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Abstract
Cytomegalovirus (CMV) infection is a se—

rious complication for allogeneic hematopoietic
cell transplant (allo-HCT) recipients, associated
with increased morbidity and mortality. Antivi-
ral drugs currently used to treat CMV infection
are DNA polymerase inhibitors; however, these
drugs can cause neutropenia or nephrotoxici-
ty. Therefore, they are typically used only for
treating active CMV infections, not for preven-
tion. The toxicity of DNA polymerase inhibitors
has led to the development of a new, effective,
and safer drug, letermovir. This drug has been
approved by the United States Food and Drug
Administration for the prophylaxis of CMV infec-
tion in adult CMV-seropositive allo-HCT recipi-
ents. Letermovir works by inhibiting the viral ter-
minase complex at the end of viral replication,
making it useful for patients who are resistant
to DNA polymerase inhibitors. In phase Il and

phase Il studies, letermovir has been shown
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to be effective in preventing CMV infection and
reducing mortality associated with CMV infec-
tion. Additionally, the safety profile of letermo-

vir is comparable to that of a placebo.
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placebo-controlled study Anmsdlestufinide
CMV semsly letermovir Tugtae allo-HCT Tu
n1sAnwUaeazgnuiawuudueandu 2 nau lu
Snsdau 2:1 e letermovir wazemasn g
SulWendl day 0 waz day 28 JufsdUansidi 14
(Uszanay 100 Fu) #UrgazgningenaNNIsAne)
dnflongdesndt 18 U n1eAuunnseseaguuls
CrCL < 10 mL/min #339%U CMV DNA Suuiliiufia
$sumFerddldfuedude cMV dufineiidn
Sunsfnwazgnuusesnidungu high risk vie low
risk Tlazfnde CMV wag CMV end-organ disease
I Uasazgnimdungu high risk winidunaai
athation 1 9o Aoluil haploidentical transplant;
umbilical cord transplant; major human leuko-
cyte antigen (HLA) mismatch at HLA-A, B %58 DR
donor (related %58 unrelated); ex vivo T-cell-de-
pleted graft; wae graft-versus-host disease (GVHD)
grade Il %39 higher requiring =1 mg/kg of predni-
sone %39 equivalent Ei’;w:iﬂ’wﬁﬁﬂ’lﬁam%a CMV
pgeliludAyn1eAdiln (clinically significant CMV
infection; CS-CMVi) %wqmﬂ'ﬁﬁﬂmuazﬁuméf’m
We CMV
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wu CMV DNA Aeuiunsdnn 70 318 Fsgndneen
MnMsAnwszdvBam wazgtae 495 s1efivde
andmaglungu high risk ¥ CS-CMVi 175 518 (Fa8-
av 31) NARAEYBINIIBY letermovir WS MABDN
Ao 9 Ju (¥ 0-28 Tu) ndalesumslanae szey
naedevensiuen fe 82 Tu (933 1-113 ) Tu
ﬂ&juﬁléf% letermovir g 56 T4 (129 4-115 Ju) Tu
nauiilé¥ugvaen’
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($owaz 90.9) p-value<0.001 FUaifl 24: letermo-
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(5ow8¥ 90.9) p-value<0.01%*

nanedevesnsiAn CS-CMVi Tunguils le-
termovir (156 14 95%Cl: 113 - not reached) U
nnguiildismann (36 Tu 959%Ck: 29 - 41) a3
FeTAnfiduaii 24: letermovir Soua 15 (95%Cl:
4.8 - 25.3) nauiilé¥uevaen Yeua 18.2 (95%Cl:
2.1 - 34.3) uazdUn Wil 48: letermovir fovag 26.5
(959%Cl: 13.6 - 39.5) nguTiléi¥uevasn fovay 40.9
(95%Cl: 20.4 - 61.5) p-value=0.268 DIuLINISANE
dgndrndeuiunguinegistiosuarniangia
wu CMV lusesus winanslidudauddves
n333lY Letermovir Tnsisufletastunisiinide
CMV8,14

Post hoc analysis of phase lll study®"

Anwiraves letemovir siaMSLEEFINAINYN
R iodiAs1giin letermovir andnginsided-
Inleeeals

Tugfthe 495 Tefingaalainy CMV DNA nou
Funsfnwmuin §Uaid 24 Sasmadedinan
ynanveINaNTlazy letermovir wagnguillesy
gIaanNIAMULANANDENETNE ALY LagnTIATIZ
TngliteyansiTinegauiedunii 24 uandlvidiu
nadnifindondety uazdoyadiliain Kaplan-
Meier §ns1msidedinanynanmdidunsii 24 Tu
nauTilsl letermovir (egag 12.1, 95%Cl: 8.6 - 15.7)
toeninguilldiuevan (Fovar 17.2,95%C1: 1.5
-22.9, log-rank test, 2-side, p-value=0.04) Lazdnn
Msidedinannnanuafidua i 48 nauilldsu
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letermovir (3982 23.8, 95%CI: 19.1 - 28.5) oanin
nauTilé¥uevasn (Souag 27.6,95%Cl: 20.8 - 30.4),
p-value=0.21

Cox model WwuUMUUIAEILazIAIAILUS
dmsuatAinmsaimsidedinouisdamid 24 Ao
Padoduaidulllddmsunisdedin nuiladeiid
nasdnIINdsTInUenwlioannsle letermo-
vir gz baseline risk 89 CMV reactivation Ao 21Y
uaz GVHD grade I-V ndsandniladeidesizeseny
GVHD grade [I-IV uag baseline risk ¥83 CMV reac-
tivation wuiiadssien s deTinanynanved
24 &anviveanguillésu letermovir finndnemaen
o191 Upd1AYNI9E0A hazard ratio (HR) 0.58
[95%Cl: 0.35 — 0.98, p-value=0.04] Tuvauziiliny
Auuaneseenelitedduneadng 48 dUavi
(HR 0.74, 95%Cl: 0.49 - 1.11, p-value=0.14)

gUAn1salvesnIsidediInanynanvngn
Usziiuluduamin 48 Tufthefifivielsldl Cs-CMvi
fdUnsin 24 vdagnane Tneglunguilldsuevaen
oUAnsainndeTinluguaed Cs-cMvi unn
AUelds CS-CMVI (HR 2.34, 95%Cl: 1.17 - 4.67,
p-value=0.02) dauiuﬂzjuﬁiéf%’u letermovir gU#
nsainndedinvosisansngulasinaiu (HR 1.15
(959%Cl1:0.56-2.37, p-value=0.71) & iuluuinass
Cox regression WuI1 HR for all-cause mortality
fidunniidi a8 Iuﬁﬂ’mﬁﬁ CS-CMVi 984 letermovir
Wisuiugmaon Ae 0.45 (95%Cl: 0.21 — 1.00, p-
value=0.05) msfinwilatiuayu letermovir 18
andnIINISdsTInlun13U03AUNTDD19TLADNT
LAR CS-CMVi

Retrospective, single-center, real-world
data

Foolad F wazptdy Anwiarudasndouas
Uszdvisnmwes letermovir Tunsdestunsinide
MV Ingfnulugtie allo-HCT 74 s18ATU 100 U
HUqe 53 518l letermovir wag 21 s1elilasuen
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wUINGuALHEU Letermovir 1R CS-CMVI opnin
naufilailé3uen (Fevaz 21 uag 25, p-value= 0.01)
wazgUAnmsaimsidedin a Tudl 100 Tunguitlailsl
Sugnnnninguitlddu letermovir (Fosay 14 uag
4, p-value=0.10)"

Sharma P UazAuz Anw1n3kY letermovir
Tugftaedilssunsugnaneideansansasie (cord
blood transplantation; CBT) ;Eﬂ’JEJQﬂLLﬂﬂL‘ﬁJu 3 Ng
Ao naat [1] 195U letermovir auAsU 100 Tundaan
618 (32 578) nay [2] 1a5U valacyclovir 2 ¢ AuATU
100 Jundsgnane (60 518) wazngyl [3] 105U va-
lacyclovir 2 ¢ 3UBBNIINLTINYIUIALALHOAIY acy—
clovir 800 mg (41 518) dlel¥ienAsu 100 Tu wuin
LifiteTungu [1] A3 letermovir 1An CS-CMVi
(0%) naat [2] 1Ain CS-CMVi 6 518 (Faway 10) waznau
[3] 1An CS-CMVi 9 918 (5awaz 22) p-value=0.005,
letermovir WU valacyclovir 2 ¢ uoDNAINLTI-
WYIUALaADAIY acyclovir 800 mg uag leter-
movir Wguiu valacyclovir 2 g uATU 100 U
p-value=0.06 agasu letermovir duszdnsamly
nstlastiunisfiaide My lugthefildsunisugndne
Heaneangazhe’’

Lin A uaganz Anwin1sly letermovir Tug-
11y allo-HCT nudiftheflddu letermovir daarfu
nsAnkia CMV 1A CS-CMVI 2 578 91 39 58 (So8-
Az 5) uagdithe 29 efildedieios 100 Fu wuh
ffhendios 1 519 (ovar 3.4) i CS-CMVI uag
Anwnsld letermovir Jesiunisfnideslugae
14 118 lnugiiRndes nisfnwiuandiifiuyse-
avsnmiastunsfinido CMV a3 letermovir iile
THetaiilos 100 Yuuazdsydvsnmdostiunisiinde
63',118
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Letermovir: Antiviral Drug for Prophylaxis of Cytomegalovi-

rus Disease in Patients Receiving an Allo-HCT
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