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To understand the epidemiology of tuberculosis (TB)
and HIV co-infection in California, we cross-matched inci-
dent TB cases reported to state surveillance systems dur-
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ing 1993-2008 with cases in the state HIV/AIDS registry. Of
57,527 TB case-patients, 3,904 (7%) had known HIV infec-
tion. TB rates for persons with HIV declined from 437 to 126
cases/100,000 persons during 1993—2008; rates were high-
est for Hispanics (225/100,000) and Blacks (148/100,000).
Patients co-infected with TB—HIV during 2001-2008 were
significantly more likely than those infected before highly
active antiretroviral therapy became available to be foreign
born, Hispanic, or Asian/Pacific Islander and to have pyr-
azinamide-monoresistant TB. Death rates decreased after
highly active antiretroviral therapy became available but
remained twice that for TB patients without HIV infection
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and higher for women. In California, HIV-associated TB has
concentrated among persons from low- and middle-income
countries who often acquire HIV infection in the peri-immi-
gration period.

he modern resurgence of tuberculosis (TB) in conjunc-

tion with the HIV pandemic remains a major public
health dilemma. In 2011, nine percent of all newly reported
TB cases in the United Sates for which HIV status was
known (/) and 13% (1.1 million cases) of cases reported
worldwide (2) were associated with HIV co-infection.
Despite compelling declines in TB incidence and associ-
ated deaths with use of highly active antiretroviral therapy
(HAART), TB remains the leading cause of death among
persons with HIV/AIDS (3,4).

California, the most populous state in the United States
(38 million persons [12% of the US population]), reports
the highest annual number of persons with TB (22.1% of
total) and the second highest number of HIV-infected per-
sons (103,073 [12.4%] cases) (5). Yet, because of prior re-
strictions on HIV reporting and limited systematic linking
of state TB and HIV surveillance systems, California has
not been included in key national surveillance reports of
HIV incidence (6) or death in persons with TB—HIV (7).

Effective control of TB-HIV requires an understand-
ing of the changing epidemiology of these diseases. To
provide information for disease-reduction efforts and to
improve survival among persons with TB—HIV, we ret-
rospectively reviewed all incident TB-HIV cases in a 16-
year period in California during which dynamic changes
occurred in the HIV epidemic as a consequence of the in-
troduction of HAART.

Methods

Study Population

We analyzed all TB cases reported to the California
TB registry during January 1, 1993—-December 31, 2008.
California state law requires reporting of all verified cases
of TB and HIV/AIDS (California Health and Safety Code
Title 17§2505, and Section 121022 [2006]) to their respec-
tive programs. TB-HIV patients were identified through a
statewide registry match with the California Office of AIDS
by using Registry Plus Link Plus software (online Techni-
cal Appendix, wwwnc.cdc.gov/EID/article/19/3/12-1521-
Techappl.pdf). Annual state HIV prevalence was estimated
through nonparametric back-calculation based on racial/
ethnic group—specific counts of reported AIDS cases and
reported AIDS-related deaths during 1981-2008 (online
Technical Appendix Table 1) (8). Demographic, behavior-
al, and clinical information, including deaths, was abstract-
ed from state surveillance forms (Report of a Verified Case
of Tuberculosis and Adult HIV/AIDS Confidential Case
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Report). Surveillance data for both diseases have demon-
strated high validity (9,10).

Definitions

HIV cases were classified in accordance with current
Centers for Disease Control and Prevention (CDC) sur-
veillance case definitions (/7). For this analysis, patients
not identified in the California HIV/AIDS registry were
considered HIV-negative. TB diagnoses were grouped
into 3 periods on the basis of HAART availability and
approximately equal distribution of TB-HIV cases: pre-
HAART (1993-1995), early HAART (1996-2000), and
late HAART (2001-2008). Late diagnosis of HIV infection
was defined as an AIDS diagnosis made <12 months after
an initial diagnosis of HIV infection. Advanced immuno-
suppression was defined as a CD4+ T-lymphocyte count
<50 cells/mm?; valid CD4+ T-lymphocyte counts were
those collected within 6 months of TB diagnosis. Drug sus-
ceptibility testing was performed at local laboratories or at
the California Microbial Diseases Laboratory (Richmond,
CA, USA) by using the BACTEC 460TB System (Becton
Dickinson Diagnostic Instruments, Sparks, MD, USA),
BACTEC MGIT 960 MycoBacterial Detection System
(Becton Dickinson), or the agar proportion method.

Statistical Analysis

Stratum-specific TB incidence per 100,000 population
was calculated by dividing the number of incident cases by
total (/2) and HIV-infected population denominators. Clin-
ical trends and demographic characteristics were described
in 2 ways. First, we calculated prevalence ratios (PRs) and
95% CIs for comparison of characteristics associated with
TB and TB-HIV cases (/3). Second, we compared rates
of annual percentage change (1993-2008) in prevalence of
binary covariates by using logistic regression with robust
SEs. This model included main effects for year (as a cat-
egorical variable) and HIV infection status, as well as the
interaction between them.

Multivariate associations with death among TB-HIV
patients were examined by using a generalized linear model
with a log link and robust SEs to generate relative risk (RR)
estimates (/4); the model was a priori specified to include
time period, age, sex, race/ethnicity, foreign birth, HIV risk
factor, CD4+ T-lymphocyte count, sputum smear positiv-
ity, and interval between the diagnoses of HIV infection and
TB. Death at diagnosis or during treatment was calculated
from patients for whom outcome was known (3,754/3,904
[96.2%]); clinical outcomes during 2007 were excluded be-
cause of incomplete reporting. Multiple imputation was used
to impute missing values for CD4+ T-lymphocyte count and
viral load (/5). The results obtained after multiple imputa-
tion were compared with those from an unimputed complete-
case analysis (online Technical Appendix Table 2).
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Proportions were compared by using y? tests, and con-
tinuous variables were compared by using the Wilcoxon
rank-sum test. All p values were 2-sided with a = 0.05 as
the significance level. Data were analyzed by using Stata
12.1 (Stata Corporation, College Station, TX, USA) and
R, version 2.13.2 (Foundation for Statistical Computing,
Vienna, Austria).

Results

During 1993-2008, a total of 57,527 TB cases occurred
in California, 3,904 (6.8%) of which were identified in a
registry match with the California Office of AIDS. Over-
all, the proportion of TB-HIV cases decreased from 1,343
(9.2%) of 14,640 in the pre-HAART era to 1,254 (5.3%)
of 23,812 in late HAART era. TB incidence among pa-
tients with HIV/AIDS declined from 437 cases per 100,000
persons to 126 per 100,000 (71% decrease); TB incidence
rates for persons without known HIV co-infection declined
from 16.5 cases per 100,000 persons to 7.0 per 100,000
(58% decrease) (Figure 1). Throughout the study period,
incidence declined markedly in all strata of race/ethnicity
but remained highest among Hispanics (225/100,000) and
Blacks (148/100,000) with HIV/AIDS (Figure 2).

Demographic Trends

The median age of patients with known TB-HIV in-
creased throughout the study period (Table 1, Appendix,
wwwne.cdc.gov/ElD/article/19/3/12-1521-T1.htm);  the
number of persons >50 years of age with TB-HIV in-
creased from 12% in the pre-HAART era to 21% in the

500 — - = TB-HIV co-infection
. — 1B
437
N T
400 4 == N,
~ \
5 ST \ \\ "
g RN
& 300 SRAN
Q N N ,' \\\
(=] S~/ ARAY
S Wy -7 -
o \ e \
‘9 \\/‘\
% 200 — oo
Q RN (PN
8 NI
@ TN -
= v -
100
16.5 70
O —
T T T T T T T T T T T T T T 1
1993 1995 1997 1999 2001 2003 2005 2007

Figure 1. Rates of tuberculosis (TB) and TB—HIV, California, USA,
1993-2008. Area between dashed lines represents 95% bootstrap
percentile Cls for TB-HIV rates. Annual state HIV prevalence was
estimated through nonparametric back-calculation based on racial/
ethnic group—specific counts of reported AIDS cases and reported
AIDS-related deaths during 1981-2008 (online Technical Appendix,
wwwnc.cdc.gov/ElD/article/19/3/12-1521-Techapp1.pdf).
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late HAART era, out of proportion to the increase (from
40% to 46%) for TB cases alone (p<0.001 for difference in
slopes). Likewise, female patients with TB-HIV increased
from 11% to 17%, out of proportion to the increase (from
40% to 41%) for TB cases alone (p<0.001 for difference
in slopes).

Foreign-born Persons

The proportion of TB-HIV patients who were foreign
born increased from 37% in the pre-HAART era to 63%
in the late HAART era, a greater increase than for TB pa-
tients without known HIV co-infection (from 67% to 77%;
p<0.001 for difference in slopes). Seventy-six percent of
foreign-born patients with TB-HIV (and 37% of all pa-
tients with TB—-HIV) immigrated from Mexico or Central
America. Among persons with HIV infection, TB was diag-
nosed a median of 11 years (interquartile range [IQR] 4-19
years) after entry into the United States, significantly lon-
ger than for persons without known HIV infection (8 years
[IQR 2-18 years], p<0.001 by Wilcoxon rank-sum test). In
contrast, TB-HIV patients were consistently younger (25
years [IQR 19-33 years]) than TB patients (31 years [IQR
2049 years]; p<0.001 by Wilcoxon rank-sum test) at time
of US entry. Immigrants from Mexico or Central America
who had TB-HIV were younger (23 years [IQR 17-35
years]) than those from Southeast Asia or sub-Saharan Af-
rica (36 years [IQR 24-55 years]; p<0.001 by Wilcoxon
rank-sum test). In HIV-infected persons from sub-Saharan
Africa, active TB developed sooner after immigration (2.6
years [IQR 0.2-5.7 years]) than in persons from all other
regions (10.8 years [IQR 4.5-19.3 years]; p<0.001 by Wil-
coxon rank-sum test). Compared with the pre-HAART era,
patients with TB-HIV in the late HAART era were more
likely to originate from Southeast Asia (PR 2.4; 95% CI
1.2-4.8) or sub-Saharan Africa (PR 4.6; 95% CI 2.1-10.1).

Race/Ethnicity

Hispanics accounted for 57% of all TB-HIV cases in
the late HAART era (a 20% increase from the pre-HAART
era); in contrast, the proportion of TB patients without
known HIV co-infection who were Hispanic (38%) did
not change. Asian/Pacific Islanders also represented an in-
creasing proportion of TB-HIV patients in the late from the
early HAART eras (8% vs. 4%; PR 2.2 [95% CI 1.6-3.0]).
Among US-born persons, TB-HIV declined among Blacks
(pre-HAART vs. late HAART; 31% vs. 17%) and Whites
(23% vs. 12%) but not Hispanics (8% vs. 8%; p<0.001 for
difference in slopes).

HIV Risk Group

From the pre-HAART era to the late HAART era
among TB—HIV patients, the HIV transmission risk factors
of men who have sex with men (MSM) (47% vs. 41%),
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injection drug use (IDU) (22% vs. 15%), and MSM/IDU
(16% vs. 8%) decreased, whereas presumed heterosexual
transmission increased (6% vs. 16%; p<0.01 by ¥?). MSM
was the most commonly reported HIV risk factor for all
racial/ethnic groups. Presumed heterosexual transmission
increased over time and was more common for TB-HIV
cases diagnosed in the late HAART era among Hispanics
(12%; 95% CI 10%—13%) and Blacks (11%; 95% CI 9%—
13%) than among Whites (4%; 95% CI 3%—5%). Similarly,
unknown or unreported HIV transmission risk factors were
more common among Hispanics (16%; 95% CI 15%—18%)
and Blacks (10%; 95% CI 9%—12%) than among Whites
(5%; 95% CI 4%—7%).

Clinical Trends

HIV Characteristics

Overall, AIDS developed within 12 months after HIV
diagnosis in 72% of patients, a percentage that did not sub-
stantially change throughout the study. Median CD4+ T-
lymphocyte count was 114 cells/mm?* (IQR 60-179 cells/
mm?®) during the pre-HAART era and 100 cells/mm* (IQR
55-150; p<0.01 by Wilcoxon rank-sum test) during the
late HAART era (Table 2, Appendix, wwwnc.cdc.gov/
EID/article/19/3/12-1521-T2.htm). Approximately 20% of
patients had advanced immunosuppression (CD4+ T-lym-
phocyte count <50 cells/mm?) during both the pre-HAART
and late HAART eras.

TB Characteristics

Patients with TB—HIV were more likely to be sputum
smear positive (PR 1.11; 95% CI 1.05—-1.17) and less likely
to have culture-negative pulmonary TB (PR 0.58; 95% CI
0.49-0.68) than patients without known HIV co-infection
during the pre-HAART era. These differences diminished
in the late HAART era (PR 1.01; 95% CI 0.96—1.07 and PR
0.81; 95% CI 0.70-0.93, respectively).

Among initial isolates, pyrazinamide-monoresistant
TB (PR 2.21; 95% CI 1.90-2.57) was more common, and
isoniazid-resistant (PR 0.69; 95% CI 0.60-0.79) and mul-
tidrug-resistant TB (PR 0.58; 95% CI 0.39-0.85) less com-
mon among TB—HIV patients than among patients without
known HIV co-infection. Pyrazinamide-monoresistant TB
among TB—HIV patients increased from 2% during the pre-
HAART era to 8% during the late HAART era, which was
out of proportion to the increase (from 1% to 3%) among
patients with TB alone (p<0.05 for difference in slopes).

Clinical Outcomes

Compared with the pre-HAART era, death during
treatment decreased in the late HAART era among TB-
HIV patients (30% vs. 14%) but not among TB patients
without known HIV co-infection (6.7% vs. 6.7%; p<0.001
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Figure 2. Rates of tuberculosis (TB) for persons with HIV/AIDS,
California, USA, 1993-2008. Shaded areas represent 95%
bootstrap percentile Cls, by race. TB-HIV rates for Asians/Pacific
Islanders could not be calculated because of small numbers
of cases during some years. Annual state HIV prevalence was
estimated through nonparametric back-calculation on the basis
of racial/ethnic group—specific counts of reported AIDS cases
and reported AIDS-related deaths during 1981-2008 (online Technical
Appendix, wwwnc.cdc.gov/ElD/article/19/3/12-1521-Techapp1.pdf).
Light gray, Whites; medium gray, Blacks; dark gray, Hispanics.

for difference). In multivariate analysis, older age (RR 1.3
per 10 years; 95% CI 1.2-1.4), lower CD4+ T-lymphocyte
count (RR for reference value <50 cells/mm? vs. >350-500
cells/mm’, 6.5; 95% CI 2.7-15.6), pre-HAART character-
istics (RR 2.2; 95% CI 1.9-2.6), sputum smear positivity
(RR 1.2; 95% CI 1.1-1.4), and female sex (RR 1.4; 95%
CI 1.1-1.7) were associated with increased risk for death,
whereas the heterosexual HIV risk group (relative to MSM,
RR 0.6; 95% CI 0.4-0.8) was protective (Table 3). Results
were similar in a sensitivity analysis excluding rather than
imputing missing CD4+ T-lymphocyte data (online Techni-
cal Appendix).

Discussion

In California, a dramatic decline in TB—HIV rates coin-
cided with the introduction of HAART and improvements
in TB control. The TB-HIV intersection has evolved from
one in which active TB and AIDS progressed in a margin-
alized, US-born population to an intersection increasingly
comprising persons from areas outside the United States
with elevated TB incidence who acquire HIV infection in
the peri-immigration period. TB—HIV-associated death has
decreased substantially but remains approximately twice
that associated with TB alone.

Population declines in TB-HIV after introduction of
HAART are well documented in low-income countries
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Table 3. Multivariate analysis of factors associated with deaths
among HIV-infected TB patients, California, USA, 1993—-2008*

Characteristic Adjusted relative risk (95% CI)
Time period
2001-2008 Referent
1996-2000 1.18 (0.98-1.41)
1993-1995 2.21 (1.88-2.60)
Aget 1.29 (1.22-1.36)
Female Sex 1.36 (1.12-1.65)
Race/ethnicity

Referent
0.86 (0.73—1.01)

White non-Hispanic
Black non-Hispanic

Hispanic 0.86 (0.67—1.09)

Asian/Pacific Islander 0.70 (0.11-4.52)
Foreign birth 0.65 (0.36-1.17)
HIV risk group¥

MSM Referent

IDU 1.02 (0.88-1.19)

Heterosexual contact 0.58 (0.43-0.78)

Unknown 1.24 (1.04-1.48)

Sputum smear positivity
CD4+ T-lymphocyte count, cells/mm®§

1.23 (1.07-1.40)

<50 6.45 (2.67-15.58)
50-99 5.57 (2.40-13.90)
100-199 3.09 (1.28-7.46)
200-349 1.47 (0.58-3.72)
350-499 Referent

>500 1.99 (0.66-6.08)

TB as AIDS-defining diagnosis 1.22 (1.07-1.38)

*TB, tuberculosis; MSM, men who have sex with men; IDU, injection drug
user.

tPer 10-year increase in age.

FCategories are mutually exclusive; any IDU was included in the IDU
category.

§CD4+ T-cell counts were imputed (online Technical Appendix,
wwwnc.cdc.gov/ElD/article/12-1521-Techapp1.pdf).

{ITB was considered the AIDS-defining event if TB and AIDS were
reported within 6 months of each other.

(16,17). Despite the resurgence of TB in the United States
during 1985-1992 (18), overall case rates unexpectedly de-
creased in some metropolitan areas before the availability
of HAART because of improvements in TB control (/9); in
California, specific declines in TB—-HIV began before the
widespread use of HAART in 1996 (Figure 1). Improve-
ments in programmatic TB control and declines in new an-
nual HIV infections through the 1980s resulting from HIV
awareness and prevention programs might have contributed
to TB-HIV declines independent of HAART availability.
As in other high-income settings (20,2/) and consis-
tent with TB and TB-HIV (22) trends in the United States,
immigrants from low-income countries increasingly rep-
resent the face of TB-HIV in California. Increased risk
for TB-HIV among newcomers from sub-Saharan Africa
reflects the hyperendemic nature of TB and HIV in this
region. Yet, the demographic transformation of TB-HIV
in California has been characterized largely by immi-
grats from Mexico or Central America and, to a lesser
extent Southeast Asia, regions that have concentrated
rather than generalized HIV epidemics. The finding that
the median time in-country for foreign-born persons with
TB—-HIV is 11 years has specific TB control implications.
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This finding suggests that HIV transmission commonly
occurs during the peri- or post-immigration period (23),
and screening for HIV and latent TB infection restricted
to new immigrants will not address the large number of
co-infected residents who might benefit from treatment.
Furthermore, immigrants who arrive without documen-
tation lack systematic opportunities for HIV screening.
These testing gaps will translate to undetected infection
and progression to AIDS unless post-entry screening for
immigrants is intensified. Finally, the substantial increase
in pyrazinamide monoresistance, a surrogate marker for
Mycobacterium bovis (an organism inherently resistant
to pyrazinamide) further corroborates this demographic
shift because TB in the United States caused by M. bovis
primarily occurs among Mexican immigrants exposed to
unpasteurized milk products (24). This finding has im-
plications for transmission, epidemiologic surveillance,
and preventive interventions, as well as improvements in
pyrazinamide susceptibility testing (235).

In the United States, new HIV infections (26) and TB—
HIV (22,27) remain concentrated among Blacks. However,
Hispanics have the highest TB-HIV rates in California, a
finding corroborated by reports from municipalities along
the US—Mexico border (28). Current rates of TB among
HIV-infected Hispanics in California exceed rates in many
World Health Organization—defined high-prevalence TB
countries but are modest compared with the high rates in
southern African countries (29) or marginalized HIV-in-
fected populations in pre-HAART—era United States (30).

The dramatic decline in TB among HIV-infected per-
sons in California has not been accompanied by a concur-
rent decrease in the proportion of patients who have ad-
vanced AIDS or late diagnosis of HIV infection, and TB
rates continue to far exceed background TB incidence in the
state. The distribution of CD4+ T-lymphocyte counts at TB
diagnosis in California, even in the late HAART era, is not
dissimilar to that found in studies from sub-Saharan Africa
(31) or Southeast Asia (32). The opportunities missed are
costly and underscore the need for early and innovative ap-
proaches to reach immigrants who are at particular risk for
both infections. Implementation research that improves un-
derstanding of barriers to HAART as provided through key
existing programs, such as the AIDS Drug Assistance Pro-
gram and the Ryan White HIV/AIDS Program, is needed.

Although contrary to findings in much of the published
literature from regions of high TB incidence, the higher
prevalence of sputum smear positivity among HIV-infected
patients is consistent with that found in prior studies from
the United States (33). The prevalence of smear positivity
is a function of multiple factors that affect the denomina-
tor (e.g., completeness of case reporting, reference standard
testing) and numerator (e.g., quality of laboratory services,
including staff workload and smear microscopy methods),
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and a combination of these factors probably contribute to
differences in sputum smear positivity noted in areas of
high versus low TB incidence.

Deaths associated with TB-HIV have declined re-
markably in California since the pre-HAART era, consis-
tent with national trends (7). Yet, although postmortem di-
agnoses of TB decreased significantly among patients with
TB and with TB-HIV, patients with TB-HIV remain more
than twice as likely to die during anti-TB treatment in the
late HAART era as patients without known HIV co-infec-
tion. Women with HIV infection in the United States and
other high-income areas have lagged behind men with re-
spect to declines in mortality during the HAART era (34).

Our study has some potential limitations. First, TB—
HIV cases may be underreported because TB patients
without matches in the state HIV/AIDS registry were
classified as HIV-negative. Persons who did not under-
go HIV testing or whose providers did not adhere to the
CDC AIDS case definition at TB diagnosis might not
have been reported. However, assuming HIV awareness
and testing have increased over time (35), misclassifica-
tion of TB-HIV cases has declined in a time-dependent
fashion. Moreover, during 19962006, the sensitivity of
our case match procedure for capturing AIDS cases was
~98% (95% CI 97.3%-98.7%) (36), and since confiden-
tial name-based HIV reporting began in 2006, <5% of
TB-HIV cases were not also reported as AIDS cases (data
not shown). Second, because antiretroviral therapy was
unavailable in California Department of Public Health
HIV/AIDS surveillance data, risk stratification accord-
ing to HAART was not possible. Third, HIV prevalence
estimates are a function of multiple parameters, some of
which (race-stratified HAART-coverage, HIV incubation
period, and migration patterns) carry considerable uncer-
tainty. However, our estimates were subjected to multiple
sensitivity analyses and are broadly consistent with ex-
tended back-calculation procedures undertaken by CDC
(26). Applying national HIV rates to California would
yield slightly higher HIV prevalence estimates. Last,
trends in TB—HIV in California may not be generalizable
to the United States as a whole.

In California, declines in TB-HIV incidence and
death in the HAART era have been accompanied by a de-
mographic shift toward foreign-born persons, particularly
from Mexico and Central America. The opportunities for
preventing TB and AIDS among foreign-born persons
are underappreciated. Documentation of HIV status for
TB patients in California (66% in 2008) remains below
the national average (80%) (37). Screening and treatment
completion rates for latent TB infection also are suboptimal
despite the national standard and federal benefit (through
the Health Resources and Services Administration) cover-
ing this practice (38). Improvements are hoped for with the
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recent availability of shorter course latent TB infection reg-
imens (39). Progress toward comprehensive TB-HIV sur-
veillance and recent lifting of legal barriers to HIV report-
ing at TB diagnosis are further cause for encouragement
(40). TB and HIV programs must collaborate to monitor
the confluence and changing epidemiology to ensure early
detection of HIV and TB and to avert preventable deaths.

Acknowledgment

We thank the Office of AIDS and all local TB and HIV/
AIDS staff in California’s health departments who reported the
data used in this analysis. We also thank Eric Vittinghoff for his
numerous insights and assistance with biostatistical methods.

Study concept and design: J.Z.M., JW., M.D., J.F. Drafting
of the manuscript: J.Z.M. Data analysis and interpretation: J.Z.M.,
T.C.P., J.F. Critical revision of the manuscript for intellectual
content: J.Z.M., T.C.P., JW., M.F, JH., M.D,, JP.W,, P.CH.,
J.F. Acquisition of data: Q.X., JW., M.D., M.F.

This work was supported by the National Institutes of Health
(K23 AI094251 to J.Z.M. and RO1 AI076476 to P.C.H.) and the
AMFDP/Robert Wood Johnson Foundation (J.Z.M.).

Dr Metcalfe is an assistant professor in the Division of Pul-
monary and Critical Care Medicine at the University of Califor-
nia, San Francisco, and a doctoral candidate in the Division of
Epidemiology at the University of California, Berkeley. His main
research interests include TB and HIV co-morbidity in resource-
limited settings, drug-resistant TB, TB diagnostics, and TB con-
trol in the United States.

References

1. Centers for Disease Control and Prevention. Trends in tuberculosis—
United States, 2011. MMWR Morb Mortal Wkly Rep. 2012;61:181-5.

2. World Health Organization. Global tuberculosis report 2012 [cited
2012 Nov 28]. http://www.who.int/tb/publications/global_report/en

3. Getahun H, Gunneberg C, Granich R, Nunn P. HIV infection-asso-
ciated tuberculosis: the epidemiology and the response. Clin Infect
Dis. 2010;50(Suppl 3):S201-7. http://dx.doi.org/10.1086/651492

4. Wong EB, Omar T, Setlhako GJ, Osih R, Feldman C, Murdoch
DM, et al. Causes of death on antiretroviral therapy: a post-mortem
study from South Africa. PLoS ONE. 2012;7:e47542. http://dx.doi.
org/10.1371/journal.pone.0047542

5. Centers for Disease Control and Prevention. Diagnoses of HIV in-
fection and AIDS in the United States and dependent areas, 2009
[cited 2012 Jun 13]. http://www.cdc.gov/hiv/surveillance/resources/
reports/2009report/index.htm

6. Hall HI, Geduld J, Boulos D, Rhodes P, An Q, Mastro TD, et al. Epi-
demiology of HIV in the United States and Canada: current status and
ongoing challenges. J Acquir Immune Defic Syndr. 2009;51(Suppl
1):S13-20. http://dx.doi.org/10.1097/QAI.0b013e3181a2639¢

7. Centers for Disease Control and Prevention. Mortality among patients
with tuberculosis and associations with HIV status—United States,
1993-2008. MMWR Morb Mortal Wkly Rep. 2010;59:1509-13.

8. Bacchetti P, Segal MR, Jewell NP. Backcalculation of HIV infec-
tion rates. Stat Sci. 1993:;8:82—119. http://dx.doi.org/10.1214/
ss/1177010994

405



RESEARCH

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

406

Sprinson JE, Lawton ES, Porco TC, Flood JM, Westenhouse JL. As-
sessing the validity of tuberculosis surveillance data in California.
BMC Public Health. 2006;6:217. http://dx.doi.org/10.1186/1471-
2458-6-217

Klevens RM, Fleming PL, Li J, Gaines CG, Gallagher K, Schwarcz
S, et al. The completeness, validity, and timeliness of AIDS sur-
veillance data. Ann Epidemiol. 2001;11:443-9. http://dx.doi.
org/10.1016/S1047-2797(01)00256-3

Schneider E, Whitmore S, Glynn KM, Dominguez K, Mitsch A,
McKenna MT. Revised surveillance case definitions for HIV infec-
tion among adults, adolescents, and children aged <18 months and
for HIV infection and AIDS among children aged 18 months to <13
years—United States. MMWR Recomm Rep. 2008;57(RR-10):1-12.
State of California, Department of Finance. Race/ethnic popula-
tion with age and sex detail, 1990-1999 and 2000-2050 [cited
2012 Jan 1]. http://www.dof.ca.gov/research/demographic/reports/
estimates/e-1/view.php

Thompson ML, Myers JE, Kriebel D. Prevalence odds ratio or preva-
lence ratio in the analysis of cross sectional data: what is to be done?
Occup Environ Med. 1998;55:272—7. http://dx.doi.org/10.1136/
oem.55.4.272

Lindquist K. UCLA Institute for Digital Research and Education
[cited 2012 Jun 1]. http://www.ats.ucla.edu/stat/stata/faq/relative
risk.htm

Rubin DB. Multiple imputation for nonresponse in surveys. New
York: Wiley; 1987.

Badri M, Wilson D, Wood R. Effect of highly active antiretrovi-
ral therapy on incidence of tuberculosis in South Africa: a cohort
study. Lancet. 2002;359:2059—-64. http://dx.doi.org/10.1016/S0140-
6736(02)08904-3

Dembélé M, Saleri N, Carvalho AC, Saouadogo T, Hien AD, Zab-
sonre I, et al. Incidence of tuberculosis after HAART initiation in a
cohort of HIV-positive patients in Burkina Faso. Int J Tuberc Lung
Dis. 2010;14:318-23.

Centers for Disease Control and Prevention. Expanded tuberculo-
sis surveillance and tuberculosis morbidity—United States, 1993.
MMWR Morb Mortal Wkly Rep. 1994;43:361-6.

Chaulk CP, Moore-Rice K, Rizzo R, Chaisson RE. Eleven
years of community-based directly observed therapy for tuber-
culosis. JAMA. 1995;274:945-51. http://dx.doi.org/10.1001/
jama.1995.03530120037038

Pimpin L, Drumright LN, Kruijshaar ME, Abubakar I, Rice B,
Delpech V, et al. Tuberculosis and HIV co-infection in Euro-
pean Union and European economic area countries. Eur Respi J.
2011;38:1382-92. http://dx.doi.org/10.1183/09031936.00198410
Staehelin C, Rickenbach M, Low N, Egger M, Ledergerber B,
Hirschel B, et al. Migrants from sub-Saharan Africa in the Swiss
HIV Cohort Study: access to antiretroviral therapy, disease pro-
gression and survival. AIDS. 2003;17:2237—44. http://dx.doi.
0rg/10.1097/00002030-200310170-00012

Albalak R, O’Brien RJ, Kammerer JS, O’Brien SM, Marks SM,
Castro KG, et al. Trends in tuberculosis/human immunodeficiency
virus comorbidity, United States, 1993-2004. Arch Intern Med.
2007;167:2443-52. http://dx.doi.org/10.1001/archinte.167.22.2443
Espinoza L, Hall HI, Hu X. Increases in HIV diagnoses at the
U.S.—Mexico border, 2003-2006. AIDS Educ Prev. 2009;21(Sup-
p1):19-33. http://dx.doi.org/10.1521/acap.2009.21.5 supp.19
Hlavsa MC, Moonan PK, Cowan LS, Navin TR, Kammerer JS,
Morlock GP, et al. Human tuberculosis due to Mycobacterium bovis
in the United States, 1995-2005. Clin Infect Dis. 2008;47:168-75.
http://dx.doi.org/10.1086/589240

Chang KC, Yew WW, Zhang Y. Pyrazinamide susceptibility test-
ing in Mycobacterium tuberculosis: a systematic review with meta-
analyses. Antimicrob Agents Chemother. 2011;55:4499-505. http://
dx.doi.org/10.1128/AAC.00630-11

26.

217.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

Hall HI, Song R, Rhodes P, Prejean J, An Q, Lee LM, et al. Estima-
tion of HIV incidence in the United States. JAMA. 2008;300:520-9.
http://dx.doi.org/10.1001/jama.300.5.520

Centers for Disease Control and Prevention. Reported HIV status
of tuberculosis patients—United States, 1993-2005. MMWR Morb
Mortal Wkly Rep. 2007;56:1103-6.

Rodwell TC, Barnes RF, Moore M, Strathdee SA, Raich A,
Moser KS, et al. HIV—tuberculosis coinfection in southern Cali-
fornia: evaluating disparities in disease burden. Am J Public
Health. 2010;100(Suppl 1):S178-85. http://dx.doi.org/10.2105/
AJPH.2009.170142

Lawn SD, Myer L, Bekker LG, Wood R. Burden of tuberculosis
in an antiretroviral treatment programme in sub-Saharan Africa:
impact on treatment outcomes and implications for tuberculosis
control. AIDS. 2006;20:1605-12. http://dx.doi.org/10.1097/01.
aids.0000238406.93249.cd

Friedman LN, Williams MT, Singh TP, Frieden TR. Tuberculosis,
AIDS, and death among substance abusers on welfare in New York
City. N Engl J Med. 1996;334:828-33. http://dx.doi.org/10.1056/
NEIM199603283341304

Chamie G, Luetkemeyer A, Walusimbi-Nanteza M, Okwera A,
Whalen CC, Mugerwa RD, et al. Significant variation in presen-
tation of pulmonary tuberculosis across a high resolution of CD4
strata. Int J Tuberc Lung Dis. 2010;14:1295-302.

Cain KP, Anekthananon T, Burapat C, Akksilp S, Mankhatitham W,
Srinak C, et al. Causes of death in HIV-infected persons who have
tuberculosis, Thailand. Emerg Infect Dis. 2009;15:258—64. http://
dx.doi.org/10.3201/eid1502.080942

Behr MA, Warren SA, Salamon H, Hopewell PC, Ponce de Leon A,
Daley CL, et al. Transmission of Mycobacterium tuberculosis from
patients smear-negative for acid-fast bacilli. Lancet. 1999;353:444—
9. http://dx.doi.org/10.1016/S0140-6736(98)03406-0

French AL, Gawel SH, Hershow R, Benning L, Hessol NA, Levine
AM, et al. Trends in mortality and causes of death among wom-
en with HIV in the United States: a 10-year study. J Acquir Im-
mune Defic Syndr. 2009;51:399-406. http://dx.doi.org/10.1097/
QAIL0b013e3181acb4e5

Centers for Disease Control and Prevention. Vital signs: HIV testing
and diagnosis among adults—United States, 2001-2009. MMWR
Morb Mortal Wkly Rep. 2010;59:1550-5.

Xia Q, Westenhouse JL, Schultz AF, Nonoyama A, Elms W, Wu
N, et al. Matching AIDS and tuberculosis registry data to iden-
tify AIDS/tuberculosis comorbidity cases in California. Health In-
formatics J. 2011;17 [cited 2012 Dec 11]. http://jhi.sagepub.com/
content/17/1/41

Kong DWIJ, Marks S, Flood J. HIV status determination among tu-
berculosis patients from California in 2008. J Public Health Manag
Pract. 2012. In press.

Horsburgh CR Jr, Rubin EJ. Clinical practice. Latent tuberculosis in-
fection in the United States. N Engl J Med. 2011;364:1441-8. http://
dx.doi.org/10.1056/NEJMcp1005750

Sterling TR, Villarino ME, Borisov AS, Shang N, Gordin F, Bliven-
Sizemore E, et al. Three months of rifapentine and isoniazid for la-
tent tuberculosis infection. N Engl J Med. 2011;365:2155-66. http://
dx.doi.org/10.1056/NEJMoal104875

California Assembly Bill No. 2541, Ch. 470. Approved and filed
on 2010 Sep 29 [cited 2011 Dec 1]. http://www.leginfo.ca.gov/
pub/09-10/bill/asm/ab_2501-2550/ab_2541_bill 20100929
chaptered.pdf

Address for correspondence: John Z. Metcalfe, University of California,

San Francisco, Division of Pulmonary and Critical Care Medicine, San

Francisco General Hospital, 1001 Potrero Ave, Rm 5K1, San Francisco,
CA 94110-0111, USA; email: john.metcalfe@ucsf.edu

Emerging Infectious Diseases « www.cdc.gov/eid « Vol. 19, No. 3, March 2013



Article DOI: http://dx.doi.org/10.3201/eid1903.121521

Tuberculosis and HIV Co-infection,
California, 1993-2008

Technical Appendix

|. Registry Cross-match

Prior to April 17, 2006, name-based reporting was restricted to confidential AIDS cases in
California; after this date, confidential reporting of all verified cases of HIV infection was also
required. Since the US Centers for Disease Control and Prevention (CDC) 1993 AIDS case
definition, all patients with active TB and HIV infection are counted as AIDS cases (/). TB
patients with HIV co-infection were identified through a statewide registry match with the
California Office of AIDS using Registry Plus Link Plus software (2), a probabilistic record
linkage program developed by CDC. Registry cross-match criteria included name, sex,
race/ethnicity, and date and place of birth. Manual review of all matched cases was performed,
with only those matches above a predetermined priority threshold considered to represent a co-
infected case (3). Demographic, behavioral, and clinical information, including mortality, was
abstracted from state surveillance forms (Report of a Verified Case of Tuberculosis and Adult
HIV/AIDS Confidential Case Report). Surveillance data for both diseases have demonstrated
high validity (4,5).

Il. Nonparametric Back-calculation

Nonparametric back-calculation (6) calculates the HIV incidence rate based on AIDS diagnoses,
using the incubation period distribution. During the highly active antiretroviral therapy
(HAART) era, initiation of HAART prior to AIDS diagnosis by a fraction of patients leads to a
slowing of HIV progression and delays AIDS diagnosis, effectively lengthening the average
incubation period. Because the fraction of individuals initiating therapy is not well characterized
by race over time in California, the realized distribution of the waiting time between HIV
infection and AIDS diagnosis is not well known, and thus, while back-calculation may yield
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informative estimates of the HIV incidence, highly precise estimates of the incidence of HIV

infection cannot be obtained.

We model the number of California diagnoses in ethnicity £ during year i as follows. Let 7
denote the number of individuals infected during year i for ethnicity &, and let F}; denote the
probability of diagnosis in year j given infection in year i. In general, observed diagnosis counts
in any given year depend on the following: 1) changes in the diagnosis definition as occurred, for
instance, in 1992; 2) delays in reporting; and 3) migration of HIV-positive case-patients into and
out of California prior to AIDS diagnosis. Note also that, in general, the quantities £; depend on
the year i, due to treatment because individuals who have initiated HAART have a slowing rate
of progression due to suppression of viral replication. In the absence of these features, we may
use the method of nonparametric back-calculation to compute an estimate of the effective
number infected during year i as follows. The effective number infected is, in general, smaller
than the true number of infected, because some of those truly infected initiated HAART and
were therefore less likely to become diagnosed with AIDS than individuals who had not initiated
HAART,; the effective number infected provides an approximate equivalent untreated HIV
population size, which may be useful in computing incidence rates, but is not useful for public

health planning.

To compute the nonparametric back-calculation estimate, we assume independent Poisson counts
for the diagnoses in each year (effectively ignoring diagnosis delay, a reasonable assumption

given the time that has elapsed since the counts we are analyzing began). Then we have the

following expected number of diagnoses in year i: 4, :ZFMI[; for simplicity, we suppress the

1<i
subscript & for ethnicity in what follows. Let i denote the vector of diagnoses from year i=0 to

year N. Then, the log likelihood of a given sequence of counts y; is

| i=0
i=0 i

N -4
log(L) = Iog(He 4 j: ZN (=4 +y,10g(4,)) + ¢ (where c is a term constant in the unknowns
I;.;). Following Bacchetti et al. (1993), we add the following penalty term. Let 6, = Iog(Ii); the

_ 2
penalty is g = ZZOZ(HI. -26,,+0,,) . We then maximize A(1)=log(L) - kg, where 1980

corresponds to year 0, and N=29 (for a total of 30 years of data, i.e., through 2009).
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While the elegance of the nonparametric bootstrap derives in part from its relative freedom from
mechanistic assumptions, our application of this method to the post-HAART period requires
consideration of the change in the incubation period distribution at the population level caused
by a fraction of people starting therapy. Unfortunately, the rate of testing and the rate of starting
therapy at different times and for different CD4 progression stages are simply not known. We
therefore derived incubation period distributions by modifying the HIV staging model developed
by Longini et al (1989) (7) using the methods in Charlebois et al. (2011) (8); specifically, we
derive differential equations that we will use to derive the quantities ;. To derive them, we will

use a model of untreated HIV, but then assume that a certain fraction of individuals commence
therapy and that their progression is slowed. For untreated individuals, the 3 stages are 1)
infected but not seropositive 2), seropositive but asymptomatic, and 3) pre-AIDS symptoms and
abnormal hematology (see Longini et al. 1989 for details). We used empirical estimates for the
progression rates between these stages (7), yielding an untreated mean incubation period of
approximately 10 years (consistent with other findings, e.g. Cooley et al., 1996) (9). For treated
individuals, we assume the same stages, but with a smaller progression rate between them. We
also classify individuals by status (k) (Z): person does not know he/she are infected (2), person
known HIV positive but untreated (3), person has initiated HAART but has not yet achieved full
virologic suppression, and (4) person on HAART and on treatment with the maximum virologic

suppression he/she will achieve. We let Y, denote the number of HIV-infected people in stage j
and status k. We denote the testing rate in stage j at time ¢ by &, (t) the rate o initiating
suppressive therapy by ¢, (t) the rate of achieving full virologic suppression by o, the rate of

discontinuation of therapy for individuals in virologic suppression by ¢, the progression rate

among untreated individuals from stage j to stage j+/ by y; (=1, 2, 3), and the relative
progression rate in status & by s, (s;=1, s,=1). Denote the incidence rate by /(z) (assumed
piecewise constant within each year). Mortality due to non-AIDS causes is assumed to be
negligible for simplicity. The equations are then

dy,
T;k = I(t) 0100 +Y,40, (_é;cl + é;cZ) +Y,0, (_é;cz +5k3) +pY (_é}ca + @4) +

Yj4a(_é;c4 + é;cz) =Yy 7 Y 148174 (1_ 5;1)
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where we separate subscripted indices with a comma when the index is an expression and not a

single symbol, and &, is a Kronecker delta. Numerical integration using the R package
“odesolve” allows the matrix elements £, to be computed (the initial conditions are Y, =0 for all
jand k).

The numerical parameter estimates were as follows. Testing is assumed to be zero before time 5
(year 1985); treatment is zero before time 16 (year 1996). The progression parameters were
derived from Longini et al (1989); ,=5.49 yr™, ,=0.228 yr™*, and y;=0.191 yr™*. Unfortunately,
population-based estimates for the testing and treatment rates by race over time are unavailable;
we assumed that individuals have a testing rate of 0.3 yr™* prior to AIDS diagnosis (a rate which
would underestimate the rate for urban men who have sex with men), a rate of cessation of
antiretroviral therapy of 0.01 yr™, a rate of 4 yr™* of achieving full virologic suppression (i.e., a
mean duration of 3 months before achieving full suppression), and that individuals on full
suppression only progress at 10% of the rate of untreated individuals (which may in fact be an
overestimate). In the base case scenario, we chose the rate of treatment in stage j=2 to be ¥4 of
that in stage j=3, and chose the rate in stage 3 so that by 2008, 50% of individuals with HIV but
no AIDS diagnosis would be on treatment. Because many of these parameters are not well

characterized, we conducted sensitivity analysis.

Of particular importance are the rates of treatment and testing by race. For the base case
scenario, we assumed all rates were identical; the TB rates computed from these denominators

thus contain no built-in assumption of differential rates of starting therapy.

We used parametric bootstrap (Efron & Tibshirani [70], p. 53-5) to compute confidence
intervals for rates (with 100 replications). Specifically, for the denominator data, we assumed the
estimated race-stratified incubation period over time and simulated AIDS incidence data given
the random incubation period distribution for each year. We then estimated the HIV incidence
from these simulated data, and from the HIV incidence, we computed the prevalence as indicated
above; this yields a set of changing prevalences over time reflecting the expected variability
given the sample sizes. For each of these, we simulated numerator (TB case) data using an
independent Poisson distribution whose mean equaled the observed number of cases for the year
in question, and computed the rate given these simulated numerators and denominators, yielding

confidence intervals reflecting variability in the numerator and denominator.
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Confidence intervals from parametric bootstrap do not reflect variability based on modeling
assumptions. We therefore conducted the following sensitivity analyses (Technical Appendix
Table 1) (7): assuming (unrealistically) no pre-AlIDS treatment at all (2), assuming constant
treatment rates sufficient to place 90% of HIV patients on HAART prior to diagnosis by 2009
(3), assuming treatment rates identical to the base case for 1996-2000, but assuming treatment
rates 20% larger in 2001-2005, and a further 20% larger for 2006 to the present. We also
conducted sensitivity analyses using different values for the smoothing parameter; values of 0
lead to wildly unstable estimates and are unsuitable (6). Finally, the 1992 (and earlier) AIDS
case definition changes were not explicitly modeled; sensitivity analysis in which 10% of cases
diagnosed in 1992 would have occurred in 1993 and 1994, however, did not substantially change

our estimates.

Optimization was conducted by the Nelder-Mead method, using 25 randomly chosen starting

values to reduce the chance of convergence to a merely local maximum. All calculations were
conducted by using R v. 2.13 (http://cran.r-project.org) for MacIntosh (Apple, Cupertino, CA,
USA).

[ll. Multiple Imputation

Multiple imputation allows asymptotically unbiased estimation of missing data under an
assumption of missing at random conditional on measured variables (7). To recover missing
values for CD4+ T-lymphocyte count (1,732 of 3,904 [44.4%]) and viral load (2,756 of 3,904
[70.6%]), we constructed 10 imputation data sets (/2) per individual using Stata 12.2 (Stata
Corporation, College Station, TX, USA) ‘mi’ suite of commands. CD4+ T-lymphocyte counts or
HIV viral load not recorded or ascertained >6 months prior to TB diagnosis were considered
“missing.” Demographic (age, sex, race/ethnicity, nationality, homeless status, correctional
facility) and clinical variables (year of diagnosis, time from initial HIV diagnosis to TB
diagnosis, time from initial HIV diagnosis to AIDS event, whether TB was the AIDS defining
event, mode of HIV transmission, vital status at time of TB diagnosis, and tuberculin skin test
reading) were used to impute missing CD4+ T-lymphocyte count and viral load values.
Demographic, behavioral, and clinical information, including mortality, were abstracted from

state surveillance forms (Report of a Verified Case of Tuberculosis, and Adult HIV/AIDS
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Confidential Case Report). TB was considered the AIDS-defining event if TB and AIDS were
reported within 6 months of each other. For each individual, regression analysis was done on
each imputation data set, and results were combined to ascertain estimates by using standard
multiple imputation techniques (/3). CD4+ T-lymphocyte count was square root transformed and
viral load was log-transformed prior to imputation. In order to avoid working with implausible
imputations in the analysis, square root transformed CD4+ T-lymphocyte counts with negative
values were truncated to 1 prior to back-transformation. Multivariate associations with mortality
obtained following multiple imputation and from an unimputed “complete-case” analysis are
demonstrated in the main text and below, respectively (Table 3; Technical Appendix Table 2).
Overall goodness of fit for the complete-case analysis was assessed by using the Hosmer-

Lemeshow test.

Technical Appendix Table 1. Nonparametric back-calculation sensitivity analyses

TB rate, 1993 TB rate, 2008
Parameter Value White Black Hispanic White Black Hispanic
Baseline 0.00 202.30 768.6 680.52 34.80 147.94 224.85
Rate of testing 1.00 202.41 762.23 678.31 34.70 149.63 225.18
Treatment rate 0 205.95 775.75 681.67 37.02 160.85 241.66
Cessation rate 0.02 202.23 776.00 679.28 35.06 150.94 230.03
Cessation rate 0.01 201.25 772.20 690.99 34.38 149.44 219.84
Relative progression 0.05 202.22 767.02 681.27 34.49 150.59 224.40
Relative progression 0.20 203.01 740.13 686.27 35.29 170.58 233.61
Treatment fraction in 2008 0.90 191.78 743.86 666.52 28.39 118.18 181.25
Increase rate, 5y 25% 198.50 776.40 676.98 33.73 148.76 225.58
Case definition change 0 202.30 769.96 681.12 34.83 151.59 227.94

Technical Appendix Table 2. Multivariate analysis of factors associated with deaths among HIV-infected TB patients, California,
1993-2008*

Characteristic Adjusted relative risk (95% CI)
Time period
2001-2008 Referent
1996-2000 1.07 (0.83-1.36)
1993-1995 2.13 (1.71-2.66)
Aget 1.29 (1.22-1.36)
Sex, F 1.33 (1.03-1.73)
Race/ethnicity
White, non-Hispanic Referent
Black, non-Hispanic 0.85 (0.66-1.09)
Hispanic 1.03 (0.77-1.36)
Asian/Pacific Islander 0.93 (0.58-1.47)
Foreign birth 0.68 (0.53-0.88)
HIV risk groupt
MSM Referent
IDU 1.08 (0.87-1.34)
Heterosexual contact 0.58 (0.39-0.86)
Unknown 1.35 (1.08-1.70)
Sputum smear positivity 1.23 (1.02-1.49)
CD4+ T—I;/mphocyte count,
cells/mm
<50 5.21 (2.14-12.64)
50-99 3.69 (1.50-9.07)
100-199 2.92 (1.20-7.14)
200-349 2.25 (0.88-5.80)
350-499 Referent
__>500 1.59 (0.50-5.06)
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Characteristic Adjusted relative risk (95% CI)

TB as AIDS-defining diagnosis§ 0.94 (0.78-1.13)

*Complete-case analysis (CD4+ T-cell counts not imputed. TB,
tuberculosis; MSM, men who have sex with men; IDU, injection drug use.
tPer 10 year increase in age.

FCategories are mutually exclusive; any IDU was included in the IDU
category.

§TB was considered the AIDS-defining event if TB and AIDS were
reported within 6 months of each other.
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