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BACKGROUND Proinflammatory cytokines during the postpartum period were
assoclated with concentrations measured during pregnancy.
Elevations in IL-17A occurred with current/recent INH exposure RSl 28(20-31)  21(18-29)

Table 1. Demographics & Clinical Characteristics

 [IMPAACT P1078 showed high rates of hepatotoxicity (~6-
/%) in women with HIV (WWH) receiving daily isoniazid
(INH) preventive therapy (IPT), regardless of when INH was
initiated and most commonly during postpartum (PP).’

T helper 17 cells (Th17) promote a pro-inflammatory . . . . . . Time Post-Delivery (wks) 12 (12-13) 12 (12-12)
environment that can drive progressive liver injury, and and IL'27/M I P'3a (marg|na|) 1N thOSe W|th |IV6F tOX|C|ty. Age (years)? 29 (27-34) 32 (27-35)
regulatory T cells (Treg) mediate immune tolerance. 2 Weight (kg) 2 63 (58-79) 66 (59-79)

* These pathways are also altered during pregnancy (Treg Th17 and Treg Cytokine Concentrations & Detectability During Pregnancy vs. Postpartum Black, Non-Hispanic (n, %) 11 (100%) 39 (100%)
domln_ates) and PP _(Sh'ﬂ towards Th17),” but the overlap in Figure 3. Log,,-transformed Cytokines by Pregnancy Status (Unadjusted) Figure 4. Detectability of Cytokines by Pregnancy Country (n, %)
cytokine changes in pregnant and PP WWH on IPT have o . Botswana 6 (55%) 13 (33%)

: Status where BLQ >30% (Unadjusted) _
not been well characterized. F¥ Pregnancy 5 Postpartum N 3 Pregnancy E5 Postpartum South Africa 5 (45%) 26 (67%)
‘ Tol _ | ) 797 M Pregnancy [l Postpartum HIV VL <200 copies/mL @ 8 (73%) 27 (69%)
mmune lolerance | Pro-inflammatory Environment -, - L3 SD_ CD4 count (cells/mm3)? 469 (341-734) 566 (377-740)
g . e ’ LFTs at Entry
é ) Ea— . 50 - ALT (U/L) 13 (10-20) 13 (12-16)
% IFN-y % | . ‘ E . o - AST (U/L) 22 (17-25) 21 (29-23)
TME-g < . : £ 5 40° Total bilirubin (mg/dL) 0.16 (0.13-0.21) 0.2 (0.16-0.23)
3 b = 5 LFTs at wk 12 PP
So |31 2 g2 _ = %0 ALT (U/L) 74 (45-157) 31 (21-39)
@ ; . o o AST (U/L) 57 (33-78) 24 (21-31)
S S Total bilirubin (mg/dL) 0.23 (0.2-0.28) 0.2 (0.18-0.25)
Figure 1. Th17 and Treg Paradigm : 10- INH exposure at wk 12 PP
. 1- . None 4 (36%) 17 (44%)
| | QBJE(_;TIVE | '1' e RT =TT L1 27 31 MIP-3a TRV L-13  GM-CSF  IL-22 IL-23 Currently Exposed 5 (45%) 12 (31%)
To identify factors associated with Th17 and Treg cytokine —— Previously Exposed® 2 (18%) 10 (26%)
concentrations in pregnant and PP WWH receiving IPT. Multivariable Model Results Concomitant ARVs
METHOD Table 2. Factors Associated with Week 12 PP Cytokine Concentrations . ggtimates and ORs reflect significant factors identified from fully Efavirenz 9 (82%) 37 (99%)
regnan years or older, 0 34 weeks . L e : : _ _ _ o - - - |
Cases and controls were matched 1:2 by arm_gestational age (GA) (+2 weeks) and country. 65.1% (8.7%, 150.9%) No factors were significantly associated with IL-1f3, IL-6, or IL-23. Eﬁzt;l:rsy r;r:;%?;esdwaesr en é r/e )Im f:ategorlcal or median (IQR) for continuous
e Delivery L A7A INH exposure Current vs. none P=0.020 Figure 5. Log,,-transformed a) IL-17A by INH exposure and b) aMeasured at study entry. PMedian [range] 40 [21-89] days since last dose.
Py INH for 28 weeks Placebo till week 40 PP (% ditterence) . (s none | 89-7% (;5-53?1,2211 A4%)  MIP-3a /IL-27 by case status at week 12 Postpartum (Unadjusted) CONCLUSIONS
R Piacebo till week 12 PP INH for 28 weeks 44% (5%, 99%) ! a) ‘ b) + Cytokines at week 12 PP were associated with
rm IL-27 P=0 026 : — increases in |L-17A with current/prior INH exposure,
Studv Ent Week 12 PP Cases vs. controls : S E. _ _ _
y Entry = Hepatotoxicily cases were defined as * (% difference) 27.8% (-0.3%. 63.9%) < R higher IL-27 and MIP-3a (marginal) in cases, and
"' "' lﬁ’ggi lﬁ'ﬁg&i o L‘E‘L&f‘” o MIP-3a P=0.053 ol £ . higher or detectable cytokines during pregnancy. |
Paired 50 participants 2) or Grade 2 2 ALT and Thil (ALT >3x L-10 0.39 (0.14, 0.63) 5 5 5 * Elevations in IL-17A, IL-27, and MIP-3a overlap with
(11 cases and 39 matched controls) ';]Lg E'::{E; Z‘?#ﬂ# symptomatic ) Pregnancy P=0.003 - , L - 1 ; those some markers associated with hepatotoxicity.
Figure 2. Study Design of P1078 clinical hepatitis. 91 (Per 1 logy, increase in cytokine 0.63 P(0-38, ?-88) ; ' b —— | & 1 ' ? - These findings suggest a shift towards a
| 3 | | Concentratlonf d“'.”r.‘tg pregnancy <0.00 : o B ™= i | Bao . ) proinflammatory Th17 environment during PP, but

« Cytokines were quantified using mesoscale V-PLEX multiplex L.31 [entry visit]) 0.55 (0_.13, 0.97) 8, e . + o 1 ‘ further mechanistic studies are needed.
assays during pregnancy (entry) and week 12 PP. P=0.01 = 5

 Regression models evaluated whether PP cytokines (n=12) _ - Week 12 (P Odds Ratios (95% CI)** 2 15- . . Plain Language summary:
were associated with concentrations during pregnancy, by  Btiak actor at Week 12 (Postpartum) P-value NoneCurrenty on INH_Previously on INF MP3a R Some immune signals in postpartum women were
GA, case vs. control, and INH exposure. 113 78.6 (5.7, 6105.3) 1 Case %4 Control higher when taking isoniazid or in those with liver
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