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Safety and Efficacy of the Early Introduction of Everolimus (Certican™)
with Low Dose of Cyclosporine in de Novo Kidney Recipients after 1 Month of
Transplantation (Preliminary Results)
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Background: Everolimus and cyclosporine (CsA) exhibit synergistic immunosuppressive activity when used in combination.
We analyzed preliminary data about the use of everolimus with a CsA-sparing strategy in de novo renal transplant recipients.

Methods: A comparative, parallel, randomized, open-label, 1 year study has been performed in 117 patients from 5 transplant
centers to compare the efficacy and tolerability of everolimus (EVE)+reduced-dose CsA or enteric-coated mycophenolate
sodium (Myfortic) +standard-dose CsA in combination with basiliximab and steroids. It ended on August 24, 2011. Efficacy
failure (biopsy-proven acute rejection, death, graft loss, or loss to follow-up), safety, and renal function were evaluated at
1, 3, 5, and 12 months post-transplantation.

Results: Efficacy failure was comparable between the two groups. Only one graft loss has been reported in the control group
and no patient death reported in either group. There was no significant difference in the incidence of biopsy-proven acute
rejection until 3 and 5 month post-transplantation (£>0.05). The mean e-GFR of the group of EVE+reduced- dose CsA was
significantly higher than that of the control group at 3 (65.6+16. 9 mL/mim/1.73 m? vs. 56.7+14.4 mL/mim/1.73 m% P=0.007)
and 5 (68.6+18.8 mL/mim/1.73 m? vs. 58.1+16.2 mL/mim/1.73 m% P=0.009) months. There was no significant d|fference in
the incidence of discontinuations and serious adverse events between the groups (P>0.05).

Conclusions: The regimen of EVE-+reduced-dose CsA seems to be tolerated well, with comparable efficacy failure and better
renal function than enteric-coated mycophenolate sodium +standard-dose CsA.
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cyclosporine, steroid, everolimus® B-&3h= AT 44
o] eGRFe HAL 65.6+16.9 mL/mim/1.73 m’,

Low CsA+everolimus Standard CsA+ Myfortic P value
Recipient gender 0.450
Male 36 (64.3%) 34 (55.7%)
Female 20 (35.7%) 27 (44.3%)
Donor gender 1.000
Male 32 (57.1%) 34 (55.7%)
Female 24 (42.9%) 27 (44.3%)
Recipient age 0.027
year 41,.8%+11/56 46,1+9.6/61
Donor age 0.929
year 41,1£11,9/56 41,31£12.8/61
Donor characteristics 0.632
Living-related donor 26 (46.4%) 33 (54.1%)
Living-unrelated donor 18 (32.1%) 15 (24.6%)
Cadaver 12 (21.4%) 13 (21.3%)
Cause of ESRD 0.991
Diabetes 11 (19.6%) 12 (19.7%)
Hypertension 13 (23.2%) 13 (21.3%)
Nephrosclerosis 1 (1.8%) 0 (0%)
Glomerular disease 4 (7.1%) 6 (9.8%)
Polycystic disease 2 (3.6%) 2 (3.3%)
Ig A nephrophathy/reflux 7 (12.5%) 7 (11.5%)
Unknown 14 (25%) 18 (29.5%)
Others 4 (7.1%) 3 (4.9%)

Abbreviation: ESRD, end stage renal disease.
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Fig. 1. The incidence of biopsy-proven acute rejection.

Table 2. Overall tolerability (adverse events)

of the Early Introduction of Everolimus

1 Group A (Low CSA+EVE)
Hl Group B (Standard CsA)
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Fig. 2. Mean e-GFR by MDRD. Abbreviation: MDRD, mod-
ification of diet in renal disease.
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Low CsA+ Standard CsA+ Total
12-month analysis everolimus Myfortic
(n=50) (n=61) (=117
General disorders 2 4 6
Skin and subcutaneous tissue disorders 37 29 66
Blood and lymphatic system disorders 25 29 54
Cardiovascular disorders 7 4 11
Respiratory and thoracic disorders 8 8 16
Gastrointestinal and hepatobilliary disorders 27 32 59
Nervous system disorders 2 6 8
Psychiatric disorders 1 2 3
Ear, labyrinth and eye disorders 8 b) 13
Endocrine, metabolism and nutrition disorders 5 8 13
Musculoskeletal and connective tissue disorders 16 12 28
Renal and urinary disorders 13 15 28
Reproductive system and breast disorders 1 - 1
Other 21 25 46
Total 113 121 234
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m’, standard dose cyclosporine, steroid, enteric-coated
mycophenolate sodiumg 583l 2w 3089 o=
ARt AA| oskge] et 59.4£15.7 ml/mim/1.73
m’Z AP Gt oF AAtE AREA ofubgo] iz
ol Hlgte] =tout, tid @A Aol frejAdel ¢l
ATHP>0.05)(Fig. 2).

6) B W HIT

AlArola] & 17§ o]l cyclosporine, steroid, en-
teric-coated mycophenolate sodium, basilixumab® & A
FEa} vwE] FTEHOE WAAAAE Folshs 7]
e el 20114 88 244 A 97 A0S
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Table 3. Comparative tolerability after 1 month post-trans-
plantation

Low CsA—+
everolimus (n=50)

Standard CsA+

12-month analysis Myfortic (n=57)

Any adverse event 110 113
Adverse event leading 0 1
to discontinuation
Serious adverse event 2 7
Hyperlipidaemia 10 8
Leukocytopenia 1 5
Foem 1179 AFA T AP 567 tiET 6179
FAE Hae Aol 1137, tiZTollA 1217109]
Ragger, 2449 AFH LR} WEE Table 2

off A8kt A% 17 o] Z#3te] low dose
cyclosporine, steroid, everolimusg E-83f= AlgT 50
gelld A A7 #F 713§ Bad o) kg2 110
Aoy, AlFo)2l & 17)Yo] AHdte] standard dose
cyclosporine, steroid, enteric-coated mycophenolate so-
&t dxw s7HelAM A A7 3 IR B
g o dRke2 113701, ddTekAlE TEE A=
of o]k tzrelA 1zde] e, SUiE o
HF-S-(Serious adverse events) EIi= AT S0THoA 2
2, iz 578elA 7710
sporine, steroid, everolimusg &-83H= Al@T 507
AA DA EF o] AES M 317} 10710]H, standard dose
cyclosporine, steroid, enteric-coated mycophenolate so-
E&3hE 2w ST A 831¢] 9,1913} Low
=

])\

diumE

At Low dose cyclo-

diumZ
dose cyclosporine, steroid, everolimusE = AlE
s WA (g g Al 1o
™, standard dose cyclosporine, steroid, enteric-coated

Boahs gz 579HAA

mycophenolate sodiumE

5710] UAJATH(Table 3).
g

RS

z7]¢ WAstE F4d
neurin GA|A| ] cyclosporine E+ tacrolimus =)

F s} eagen, oAt AEg W 4 A
o] on] Al FEEAT. 2HY
o WE A=A B0 9lste]
7102 fFAIEE o] gl
ASAI7)1 = 29le] Hof sk} o]2lgt o]f= FH calci-
neurin &} A A 2] Aesles WA A4zl

w1

7Rk Calci-

o) Q]

calcineurin A A
A o] 2 A Zo)

1 AIA] 1} AEzES

1= 0
===
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wo #Hilo] gl Mﬂ- Calcineurin JAA] A& &
% , IEF calcineurin A A
A 1% e A4 Ao =
o] 5:7H5] AtH9). Calcineurin A A &3S AL
o]l F Wiy oA alWFo] ERld o|F
o|2 a7} 7lsol XY ul "ﬂﬁc}zn AR
(12), &2 o]y F& AHFHE 13,14 A= F At
HE HAYGAAR everolimus, mycopheno-
late mofetil, enteric-coated mycophenolate sodium &
o] calcineurin JA|A| €HS HA3F st ZFHo =7 A}
44 F Sk

AA7HA F-elpetol A ARg-E ol B8 WA=
ZH Zo]= gl FhARA], IL-2 FEA o AgHor 28
3= ©d & A (monoclonal antibodies, IL2-R) %
o] vt T Mxo] F2] 4 &gt Fagh IL-2 T%Xﬂ
o ZAHH oz Zget= ©d F& I (monoclonal an-
tibodies, IL2-R)E basiliximab®} daclizumabo] AF&%H
AL, A AAR 54 AFRRES SolFoR AAle=
S¥o] BHHst Ha gk 7P HAEA 02 AgHE HAY
A 9o 2= calcineurin AA|A| Y steroid Y@ MYE/MMF
= 3 )AkAl (anti-metabolite drugs)7} %% o 2 Al 5
), F7I2 @d 32 A AA7E E3E

Everolimust sirolimus®} AR 4 %5 7R3
9o, 7+ AlEZS] CYP3A (cytochrome P450 3A) 2
2C8 &anel ofate] thAtE™, oF 205/ oo it &
AZ AgET(15). o] gAEY £ FAgo= thiln
7F o, AgaW o|Fox whio] Wty Aodth=

sirolimus,

HI%E JQATH16,17). dWrEo 2 everolimus®t calci-
neurin GAA| Zrole <E S zZHEo] glo], ever-

FoJ3l= A% calcineurin JAAIE 7HeFo]

83k (18), oY 51 EF vEv dA7vith okt

zpol7h o, HEHow g &

FAIBFHA calcineurin JAAE Z=F
A

o wmlo.
‘?3—: B

olimus&

FTE L everolimusE
Fohe HejoA o
Haox gsgk o]l 7ls 9 bHAS
UTH19-23). 71421 HellA] Aol
?_‘r?(]—J o]2x1# AME 9 J)50] everolimus @ AL
cyclosporine HdA] @ o2 {X|3191S w Rt
= E_T’_ﬂ- @o] Ah(6,24,25). 2yt FAIA] HYS

J&‘E

sk E3]

xﬂg] .g_tﬂ 7]—3]:0175] i 6‘3%—%:_1;_1_ ‘g,] :erﬂ;G
A A @l Aol slol, HpAez a3l

o= olgfgel Urt

Aukx 0 2 everolimusi= cyclosporine®} HW-&3}t]z}t
T 3F 5 mg oA FAT £ dom(20), thAF 2
go] 3} MEHOF o7} Jorg Hr|Hog dF
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—E
a=

75
o},
oligt g Aol
AAE 3]¥)8F=(Calcineurin inhibitor avoidance) 3
02 AMEEY|E dth(28,29). HESH olfg WE WY
AAE &-83le] 217go)d] & A83ld calcineurin A
AE Fdsl= W (Calcineurin inhibitor withdrawal)%=
AZ=R o, thekst Al7]d thekst e 2183l
TH30-33).

Ashel27), A% é?‘f& AZEws FA3to}
o8}l

Y0 ox of
=
ofo
o o

2

}\]X]-o]N yey

2 calcineurin &

o3t thekst Ax = E AFE calcineurin QA A
L35 FH A3} (Calcineurin  inhibitor minimization)3}&]
T 5Ho8 zgHAoH, o2 F& F 1L o]Fd

everolimusE ©]-83}¢] cyclosporine?] 7%k &3 W)
stelth 20119 89 24U7HA|o] FHE AsE EAT
A3 AT 5 AH3A F AP ww\itq o 2l
Al 1efe] oA A o] QUG o] e T AR
o Rl oA AT H thxe] gk zkol7t §l
Ao, o] vhg-o] Hiro xfol7h glo] Qb fro]
sk Zpol= QIATE. HEHA o] 2417 7]5el 9l eGFR
o]2] F 37§ gl syfol| Al@elA] FefEAl =3kt
Calcineurin A A EF {53 ’\Eﬂiol‘: g
phenolate A|A2] HIfA =g+

2 WA 9o g FA ARukg °ﬂ J

calcineurin &JA| A& A=A 3}%—5’_1—?{ ol&}o] ‘{V‘é o]
AAZo] AP L7 sk}, A=A o

W3l Eoldl1 calcineurin quﬂ?ﬂ]«] =
shekel 4 sppag

O

myco—

Zekstd everolimus Akg% 7,
A3 Tl A wAlY] H=

(2 Jo
M Q@ f RowE

o,
ful
[
[l
it
2
>
o
o
i
2
ot
o
2
e
3
o
U=
o

R R O 2= AW mlo
[&

2011Lﬂ 12971A] 9d= mgo
AT As7F FHEL QT #

T A BuE 20119 89 2447tA] 2 *J

oMM A5E HFste] EA4g AFolng FF FT}E

ATAE | wet Folst A3t EEE ¢ ok 7

o] &I 717+e 2012d 1297FX o)™, 20139

HZ Ayt vag Aot

ﬂ#@gi

2
AT
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