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» 1763 stable, healthy, sexually active, serodiscorda

» 890 HIV-positive men and 873 HIV-positive women fro m

nt couples

sub-Saharan Africa (n = 954), Asia (n =531), Latin  America (n =
276) and the USA (n = 2)
« CD4 cell count: 350-550 cells/mm 3
Randomization
Immediate ART Delayed ART
(886 couples) 2 2 % (877 couples)
# & !
2 %
O+

WHO = World Health Organization
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Delayed arm 35 |

Total HIV-1 p < 0.0001
transmission events: 39
4' Immediate arm 4 |
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* .
° % - ,<
e, &% = % 2 %
- +2 ; /3+,22 =$<5!; 30 >434%
- 7. ; +32,22 =$<51!; 43 >:32%
Probability of primary clinical event*: i
- 0.25 7 Delayed
% 0204 HRO0.6(0.4-0.9);p=0.01
©
S 0151 i
= Immediate
o 0.101
=2
S 0057
04 Number at risk
Delayed 873 697 316 85 31 24
Immediate 880 698 331 85 35 28
0 1 2 3 4 5
Years since randomisation
THE
*Death, WHO Stage 4 clinica_l event,_pulmonary tuberculosis or severe bacterial infection ° '.... G U I D E
PY = person-years; Cl = confidence interval; HR = hazard ratio ..
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=3

. & % 9<: M Hormonal contraception
= > % % 10 - = No hormonal
2 & aHR 1.98
_ 8 S ~ (1.06-3.68)
@ 2 g 8 p=0.03
_ * -é o 6.61
3
‘ # g 6
o aHR 1.97
I3 (1.12-3.45)
. # * 0 = 2-4 i p=0.02
_— # &8 53 261
@ L g2
- AB* 8 se
O -

Female Male
HIV-negative HIV-negative

aHR = adjusted hazard ratio

1. Heffron R et al. Lancet 2012:12;19-26

& %

Table 5
Endocervical concentrations of HIV-1 RNA in HIV-1 seropositive women, by contraceptive method
Detection of any genital HIV-1RNA Quantity of genital HIV-1RNA detected (log,, copies/swab)
niN (%) Odds ratio pvalue  Adjusted odds pvalue  Median (IQR) Regression pvalue  Adjusted regression  pvalue
{05% C1) ratio" (95%C1) coofficient® (95% C1) coefficientt (95% C1)
Overall 1011/1691(539) - - " . 318 (208t03485)
Nohormonal ~ 782/1333(587) Reference Reference  Reference Reference  314(208t0391)  Reference Reference  Reference Reference

contraception

Anyhormonal - 230/358(643) 127 (0-99t01:61)  0:06 151(113t0201) 00054  329(208t0391) 010(-0-01to0-21) 008 014 (0-04 0 0:23)  0-0055
contraception

i B R 5 B S B A S T2 VR BB R R0 1 T Y R ) L8 T R T R R
86 (58 LG8 (0 K y 841 0 .96 (1.08 0.0 Y 5 1

06(0.62101.8 .4

* Average difference in HIV-1 RNA concentration.
+ Adjusted for concentration of plasma HIV-1 RNA and CD4 count.

Transmission may be explained by raised HIV concentration in endocervical
secretions °
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. Heffron R et al. Lancet 2012:12;19-26
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The NEW ENGLAND JOURNAL of MEDICINE

EDITORIAL

When to Start Antiretroviral Therapy in HIV-Associated

Tuberculosis
M. Estée Torék, M.D., Ph.D., and Jeremy ). Farrar, M.D., Ph.D.
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778 HIV-infected adults with positive acid-fast
bacilli for any smear were screened

117 Were excluded

81 Had CD4+ T-cell count >200/mm?

25 Had aminotransferase levels >5x ULN
4 Had positive pregnancy test
2 Had TB treatment started

>1 wk before randomization

2 Died before randomization
1 Had no CD4+ T-cell count
1 Had bilirubin level >5x ULN
1 Had delayed blood sampling

661 Were enrolled and underwent randomization

332 Were assigned to earlier-ART group 329 Were assigned to later-ART group
(at 2 wk after start of TB treatment) (at 8 wk after start of TB treatment)
73 (22%) Did not complete 104 (329%) Did not complete
follow-up follow-up
59 (18%) Died 90 (27%) Died

6 (296) Withdrew consent |-=—j — 6 (296) Withdrew consent
2 (196) Were transferred 2 (196) Were transferred
6 (29%) Were lost to 6 (296) Were lost to

follow-up follow-up

259 (78%6) Remained in active 225 (68%6) Remained in active

follow-up until end of study follow-up until end of study




% * 0,2

Early ART Late ART
Total 332 Total 329
0, .
259 (78 ?) followed to end 225 followed until end
59 (17.8%) died 90 (27.4%) died
1.0+
0.8]
2 Later-ART group
2 0.6-|
é ol P=0.004 by log-rank test
=
e
& 0.2
0.0 T T T T |
50 100 150 200 250
Weeks after Tuberculosis Treatment Initiation
No. at Risk
Earlier-ART group 332 278 192 101 P
Later-ART group 329 256 168 87 3
No. of Deaths
EarlierART group 0 16 56 57 59
Later-ART group 0 63 85 90 90

00 7
Heeun

Blanc F-X et al. N Engl J Med 2011;365:1471-1481 . C LI I C
T MES’

S HOSPITAL
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e NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JULY 7, 2011 VOL. 365 NO. 1

New Regimens to Prevent Tuberculosis in Adults
with HIV Infection

Neil A. Martinson, M.B., B.Ch., M.P.H., Grace L. Barnes, B.S.N., M.P.H., Lawrence H. Moulton, Ph.D.,
Reginah Msandiwa, R.N., Harry Hausler, M.D., Ph.D., Malathi Ram, Ph.D., James A. MclIntyre, M.B., B.Ch.,
Glenda E. Gray, M.B., B.Ch., and Richard E. Chaisson, M.D.
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Exclusion factors:
eactive TB
*TB Rx >2/12
*ART
*CD4 < 200
2 .
once-weekly INH 900 mgs-RPT 900mgs DOT x12/52
twice-weekly INH 900mgs-RIF 600mgs DOT x 12/52
daily self-supervised INH 300mgs x 6/12
daily self-supervised INH 300mgs indefinitely

86 g8 C + 3.6";°EU|DE
.ee- CLINIC
L "8 3+>/32
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% #* 2 3
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e NEW ENGLAN D
JOURNAL o MEDICINE

ESTABLISHED IN 1812 DECEMBER 8, 2011 VOL. 365 NO. 23

Three Months of Rifapentine and Isoniazid for Latent
Tuberculosis Infection

Timothy R. Sterling, M.D., M. Elsa Villarino, M.D., M.P.H., Andrey S. Borisov, M.D., M.P.H., Nong Shang, Ph.D.,
Fred Gordin, M.D., Erin Bliven-Sizemore, M.P.H., Judith Hackman, R.N., Carol Dukes Hamilton, M.D.,
Dick Menzies, M.D., Amy Kerrigan, R.N., M.S.N., Stephen E. Weis, D.O., Marc Weiner, M.D., Diane Wing, R.N.,
Marcus B. Conde, M|D., Lorna Bozeman, M.S., C. Robert Horsburgh, Jr., M.D., Richard E. Chaisson, M.D.,
for the TB Trials Consortium PREVENT TB Study Team™*
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What Regimen should we use ?

| Centers for Disease Control and Prevention

CDC 24/7: Saving Lives. Profecting People. Saving Maoney through Prevention.

Table 1. Latent TB Infection Treatment Regimens

Drugs Duration Interval Minimum doses
Isoniazid 9 months Daily 270
Twice weekly™ 76
Isoniazid 6 months Daily 180
Twice weekly™ 52
Isoniazid and Rifapentine 3 months Once weekly™ 12
Rifampin 4 months Daily 120

*Use Directly Observed Therapy (DOT)
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Table 1. Vaccine Efficacy against Anal Intraepithelial Neoplasia (AIN) and Anal Cancer in the Intention-to-Treat Population.*

Observed Efficacy

End Point qHPV Vaccine (N=299) Placebo (N=299) (95% C1)
No. No. of Events No. No. of Events
Included  Affected per100  Included  Affected per 100
in Partici-  Person-Yr Person-Yr in Partici-  Person-Yr Person-Yr

Analysis  pants  atRisk  atRisk  Analysis  pants  atRisk  atRisk

AIN due to any HPV type 275 74 569.0 13.0 276 103 588.4 17.5 25.7 (-1.1t0 45.6)

HPV-0, 11, 10, or 18 75 2 ©07.1 0.3 © 7 [Z9%) 7% 503 (D710
HPV-16 or 18 275 12 662.7 1.8 276 27 668.3 4.0 55.2 (8.5t079.3)
AIN due to a specific
HPV type
HPV-6 275 18 644.8 2.8 276 47 645.3 73 61.7 (32.8t0 79.1)
HPV-11 275 13 651.2 20 276 25 660.5 38 473 (-7.1t075.2)
HPV-16 275 8 668.7 1.2 276 18 678.6 2.7, 54.9 (-9.0to 83.0)
HPV-18 275 5 671.9 0.7 276 11 684.5 16 53.7 (-44.6 to 87.4)
By lesion type
AIN grade 1 275 31 619.3 5.0 276 62 624.1 9.9 49.6 (21.2 to 68.4)
Condyloma 275 13 651.3 2.0 276 31 664.2 4.7 57.2 (159to 795'
ACuminatum
Flat lesion 275 27 636.0 4.2 276 48 641.3 7.5 43.3 (7.3 10 66.0)
AIN grade2 or 3 275 18 660.1 27 276 39 655.2 6.0 54.2 (18.0t0 75.3)
Grade 2 275 11 668.0 16 276 29 671.5 43 61.9 (21.4t0 82.8)
Grade 3 275 10 665.9 15 276 19 672.8 2.8 46.8 (-20.2t0 77.9)
Anal cancer 275 0 678.4 0.0 276 0 694.8 0.0 NA

UIDE

* The intention-to-treat population consisted of study participants who received at least one dose of the study drug. A participant may have ' LI N I C
'

been counted more than once if multiple lesions in different categories developed. NA denotes not applicable.
JAMES'S HOSPITAL
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Efficacy against HPV 6/11/16/18 Anal Intra-
epithelial Ndembdasia (GANY)
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Ref: Palefsky, J. M. et al. HPV Vaccine against Anal HPV Infection z... G U I D E
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Efficacy against HPV 6/11/16/18 Anal Intra-
epithelial Ndembdassia (GANY)
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Efficacy against HPV 6/11/16/18 Persistent
Infection (Anal)
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0'5 % '300-/ # # %> "3)
2 P& %

48 weeks 96 weeks
primary analysis final analysis

ECHO (TMC278-C209)
RPV 25 mg qd + TDF/FTC qd + EFV pbo qd (N=346)

N=690
patients EFV 600 mg qd + TDF/FTC gd + RPV pho qd (N=344)

THRIVE (TMC278-C215)

N RPV 25 mg qd + 2 N()RTIs* + EFV pbo qd (N=340)
patients 11
EFV 600 mg qd + 2 N()RTIs* + RPV pbo qd (N=338)

*Investigator's choice: TDF/FTC (60%); AZT/3TC (30% ); ABC/3TC (10%)

Q 2 #@ &- %2 C J2 D&O) 2% & C)4 Q,

824> ( 453D R F7
Q -)4s, 824T ++3( 3T & +CD3( Vv
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05 % '3)0R F7 -
)4Q, 824# #  )4C( 453D

H RPV
B EFV
6.6 (1.6, 11.5)
100 - r -3.6(-9.8,2.5)
o 90% 91% 90% 100 —
90 A 84% 84% 90 82%

79% 80% 7796 81%

Virologic responders (%
o
o

Virologic responders (%)
ul

ECHO THRIVE Pooled ECHO THRIVE Pooled
> 824 > > 824
«+CD3(# % % &
o+ % #* 2 & # % > ‘% ~
::‘. GUIDE
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*Difference in response rates (95% CI) [} ST JAMES'S HOSPITAL
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Pooled ECHO and THRIVE Week 48 analysis:
ITT-TLOVR outcome at Week 48 by baseline VL

| &= B I
i : Responders*
71 7 1 N =PV
< ~3.6 (9.8, 2.5) =1 6.6 (1.6, 11.5) Y
/\a B 4 é B A
S [%)
P ]
g , 1 _5 ;A Non responders
2 I
c F 4 o F A f& Discontinued due
o to other reasons
o ] £ Discontinued
i E due to AE/death
1 b x VFe
RPV EFV RPV EFV
N=318 N=352 N=368 N=330
>100k 100k
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Pooled ECHO and THRIVE Week 96 analysis:
ITT-TLOVR outcome at Week 96 by baseline VL

| B
C | B 1 £ Responders
' R
7 1 71 B rrv
< A <
< 4.0(-1.7,9.7) R [JErv
< B B A
s S
e a2
3, 1 80 S ] Non responders
= Q
S F 4 T F A [ Discontinued due
o to other reasons
9 | 9 1 —
P Discontinued
i i due to AE/death
7 7 L] VFe
] : E T
N=368 N=329 N=318 N=353
100k >100k
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Cohen C, et al. 6th IAS 2011; Abstract TULBPE032
Stellbrink HJ, et al. 13th EACS 2011; Poster PE7.3/5
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Association of hiv infection with spontaneous and
iatrogenic preterm delivery: effect of haart

Marta Lopez®, Francesc Figueras®, Sandra Hernandez®, Montserrat

Lonca®, Raul Garcia®, Montse Palacio® and Oriol Coll®

AIDS 2012 Jan 2;26(1):37-43
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