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Abstract Background Results
Introduction: Letermovir (MK-8228) is a potent, once- * Letermovir (MK-8228) belongs to a new class Subject Demographics Table 2. Letermovir pharmacokinetics post-480 mg multiple dosing alone (Day 16) or Table 4. Accumulation (GMR%) and time linearity (GMR%) based on letermovir pharmacokinetic
daily inhibitor of the cytomegalovirus (CMV) terminase (terTJ:nasned|ph|b|t(r)]rse)_%fazi:\|nt:;;ﬁgg;ergiskd)\en\::lso(Cr)nl\g\r{t) « All 14 subjects enrolled in this trial were female subjects between the ages of 20 and 49 years at screening with a body coadministered with a single dose of 1 g MMF (Day 12) parameters in the pharmacokinetic population
complex that is being developed for the prophylaxis of ?ger S ant CI:/I?/(')n fC o yn d disease in trang ant mass index (BMI) of 20.1 to 31.9 kg/m?2. The mean age of subjects was 32.3 years. In total, 10 subjects (71.4%) were _ : _ _ _ ——
CMV infection in tr.ansfplant patlents. This study evalua.tclad o f e\;e Infection a Y black or African American and 4 (28.6%) were white. (*) One of the subjects who reported her race as black or African MMF + Letermovir Letermovir Alone MMF + Lete_rmowr Vs Day 5 Day 16 Accumulation Ratio Time Linearity (Day 16
the pharmacokinetic interactions, safety, and tolerability patients American also reported being of American Indian or Alaska Native descent (Table 1). N=14 N=14 Letermovir Alone Pseudo N=14 N=14 (Day 16/Day 5) AUC,,,/Day 5 AUC;)
of Ieterhmowlr tw henfcaad“;nhl/lnllsterer]q ;]n. h(te: thy sut;]]elgts Vtv:r: * Mycophenolate mofetil (MMF) is indicated for Geometric Geometric Within Pseudo Pseudo
ot r(1 o o"();’ " O'IC(M'S A © MOTPhalinoety prophylaxis of organ rejection in patients receiving _ o MPAPK Parameter | Mean 95% CI Mean 95% CI GMR 90% Cl | Subject %CV GMR Within GMR Within
POErg of Myeop | allogeneic renal, cardiac, or hepatic transplants and Table 1. Subject Characteristics ' PK Parameter AUC AUC, AUC (90%Cl) | Subject%CV| (90%Cl)  Subject %CV
Methods: This was an open-label trial in 14 healthy female is likely to be used as comedication in transplant AUC,,, (hr*ng/mL) 84,011 (61,722, 114,351) | 71,482 (55,593, 91,911) 118 (1.04, 1.32) 4.74 0-24 inf 0-24
: ' ot i Number of Subjects Cax (Ng/mL) 14,497 (10,748, 19,553) 13,018 (10,721, 15,807) 1.11 (0.93, 1.34) 742 AUC (hr*ng/mL) 63,056 71128 71,482 113.4 7.26 100.5 7.25

subjects that explored the pharmacokinetic parameters of a patients J

N e of MME st o D N=14 T (hn) 20 (10, 3.0) 29 (10, 3.0) - - - (51,600, 77,057) | (58,059, 87,140) | (55,593, 91,911) | (90.8, 141.5) (83.8, 120.5)
and coadministered on Day 12 with 480 mg oral once-dally  Mcophenolic acid (MPA) the active metabolte n (%) oo () - - 13.8 44.3 - - - Coas (/L) 12,918 (10,725, 16,561) 13,018 1008 | 771 NA NA

i of MMF, is metabolized by several glucuronyl : : e

letermovir given on Day 5 and from Day 8 continued through y J y Female 14 (100.0) . . - - : : : (10,721, 15,807) | (79.6, 127.5)
Dav 16. Let i PK d at sinale d D transferases (UGT1A7/8/9/10 and UGT2B7), Cl=confidence interval, PK=pharmacokinetics, CV=coefficient of variance, GMR=geometric least-squares mean ratio between treatments,

ay 1. Letermovir was assessed at single dose (Day CYP3A4/5, and CYP2CS8 and is a substrate of Age (yr) 32.3 MPA=mycophenolic acid, MMF=mycophenolate mofetil.
(5; oann:fs;[lo?/\t/?r?;K/I:;?:t(\e/v :thjg 12 (with MMF) and Day 16 the transport.ers OATP1B1 and 1.B.3 anc! th.e. Range , 20 to 49 Back-transformed least-squares mean and Cl was from linear mixed-effects model performed on natural log-transformed values. gII;fqnfi(Ijegce int&gﬁl, Cl\t/_=|co:fficient of variance, GMR=geometric least-squares mean ratio between treatments (expressed as a percent),

' P-glycoprotein (P-gp). Letermovir is an inhibitor BMI (kg/m?), range 20.1t0 31.9 Pseudo within-subject %CV = 100*sqrt[(0,? + 052 — 2*0,5)/2], Where 0,2 and 052 are the estimated variances on the log scale for the 2 -singie dose, ME=mUiipie dose. . _

Results: Coadministration of 480 mg qd letermovir at of CYP3A4 and CYP2CS8 as well as OATP1B1, Race treatment groups and O, is the corresponding estimated covariance, each obtained from the linear mixed-effects model. For Day 5 and Day 16, AUC,_,, and AUC,_.. absolute values were back-transformed least-squares mean and 95% CI were from mixed-effects model
steady state with a single dose of 1 g of MMF had no OATP1B3, and possibly P-gp. Thus, concentrations Black or African American 10* (71.4) performed on natural log-transformed values.
effect on the pharmacokinetics of MPA. The MPA AUC,. of MPA may potentially increase with letermovir White 4 (28.6) MPA Pharmacokinetics Geometric mean ratio (%) and 90% CI were from mixed-effects model performed on natural log-transformed values. Day 16 AUC,_,,/Day 5 AUC, ,,
and C,., geometric mean ratios (GMRs) [90% confidence coadministration was used for ratio of AUCs.
interval] for the comparison (MMF with letermovir/ o . _ * Figure 3A presents the mean MPA concentration (linear scale) vs time plots with data separated by treatment (MMF Pseudo within-subject %CV=100*sqrt[(0,? + 052 — 2*0,g)/2], Wwhere 0,2 and 052 are the estimated variances on the log scale for the 2 treatment
MMF alone) were 1.08 [0.96, 1.21] and 0.96 [0.81, 143] ° This trial investigated the potential effect of single dose on Day 1 and MMF single dose + letermovir multiple dose on Day 12) in the pharmacokinetic population. groups and 0, is the corresponding estimated covariance, each obtained from the linear mixed-effects model.
respectivel Coadmi-nistrati-on ’of .a single dése of .1 , MMF etermovir on MPA pharmacokinetics and also Figure 3B presents these data on a semi-log scale for MPA

_trF]’ 180 y- ot ot stead 9}{ o had Ig cal explored potential effects of MMF/MPA on letermovir Safety and Tolerability
Wi mg Qqd letermovir at steady state had no clinically harmacokinetics - , , , , * All subjects had no quantifiable predose concentrations of MPA on Day 1. The mean MPA plasma concentration-
meaningful effect on the pharmacokinetics of letermovir, P * Oral administration of 480 mg letermovir once daily was reasenably-well tolerated by the healthy female subjects time profile reached its peak at 0.5 hours postdose on Days 1 and 12. All subjects had quantifiable plasma MPA
with AUC,,, and C., GMR of 118 [1.04, 1.32] and 1.11 « Drug-related AEs all belonged to the Gastrointestinal Disorders System Organ Class (8 subjects, 57.1%), except for one concentrations up to 36 hours postdose on both Day 1 and Day 12

Letermovir Pharmacokinetics
* The estimated GMR and 90% confidence interval for the comparison (letermovir with MMF/letermovir alone) were 1.18 (1.04,

[0.93, 1.34], respectively. The letermovir geometric mean

accumulation ratio (Day 16/Day 5) and 95% CIl were “

event of fatigue. All drug-related AEs were mild in intensity and were transient

. : o o : : o :
113 [0.90, 1.42] for AUC,_,, ?nd 1.01 [0.79, 1.28] for C,,,, o determing the effect of ot ot stendy stat Zggoer:]/ﬁ]r:fpoafigls{ar?t?:g(igl::])ifg’:;’s%(1.42/0?'1\3’3:38aaiJ’[IeSrIr(:l?)lseinegvi?]tslsg;\ll;o‘lzu(?s::isof:]ﬁ.a?’]t/()\)lvgﬁ’]p:]);tjgez)ngll’]ede’lvﬁe?(t(s)r?(iomitant Table 3. Summary of pharmacokinetic parameters of mycophenolic acid (MPA) following single- 1.32) for letermovir AUC,_,, and 1.11 (0.93, 1.34) for letermovir C,.,,. The Cl for AUC, but not C._, lay completely above 1,
indicating that accumulation of letermovir when administered * loaetermine the efiect of letermovir at steady state o . ) - . ) . . ini ' i i ' suggesting a small increase in letermovir exposure when dosed with MMF
as daily doses is minimal. All related AEs were reported as on the pharmacokinetic parameters of MPA following with diarrhea), respectively, with a duration of less than 3 hours. Vomiting occurred in one subject (7.1%) on a single dose administration OfI; g Tgcophenolate mofetil (MMF) (Day 1) alone or with 480 mg letermovir 99 9 P
mild in severity and resolved. coadministration of a single dose of MMF to healthy occasion (Day 11, ~30 minutes after dosing, duration <1 min). Nausea was reported by 6 subjects (42.9%) on one or dosed to steady state (Day 12) « Letermovir T, was about 2 hours whether administered alone or administered with MMF
i ' . more occasions between Day 5 and Day 15 . . : : : : : T
Conclusions: Multiple-dose administration of 480 mg fgmal:_ Su%i?ip‘;:éiﬁ;?;iegzl'?CIUded AUCo.in . . y y . . MMF + Letermovir MMF Alone MMF + Letermovir/ * The geometrlg mean Ilne_ant}/ ratio (MD AUC,_,,/SD AUC,...) and 90% CI for letermovir were 1.01 (0.84, 1.21), indicating
letermovir daily with a single dose of 1 g MMF was max> | max; 12 » Most gastrointestinal AEs occurred relatively shortly after dosing and were transient N=14 N=14 MMF Alone Pseudo consistency with linear kinetics (Table 4)
generally well tolerated t]’cy the healthy subjects in this ° To ?:tertmir:je thte teffer?t of a sirllgletFiose of M:V”: f Geometric Geometric Within » The geometric mean accumulation ratio and 90% ClI for letermovir were 1.13 (0.91, 1.42) for AUC,_,, and 1.01 (0.80, 1.28) for
inistrati ' on the steady-state pharmacokinetic parameters o :

study. Coadministration of letermovir and MMF had no e P e P Letermovir (MK-8228) Pharmacokinetics MPA PK Paramete Mean 95% CI Mean 95% ClI GMR 90% Cl | Subject %CV Crnax (Table 4)
clinically meaningful effect on the PK of letermovir or MPA. etermovir In nealiny remaile subjects. Farameters . o
Letermovir and MMF may be coadministered without dose included AUC, 54, Crraxs Tmax, @Nd apparent terminal A mean concentration profile of 480 mg letermovir (MK-8228) alone was compared to the mean concentration profile of AUGC, ... (hr*'ng/mL) | 68131 | (58,187, 79,775) | 63,108 | (53,152,74,928)| 1.08 |(96.8, 120.4) 4.36 MPA Pharmacokinetics
adjustment. b2 480 mg letermovir (MK-8228) when MMF was coadministered (Figure 2) Crax (Ng/mL) 22,881 |(18,520,28,268) | 23,858 |(19,489,29,207), 095 | (81.9, 112.3) 6.29 * The estimated GMR and 90% confidence interval for the comparison (MMF with letermovir/MMF alone) were 1.08 (0.96,

+ The mean letermovir plasma concentration-time profile reached its peak at 2 hours postdose on Days 5, 12, and 16 Trmax () 0.52 (0.5,2.0) 0.52 (0.5, 2.0) - - - 1.21) for MPA AUC, ... and 0.96 (0.81, 1.13) for MPA C,,,. The GMRs were close to 1 and the confidence intervals included 1,

P ' Ty (hr) 13.1 42.6 13.3 27.2 - -- -- suggesting that coadministration with letermovir had no effect on the single-dose PK of MPA

All subjects had quantifiable plasma letermovir concentrations at the last time point drawn: 24 hours postdose on Day

Subi Meth 12 and 72 hours postdose on Days 5 and 16. Mean trough concentrations ranged from 583 to 803 ng/mL, with %CV Cl=confidence interval, PK=pharmacokinetics, CV=coefficient of variance, GMR=geometric least-squares mean ratio between treatments, * Median T, was the same whether MMF was administered with letermovir or administered alone (0.52 hr), as was terminal
UbjeCtS and Methods ranging from 43.1 to 67.2 MPA=mycophenolic acid, MMF=mycophenolate mofetil. half-life (geometric mean ~13 hr)

° Summary statistical Comparison of PK parameters from Subjects administered 480 mg letermovir (MK.8228) alone Back-transformed least-squares mean and Cl was from linear mixed-effects model performed on natural log-transformed values.
compared to 480 mg letermovir (MK-8228) when MMF is coadministered in Table 2 Pseudo within-subject %CV = 100*sqrt[(0,? + 052 — 2*0,3)/2], Where 0,2 and 052 are the estimated variances on the log scale for the 2

* This was an open-label, fixed-sequence, single- and multiple-dose trial to characterize the pharmacokinetic interaction

between letermovir and MPA in 14 healthy adult females treatment groups and 0,5 is the corresponding estimated covariance, each obtained from the linear mixed-effects model. .
 Eligible subjects received 1 g oral MMF on Days 1 and 12 and 480 mg oral once-daily letermovir on Day 5 and Days Conclusions

8-16. Blood samples for pharmacokinetic evaluation (after an 8-hour fast) were collected on Days 1, 5, 12, and 16 ] ] ] ] ] ] ] ] ] ] ]
o _ . . - _ Figure 2 (A) Mean letermovir concentration (linear scale) vs time by treatment group (letermovir Figure 3 (A) Mean MPA concentration (linear scale) vs time plots with data separated by treatment
* Pharmacokinetic sampling of plasma for MPA and for letermovir was obtained at prespecified time points single dose on Day 5, letermovir multiple dose + MMF single dose on Day 12, and letermovir (MMF single dose on Day 1 and MMF single dose + letermovir multiple dose on Day 12) (B) Semi- e Multiple-dose administration of 480 mg letermovir daily with a single dose of 1 g MMF
- Safety assessments and monitoring were performed throughout the duration of the study multiple dose on Day 16); Figure 2B (semi-log scale) log scale was generally well tolerated by the healthy subjects in this study
(A) (B) (A) (B) e Coadministration of letermovir and MMF had no clinically meaningful effect on the PK
Figure 1. Study Design Pharmacokinetic Population, Linear Pharmacokinetic Population, Semi-log Pharmacokinetic Population, Linear Pharmacokinetic Population, Semi-log of letermovir or MPA
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