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With- kaô- absorption- rate- constantw- [xm7ô-
apparent- elimination- clearancew- VQm7ô- apparent-
central- volume- of- distributionw- Qm7ô- - apparent-
intercompartmental- clearancew- V/m7ô- apparent-
peripheral-volume-of-distributionG

PharmacokineticRModel

[ontinuous- covariates- 8[zC- such- as- ageô- weightô- serum-
creatinine- and- creatinine- clearance- 8[x[RC- were- tested-
according-to-the-following-equation)

-

jz@zxBX-WGQGLG-and-S65j-algorithm-were-used-to-develop-a-population-pharmacokinetic-modelG

[ategorical-[z-such-as-pregnancy-statusô-deliveryô-trimesters-
of-pregnancy- and- associated- antiretroviral- drugs-were- tested-
using)

9estational- age- 896C- was- tested- according- to- the- following-
equations)

CL=θCL∙
GA
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PatientswRTreatmentsRandRSampling
The-population-included-nonppregnant-women-@PW-8nNQgLCô-pregnant-women-PW-8nNWfC-and-women-
at- labor- W6x- 8nNW(C- receiving- 7T[- for- the- treatment- of- *BV- infection- or- for- the- prevention- of-
motherptopchild- transmissionG- zur- population- combines- @PWqPWqW6x- from- therapeutic- drug-
monitoring- 8T]jC-study- [/gg-mgmday]-and-W6x- from-the-T5m66-clinical- study-previously-published-
[Wgg-mg-at-the-start-of-labor]QG-6-total-of-W;.-7T[-plasma-concentrations-were-available-for-the-analysisG-

CharacteristicsRofRtheRpopulation

ModelRParameters

Validation:RVPC
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With-RS5ô-the-relative-standard-errorw--[x[R[xm7ô-the-influential-factor-of-[x[R-on-[xm7w---the-interindividual-variabilityw--------the-residual-variability-
estimate-for-therapeutic-drug-monitoring-studyw------------the-residual-variability-estimate-for-T5m66-clinical-study-previously-publishedG--

Visual-Predictive-[heck-stratified-by-dose)-comparison-between-the-;th-8dashed-lineCô-;gth-8solid-lineC-and-O;th-8dashed-lineC-percentiles-
obtained- from-Qggg-simulations- and- the-observed-data- 8circlesC- for-7T[-concentrations- in- 8aC-T]j-study- [/gg-mg-dose]- and- 8bC-
T5m66-clinical-study-previously-published-[Wgg-mg-dose]G
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StructuralRmodel

Parameter Estimate RSER,

StatisticalRmodel

Parameter Estimate RSER,

R-including-women-at-laborô-+W-for-body-weightô-S[R-for-serum-creatinineô-[x[R-for-creatinine-clearance-calculated-by-the-[ockroft-and-9ault-
formula-and-96-for-gestational-ageG

MedianR[Min*Max]

PregnantRwomenx
[n=21-

Non*pregnantRwomen
[n=381-
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ComparisonRofRCL=FRbetweenRnon*pregnant
womenRandRpregnantRwomen

ComparisonRofRAUC8*)0RandRC)0RbetweenRnon*pregnant
womenRandRpregnantRwomen
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7T[-apparent-elimination-clearance-geometric-mean-was-
/gG;- lGhpQ[range)- QLG;p/(GQ- lGhpQ]- in- nonppregnant- women-
and- was- /WGQ- lGhpQ[range)- Q;G/pL/G/- lGhpQ]- in- pregnant-
womenG- The- increase- of- [xm7- in- pregnant- women- - was-
significant- compared- to- nonppregnant- women- 8tptestô-
p:gGggQC-and-reflected-a-modified-renal-functionG

[xm7- geometric- means- were- close- during- the- different-
trimesters-of-pregnancy)-/LGO-lGhpQ-in-the-/nd-trimester-of-
pregnancyô- /WG;- lGhpQ- in- the- Lrd- trimester- of- pregnancy-
and-/WGQ-lGhpQ-on-the-day-of-deliveryG-

5mtricitabine-[/W-geometric-mean-was-lower-in-pregnant-women-compared-to-nonppregnant-women-
8gGg;W-vs-gGg.O-mgGlpQC-8tptestô-p:gGggQCô-but-still-well-over-the-inhibitory-concentration-;g-P-8B[;g-N-
gGggW-mgGlpQCG
5mtricitabine-daily-exposures-86U[gp/WC-geometric-mean-was-lower-in-pregnant-women-compared-to-
nonppregnant-women-8(GLg-vs-OG..-mgGhGlpQC-8tptestô-p:gGggQCG-The-magnitude-of-decrease-was-similar-
whatever- the- trimester- of- pregnancy- 8QW- P- decrease- in- the- /nd- trimester- of- pregnancyw- QfG;- P-
decrease-in-the-Lrd-trimester-of-pregnancy-and-Q;-P-decrease-on-the-day-of-deliveryCG
5ven- if- OL- P- of- pregnant- women- had- an- 6U[gp/W- lower- than- the- typical- efficient- exposure- of- Qg-
mgGhGlpQô-O/-P-of-these-exposures-were-higher-than-.-mgGhGlpQ-8Lg-P-reduction-of-typical-7T[-exposure-
considered-of-clinical-relevanceC/G

B[;g

The-7T[-pharmacokinetics-in-pregnant-and-nonppregnant-women-was-satisfactorily-described-by-a-twopcompartment-modelô- including-a-significant-effect-of-[x[R-on-[xm7G-7T[-
apparent-elimination-clearance-was-increased-by-Q(-P-during-pregnancy-and-reflected-a-modified-renal-function-with-a-;g-P-increase-in-glomerular-filtration-rateG-7T[-exposures-in-
pregnant-women-were-slightly-lower-8Q;-PC-than-the-ones-in-nonppregnant-womenG-The-magnitude-of-change-in-7T[-exposures-during-pregnancy-was-not-considered-as-clinically-
relevantô-both-during-the-/nd-and-Lrd-trimester-of-pregnancyG-Thusô-no-7T[-dosing-adjustments-were-suggested-for-pregnant-womenG-

elodieGvalade=freeGfr

CL=θCL∙
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6s-knowledge-about-7T[-pharmacokinetic-changes-during-pregnancy-is-
limited-and-as-only-data-about-late-pregnancy-are-available-in-the-litteratureô-
the-aims-were)
----
----
------to-assess-and-explain-the-pharmacokinetic-variability-during-pregnancy--

5mtricitabine- 87T[C- is- a- oncepdaily- potent- nucleoside- reverse-
transcriptase- inhibitor- approved- for- the- treatment- of- human-
immunodeficiency-virus-8*BVC-infection-in-adult-patientsG

6ccording- to- current-/gQL-World-*ealth-zrganization- guidelinesô- 7T[-
can-also-be-used-during-gestational-period)
p- to- continue- an- antiretroviral- treatment- intiated- while- women- were-
nonppregnant
p-to-begin-a-treatment-for-the-own-health-of-pregnant-womenô-as-well-as-
for-the-prevention-of-motherptopchild-transmission-of-*BVG
Pregnancy- and- labor- are- associated- with- physiological- changes- which-
could-lead-to-variations-in-pharmacokineticsG
7T[- pharmacokinetics- has- been- previously- described- in- healthy-
volunteers-and-in-*BVpinfected-patientsG-*oweverô-very-few-studies-have-
explored-the-effects-of-pregnancy-on-7T[-pharmacokineticsG-

to- describe- 7T[- pharmacokinetics- in- a- large- population- of- pregnant- - -
women-during-the-different-trimesters-of-pregnancy-and-at-delivery
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