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jJ Abstract Methods Results

Background: Prevention efforts against hepatitis B (HB) virus infection may be improved by A The TriService AIDS Clinical Consortium (TACC) Natural History Study (NHS) is an ongoing, Objective 1 (Cohort A): N=461 (27.7%) were HB positive at BL
better quantifying the risk of HB infection in relation to the timing of HIV infection. We describe prospective multicenter observational study of HIV-infected Department of Defense beneficiaries A 308 (66.8%) had resolved HB infection (HBcAb+ and HBsAb+)

. . : : : : : which began in 1986.
the prevalence and risk factors for HB infection at the time of and following HIV infection among g I 51 (11.0 %) had HBCAD as their only positive marker Documented HIV+ Documented HIV+ Number of Participants = 1663 HR (95% Cl) P value

participants in the Tri-Service AIDS Clinical Consortium (TACC) HIV Natural History Study (NHS). I This report includes NHS subjects with a documented HIV+4 test date and at least one HB o B Overall (n=1657) Pre-HAART (n=922) Post-HAART (n=735) Age at HIV + (vears) 10-vear increase 106093122 03
Methods: Subjects enrolled in the TACC NHS between 1986 and 2004 were examined for the serology panel. A Of 59 (12.8%)\ndividuals positive for HBsAg, 38 (649%) had CHB OR (95% 1) o] ) X ’ ’ - ' . -
prevalence and risk factors for HB at the time of HIV diagnosis (baseline), and the incidence and L Asubject was considered HB positive if at least two of the three tests (HBsAg, HBcAb, HBsAb) Objective 2 (Cohort B): 432 (20%) tested positive for HB infection after HIV + date Age at HIV +, years (10-year increase) 19(1.6-23) <0.0001  22(1.7-28)  <0.0001 17(1.3-22)  <0.0001 Male gender 669 (316-14.16) <0.0001
Window of 3 years ot less, the risk for HB at baseline was assessed using ogistc regression in hree in 2 given panel were posifive at one time, or if HBSAG or HBGAD was positive on two separate 282 (55.7%) hadyssolved HB nfection il Gender (0 el el ISRl T T e —
’ occasions. The date of HB infection was the date of the initial positive panel. i it _identifi ici i i R
time periods: pre-HAART, post-HAART and overall. Risk factors for incident HB after baseline were . P P A 84 (19.4%) had HECAD as their only positive marker el Idggﬂzfgaithmc'ty referent referent referent ﬁf?;:gicA/rgSe”rgcgnRican/Mexican g)gg Eg):gg - }:gg; 8228
i i i i i i i 0 i iti i iti N " African Ameri 099 (0.8-1.3 0.95 0.9(0.6-1.2 045 12(0.8-18 045 -
Sgﬁirég:f: ilrjlférrlsacliox regression. Odds ratios (OR) and hazard ratios (HR) are given with 95% Chronic hepatitis B (CHB) was defined as two HBsAg positive tests at least 6 months apart. L Of 94 (21.8%) individuals positive for HBsAg, 47 (50%) developed CHB Hi;l;ggic/rpfgrctznmcan/Mexican o (E, 8 1'1)) 9 29 §0.4- 13; A 12 Eo.z- 1'33 043 Other 1.16 (0.67 - 2.00) 0.59
' i Prior hepatitis C virus (HCV) seropositivity, STI, and AIDS-defining illness at baseline were Other Rl 0 ezt ) | A ) 03 Lowest CD4, cells/uL (100 cell increase) 1.02(0.98 - 1.07) e
Results: Among 1,663 with a known SC window of 3 years or less, 461 (28%) were HB positive at defined as having the illness or marker any time prior to 183 days after HIV + date. HB HIV seropositivity date (1-yearincrease)  0.93(0.90-0.95)  <0.0001 09(0.86-0.98) ~ 0009  09(09-1.0) Bl Gonorrhea' 1.20 (0.97 - 1.48) 0.10
baseline, 38 (8%) of whom had chronic HB (CHB). HB at baseline among SC was associated with \{accina_ltion status at baseline was defin_ed as the_ receipt of at I_east one dose of HB vaccine any Gonorrhea 1.8(1.3-23) 0.0001 1.6(1.1-23) 0.006 22(1.2-3.7) 0.005 Syphilis’ 1.76 (1.39 - 2.23) <0.0001
older age (OR 1.8, 1.5-2.1, p<0.0001), male gender (OR 6.2, 2.5-15.5, p<0.0001), HCV seropositivity time prior to HIV + date. All other baseline covariates were defined as the value closest to HIV + Figure 2: Prevalence of Hepatitis B Infection at Time of HIV Infection . 140921 o 12(08-20) 030 70834 o1 yp /6 (1. : .
(OR 2.6, 1.2-5.5, p=0.01), prior STI (OR 1.8, 1.4-2.3, p<0.0001), and prior receipt of HB vaccine (OR date within (-30,183) days. AR,\; use' Igefrleutrﬁnt = No ART use) 088 0.67-1.16) 037
. ) . . S . Prior receipt of > dose HB vaccine 0.4 (0.3-0.6) <0.0001 0.3 (0.1-0.5) <0.0001 0.6 (0.3-0.9) 0.02 ono-Dual therapy c 67-1. o
Ut UeH0L9, [FEMLELL MUVEETS EREEES Simor siitize S|g_n|f|cance W".[h re§pect o EleEr £y A HAART was defined as two nucleoside reverse transcriptase inhibitors (NRTIs or NtRTI) in 40 - —544 HAART 0.57 (0.33-1.00) 0.05
(OR 1.9, 1.6-2.3, p< 0.0001), male gender (OR 5.9, 2.3-14.9, p =0.0002), prior history of gonorrhea combination with one protease inhibitor (PI), non-nucleoside reverse transcriptase inhibitor N i ine’
(OR 1.8, 1.3-2.3, p=0.0001) and prior receipt of HB vaccine (OR 0.4, 0.3-0.6, p<0.0001). HCV e P , o= P Casps=202 Receipt of > dose HB vaccine 0.54 (0.42-0.71) <0.0001
L ) . S (NNRTI) or abacavir. Mono/dual therapy was defined as non-HAART use.
seropositivity was not included in the model due to missing test results. Among the 2,138 who were Table 3: Univariate Risk of Incident Hepatitis B Infection After HIV Infection 'Time varying covariate
HB negative at baseline, 432 (20%) subsequently developed HB, of which 47 (11%) resulted in Objective 1 (Cohort A): To determine HB prevalence at time of HIV infection ' P
CHB. Risk factors for incident HB were male gender (HR 6.7, 3.2-14.2, p<0.0001), African American HIV SC with a seroconversion window O 3 years (N=1663). n=383
ethnicity (HR 1.3, 1.0-1.6, p=0.03, compared to Caucasians), and prior history of syphilis (HR 1.8, ] . . _ _ _ 30 - Cases=111
1.4-2.2, p<0.0001). Protective factors against incident HB included the use of HAART (HR 0.6, 0.3- The baseline (BL) HB panel was defined as the earliest panel in the window of -30 to 183 days Number of Participants = 2138 OverallN HR (95% Cl) P value
1.0, p= 0.05) and prior receipt of HB vaccine (HR 0.5, 0.4-0.7, p<0.0001). around the documented HIV + date. 2 Age at HIV C 4
) a— : ey onclusion
Conclusions: In addition to a high prevalence of HB observed at the time of HIV diagnosis, HB A AlFl) paﬁgz;r%ts_vl\sere ﬁll?/si'f('je? bZ tlr;(la/ig;g‘ which,their documented positive HIV test occurred & n=424 <30 1379 Referent
seronegative individuals remain at high risk for HB following HIV diagnosis. While HAART reduced i Pfs-t HAART_— Sgc HIV + c?a?e 6 1/1/1996 I Cases=91 12312 230 759 1.29(1.06 - 1.57) 0.01
i i i N i i i - - = - 20 - ~ . . . L . . . -
the risk o_f HB_ after diagnosis qf HIV, the _total burden of HB/H!V co |r_1fe_ct|on remains large, due_, in o o - _ B % 379% Cases=57 Age at HIV +, years (10-year increase) 2138 1.12(0.98 - 1.27) 0.09 A This is the most comprehensive examination of HB viral co-infection in a U.S. military cohort, and
part, to high-risk sexual behavior both prior to and after HIV diagnosis in the HAART era. Vaccination A Univariate and multivariate logistic regression/models were used to assess specific factors g demonstrates the enormous burden of HB infection in HIV-infected individuals, with a prevalence
targeted at all high-risk individuals both prior to and after HIV infection should be the cornerstone of associated with HB infection at time of HIV irfection. overall. and during the pre- and post- o Gender: Male = 7.09 (3.36 - 14.96) <0.0001 0 : : : : o 0 : :
: _ _ ) , g p Y a o of 28% at the time of HIV infection and an estimated incidence of 20% after HIV diagnosis. The
prevention efforts to reduce the burden of HB/HIV co-infection HAART eras. 29% Feiels LEE Jisifatretns prevalence of CHB was high, 8.0% in HIV SC, and 11.0% in incident infections.
Objective 2 (Cohort B): To determine HB incidence after HIV + date 10 21% Self—ld(ezgalzlaescilaenthn|C|ty 988 Referent A HB infection prevalence in HIV SC by different eras demonstrated a high rate of co-infection
B All participants with a negative baseline HB test (N=2138) 18% African American ‘ 896 1.36 (1.11 - 1.65) 0.002 overall, and a still unacceptably high rate in the era of HB vaccination and HAART.
B Univariate and multivariate Cox p_roportional haza_lrds mo_de!s, _stratified _by pre- or post-HAART CH)[cshpearmc/Puerto Rican/Mexican 19603 ?gg 8;? ;833 06,558 STls are a significant risk factor for HB infection at BL in SC and for incident HB infection,
4 era, were used to evaluate specific factors associated with incident HB infection. stressing the importance of ongoing behavior risk reduction counseling, HB screening and
4 CD4 Cell Count1, cells/uL vaccination when an individual presents with an STI.
i <200 362 0.92 (0.65 - 1.31) 0.66
J B a C k '-‘6 u h d 0 200-499 702 0.91 (0.74-1.12) 0.37 A Prior studies [7] have excluded individuals who were vacpinated against HB. Of 432 incident HB
J Before 1992 1992-1995 1996-2000 After 2000 > 500 959 Referent infections, 89 (20.6%) cases occurred despite receipt of O 1 dose of HB vaccine.
4 Year of Documented HIV+ CD4 Cell Count”. cells/uL . ) i o : : : : : :
. : e . . . _ . , pL (100 cell increase) 2023 1.02 (0.98 - 1.05) 0.38 Individuals prescribed HAART, with or without an HBV active antiretroviral, showed a trend
A DIS :CO shireq rr]nor(]jes _ofr:ransmlsgogHagprfmmately Srdl0in oy Ielstalbels szl vt [ el Figure 1: Cohorts for Analysis : _ towards lower rates of incident HB than did subjects on no or mono/dual ART. Whether HB
co-infected with chronic hepatitis B (CHB) [1]. HIV RN<A2,§op|es/mL (log10) . Referent active HAART is more effective in decreasing the incidence of HB infection as compared with
A Co-infected individuals have an increased risk of hepatitis B (HB)-associated end-stage liver 56-5.0 849 1.56 (0.80 - 3.06) 0.2 HAART without any HB active component remains to be determined.
disease and liver-related mortality, decreased rates of spontaneous resolution after acute HB 4464 NHS cohort patients with a s _ " _ _ . _ > 5.0 120 2.52(1.11-5.73) 0.03 A - L antifiaat -
infection, and increased |eve|S Of HB Vil’us DNA replication [1_7] documented HlV pOSlthe test date Table 1 Unlval’late RlSk Of HepatItIS B |nfeCtI0n at Tlme Of HIV |nfeCt|0n 1 A Our data hlg:’:]“?rl]_‘;éhertTOStImeR;tar;CGtOLprzvegtlor' |dent|f|cat|0n and ComprehenSIve
HIV RNA', log10 copies/mL (1 log increase) 1441 1.31 (1.08 - 1.59) 0.006 management o infection in Hiv-intected individuals.
A Few studies have examined the impact of HAART, specific sexually transmitted infections (STIs) L |
and HB vaccination on the incidence of HB infection, both at the time of, and after HIV infection. Number of Participants = 1663 Overall N OR (95% Cl) P value AIDS-defining illness ": Les 1%36699 1-37R((}-92 - t2-03) 0.12
0 eferen
: Age at HIV + (years) 10-year increase 1663 1.78 (1.52-2.09 <0.0001
B milaisinenil - YRR I ( ) Anti-HCV Positive’:  Yes 84 262(159-429)  0.0001
orior t6 Doc HIV+ date and Male gender 1663 6.24 (2.51-15.52) <0.0001 No 1772 Referent R e f e [- e n C e S
b d with at least fth . -
following test available: HBSAG BMI (kg/m2) 964 1.00 (0.96 - 1.04) 0.91 Sexually Transmitted Infection
4 or HBcAD(total) or HBSAD Yes 890 1.52(1.25-1.84) <0.0001
Self-identified ethnidty 1663 Ne el izt 1. Puoti M, Airoldi M, Bruno R et al. Hepatitis B virus-co-infection in HIV-infected subjects. AIDS Rev 2002;4:27-35
= = Caucasian 728 Referent : 1 ' ' ' P oo o '
O b e C t .v es African American 749 0.97 (0.77 - 1.21) 0.77 Genital Herpes Yes 174 0.92 (0.62 - 1.35) 0.66 2. Puoti M, Spinetti A, Ghezzi A, et al. Mortality for liver disease in patients with HIV infection: a cohort study. J Acquir
. . Hispanic/Puerto Rican/Mexican 122 0.63 (0.39 - 1.00) 0.05 No 1962 Referent Immune Defic Syndr 2000;24:211-7.
2 Other 64 0.51(0.26 - 0.99) 0.05 Gonorrhea1: Yes 460 1.53(1.25-1.87) <0.0001 3. Puoti M, Torti, Bruno R, et al. Natural history of chronic hepatitis B in coe-infected patients. J Hepatol 2006(4); S65-70.
1. To describe the prevalence and risk factors for HB infection at the time of HIV infection among HIV seropositivity date (1-year increase) 1663 0.92 (0.90 - 0.94) <0.0001 No 1654 Referent 4. Thio C, Seaberg E, Skolasky R. HIV-1, hepatitis B virus, and risk of liver-related-mortality in the MACS. Lancet 2002;360:
known HIV seroconverters (SC). COHORT A COHORT B 1 1921-6.
CD4 cell count (100 cells/uL increase) 1639 1.01 (0.96 - 1.05) 0.79 Chlamydia: Yes 241 1.11(0.84 - 1.46) 0.46 . oo : i . 2003 93195,
2. To describe the incidence and risk factors for HB infection after HIV infection. HB at Baseline Seroconverters HB Incidence after Baseline No 1887 Referent 5. Thio €. Hepatitis Bin the HiV-infected patient: epidemiology, natural history and treatment. Semin Ev9is 2003; 23:125-36.
window < 3 years ONLY HB negative HIV RNA (1 log10 copies/mL increase) 918 1.00(0.83-1.19) 0.96 S Ves 391 204 (1.63 - 2.56) J— 6. fSoriano l\—|/’|\|7LIJ-|OBti\/NI|, Bonacini l\l/ll,aet aII. iﬁ)r;cgo%agiigt;;vlitZOChmmc hepatitis B and HIV co-infeciton: recommendations
(n=1663) (n=2‘|38) . . . T £, . rom an - nternational Panel. I RoN -40.
1202 (72%) HB negative 1706 (80%) HB negative Anti-HCV positive 1184 2.60(1.22-5.53) 0.01 Ne el Referent 7. Kellerman SE, Hanson DL, McNaghten AD, Fleming PL. Prevalence of chronic hepatitis B and incidence of acute hepatitis
e (M 1 B infection in human immunodeficiency virus-infected subjects. JID 2003;188:571-7.
5086700 HoCADr and Hoshr 252 (545 HBCADY and Hoshor Previous ST I8 | lEna-Aan | <O T 071 EEe y |
598(1(2(;0; EECBAQ‘F g%of); EEI%AQ‘F Genital Herpes 1662 1.03 (0.62 - 1.73) 0.9 Mono-Dual therapy+3TC/TDF/FTC 80 1.26 (0.73 - 2.16) 0.4 Contact Information: Helen Chun, MD
43(19%) Incomplete Panel 22(5%) Incomplete Panel Syphilis 1663 1.99 (1.39 - 2.86) 0.0002 ﬂﬁﬁELSTC/TDF/FTC o) e gg vr=s ggg 22 Naval Health Research Center
) ) ) ' 140 Sylvester Road
Prior receipt of > dose HB vaccine 1663 0.37(0.26 - 0.53) <0.0001 Receipt of > dose HB vaccine' San Diego, CA USA 92106
Yes 1032 0.53(0.41-0.69) <0.0001 helen.chun@med.navy.mil
No 1106 Referent (619) 553-8528 phone (619) 553-8383 fax

'Time varying covariate




