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ABSTRACT INTRODUCTION METHODS RESU LTS e As determined from the population analysis, systemic exposure

(AUQC) increased in a dose-proportional manner over the dose range
Introduction: The estrogen component of e Unscheduled bleeding with extended oral Subjects e The population PK analysis included data from 152 female patients of of 10 to 60 mcg indicating there was no relationship between EE m

oral contraceptives provides stability to the contraceptive (OC) regimens is a common e Particinants in the pooled studies included healthy women of chidbearing potential between the ages childbearing age (Table 1). dose and clearance. . . -
endometrium so that irregular shedding and occurrence, and although the incidence P D y J b J o Sustem ¢ steadv-stat mately 20% ; e The model-predicted steady-state plasma concentration by time * Single- and multiple-dose pharmacokinetic parameters
, o , . s of 18 to 51 years (Table 1). ystemic exposure at steady-state was approximately 20% greater | | N , , f EE followi dmini | £ ADER
unwanted breakthrough bleeding are minimized. decreases over time with therapy,'~ it may than single-dose assessment (Figure 1) profiles of EE depicted in Figure 2 are representative of the daily O ollowing administration of 20 mcg WEre
An ascending-dose, extended-regimen ethinyl contribute to treatment discontinuation.* Table 1. Description of included studies | | | _ orofiles for each dose of EE within ADER. consistent with the known profile of EE.
estr?dlol/ Ietl\/onc/il\rggsqtrehl (Ei/ LNGgl COTb'”;‘t'O.rt‘hora' e Studies have found that the unscheduled Dosing regimen Pharmacokinetic Sampling  Subjects* Patients :;'g,:::::; b?ﬁ?ﬁ:sp;:gﬁzﬂ:‘:\',‘i?lle:;ﬁ?ﬂ?;?;;‘ss%‘;':t;ger:ézs:;i:oncentrat'0" Figure 2. Model-predicted steady-state plasma concentration by time profiles Systemic exposure to EE following ADER administration
fr?eni;?gr?fc;/e r(ovidiq) baesttereerr]oteec\:/teio%p: a\i/\élst spotting/bleeding associated with extended ADER Days 1-42:EE 20 meg/  Predose (O) and at 0.5, 1,1.25  n=18 e Healthy. non-tobacco using y 9 of EE prior to each change in EE dose during administration of ADER (20 mcg increases proportionally with an increase in dose with
D ' D . 9 regimens tends to occur between days 43 NG 150 meg 1.5,1.75,2,25,3,4,6,8 10, adult female patients with 90 - [day 42], 25 mcg [day 63], 30 mcg [day 84], and 10 mcg [day 91]) steady-state plasma concentrations attained prior to
unscheduled bleeding (UB) or spotting (US). It and 56.25 . e=—=Day 1 ===-Day 42
. . ) . . - Days 43-63: EE 25 meg/ 12, 16,24, 36, 48, 72, and 96 normal menstrual cycle : day 21.
IS hypothesized that gradual increases in EE - | 5 ftor o 80 -
may be more effective in preventing UB/US than * Inaddition, the hormone free interval (HF) NG 150 meg OIS dlieh 00se * 18-45 years olc . : 90 Increases in systemic exposure occur in a stepwise
sustained low levels of estrogen. The stepwise of OC has been associated with fluctuations Days 64-84: £k 30 meg/ e BMI18-30 kg/m’ _EI 70 - 30 fashion, with increasing EE dose over the first 84 days
increase may also be better suited to preventing in estradiol '?V?|S’4\2Vh'Ch may destabilize the NG 150 meg S 60 - of the extended cycle followed by lower concentrations
these events as compared to persistent high g?ecjaOkThergfglgrl:nlcl)Tgeaiigd increase the risk of Days 85-91: EE 10 mcg % 50 : ’_|E‘ 70 of EE with the 10-mcg daily dose of estrogen, which
evelstof EE‘|'\y/1VhICh maty deslenlsmzhe thetegtrogtehn e | et 1 i Seasonale Days 1-84: EE 30 meg/ Predose (0) and at 0.5, 1.0, 1.25, n=29 e Healthy female adult patients = : S, 60 replaces the traditional 7-day HFI at the end of the cycle.
reCeplors. ne current analysis characteriZes tne ¢ adS alSO peen Propose at the nigner NG 150 mcg 15,1752 253 46,8 10, ) 40 - o . . 5
hharmacokinetics of EE following administration of consistent levels of EE in extended OC Yays 85-91- lacebo 19 16 94 96 48 79 and OR ° 1? ??5 yeirs Ole B ﬁj : o 50 * ADEJ[R S[DOﬂ’[aIﬂS ai)jpz[ro?rl}mately 2?'/0 lower tcé[al P;orrgogal
ADER. regimens may desensitize or downregulate - e after dose e \Vithin 15@ of thelr ideal w 30 : 8 40 conten c?ompare O . e currently approvead extended-
. - N estrogen receptors,”? which could contribute to body weight 20 - o dose regimen, Seasonique.
Methods: A population pharmacokinetic , | | 0 -
(PK) model was used to predict EE plasma unscheduled bleeding. Seasonique Days 1-84: EE 30 meg/ Days 1, 21: predose (0) andat ~ n=30" * Healthy female adult patients : 130 e The gradually increasing dose of EE within ADER may
concentrations over time following administration of e An investigational ascending-dose, extended- NG 100 meg ?15 115 1 35211?7 ° ?Ct 4 d6, G, YV'th n/orma mensirual Gyce 10 20 provide the benefit oflreducedl breakthrough bleedinglor
ADER to non-pregnant women of childbearing age. regimen (ADER) EE/levornorgestrel (LNG) Days 8o-91: £& 10 meg 19, OUIS dlier tose * 19-51 years old 0 Spotting compared with sustained levels of EE found in
ADER consists of the following: LNG, 150 mcg combination oral contraceptive has been Day 84: predose (0) and at 0.5, 1,  119-191Ib 10 N v 63 v 84 N traditional extended regimens with constant dose EE,
for 84 days with EE, 20 mcg Days 1-42; 25 mcg developed consisting of a gradually increasing 1.33,1.67,2,3,4,6,8, 11,15, Time Since Last Dose (h) 0 Y A, Y A Y A Y which may desensitize or downregulate the estrogen
Days 43-63; 30 mcg Days 64-84; 10 mcg EE estrogen dose combined with a continuous low 24, 86’1%48,(172’ 96, 120, and 144 0 12 24 0 12 24 0 12 24 0 12 24 receptors of the endometrium.”®
Days 85-91. progestin (LNG) dose for 84 days followed by a OULSdier U0ss Time (h - - - .
- | | ow dose of EE for 7 days. Vay 91 predose (0) and at 0.5, 1 | | ime (h) Further studies are nelededlto iInvestigate the |nC|denpe
esults: The model-predicted plasma 129 167 29468 11 15 e Following the 20 mcg EE dose of ADER, EE was rapidly absorbed, of unscheduled bleeding with ADER and to sulbstantiate
concentration-time profiles demonstrated that e [his design also provides a ratio of estrogen 2'4 8’6 | 48’ 7’2 én d 9’6 Houré aﬁér with a maximum plasma concentration attained within 2 hours and the pharmacokinetic association between ascending
there is a step-wise increase in systemic exposure to progestin that becomes relatively more T the decline from peak occurring in a biphasic manner (Figure 1). _ , , , _ . , dose and monophasic extended OC regimens and the
to EE with increase in dose over the first 84 days estrogenic across the extended cycle, with | fose | e A cross-study comparison of systemic exposure following * heincreases in e>l<posure oceur in a stepwise fashion with increasing iIncidence of unscheduled bleeding.
of the cycle as assessed by steady-state C..,, the estrogen increasing at specific times in Seasonique Jays 1-84: £k 30 meg/ Predose (0) and at 0.33, 0.67, 1, n=29 ® Healthy, non-tobacco using, e enous administration of EE and admimistration of ADER resulted EE dose over the first 84 days of the extended cycle followed by
C..., and AUC prior to each EE dose change. PK the cycle prior to the time when breakthrough NG 150 mcg 1.33,1.07,2,2.5,3,4,0,3, 12, female adult patients with in an EE oral bioavailability of 40% following ADER administration lower concentrations Of EE with the 10-mcg daily dose of estrogen
profiles of ADER on the final day prior to each bleeding tends to be experienced by the Days 85-91: EE10meg 16,24, 36,48, and 72 hours after normal menstrual cycle o . | that replaces the traditional 7-day HF at the end of the cycle.
EE dose change showed that C,.,, rose from greatest proportion of women using extended- after dose (LNG only) dose (EE and LNG) * 19-57 years olo * EE was well distributed with a mean steady-state volume of e The population PK model was also used to compare and contrast Acknowledaements
55.77 pg/mL at day 42 to 69.72 pg/mL at day 63 regimen OCs. 96 and 120 hours after dose e BMI 18-30 kg/m? distribution of approximately 873 L (Table 2). the pharmacokinetics of ADER with Seasonigue and LoSeasonique | 9 -
and 83.66 pg/ml— at Day 84 while Cmin iNncreased e The use of a low dose of EE during the last 7 <|—NG Omy) e Metabolism of Orally administered EE involves the formation of ethlnyl over the entire 91 ‘day CyC|e |eﬂg’[h This StUdy wWas SDOHSOI’ed by Teva Women’s Health, a dIVI.SIOﬂ
from 9.67, 10 12.08, and 14.5 pg/mL at Days days of the cycle allows for a low circulating Seasonique Days 1-84: EE30meg/  Predose (0) and at 0.33,0.67, 1, n=17 e Healthy female patients estradiol-3-sultate in the gut wall, as well as 2-hydroxylation via the e Predicted measures of EE exposure during ADER administration ]?f Tgva lBrarr%dencil ngtrmalce dut|claInPr<;czljuctst8é[t)l(,):]ng. Fugimgas
42, 63, and 84, respectively. These NCTEASES are level of estrogen that replaces the traditional NG 150 mcg 1.33,1.67,2,25 3,4,6,8, 10, e 18-47 years old cytochrome P450 3A4 enzyme (CYP3A4). changed over the initial 84 day cycle period, in contrast the same 2;\/%\/6205 Tee Vé \e/Vcl)r%rlei:s Szgtﬁ tao Mg:jo\/alf Slcientil;igﬁnforvrvnation
followed by lower concentrations of EE during 7-day HFI. Days 85-91: EE 10meg 12, 16,24, 36,48, 72, and 96 . 53.87 ke e EE is excreted in the urine and feces as glucuronide and sulfate measures of EE exposure remained constant for the other extended- gervices L{C Skillrnan. N
thﬁ- 7r;day|per|oc3hoftlovy—dlo ﬁ © estrog?n (1lOtmcg|) — Enhancing ovarian suppression by using nours after dose conjugates. regimen OCs. - -
which replaces the typical hormone-free interva . . | .
at the end of the cycle. Predicted C.... and C._. estrogen during the usual HFl may improve LoSeasonique  Days 1-84: EE 20 meg/ Predose (0) and at 0.0, 1.0, 1.25, n=30 e Healthy, adult female patients ¢ The terminal elimination half-life was 16.5 and 17.8 hours following
: : B m efﬁcacy and Increase CyC|e COﬂtrO|_4’9 NG 100 MCQ 1 .5, 1 75, 2, 25, 8, 4, 6, 8, /IO, with regmar menstrual CyC|e Sing|e andad mu|t|p|e doses of ADER, respective|y (Table 2)
values during the final 7 days of the cycle were Jve 8501 EF 10 15 1624 96 48 79 and 9 0 ’
- ot ays 85-91: mc e 18-35years 0 _ _ o
2092 pg-/mL anc 4:85 pg/lmL, respecnvelly. ’ Tth edpgarmecxjcolﬁ.rlwett ©S Xgléiand LNG are ngu / : hours after dose o 48.75 ig Table 2. Mean predicted single-dose and steady-state pharmacokinetic REFERENCE LIST
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