measure. Publicly reported community measures seem to broadly
follow nursing home morbidity, and therefore community warning signals may be
sufficient in the home, especially in locations with few nursing homes and low event
rates. However, areas with a large long-term care population and multiple nursing homes
(i.e., larger cities) could benefit from local sentinel event monitoring partnerships where
they systematically deploy point-of-care tests or leverage a partnership with their
contracted laboratory, emergency department, or hospital for timely influenza testing. A
cluster of nursing homes could potentially avoid outbreaks with such a proactive system.
This system would have additional benefits beyond reporting vaccination rates, as the
effectiveness of the vaccine varies significantly by season and identifying sentinel events
could help with infection control even when the vaccine is less effective.

Our study was limited by the availability of publicly reported data on influenza
disease in the general and nursing home population. We could not determine which
nursing home residents had laboratory-confirmed cases of influenza-associated
hospitalizations, or identify less acute cases that did not lead to hospitalization. We also
analyzed aggregated influenza rates over time, not individual cases, adjusting for
potential confounders. Therefore, potential sources of bias exist, particularly including
misclassification of influenza disease. The associations reported here support the
hypothesis that community outbreaks of influenza precede influenza introduction into the
nursing home setting, and subsequent mortality. However, the practical impact of this
finding may be limited by a lack of frequent hospitalizations or local data for particular
communities. Our data originated from 823 nursing homes that were enrolled in a
vaccination clinical trial.'* This large, nationwide sample should allow generalizability to
the broader nursing home population. Treatment assignment was random and included 2
commonly used vaccines in the older adult population. We evaluated a time-frame that
included influenza seasons before and after the primary study dates to reduce the
potential that study enrollment may have biased our results.



Conclusion

We found that publicly reported CDC measures of influenza hospitalizations
precede nursing home hospitalizations for pneumonia and influenza, which precede
community deaths due to influenza and pneumonia. Rates of laboratory-confirmed
influenza hospitalizations (as reported by the CDC) may be a useful surrogate for nursing
home influenza outbreaks, but should be considered along with local indicators of disease
outbreaks. Early community signals could be clinically leveraged as a trigger for
increased infection control measures in nursing homes.

References

1. Estimated influenza illnesses, medical visits, and hospitalizations averted by
vaccination in the United States. Available at: https://www.cdc.gov/flu/about/
disease/2016-17.htm. Accessed June 4, 2018.

2. Thompson WW, Shay DK, Weintraub E, et al. Influenza-associated hospitalizations
in the United States. JAMA 2004;292:1333¢e1340.

3. Thompson WW, Shay DK, Weintraub E, et al. Mortality associated with influenza
and respiratory syncytial virus in the United States. JAMA 2003;289:

179¢186.

4. Thompson WW, Weintraub E, Dhankhar P, et al. Estimates of US influenzaassociated
deaths made using four different methods. Influenza Other Respir

Viruses 2009;3:37e49.

5. Centers for Disease Control and Prevention (CDC). Estimates of deaths associated
with seasonal influenzadUnited States, 1976e2007. MMWR Morb Mortal

Wkly Rep 2010;59:1057¢1062.

6. Centers for Disease Control and Prevention, Jordan JG, Pritchard S, et al.
Pneumonia associated with an influenza A H3 outbreak at a skilled nursing
facilitydFlorida, 2014. MMWR Morb Mortal Wkly Rep 2015;65:985¢986.

7. Centers for Disease Control and Prevention. Outbreaks of 2009 pandemic

influenza A (HIN1) among long-term-care facility residentsdthree states,

2009. MMWR Morb Mortal Wkly Rep 2010;59:74¢e77.

8. Lee DT, Yu DS, Ip M, Tang JY. Implementation of respiratory protection measures:
Visitors of residential care homes for the elderly. Am J Infect Control
2017;45:197e199.

9. Smith PW, Bennett G, Bradley S, et al. SHEA/APIC guideline: Infection prevention
and control in the long-term care facility. Am J Infect Control 2008;36:

504e535.

10. Monto AS, Rotthoff J, Teich E, et al. Detection and control of influenza outbreaks
in well-vaccinated nursing home populations. Clin Infect Dis 2004;39:

459¢e464.

11. Gaspard P, Mosnier A, Stoll-Keller F, et al. Influenza prevention in nursing
homes: Great significance of seasonal variability and spatio-temporal pattern.

Presse Med 2015;44:e311ee319.

12. Gravenstein S, Pop-Vicas A, Ambrozaitis A. The 2009 A/HIN1 pandemic
influenza and the nursing home. Med Health R 12010;93:382¢384.

13. Shaman J, Morita H, Birger R. Asymptomatic summertime shedding of respiratory
viruses. J Infect Dis 2018;217:1074e1077.

14. Ip DK, Lau LL, Leung NH. Viral shedding and transmission potential of
asymptomatic and paucisymptomatic influenzavirus infections in the community.

Clin Infect Dis 2017;64:736e742.



15. Gravenstein S, Davidson HE, Taljaard M, et al. Comparative effectiveness of
high-dose versus standard-dose influenza vaccination on numbers of US

nursing home residents admitted to hospital: A cluster-randomised trial.

Lancet Respir Med 2017;5:738e746.

16. Deaths in 122 U.S. citiesd1962-2016. 122 Cities Mortality Reporting System.
Available at: https://data.cdc.gov/dataset/Deaths-in-122-U-S-cities-1962-
2016-122-Cities-Mort/mr8w-325u. Accessed June 1, 2018.

17. United States Census Bureau. Available at: https://factfinder.census.gov/.
Accessed June 1, 2018.

18. Kahle D, Wickham H. ggmap: Spatial visualization with ggplot2. R Journal
2013;5:144¢161.

19. Weekly U.S.. Influenza surveillance report. Available at: https://www.cdc.gov/
flu/weekly/. Accessed June 12, 2018.

20. International Classification of Diseases, Ninth Revision, Clinical Modification.
Washington, DC: Public Health Service, US Department of Health and Human
Services; 1998. Available at: https://www.cdc.gov/nchs/icd/icd9cm.htm.

Accessed August 8, 2019.

21. Zhou H, Thompson WW, Viboud CG, et al. Hospitalizations associated with
influenza and respiratory syncytial virus in the United States, 1993-2008. Clin
Infect Dis 2012;54:1427e1436.

22. McConeghy KW, Lee Y, Zullo AR, et al. Influenza illness and hip fracture
hospitalizations

in nursing home residents: Are they related? J Gerontol A Biol Sci

Med Sci 2018;73:1638e1642.

23. Pop-Vicas A, Rahman M, Gozalo PL, et al. Estimating the effect of influenza
vaccination on nursing home residents’ morbidity and mortality. ] Am Geriatr

Soc 2015;63:1798e1804.

24. R Core Team (2017). R: A language and environment for statistical computing.
R Foundation for Statistical Computing, Vienna, Austria. Available at: https://
www.R-project.org/. Accessed August 8, 2019.

25. Nunn A, Campbell AC, Naus M, et al. Implementing a province-wide mandatory
vaccinate-or-mask policy at healthcare facilities in British Columbia, Canada.
Vaccine 2018;36:395e399.

26. Miller BL, Ahmed F, Lindley MC, Wortley PM. Increases in vaccination
coverage of healthcare personnel following institutional requirements for
influenza vaccination: A national survey of U.S. Hospitals. Vaccine 2011;29:
9398e9403.

27. Septimus EJ, Perlin JB, Cormier SB, et al. A multifaceted mandatory patient
safety program and seasonal influenza vaccination of health care workers in
community hospitals. JAMA 2011;305:999¢1000.

28. Quan K, Tehrani DM, Dickey L, et al. Voluntary to mandatory: Evolution of
strategies and attitudes toward influenza vaccination of healthcare personnel.
Infect Control Hosp Epidemiol 2012;33:63¢70.

29. Talbot TR, Schaffner W. On being the first: Virginia Mason Medical Center and
mandatory influenza vaccination of healthcare workers. Infect Control Hosp
Epidemiol 2010;31:889¢892.

30. Kuster SP, Shah PS, Coleman BL, et al. Incidence of influenza in healthy adults and
healthcareworkers: Asystematic review andmeta-analysis.PLoSOne 2011;6:€26239.



Potential Conflicts: S.S.H. conducts studies for Stryker (Sage Products), Monlycke

3M, Clorox, Xttrium, and Medline. L.G.M. conducts studies for Stryker (Sage Products),
3M, Clorox, Xttrium, and Medline; has received grants from Gilead Sciences, Achaogen,
Merck, Abbott, and Cepheid; and has served as a consultant for Tetraphase for the
conduct of other studies. J.A.M. conducts studies for Stryker (Sage Products), 3M,
Clorox, Xttrium, and Medline; received grants and personal fees from Achaogen and
Allergan; and grants from Cempra, Melinta, Science37, Theravance, and Thermo
Scientific for the conduct of other studies. T.I.S. has received advisory board honorarium
from Pfizer for unrelated work. V.M. holds stock in PointRight, Inc, and chairs the
Independent Quality Committee for HRC Manor Care, Inc, and a scientific advisory
committee for NaviHealth. Companies contributing product have no role in the design,
conduct, analysis, or publication of the studies.

* Address correspondence to KevinW. McConeghy, PharmD, MS, Center for Long-
Term Care Quality & Innovation, Brown University School of Public Health, 121
South Main St., Box G-S121-8 Providence, RI 02912.

E-mail address: kevin_mcconeghy@brown.edu (K.W. McConeghy).





