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data during pregnancy are available for cither. Standard adult LPV,/t doses (400mg/ 100mg) oo X i i X Socond Timestr Thied Trmester Third Trmester Postpartum
resulted in reduced I v ) with a higher dose during the 3rd 1. LPV tablet pharmacokinetics with a high dose during the 3" trimester STANDARD DOSE {150 b oc2s)
C PK in the 3rd trimester and postparturn . ) .
o o and standard dosing during the 2" trimester and postpartum
Methods: PACTG 1026s is an on-going, prospective, non-blinded study of antretroviral PK in HIV-infected pregnant women, including an n S ; o 5 o
FTC cohort taking 200 mg daily throughout pregnancy and 6 — 12 weeks PP, and a separate LPY/r cohort taking standard doses in the 2nd 2. FTC tabletp ics with a dose in the 3" trimester
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LPV/r AUC' were 2 7 and 52 megthi/mL, respectivel (spprosimatly the 10th percentile AUC in non-pregant historcal controls).
T — Study Methods N — | ] ) Py
Oprioma 7 Trmener S Tmener Porgorm L mereeaor R e et
Ve e 00/ 100 51D /150 81D /100 51D + All subjects were enrolled in P1025: “PACTG/IMPAACT Perinatal Core Protocol” and its P — S ——
1PV AUC o) o S substudy P1026s: Lo perties of Anti iral Drugs During Pregnancy” 23 Weeks Postparturn » fecian Embiciabine Concentrations
Mt LPY AUC Targer/ ol [ [ « As of January 1, 2008: PK evaluations were performed after 2 2 weeks of stable therapy in 2 . b s s -
LV G e/l 340749 470, 122 58 (<00, 100 separate cohorts of women taking cither LPV/r or FTC for routine clinical care.
FTC AUC (e he/ml) Not Studied 862,159 98 04,303 > Lopinavir/Ritonavir “ — STANDARD DOSE (Postparcum)
Mt FIC AUC Targt/Toal No S 12718 [ 2% Trimester: 400/100 mg (2 tablets) twice daily (n=7 subjects) e
(/L) No S 204 180 26 (<10.306) =3 Trimester (2 30 weeks): 600/150 mg (3 tablets) twice daily (n=25 subjects)
Mean cord blood LPV and FTC concentrations 5 mcg/ml. and 300 % 268 ng/ml.. Mcan ratios of cord blood/matcrnal delivery LP' : 5 — 0
T 3y e 3 iy 20 208 e/l Mean s of . 1R =2 weeks postpartum: 400/100 mg (2 tablets) twice daily (n=19 subjects) j S N
Conclt Higher LPV/r dosing provided appropriate exp Jusing the 3rd 1 With standard dosing, the 2nd ter AUC > Emuricitabine et o ] o
S S AP ST B *3 Trimester: 200 mg daily (n=18) o)
presmant women, especially those who are protease inhibitor-expericnced. 1P/ dose can be reduced to standard i the arly PP perod. FTC =612 weeks postpartum: 200 mg daily (n=17)
exposure (AUC) was lower during pregnancy than PP, but the magnicude was small (129 and dose adjusemens du 0 pregnancy may not be  Plasma samples collected pre-dose and 1, 2, 4, 6, 8, 12 (and 24 for FTC) hours post-dose 5 s = = . " . "
 Cord blood and maternal samples collected at delivery from 17 (LPV/) and 9 (FTC) Lopinavir Pharmacokinetic Parameters Emtricitabine Pharmacokinetic Parameters
. mother-infant pairs . " - -
Introduction « For LPV/r: assayed by validated HPLC (lower limit of quantitation of 0.09 mcg/mL) Median (range) 2" Trimester 3 Trimester Postpartum Median (range) 3+ Trimester (n=18) | Postpartum (n=17)
* For FTC: assayed by validated MS (lower limit of quantitation of 10 ng/mL) n 7 25 19 AUC, 5, (mcg*hr/mL) 8.6 (52-15.9) 9.6 (7.4 -30.3)
+ The physiologic changes of pregnancy may hae a profound effect on drug disposition. « Area under the curve (AUC, ;, or AUC, 5, ) was calculated with the trapezoidal rule Dose 400/100 mg BID | 600/150 mg BID | 400/100 mg BID Cprertose (ng/mL) 65 (14-757) 81(<10 - 417)
Z “108) T - [ L) 1549 (621 - 2883 1455 (663 — 3394)
+  We have previously shown that the standard lopinavit/ritonavir (LPV/r) capsule dose Clinical Characteristics AUCy; (meg*hr/mL) 72 (51-93) 97 (43 -198) 129 (66 - 237) max (0g/ ML) [( 2 ) « : )
(400/100 mg twice daily) results in serum concentrations ~50% lower than postpartum!, Corerde (mcg/mL) 53(22-73) | 67(<0.09-14.8): | 8.4 (<0.09-15) Met FTC AUC Target 12/18 (67%) 17/17 (100%)
while 533/133 mg provides adequate exposure during the third trimester of X C, L) 9.1(7.5-10.9 107 (5.8-19.0)" | 14.6 (9.8-2238
me P a P 8 ‘Median (Range) LPV/r FTC s (mg/mL) ( ) ¢ ) (¢ ) Conclusi
g at 3% Trimenter Gear) e YO Met LPV AUC Target 6/7 (86%) 23/25 (92%) 19/19 (100%)
Lopinavir lasma Concentratons Lopinair Pasma Goncantaions at 3 s ars 312 30 (19-3 - - -
Standard DosaCapsules High-Dosa Capsules Wei Wy LeSBhede BESD Raliicsies + The higher LPV/r tablet dose (600mg/150mg) was well-tolerated and provided adequate LPV
. . cight at 3¢ Trimester (kg) 81 (58— 123) 74 (51-137) exposure during the 3" trimester.
,.}"’} ‘F\i\ Race/Ethnicity: White Non-Hispanic 1(16) 122 Cord Blood and Dehvery Concentrations . b lower dose (2 tabi hioher th
- d ispani + Paradoxicall ;i i
P # of Subjects (%)  Black Non-Hispanic 4 316) se8 34 aimester concenirations on the high dose (3 tabletsy, (2 tablets) were higher than
! Hispanic (any race) 17 (68) 7(39) Median (range) LPV (mcg/mL) FTC (ng/mL) g .
H ~ Asian, Pacific Islander 1(5.5) =17 =9 + LPV AUC was 50% lower with standard dosing (400mg/100mg) during the 2" trimester
i More than one race 1(5.5) - d to standard dosing postpartum.
fy— I DT 2t Defivery (eeln/al) 6 2158y 93 (53— 1300y Cord blood concentration . 113 (0.29 - 4.16) 220 (<10 - 814) - FTC exp was lower during than but the itude of the
o HIV-L RONA st Delivery (logg copiev/on) <200 (<50 606) <50 (<20 400) Maternal plasma concentration at delivery | 5.96 (1.86—12.25) | 156 (<10 —1228) difference was small (10%).
+ Optimal antiretroviral exposure during s critical for ton of moth Grade 2 3 Adverse Effects ruptured uterus, SVT, nose clevated total Cord blood/maternal plasma ratio 0.240.04-0.97) | 1.03 (0.66-2.48) + LPV placental transport is poor, while FTC placental transport is excellent, with median cord
p A ) " o e : : 1 9 ively.
Ly e o o (I subject per event unless otherwise noted) | bleed, elevated labs: ipase, | bilirubin (2 subjects, m led blood to maternal ratios of 24% and 103%, respectively.
ALT, AST, glucose (2 subjects) | __also on ATV) nowledgements * We suggest that:
. High-d dard-d ineti ;i - -
tablet LPV and FIC during have Infant Gestational Age at Birth (weeks) 38.4 (34.1-40.7) 37.9 (34.7-417) O e e U oar e e Tl ooy sl DU per bt o MPAAGT * The higher LPV/r dose should be used in 3 trimester pregnant women and that it should
.o u":‘",ifﬂjj“;‘jffﬁ‘:’f?‘::‘jjiwc o S S S o et ot s s Infant Weight at Birth (kg) 3.09 (1.94-3.76) 276 (2.23-3.77) centrs, Supported by the Ttematonal Mternil Pdiare Adelescent AIDS Clrcal-Trle Group funded by the ?’eh?l‘;.'"’idc“’d in 209 é‘im“‘“ pregnant women, especially those who are protease
iopnaut o G rporcy,AGS 082019915 Infant Infection Status 9 uninfected 15 uninfected National Institute of Allergy and Infectious Diseases, National Institutes of Health, U01 AT41110 and by the inhibitor-experienced.
: 15 pending 5 pending Pediatric/Perinatal HIV Clinical Trials Network funded by the National Institute of Child Health and Human + Postpartum LPV/r can be reduced to standard dosing shortly after delivery.
g g Development, National Institutes of Health, HD-3-3345.

Standard dose FTC should be used during pregnancy.



