IgH|ojAS-3=240,4802 2| 1 (BEHIZ2H|2) (SF= ¢

7t oFH HE

HI2CI ()

-+ £ LY =
Aol tiat 72| ZAAIH
M2 &2 | 1™ /vial & letermovir 240, 480mg
» T H|O|AM240mgI 2| EllE ZEFEH
I ajd|o| A K HSAMo| oti{o| 2235 El2s ZZEIX
ME o AA . JH|0| A 480mg: = =24 I; o] 2&¢l ;H% =38
= T2H|0[AF240mg: FAFHSE Ho| FA TS Hio|2o| & FAMA|
= Z2H|0[AF480mg: FAFHEE Ho| FMFHSE Hio|2o| & FAA|
S5 ZTEZME o|AlF==(HSCT)S e Mol HojM ZHlo|2H A (CM
2523 | V)-EFHIM[R+] &AM HUWMZHO[2{A(CMY) 24 2 A3t
of| gt
O] 22 MUHF AL M & (240 mg L 480 mg) EEsH AEE = Yt O]
oF MMt MUFTAL ME2 olAte] AMo| ut2t M2 mXfsHM Fo{st
T Aeni, ST =M2 EHQSHX| 2t
0| 2ko| MU F A= S|EEAZTZL HEEHA ME2S S350 Y
o2 A7 5071 E7ls8t o2t AlEsict 28X A F097}
Jlssia A< Hi2 MM 2 1mXAIstod Fofsict
H ., K2k
o H o O
1. Mol H& 8
o| 2ko| HZE 22F2 12 135 480mgo|ct.
S5 =2 M Z0o|A(allogenetic HSCT)S BF2 O|Fo0f o 2k F04
£ A|ZIslof &toh. o k2 oAl ©el 2 oAl = 282 o|ufjof A|EtEt
= UCH o] 22 M=F Mo|up Fof Alatet = Uct olA] = 100t
X| o] &S HL Fofstch o] k2 AOIE2AZZD} HEFSI=
4% 80| =& = ool stct,
o|ekE FE&F | 629(7|Ele| FEtBA), MELUE
Z=357t2 | 20184 129 262



f. Fe ys
(1) et Dgke] S4

O TEZMZ= €W MES Ol=E= NEZ2 S5, UXEH HfEo =X
Std, =AM Zo|Alo|2t =AMl 23519t Z4Al o|laleoz olsf g
Mst= 245 Y AEg X ZsH7] fsl 2Xtel =2 e ahetx|
3 HIAIME S& MAHSIE Aadst ZEZMEE YT I FA|F|=
Higd ol
(e I — [ |

O =ERAMZO|A2 BRIl =0iXI}te| A O wel SF/F7F LhgE. olz]
ME S HES Has) FAE XAl THBME(FE UXHMW)E 0|25}
of cHzFo| skt gl HIALM X| R0 U2 F2F7|s MSIE =A== A
2 Xj7tolAlo|od, Hiodof| AUSH CIE AlEIe| =E M| ZE O|4l5= A
2 = =o|alal
— O O 1 = -

O =E2AMZ o]ald e gHEZoc=z= MM Sof Al2Z+= A e
222 o|AlHmxFUS(GVHD), 48, HEFLLJ (S5 T+HLTS 3)
o l2ni, =M= 0|4 & LZH2Z st AlY= 13-21%=2 A}
25k Primary disease), GVHD2 &t O|AlstXle| = AlZ fielo=z
MAIE D US.3)

Causes of Death after Unrelated Donor HCT
done in 2015-2016

Died within 100 days post-transplant

Died at or beyond 100 days post-transplant®

= Primary Disease = |nfection ® Primary Disease # Infection

= Organ Failure = GVHD = GVHD = Organ Failure
Hemorrhage = Graft Rejection m Second Malignancy Hemorrhage

m Second Malignancy Other = Graft Rejection Other

' C_.[ BMTR ‘Data reflects 3-year mortality

1) F=raduol Aol A th(2015) “FHEA Fol4)”
2) Harrison's Principles of Internal Medicine, 20e. 110: Hematopoietic Cell Transplantation

3) CIBMTR(Center for International Blood & Marrow Transplant Research) 2018 summary slide
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O SEZHDMHE 0/4/2 RZEE A ZOlAof bls| 2ol 2ol ALt
S| 3, & AZ|REH o|A= VMK CMV= JHE &t Z4g |l
S St

Pancytopenia Neutropenia
Thrombocylopenia

Regimen-related
_toxicities | Mucositis

S0s

Idiopathic pneumonia
Graft-vs-host
Jdiseasa Acute GVHD
Chronic GVHD

Infections Gram positive

Gram negative
Bacterial Encapsulated bacteria

Candida
Fungal

Aspergillus
Vit HSV
CMV and adenovirus
VZV
Day O Da',: 30 Lla'." 60 Da_\l 9’0 Da\:i 180 D\ay-;aﬁ(')
O =g ZM=Zo[4AofAM CMV &Y A H&t

O CMVE ds=o|Lt M7 FHe| xXg doF|= the =X Hio[8{A0|0,
ojzlole] &, Mele| axrg d2y|= F-Uat=xl Hio|HAet
Hl=5t DNA HPO|Z{AEA §|=2HA Hio|2{ADfo| &g CMVe EFH,
Mo s So| M=z H oA EY| S2f =Fo 2fsf Mub=lo, UXt

a4 = =72 M=o dd st & d¥S wXIs
et 25 AtEiolM = MM edstElo] ofe] JHX| EEHo| wdstA &,

o
T

1

—

O CMV Zg2 I Hio|y{a Z4Y = 4 4
g MMz 4oz FEY 5 US. fElvetel Ed9 EFEY
CMV faix|edez 100%0 7l7h2 AtztSo| olo| cMvol Zto| =lof
SHe| £ SAMStD Aol ZU =Y DM ZO|AEXo|Me| CMV & el &
Z4Eo| ot xfMst ZH2 =2 Hotorgh.4)

O CMv &g 3 et = o4 = 671d o|ujof Zstod, of4] = 2
MR F=2 ddseictn el kM GVHD 7|ZF SetdlE CMV &

— (NCCN9) CMV ot flsiM sEx=E2M =04 = F7|H(routine)

ol

) A SRR EY A A Eatele A AR

5) NCCN Guideline(Version 1.2020) "Prevention and Treatment of Cancer—Related Infections"
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CMV 7.:1)\P(surveilance)ﬂ AAL Z 1o EEPE SO AN E Set MA|
M X2E AHIstD Y20, 7*Mi Of Al —?— -670g ofLfe} e
AXMH FiE 22 st= M GVHD 7|7 ot affof &t

— (W2fM6)) M= Tk E5] STTEZME O|A &M= AETH 2
2ol fleo| US. MEAC=REH 37 E AEE7X| JtE Zot ZdEel ¥
ole ozt dMA, ZAFR CMVE H|ZSH HiolE{Ael 370 olF Z
A fled2 MYS| ALstt X[HAMel HAAE X2E HeZE st= ¢
A GVHD EXtoM= flgdo| Z2skX| 223, k2| ofAl ME= =
7|(late) CMV &M stof il FolZe ZUHEHE S AHDst US. o
4 GVHD= =3 =€ 2AM=x olAl = 37N 247 JHE 2ol LtEt

Ltod, 20-50%2] Ol4| EHRtofA] 23t

— (Teira et al.(2016)7) M= Z=EZAMZO|AEIX} ISEE FeXoz
=M% 280 =M olAlE CMV AetAM sy wWASE 7(17He| FZHH2

36~40 0|t =|CH 35520 M 2 g,

O =g ZAMzo|AetXtel o] Ho| AstEl HAtoA =t 50% HE2|
2HAEZE CMvel Metdst =, o] 49 CMV E8s5EE daAZd 582
2 MMAH x2E AlZSHKCH CMV Zeto| s = StEZ0[Lt DNA
2350| dd=[X] AL SEHEX| 27[E 5to] o|f ZEX[XI=0| HEhs
o S35HA| =& & A2, CMV 2oz UMA| HFHo|ut 2HE, /&,
Do, =Y, JEYE, dEY, A2Y, AT s Eeto] Zlets)
L cHefH oA CMV Hets ZAet d7Znof w2H, 55 =g 2AM
FOo|AE AAIRH 1,42568 & & 4182l 2.9%0M CMV ZHeto| gt
A 7 e rdste CMV HE2 ZEXZA=Z

EE, Y8
Zu el cMVEE gl Mg 95% ~ 100%
HSCT &HAfel CMV M &AM 5s 2 o] 50%
HSCT £tAtel CMV At s 2.9%

6) Harrison's Principles of Internal Medicine, 20e. 110: Hematopoietic Cell Transplantation

7) Teira et al. Blood 2016;127(20):2427-38 "Early CMV reactivation remains associated with increased transplant-related

mortality in the current era: a CIBMTR analysis"
8) oA gt #tsts]A] 2013;84:158-67 “FZHRA|F o] FatoA T3] Hi= 7497
9) A 5. ZF9FsEtas 2009;41(1)9-20

10) 9#3 . Korean J Heamatol 2009;44:315-9 "EFZEEAEZ o] T WIS AtjA|Ente]g] HHo|A Gancicloviret

Leflunomide HE&A & FE 19



() CMV 2+ 2 &3t of gt 2l x| Z11)12)13)14)

T

0x ON oo rr

SEXE2ME O|A = CMV 22| E s F7|Hel CMV 2HE &1} Of
CMV MAHA™ X|Z(Preemptive Therapy, PET) == CMV & &t

|2 E Al&aljof sto{, ZUjofl= ool A=l JUX| Lot XL
= Ji0|E2|QloflA SE=EZMEZO[A] SHXte] CMV oftt REoZ MFH
OFkO|

letermovir(Ze||H|O|A)E FUSH FHsID U=,

ET2 CMV Metdatrt dx=AoLt datd a2 gle 2% Aldst

A ZQ!. PETEZ+< ganciclovir, valganciclovir, foscarnet, cidofovir2|
Hio|2{AM 7t IO =L}, ganciclovirlt valganciclovire] F0{A| &+
25, @amULT 52 EF=4Z2, foscamnett cidofovire &&=
2 dod|= Aoz 2l US
(NCCN) CMV mgtM st = A2kl of ol s GVHD & Xz &
°t 22 SEXEEM=E O[4E H2 4% s0A =2 T3 AJF CMV
IgG EHAMol2tH Mol 1~671& 7t i3 PCR HAIE Saf 24 H
22 stod, CMV €3 A SESTEZMZO[AMEAE a2z MEE
2 0| 8%t dAH oeHS AdE Ie As LS AUS.
PREVENTION OF CYTOMEGALOVIRUS (CMV) REACTIVATION OR DISEASE
OVERALL INFECTION DISEASE/ SURVEILLANCE PERIOD® PREEMPTIVE THERAPYN.U.V
RISK IN PATIENTS THERAPY
WITH CANCER? EXAMPLES .
* Typically for
atleast1to 6 Consider
months after letermovir*
Allogeneic transplant as primary
HCT —| in donor or prophylaxis
recipients’ recipient CMV IgG for CMV+
seropositive cases allogeneic el il
. g
a\ilr-lat:);eqmrmg HCT recipients R ﬁgha'lgtivaﬁon}..H’Qa”dc'wir 20) CF)?scamet (V)
High risk for CMV detected Cidofovir (IV)

Ganciclovir (IV)*

For a minimum of 2 months

Alemtuzumab —»
after alemtuzumab

3 Categories of risk are based on several factors, including underlying malignancy, whether disease is in remission, duration of neutropenia, prior exposure to
chemotherapy, and intensity of immunosuppressive therapy. For infection concerns and recommended prophylaxis for immune-targeted agents, see INF-A.

" See Antiviral Agents (FEV-C) for dosing, spectrum, and specific comments/cautions.

" Higher nsk transplant subgroups may exist and require different management sirategies.

S CMV surveillance consists of weekly monitoring by PCR (thresholds for treatment vary at individual sites).

t Some centers consider the use of letermovir with acyclovir in high-risk patients through day 100 post-HCT and continue CMV surveillance_ (See Antiviral Agents
(FEV-C [2 of 4]).

YPreemptive therapy is defined as administration of antiviral agents to asymptomatic patients with laboratory markers of viremia in order to prevent CMV disease in high
nisk patients. Duration of antiviral therapy is for at least 2 weeks and until CMV 1s no longer detected

¥ Clinicians should evaluate for end-organ disease and tailor duration of antiviral therapy accordingly

W Typically therapy is initiated with oral valganciclovir unless there are absorption or toxicity issues and it would be continued at a minimum until a negative polymerase
chain reaction (PCR). However, some centers prefer ganciclovir over valganciclovir.

*Foscamet or cidofovir should be used for cases of ganciclovir-resistant CMV or when ganciclovir is not tolerated (eg, ganciclovir-induced myelosuppression). Cidofovir
should be used with caution due to concerns about kidney toxicity and cross-resistance with UL54 mutations conferring ganciclovir resistance.

11) NCCN guidelines: Prevention and Treatment of Cancer-related Infections, version 1. 2020
12) dig-at 233k o A (I

13) The Japan Society for hematopoietic Cell Transplatation(JSHCT). 20184 8J].

14) tinbzedssts] 7ho] =2}e1(2018)



(CHotZE B ets]) =82 M ZO[A &AL CMV E7[0He 2 BH22H|2
£ H1EH2A)
£ 2.7.3.3 BEEESSE ( Cytomegalovirus ) B aSRAERS
2. e ; IEET
N T = 3 et
SRS EmE A SRR i A
Ganciclavir* (1B] Valganciclowir (&5 BT
Foscarnet (1E) E=E) (1R
MIGACMV-specific WIG (F: Foscarnet+ganciclovir (1B}
CMV Bt e el T ey it
cmvRESEaE IR
(definitive tharapy:' T T
Ganciclovir’ (18)
Valganciclovir {18)
BHmEERERE"
Ganciclovir” (18)
IEMFE RS ERA SRR EmR A
Ganciclovir® (14) Foscarnet (14)
Valganciclovir (BB Wl  Foscarmet
CMV 4k 38348 =5%) (1) + ganciclovir (2B)
{pre-emptive therapy) ™
HEBHERA
Ganciclovir’ (143
Valganciclovir {1A)
RESEmESGAEBERA
Letemouir {2 4)
CMV IR FERR EEEEEAN
Ganciclowir® (24)
Valganciclovir (24)
EmE R ER AT
CMVZE 3B TERA Ganciclovirt (1C)
Valganciclovir (1C)
(2" MzZolAss]) CcMv 2 ogtoll s acyclovir %
valacyclovire] 1 2% ZJ|F0{2 CMV &dge U7 HIEQdoLt &
7 SO HIEA] CMV 22| ZLEEO0| ZHb=[o{oF 2. Ganciclovir
of A% =M BEESZ CMV &€ fgo| @2 &XoA= F=H
SX 21, CMV ZEEe LA S A=z oF o 2R 090 CHol A
= AEs= 7Ix|17F k2 . Valganciclovir % foscarnet® & 11&hat
ot Olo|E 7} ofd|stod FHEX| 22X 2Z. otH =Mo| W1 of2x=
EM F2IE A™ER2 AMAHE(letermovir)0| 2ZoM 2018HA 32€0 =
SxE DM EO[ASHRIe| CMV 48 2 dXof &7 sz 2 A=



O AHEEZ2 CIE gdio|2{ax et =2l dHiolg{a =Ho| 229 CMV DNA
terminase S A (pUL51, pUL56, pUL89)2F CMV DNA At&xfe| ATtS

Htall sto, DNA =A|e| ofx[2h chA[el =X E DNAZF 78 EHe| (genome)
=25 = 2E 3 diol A HA|E(capsid) HHE &0 7= Z(packing)
o1 M| et 15)16) EESE ganciclovirkt valganciclovird| A LIEILE 25 X
A= UX| AF.17

1o Mo Hu

HCMV | I
Infected Cell lecy]

al L
coul’)  [eou
st

GOV [Gov

FOS.
binding site

cMvDNAL =
Polymerase (LILS4)

SESTYEIMEOIA S whe EF UMl Molskkie|

CMV ZdojteHoz A= Jqon] 18)19)200 AMAZ X Elof|A =
CMV €3 2o slidste 53 ZEZAMZO|ASXE ez MEE
|28t LRI of 4 (primary prophylaxis) Al Dae AHAs A

15) Harrison's Principles of Internal Medicine, 20e. Section 11: Viral Diseases: General Considerations

16) Giuseppe Gerna, Daniele Lilleri & Fausto Baldanti (2019): An overview of letermovir: a cytomegalovirus prophylactic option,
Expert Opinion on Pharmacotherapy, DOIL: 10.1080/14656566.2019.1637418

17) Current Medical Diagnosis & Treatment. 2019. Chapter 30: Common Problems in Infectious Diseases & Antimicrobial
Therapy.

18) Goodman & Gilman's: The Pharmacological Basis of Therapeutics, 13e. Chapter 2017 Part 1: The Goodman & Gilman Year
in Review: 2017 New and Noteworthy FDA Approvals

19) Harrison's Principles of Internal Medicine, 20e. Section 11: Viral Diseases: General Considerations

20) Goldman's Cecil Medicine 25th ed. Chapter 178. Hematopoietic stem cell transplantation.
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— 1At "IIX|EQl all-cause prophylaxis failure23)= ZHIEXOZ
LIEtG e AHE 120mg F0ix2 2 240mg FoiFolM ¢k Of
H Fo|5HH 22 $£X& EFS(120mg F0i=: 32%, 240mg F0i=
29% vs ?2F Fo{7: 64%; 2tZt P = 0.01, P = 0.007).

Table 1. Incidence of Failure of Prophylaxis against Cytomegalovirus Infection.”
Placebo
Variable Letermovir (N=33)
60 mg 120 mg 240mg
(N=-33) (N=31) (N-34)
Modified intention-to-treat population
All-cause failure — no. (%) 16 (48) 10 (32) 10 (29) 21 (64)
Viralogic failure — no. %) 7(21) 6(19) 2 (6) 12 (36)
Odds ratio for failure with letermaovir 0.54 0.27 0.24 —
vs. placebo (95% CI) (0.18-1.60) (0.08-0.86) (0.08-0.74)
Pvalue {all-cause failure, letermovir 0.32 0.01 0.007 -
vs. placebo)
Modified intention-to-treat population,
excluding patients with CMV
replication at screening or day 1
detectable by central laboratoryy
Detectable CMV on screening or day 1 4 (12) 7(23) 4 (12) 5 (15)
— no. (%)
All-cause failure — no.ftotal no. (%) 14/29 (48) 5/24 (21) 6/30 (20} 17/28 (61)
Virologic failure — no_ftotal no. (%) 5/29 (17) 2/24 (8) 0 B/28 (29)
Odds ratio for letermovir vs. placebo 0.60 0.17 0.16 —
(95% CI) (0.18-1.95) (0.04-0.68) (0.04-0.60)
Pvalue (all-cause failure, letermovir 0.43 0.005 0.003 —
vs. placebo)

* Since no adjustment for multiple comparisons was performed, statistical comparisons are descriptive in nature. Cl denotes

confidence interval, and CMV cytomegalovirus.

i Patients were randomly assigned to a study group if tests at a local laboratory showed that they were negative for detect-
able CMV. Subsequent testing with the use of a centralized, standardized, validated CMV nucleic acid detection proce-
dure identified patients with active CMV replication at screening or day 1.

— X|Z27|2+ ol st ozt o| &t HUHEZE Foid the| 2[<f

= O - e i R O -

0/0
ro

21) NCCN guidelines: Prevention and Treatment of Cancer-related Infections, version 1. 2020

22) Roy F. Chemaly., et al. Letermovir for Cytomegalovirus Prophylaxis in Hematopoietic=Cell Transplantation. N Engl J Med
2014;370:1781-9.

23) The analysis of all-cause prophylaxis failure included patients who discontinued the study drug because of virologic failure or for
any other reason (e.g., an adverse event, nonadherence, or withdrawal of consent).
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FoZdM =ZF O
investigators7t "I}t

A ol
H MEE FoioM o &2 dds2 2

dlel sl 2 sl o
or2 1} of il
[

0{(31% vs 36%),
Foiz of
(17% vs 33%).

|AbBHS a9

Table 3. Serious Adverse Events That Emerged during Treatment (Reported in =5% of Patients in any Study Group

in the Safety Population).
Placebo

Event Letermovir (N=33)

60 mg 120mg 240mg Total

(N=33) (N=31) (N=34) (N=98)

number of patients (percent)
Any serious adverse event 9 (27) 12 (39) 9 (26) 30 (31) 12 (36)
Infections and infestations 3(9) 5 (16) 7 (21) 15 (15) 8 (24)
Benign, malignant, and unspecified 1(3) 4 (13) 2 (B) 7 1(3)
neoplasms, including cysts and polyps

Immune system disorders 2 (6) 0 2 (6) 4(4) 1(3)
Metabolism and nutritional diserders 3(9) 0 0 3(3) 0
Nervous system disorders 0 3 (10) 0 3(3) 1(3)
Gastrointestinal disorders 0 2 (6} ] 2(2) 1(3)
General disorders and administration-site 1(3) 0 0 1(1) 2 (6)

conditions

Table 2. Adverse Events and Most Frequent Adverse Events (Reported in =10% of Patients in any Study Group
in the Safety Population) That Emerged during Treatment.*

Event

Adverse events

Any event

Any event leading to death

Any drug-related eventf

Most frequent adverse events
Gastrointestinal disorders

Infections and infestations

Skin and subcutaneous-tissue disorders

General disorders and administration-site
conditions

Metabolism and nutrition disorders

Respiratory, thoracic, and mediastinal disorders
Nervous system disorders

Musculoskeletal and connective-tissue disorders
Immune system disorders

Renal and urinary diserders

Eye disorders

Blood and lymphatic system disorders

Psychiatric disorders

60 mg
(N=33)

31 (94)

2(6)
11 (33)

13 (39)
9 (27)
10 (30)
9 (27)
10 (30)
15)
18)

3
= o0
=

5(
(
(
(

[+ =B+ - B =

2

.

)

Letermovir
120 mg 240 mg
(N=31) (N= 34}

Total
(N=98)

number of patients (percent)

29 (94)
0
4(13)

22 (71)
18 (58)
17 (55)
13 (42)

13 (42)
15 (48)
11 (35)
9 (29)
7 (23)
10 (32)
8 (26)
8 (26)
7 (23)

34 (100)

1(3)
2 (6)

26 (76)
23 (68)
15 (44)
16 (47)

10 (29)
10 (29)
11 (32)
13 (38)
11 (32)
10 (29)
9 (26)
5 (15)
3(9)

94 (96)

3(3)
17 (17)

65 (66)
58 (59)
45 (46)
39 (40)

36 (37)
14 (35)
32 (33)
31 (32)
28 (29)
25 (26)
23 (23)
21 (21)
18 (18)

Placebo
(N=33)

33 (100)

13)
11 (33)

20 (61)
25 (76)
11 (33)
18 (54)

8 (24)
10 (30)
8 (24)
6 (18)
8 (24)
6 (18)
6 (18)
5 (15)
5 (15)

site



O

[3&F lat]2d) SZSx=E2AM=Z olMg 2 18M ol CMV SEHAY
3lA} 570HE2 Aoz 2:112 letermovird 3% placeboe =2 F&f
? HE =, o4 =T 143X 7 =2 FJUF LHEe=z
letermovir 480mg == =2 S2Z2| placebol(cyclosporines ¥ &st=
ZF letermovir EE= allE placebo EFE 240mglzE ¥ F0)E
Foiet 34, o|3YH, =, Y, FAL2, Ci|2 datA &oll A
— 1X HIHK|ZE 24F = AMHMo=Z Fo|ek CMV 425 &AL HE
S MHE sorpolA 9lob SobP b -23.5%2 O WS &x2
2R 2 (letermovire 37.5%, placeboa 60.6%).
= 24F Xt Mol k2 SHStALE 243 Ao Z2EFE 2Kies 2F
primary eventZt et Aoz JhE g
— 2XF YIHX[E 1457 = X2 ROl CMV HY &AL HE2
MEE ForRolM glot Fotm oju| -31.3%2] O We 4xE
=S (letermovird 19.1%, placebo™ 50.0%).
Table 2. Efficacy End Points (Primary Efficacy Population).”
Letermovir Group  Placebo Group Difference
End Point [N=325) {N=170) (85% CI) P Value
number of patients [percent) percentage points
Primary end point at wk 24 after transplantation 122 (37.5) 103 (B0.6) -23.5 (-32.5 to-14.6) =0.001
Clinically significant CMV infection 57 (17.5) 71 [41.8)
Initiation of preemptive therapy 52 (16.0) 68 (40.0)
CMV diseaset 5 (1.5) 3(1.8)
Discontinued trial before wk 24 56 (17.2) 27 (15.9)
Owing to adverse event 6 (1.8) 1(0.6)
Owing to death without CMV 28 (8.6) 12 (7.1)
Owing to other reasong 22 (6.8) 14 (8.2)
Missing cutcome in wk 24 visit window 9 (2.8) 5(2.9)
Key secondary end point at wk 14 after transplantation 62 (19.1) 85 (50.0) -31.3 (-39.9t0-22.6) <0.001
Clinically significant CMV infection 25(77)% &7 (39.4)
Initiation of preemptive therapy 24 (7.4) 65 (38.2)
CMV diseaset 1(0.3) 2(1.2)
Discontinued trial before wk 14 33 (10.2) 16 (9.4)
Owing to adverse event 5(1.5) 1 (0.6)
Owing to death without CMV 14 (4.3) 61(3.5)
Owing to other reasong 14 (4.3) 9(5.3)
Missing cutcome in wk 14 visit window 4(1.2) 2(1.2)

— 2Kt "HWIIX[EQl Kaplan—-Meier &S o8t 24FXt2| clinically
significant CMV infection & &M Z3} |etermovir 18.9%,
placebo 44.3% =2 F o Ztoll Felet xto|7F AR Z(P<0.001).

24) F.M. Marty, et al. Letermovir Prophylaxis for Cytomegalovirus in Hematopoietic-Cell Transplantation. N Engl J Med
2017;377:2433-44.

25) clinically significant CMV infection defined as CMV diseases or CMV viremia leading to preemptive treatment
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A Chnically Significant CMV Infection B Clinically Significant CMV Infection, High-Risk Subgroup € Clinically Significant CMV Infection, Low-Risk Subgroup
100 100+ 100
g 50 P01 by log-rank test g 504 D001 by logrank t=st g apd P 0.001 by log.rank test
s PR 5 s
j 70 j 704 j 704
= a0 = 60 Hacebs = 60
™ 504 Plazeba 3 504 T ® 504 Pz
s a0 - — 5 40 ) 5 an-| i
E e 2 , Letermonic P .
= etErmoin - 2 4 £ Listermawir
E E E
g 1 i g 1 . S o
O T T T T L T T T T Doy T T T T
o2 3 0 14 18 24 o2 & w4 I8 24 02 ] B M4 18 2
‘wieeks since Transplantation ‘weeks since Transplantation ‘wieeks since Transplantation
Mo. at Risk Mo at Risk Mo. at Risk
Placsha 170163 135 96 ES 77 wn Placsbo 43 4 25 18 15 13 13 Placeba 2i1s 10 7% L €4 57
Letermowic 375330 298 278 W0 254 712 Letermoeis 102100 80 B5 B2 7% Bl Letermosis 223330 09 184 13k 176 151
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Table 3. Adverse Events [Safety Population).*
Letermovir Group Placebo Group Difference
Event [N=373) (N=192) (95% CI) P Value
number of patients with event (percent) percentage points
Any adverse event 365 (97.9) 192 (100) =2.1 -4.2t0-0.2) 0.07
GVHD 146 (39.1) 74 (38.5) 0680t 8D 0.96
Diarrhea 97 (26.0) 47 (24.5) L5 {(-6.3to0 B.8) 077
Nausea 99 (26.5) 45 (23.4) 31{-46te103) 0.49
Fever 77 (20.6) 43 (22.4) -L& {-9.2to0 5.2) 070
Rash 76 (20.4) 41 (21.4) -1.0 (-8.4t0 5.9) 0.87
Yomiting 69 (18.5) 26 (13.53) 5.0 1.7 to 11.0) 0.7
Cough 53 (14.2) 20 (10.4) 3.8(-2.2109.2) 0.25
Peripheral edemna 54 (14.5) 18 (9.4) 5.1 (-0.8 to 10.4) 011
Fatigue 50 (13.4) 21 (10.9) 2.5 -3.6tc7.8) 0.49
Mucosal inflammation 46 (12.3) 24 (12.5) -0.2 (-6.4t0 5.3) 0.99
Headache 52 (13.9) 18 (9.4) 46(-1.3to 9.8) 015
Abdominal pain 44 (11.8) 18 (9.4) 24(-33t07.5) 0.47
Acute kidney injury 36 (9.7) 25 (13.0) -3.4 9.5t0 1.9) 0.28
Decreased appetite 38 (10.2) 22 (11.5) -1.3 (-7.2t0 3.9) 0.74
Hypertension 31(8.3) 21 (10.9) -6 (-8.4t0 2.3) 0.38
Canstipation 27 (7.2) 20 (10.4) -3.2(-8.8t0 1.5) 0.26

* Shown here are adverse events of any severity that were reported in at least 10% of the patients through week 16 after transplantation.
Differences were based on the method of Miettinen and Murminen.”” P values were calculated by a two-sided Fisher's exact test.
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