survival)

2546

(one-year patient

80 90
90 (one-year graft survival)
90 (5, 6)
. . 2515
.. 2528 cyclosporine
(7)
27
. 2546 2014
353 2
. . 2546 . . 2546
(8)
! .. ..

() 2546 () 2546 ()

20 (74.1%) 1621(80.5%) 278 (78.7%)

- 16 (0.8%) 10 (2.8%)

2 (7.4%) 24 (1.2%) 2 (0.6%)

2 (7.4%) 186 (9.2%) 49 (13.9%)

2 (7.4%) 163 (8.1%) 13 (3.7%)

1 (3.7%) 4 (0.2%) 1 (0.3%)

27 2014 353



2. (Post-transplantation complications)

(morbidity)
( ortalilty)

2.1 (Atherosclerotic cardiovascular disease,

CcVD)

The United States Renal Data System 2000 Annual Report

(1 1.3%) ( .9%)
(21.9%)

(9)

calcineurin inhibitors (CNIs)



2.2 (Infe

40

Listeria - monocytogenes

(CMV)

3
Bxctaid

ctions)

18

(11)

(9)

Urinary tract infections (gram-negative organisms)

Intraabdominal sepsis (gram-negative organisms)

Cellulitis (gram-positive organisms)

Pneumonia (gram-positive organ

isms)

Tuberculosis (Mycobacterium tuberculosis)

(
Qyotunisic

Pneumocystosis (Pneumocystis ¢

arinii)

Toxoplasmosis ( Toxoplasma gondi)

Nocardiosis (Nocardia species)

Aspergillosis (Aspergillus species)

Listeriosis (Listeria monocytogen
Candidiasis (Candida species)

es)

Cryptococcosis (Cryptococcus neoformans)
Histoplasmosis (Histoplasma capsulatum)
Coccidioidomycosis (Coccidioides immitis)
Blastomycosis (Blastomyces dermatitidis)

Cytomegalovirus (CMV)

Chronic hepatitis (hepatitis Band C viruses)
Influenza (influenza A and B viruses)

Lymphoproliférative disorders (Epstein-Barr vims)

Kaposi's sarcoma (herpesvirus B

A s

(i

(10)

3-6

3-6

Nocardia species,

cytomegalovirus



(T\Tgv(?ggr%?ﬁl Community-Agauired or
n?ectlons Unconventional or Opportunistic Infections %]rsmte t Irﬁgc{lons

Viral
HBE-- - |

P Qe of QW H - OWieliritsorodiis»

HEB/vzv (dhinges), influaza, RS/ acpiius -
" Padllaravins, PILD-

A O&%tthaiﬁsBcrr’qﬁﬁsc -
Bacterial ;

j- Nocadia ---------

F liser =
Fungal

"gpergiius- Cryptococcus -
HGrdda'4 1" m | hGeoggphicallyrestricted, erhniciung -
Parasitic i

h Sraylades «
Toqdese------
Headnaial
Trypanosoma cruzl -
- - 1 T S
Z 5 6

Months after Transplantation

1 (12)
Grimaldi
119
25 CMV 9.9)
(13) Charfeddine CW
33
s1 (14) Grimaldi
2.3 (Malignancies)
mammaography

pap smear prostate specific antigen

digital rectal exam



(cutaneous)
3.
(rejection)
1951 . . 2502-2504 (. . 1959-1961)
Azathioprine (AZA) (15) AZA
3
5 2
26 1 (16) . . 2506
(..1963) AZA (17)
double therapy (AZA )
10
. 1976 cyclosporine (csa)
. 2522
(..1979) CSA
CSA CSA triple
therapy AZA .. 2530 ( . . 1987)
Orthoclone OKT-3 (monoclonal antibody CD-3)
. . 2540 ( . .1997) tacrolimus (TAC)
sirolimus (SRL) (18, 19)
.. 2523 (. . 1980) AZA
80 CSA triple
therapy AZA .. 2542 (. . 1999) IL2RA
(interleukin-2 receptor antagonists) induction therapy
. . 2547 (. . 2004) SRL
SRL

CSA TAC



hyperacute  rejection acute rejection 3
induction therapy, maintenance therapy  rejection therapy (5)

1. Induction therapy

induction
CSA TAC
induction polyclonal  monoclonal antibodies AZA
CSA
CSA CSA
1) CSA TAC
2) CSA TAC
3) polyclonal monoclonal  antibodies

regimen

2. Maintenance therapy
maintenance therapy

regimen CSA TAC

3. Rejection therapy

, Mycaphenolate mofetil (MMF), OKT3

10



(18, 20, 21)

1. Calcineurin Inhibitor-sparing
calcineurin ~ inhibitors

calcineurin ~ inhibitors calcineurin  inhibitors
calcineurin inhibitors CAN (chronic allograft nephropathy)
(22)
calcineurin inhibitors acute rejection
(23) calcineurin  inhibitors
(24)
2. Steroid Sparing Regimens
regimen
Cushing's  syndrome
(25, 26)
regimen
3. Antiproliferative agents and MMF sparing strategies
AZA MMF
acute rejection chronic allograft failure MMF
long-term graft survival AZA
MMF MMF 1
MMF rejection

(19)



4

therapy (5)

Monoclonal antibodies
Basiliximab
Daclixumab
Muromonab (OKT3)

Polyclonal antibodies
Antithymocyte globulin
(equine-ATGAM)
Antithymocyte globulin
(rabbit-thymoglobulin)
Corticosteroids

Prednisone

Antiproliferative agents

Azathioprine
Mycophenolate mofetil

Calcineurin inhibitors

Cyclosporine

Tacrolimus

Rapamycin derivatives

Sirolimus

Induction

20 mg IV day 0,4
Imgkg Vg 14d*5d
2.5-5 mgld IV*7-14 d

10-30 mglkg/d IV* 7-14
d

Unapproved; 50 mg up to
2.5 mg/kg/d

Perioperative taper:

50 mg qid * 4 doses; 40
mg qid * 4 doses; 30 mg
qid * 4 doses; 20 mg qid *
4 doses; 10 mg qid * 4
doses; then 20 mg/d

3-5 mglkg PO/IV od
1-1.5 g PO hid

5-6 mg/kg/d IV until G
function resumes or 6-20
mg/kg/d PO divided bid

0.05-0.1 mg/kg/d IV until
Gl function resumes

Loading dose; 6 mg PO
within 24-48 hr
posttransplant

AZA = Azathioprine, CSA = Cyclosporine

induction, maintenance

Maintenance

20-60 mg/d tapering
by 2.5-5 mgq 2-4
wk or 0.5-0.75
mg/kg/d tapering to
0.15 mgl/kgld @6
months

1-3 mg/kg PO/IV od
1-1.5 g PO bid

5-15 mglkg/d po
divided bid; adjust
doses based on target
concentrations
0.1-0.3 mgl/kgl/d
divided bid

2 mg PO bid

rejection

Rejection

5-10 mg/d IV od *7-
104

15-30 mg/kg IV od *
7-14 d

1.5 mglkg IVod * 7-
144

5-day oral “cycle”:
100 mg, 80 mg, 60
mg, 40 mg, 20 mg;
taper slowly from 20
mg

Conversion from AZA:
doses up to 3.5 g/d

Conversion from CSA in
refractory rejection



Cyclosporine ; Co

Cyclosporine ; C2

Tacrolimus

4-6
7-12

12

5

(9, 27, 28)

250-350 ng/ml

150-250 ng/ml

75-150 ng/ml

1,500-2,000 ng/ml

1,500 ng/ml
1,300 ng/ml
1,100 ng/ml
900 ng/ml
800 ng/ml
7-20 ng/ml
5-1 5 ng/ml

13



AZA

++

MMF  Steroids

++

++

CSA

(tK)
(iMg)

++

+

TAC SRL

++

++

++

++

(5)

IL2RA  ATG  OKT3

+ +
+ ++
+ +

14

retinoic acid

AZA:
MMEF:

TAC/ Pred:

TAC

TAC



AZA

++

++

MMF  Steroids ~ CSA

++ ++
++
++ +
++
+H4++
++
+
+
++

++

TAC

++

++

++

++

++

++

SRL

++

++

5) ()
IL2RA ATG  OKT3
+
++ +
AZAIMMF
reversible
Scr/BUN

weight-bearing
1

+  TAC: pleural
effusion, dyspnea
0KT3: pulmonary

edema
+ +
++ +
+

15



Monoclonal antibodies

Basiliximab

Daclixumab
Muromonab (OKT3)

Polyclonal antibodies
Antithymocyte globulin
(equine-ATGAM)
Antithymocyte globulin
(rabbit-thymoglobulin)
Corticosteroids

Prednisolone

Antiproliferative agents

Azathioprine

Calcineurin inhibitors

Cyclosporine

vaccines

prednisone, AZA, CSA
immunosuppressive drugs

immunosuppressive drugs

immunosuppressive drugs

CSA, oral contraceptives

barbiturates, aminoglutéthimide,
phenytoin, rifampin

salicylates, vaccines, toxoids,
isoniazid, warfarin, IUD
contraceptives

allopurinol

ACE inhibitors
aminosalicylates (olsalazine,
mesalamine, sulfasalazine)

allopurinol, metoclopramide,
nicardipine, octreotide

CYP 3A4: amiodarone,
bromocriptine, cimetidine,
clarithromycin, danazol,
erythromycin, delaverdine,

diltiazem, disulfiram, fluconazole,
fluoxetine, fluvoxamine, grapefruit

juice, indinavir, itraconazole,

prednisolone

16

prednisolone

(29)
basiliximab
vaccines
muromonab
muromonab
prednisolone CSA
oral contraceptives '
prednisolone
AZA
severe leukopenia
AZA
CSA
CSA /
CSA



Tacrolimus

kétoconazole, nefazodone,
nevirapine, propoxyphene,
quinupristin-dalfopristin, ritonawvir,
saguinavir, verapamil, zafirlukast,
zileuton, voriconazole
aminoglycosides, armphatericin B
acydovir, cimetidine,
kétoconazole, lovastatin,
elphalan, NSAIDs, ranitidine,
trimethoprim 8 sulfamethoxazole,
tacrolimus
digoxin, diuretics, methotrexate,
nifedipine
carbamezepine, nafciilin,
phénobarbital, phenytoin,
rifampicin, isoniazid, ticlopidine,
orlistat
live vaccines
amphotericin B, nephrotoxic
antibiotics
erythromycin, clarithromycin,
cotrimazole, fluconazole,
itraconazole, kétoconazole,
diltiazem, nicardipine, verapamil,
bromocriptine, cimetidine,
cisapride, danazol,
metoclopramide,
méthylprednisolone, CSA
voriconazole
antacids, rifampicin, rifabutin,
phenytoin, phénobarbital,
carbamezepine, & John'  wort

17

(29) ( )
CSA
2
7 CA
/ ;e
"
T°C
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7 (29) ()

Rapamycin derivatives
Sirdlimus CSA diltiazem, kétoconazole, S
rifampin, voriconazole, calcium
channel blockers, antifungal
agents, mecrolide antibiotics,
gastrointestinal prokinetic agerts,
HV protease inhibitors

rifampin, phénobarbital, S
carbamezepine, rifabutin,
phenytoin
1
Talas Bayratar
125 Social Insurance Institute’s
Ankara Specialty Hospital Transplant Clinic 2001
64.8
31 35.2
30 38.4
22.4 26.5
5.6 67.2
55.2
68.8
35.2
55.2
56
26.8 - 52.8
27.2

(30)
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Talas Bayratar

Talas Bayratar

.. 1972 Ohio State University Hospitals

(31)
2004 Martin Zavala
118

41 ( 35) 36
28 86
71 50
25
7 ( 99)
43
15 14 6
22

(32)
prospective randomized controlled trial
Chisholm . . 2543
(. .2000) 2
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)
intervention
(33)
randomized controlled trial Chisholm
.. 2544 (. .2001)
2
12
(34)
Chisholm .. 2543 (. . 2000)
844 96
73
99
(35)
6.



mitTjjfin

L, (clinical outcomes)
acute rejection serum creatinine
6 2 (36)
2. (humanistic  outcomes)
(37-40)
3. (economic  outcomes)
(41)
6.1
. . 2536 (. . 1993) Partovi
28
25
66 Parvoti
(42)
Monnier .. 2546 ( . . 2003)
52.7

21

75 (43)
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6.2
. 2491
(. .1948)
(44)
(45)
Paulos .. 2548 (.. 2005)
randomized controlled trial
42 19 23
16
(46)
Vivian .. 2545 (.. 2002) prospective
controlled trial 56
27 (
) 26
6
(4)
Knoell .. 2541 (.. 1998)

pre-post nonequivalent control group
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100 55 45
45
(47)
Gonzalez-Martin .. 2545 (. . 2002)
randomized controlled trial
21 10 11
9 (48)
Malone .. 2544 (. . 2001)
randomized controlled trial
1,054 531
523
12 (49)
6.3
Knoell
(47) Paulos
(46)

. . 2545 (. . 2002) Chisholm
randomized controlled trial
(50)

Vivian

(4)



6.4

Volume

Gourley

(51, 52, 53)

7. SF-36

(health status)

SF-36

36

Jo

65

hnson

SF-36
SF-36

24



SF-36

SF-36

Dimensions
Physical Functioning (PF)
Role-Physical (RP)
Bodily Pain (BP)
General Health (GH)
Vitality (VT)
Social Functioning (SF)
Role-Emotional (RE)
Mental Health (MH)

generic

Reported Health Transition (HT)

SF-36

Gomez-Besterio

SF-36

2-8

(54)

SF-36

(55)

(56)

SF-36

3a-3]
4a-4d
768

1&11a-11d

9a, 9e, 9g, 9
6 & 10
5a-5¢
9b, 9c, 9d, 9f,
2

SF-36

SF-36

SF-36

9h

12

Joseph

(57)

—
o

_ o1 Do N

25

SF-36



Griva et al.

Reimer et al.

Forsherg et al.

Tsuji-Hayashi et al.

case-control study

retrospective study

cross-sectional
study

cross-sectional
study

347

126

76

395

26

SF-36 (57)

Tacrolimus
cyclosporine
53
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