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Nova homeostaza organizma i presadenog organa
- sprijeCe naglo odbacivanje grafta
- toleranicja grafta i organizma
- lijeCenje akutnih odbacivanja
- da su netoksicni

Prezivljavanje i primaoca i grafta



Variable Rel. Risk (95% CI) P Value
Donor age (years)

55-64 1.24 (1.08 —1.42) 0.002
> 65 1.45(1.31-1.80) <0.001
Donor hypertension>10a 1.17(1.02-1.34) 0.03
Donor DM > 10 a 0.73(0.45-1.20) 0.22
Acute renal failure 1.99 (1.91 - 2.08) <0.001
Recipient age (per decade) 1.08 (1.06 —1.10) <0.001
PRA > 30% 1.21 (1.21-1.35) <0.001

Acute rej. < 6 months 1.32 (1.26 - 1.39) <0.001



Overview

This chapter presents an organ-by-organ review of immunosuppression use over
the last 10 years. New to this year’s report is a wealth of data on
immunosuppressive regimens that include more than one drug; in previous years,
use of drugs was reported individually.

In response to concerns about the adverse effects associated with steroid-based
regimen increases, many transplant recipients are being taken off corticosteroids as
a maintenance therapy (steroid withdrawal) or not being given it in the first place
(steroid avoidance).

Razmatra se pregled imunosupresije unazad 10 godina. Zbog steroidnih nus
efekata, razmatra se isklju€ivanje steroida iz terapije odrzavanja ili da se
uopste ne daju ve¢ na pocetku.



Pre-transplant (Don‘ts)
Peri-transplant
First 2 Year

Long term



General Class

Corticosteroids

Calcineurin inhibitors

Antimetabolites

Polyclonal antibodies

Anti-CD3 monoclonal
antibodies

Anti-CD52 monoclonal
antibodies

Anti-IL-2 receptor
monoclonal antibodies

TOR inhibitors

Other

Generic Name

-prednisone
-methylprednisolone
-dexamethasone

-tacrolimus (or FK-506)
-cyclosporine

(also cyclosporin A, CsA)

-azathioprine (or AZA)
-cyclophosphamide

-mycophenolate mofetil (or RS61443)
-mycophenolic sodium (also ERL,

mycophenolate acid)
-methotrexate
-leflunomide (or LFL)***

-antithymocyte globulin (rabbit)
-antithymocyte globulin (equine)
-Nashville rabbit antithymocyte globulin/serum

(NRATG/NRATS)

-antilymphocyte globulin (ALG)

-muromonab-CD3

-alemtuzumab***

-basiliximab
-daclizumab

-sirolimus (or rapamycin)
-everolimus (or RAD0001)**

-FTY720**

Brand Name

-Orasone, Deltasone
-Solu-Medrol, A-methaPred, Medrol
-Decadron

-Prograf

-Sandimmune, Neoral, manufacturers of
generic cyclosporine include SangStat
(SangCya)*, Abbott (Gengraf), Apotex,
Bedford Eon Labs, Geneva, Ivax Pharms,
Novex, Morton Grove, and Pliva

-Imuran

-Cytoxan, Neosar
-CellCept

-Myfortic
-Rheumatrex, Trexall
-Arava

-Thymoglobulin
-ATGAM

-Orthoclone OKT3

-Campath-1H

-Simulect
-Zenapax

-Rapamune
-Certican (Phase Ill Trial)

-(Phase Ill Trial)






| mMmunsuppression:

Standard Schema:

Pra OP:1) Sandimmun 5mg/kgKG p.o. ( Neoral)
2) Cellcept 1g p.o.

intraOP: Fortecortin 40 mg i.v. ( 500mg Urbasona-bolusi)

postOP: (12h after 1st application)
Sandimmun 5mg/kgKG p.o.
Cellcept 1g p.o.
Following Therapy per day:
Sandimmun 2 x tgl (C2 Spiegel 1300-1700 ng/mil)
Cellcept2x1g
Fortecortin Taper (32 mg, 24mg, 16mg, 8 mg, 4 mQ)



| mmunsuppression: Group A

Standard Schema:

Pra OP:1) Prograf 0,8mg/kgKG p.o.
2) Cellcept 500 mg p.o.

intraOP: Fortecortin 40 mg i.v.

postOP: (12h after 1st application)
Prograf 0,7mg/kgKG p.o.
Cellcept 500 mg p.o.
Following Therapy per day:
Prograf 2 x tgl (Co levels: 10-15 ng/ml)
Cellcept2x 500 m g
Fortecortin Taper (32 mg, 24mg, 16mg, 8 mg, 4 mQ)



| mmunsuppression: Group B

Standard Schema:

Pra OP:1) Certican/Rapamune 4mg
2) Cellcept 500 mg p.o.

intraOP: Fortecortin 40 mg i.v.
postOP: (12h after 1st application)

Cellcept 500 mg p.o.
Following Therapy per day:
Certican/Rapamune 3 mg 1x tgl (Co levels: 8-12 ng/ml)
Cellcept2x 500 m g
Fortecortin Taper (32 mg, 24mg, 16mg, 8 mg, 4 mQ)



| mMmunsuppression:
Sensitized PRA40-80 (latest)

Pra OP: 1) Sandimmun 5mg/kgKG p.o.
2) Cellcept 1g p.o.
1 Amp. Dibondrin+2,5g Novalgin+4mg Fortecortin beforeATG

3)
intraOP: Fortecortin 40 mg 1.v.
postOP: (12 h after 1st application)
Sandimmun 5mg/kgKG p.o.

Cellcept 1g p.o.

Following Therapy: ATG for 10 days

(Leuko <3000 1/2 Dosis, Leuko<2000 ATG Pause
Sandimmun, Cellcept, Fortecortin Taper



| mMmunsuppression:
Sensitized > 80% latest

IMMUNADSORPTION and AMM PROTOKOLL

Group 1 Group 2

ATG ATG

Prograf Sandimmun C2
MMF MMF

Steroide Steroide



|mmunsuppression: Other studies

Campath - Studiy: Campath + FK mono
FK, MMF, Steroide

Elite-Symphony: MMEF, CyA(Stand), Steroids
Zenapax MMF, CyA(low) Steroids
Zenapax MMF, FK (low)  Steroids
Zenapax MMF, Rapa(low) Steroids

BMS Studie: Simulect, BMS (high), MMF, Steroide
Simulect, BM S (low), MMF, Steroide
Simulect, CyA MMF, Steroide

FTY 720 FTY (high), CyA (low), Steroide
FTY (low), CyA(norm),Steroide
MMF CyA(norm),Steroide



| mMMmunsuppression:

Life donation

< 3 Mismatches - Standard
> 4 Mismatches - additional Simulect® Induction



| mMMmunsuppression:

,.Old for Old** (donor and recipient =65a)

Open randomized prospective trial
On safety and efficacy of a Sirolimus based immunosuppression in
renal recipients in the ET ,.Senior Program*

Group 1 Group 2

Dazlizumab Dazlizumab

Sirolimus (10-15ng/ml) Sandimmun C2 1000£150 ng/ml
MMF MMF

Steroids Steroids



Over the last several years, tacrolimus-mycophenolate mofetil has been the most
commonly used discharge regimen for solid-organ transplant recipients, with the
exception of intestine and heart recipients. During the same period, the
combination of tacrolimus-mycophenolate mofetil was also the most frequently
used maintenance regimen at one-year and two-years post-transplant for
recipients of most organs.

Antibody-based induction therapy continues to be administered to the maijority of
kidney and pancreas recipients and to roughly half of intestine and thoracic-organ
recipients in 2004.

Tokom zadnjih nekoliko godina na otpustu iz bolnice pacijenti imaju
takrolimus i Cellcept kao terapijski rezim. Indukciona terapija antitijelima se
i dalje ordinira vecéini primalaca bubrega i pankreasa i otprilike pola
primalaca crijeva i torakalnih organa.
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Figure llI-1. Immunosuppression Agents Used for
Induction in Kidney Transplantation, 1995-2004
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Cyclosporin - Neoral

* Prednosti: bolja resorpcija
bolje i1skoristavanje
lakSe uzimanje
nepostojanje depoa
manjl rnzicl od akutnog 1 hronicnog
odbacivanja.




Farmakokinetika u djece

* U djece metabolizam Cys je ubrzan tako
da su potrebne vece doze.
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Doziranje CyS

Vrijeme od PredioZzena terapijska doza
transplantacije
0 — 2 mjeseca 150-350 ng/mi
2 — b mjeseci 100-220 ng/mi

=B Mjesec Cko 100 ngfml

s



MMF - Cellcept

* Od 1996. u Evropskoj zajednici dio
oficijeinog Protokola. Registracija u BiH u
martu 2004.

* Inhibira enzim monofosfatdehidrogenazu
preko aktivne supstance mikofenoicne

Kiseline, koja smanjuje produkciju
gvanozin nukleotida.
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FREDNOSTI CELLCEPTA

= Akutne pericde cdbacw ania o rjede za S0-090 %

= Smanjuje hroncitet za 100% { prezivljavanje grafta )

= Smanjuje potrebu za ciklkesporinom za 20-200

= IMmanjuie nastanak hipetenzie

= Rijede su leuopenije

= Mema tokscnog dielovanjna na jetru

=Jednostavnie dozirane

= Dugotrajna upctreba |, cdgadanjem hronicteta odnosno duZim preZiv ljavanjem
grafta ga preporucuie ko finansiskl pogodnieg lijeks

Clin Transplant 2002, 17 200-2005
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Imunosupresivna terapija odrzavanja

Figure lll-2. Trends in Maintenance Immunosuppression
Prior to Discharge for Kidney Transplantation, 1995-2004
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Source: 2005 OPTN/SRTR Annual Reporf, Table 5 .6e.




Figure llI-3. Trends in Discharge Immunosuppression
Regimens for Kidney Transplantation, 1995-2004
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Figure lll-4. Trends in Immunosuppression Maintenance
Regimens, One Year Posttransplant for Kidney
Transplantation, 1999-2003
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Steroid Withdrawal and Steroid Avoidance for Kidney Transplantation
Asteroid withdrawal became increasingly established among recipients of a first
kidney transplant between 1999 and 2003. In 1999, 4% of patients were taken off
steroids by one year following transplantation, compared to 10% in 2003 . At two
years a slightly higher proportion of patients who had been on steroids at discharge
were no longer receiving them . Steroid withdrawal was slightly more common
among living versus deceased donor transplants.

PovlaCenje steroida iz postojece terapije ?
|zbjegavanje ordiniranja steroida uopste!

Predlaze se samo 6 mjeseci poslije transplantacije upotreba steroida a
Kasnije potpuno isklju€ivanje iz terapije



Although corticosteroids are prescribed for the majority of patients, there is an increasing and notable
trend toward steroid avoidance and minimization protocols, particularly in abdominal organ
transplantation. Since 1999 there has been an increase in steroid withdrawal among first transplant solid
organ recipients. There was also a trend toward avoiding the use of steroids altogether (steroid
avoidance), as detailed in the organ-specific sections below.

The incidence of acute rejection has declined over the last 10 years, and thus the percentages of
patients requiring antirejection treatment have continued to decline. However, there has been an
increase in the use of antibody induction for the prophylaxis of acute rejection during the first year
following transplantation. This usage ranged from 18% of heart-lung recipients to 77% of pancreas

recipients in 2004 This has largely reflected increased utilization of rabbit antithymocyte globulin.

Smanjena upotreba steroida smatra se manje potrebnom jer se
upotrebljavanja sve vise indukciona terapija u pripremi i postotak
akutnih odbacivanja u prvoj godini je zna€ajno maniji .



Figure llI-5. Steroid Withdrawal Rates at 1 Year

Posttransplant for Deceased Donor and Living Donor
Kidney Transplants, 1999-2003
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Figure lll-6. Steroid Avoidance Rates for Deceased
Donor and Living Donor Kidney Transplants, 1995-2004
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Maintenance Immunosuppression Before Discharge for Kidney
Transplantation

Calcineurin inhibitors were still the cornerstone of immunosuppression in kidney
transplantation in 2004: 93% of patients received them as part of their discharge
regimen Tacrolimus is the calcineurin inhibitor of choice and its use
continues to grow, with 72% of patients treated with tacrolimus at
discharge versus only 21% with cyclosporine. The use of mycophenolate
mofetil, the most frequently used antiproliferative agent, is also still increasing,
with 81% of patients discharged on mycophenolate mofetil. Since a peak of 17%
in 2001, the use of sirolimus (rapamycin) has declined. In 2004, only 12% of
patients were discharged on regimens containing sirolimus.







Rej ection:

- If ,Rejection can firmly be diagnosed on clinical Symptoms:
(Urin Volume) Krea, Temperature und Body weight
Biopsy not necessary

- In DGF protocoll biopsy between day 4 and 7

- Biopsy ultrasound guided

Therapy

BANFF Kategories:

0: bzw. "borderline": No therapy

1: 3 x 100 mg Fortecortin for 3 days, switch to FK506

2 +3: or Persistence (Re biopsy) ATG Kurs, switch auf FK506



Rejection

BORDERLINE BANFFI  BANFFII
CO (n= 82) 2,2'7% 12,5% 7,95% ). 20,45%

C2 (n=83) 2,24% 4,49% 7,86% ). 12,35%

P < 0,0044

Birsan et al Transplantation 2005 in press



Antirejection Treatment for Kidney Transplantation

The percentage of patients treated for acute rejection has continued to decrease.
Only 13% of all patients who received a kidney in 2003 were reported to have been
treated for acute rejection during the first year following transplantation The rise in
antibody treatment largely reflects increased use of antithymocyte globulin (rabbit)
for antirejection (31% of antirejection treatments in 2003, up from 24% in 2002).

Corticosteroids remain a principal element of rejection treatment even though
their use declined slightly. In 2003, 72% of patients requiring antirejection
treatment received steroids, down from 80% the previous year.
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Figure lll-8. Percentage of Kidney Transplants with
Antirejection Treatments and Thymoglobulin Used as an
Antirejection Treatment, by Year, 1994-2003
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Figure llI-15. Trends in Antibody Therapy for Rejection
Episodes in First Year Following Simultaneous Kidney-
Pancreas Transplantation, 1994-2003
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n =314 n =160



n =155 n =155 n =140



14 recipients (blood groups O, A and B)
— donors A1, A2, A2B and B
Specific anti-A/B antibody immunoadsorption (lA)

— all recipients received 3-6 treatments pre-operatively;
11 received postoperative IA

Pre-operative anti-CD20 treatment (8 recipients)

Pre-operative MMF

Steroids/tacrolimus at transplantation

Total graft survival 13/14 (observation 2—-41 months)
— one B graft lost; recipient received no anti-CD20

No significant side-effects of IA



Rate,%

p = 0.004

Total

p=0.019

Skin

p = 1.000

PTLD

(n=555) (n=274)

p =0.006

All Others



GFR [ml/min]* BPAR Graft Survival

) (excl. (death
) borderline) censored)
N Meantsp N 2o kol
B patients patients

Normal-dose
CsA

Low-dose CsA 398 59.4+25.1 399 24.0 399 94.3

388 57.11+25.2 390 25.8 390 91.9

Low-dose TAC 399 65.4%27.1 401 12.3 401 96.4

Low-dose SRL 399 56.7 £26.9 399 37.2 399 91.7



Maintenance Immunosuppression One and Two Years Following Kidney
Transplantation

Tacrolimus-mycophenolate mofetil is also the most frequently used maintenance
immunosuppression combination at one and two years following transplantation,
and its prevalence for maintenance use has increased in recent years [ At one
year after transplantation in 2003, 51% of patients were receiving
tacrolimus-mycophenolate mofetil, 17% were receiving cyclosporine-
mycophenolate mofetil, 8% tacrolimus-sirolimus, and 1% sirolimus-
mycophenolate mofetil .Both the tacrolimus-sirolimus and the sirolimus-
mycophenolate mofetil regimens were more prevalent at one and two years after
transplant than at discharge, indicating a significant switch toward these
combinations after transplant. Surprisingly, at one year about 7% and at two
years about 2% of patients were receiving tacrolimus alone, compared to about
4% at discharge. All of these percentages refer to medication regimens
regardless of steroids, meaning that most of the patients were on steroids in
addition to the indicated regimens.



Tacrolimus versus ciclosporin as primary immunosuppression for
kidney transplant recipients: meta-analysis and meta-regression of

randomused trial data
Angela C Webster, Rebecca C Woodroffe, Rod S Tavlor, Jeremy R Chapman, Jonathan C Craig

What is already known on this topic

Both tacrolimus and ciclosporin improve gralt survival, bul
tacrolimus reduces acute rejection in kidney transplant
recipients more than ciclosporin does

Tacrolimus is associated with more diabetes and
neurotoxicity but less hypertension, dyslipidaemia, and
cosmetic side effects than ciclosporin

What this study adds

Tacrolimus improves gralt survival compared with

ciclosporin, with a 44% reduction in gralt loss (censored lor
death) within six months after transplantation

Tlacrolimus doubles risk of new diabetes mellitus requiring
insulin compared with ciclosporin

Ceralt survival 1s maximised and risk of diabetes minimised
when tacrolimus targel concentrations are < 10 ng/ml over

the first vear alter transplantation.
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Alemtuzumab (Campath-1H): A Systematic Review in

Organ Transplantation

Feier [, Merrg' and Nal K. Beedl™

Al b | Cam padheT11] 3 & powsrrmal ansshymphacyte snribady st produsrs probannd and kmg.Loting m.
phopenin iF is beimp msed wnith incrrning feqmency far indoction in srgsn trannglanestios with the s of alleaing
ety APICAE AR AR Srre AATIRE, THARTIATON Y STEFRARARERTIr ST PIArol | wapie & onnederahle oY
ThET O WER Ehi L e, Moy im ek TTAN R lireran an, Mere W0e eshy e vl amrey by ienal] randam (red comvemled risls
eenilamle . and whesefare the levd of fadenss for s rele o rramsplasranan o bmmed favermhickenn m does appear thae
i iPewdener of Semte feldrman dn kawt mfer i dreos wirk abamre sk, perhaps of Basd with & caleinererin o,
] rhak vetosd.tees nd caleinenrm. g parieg, peatealn e paaiible Alrhaagh there (0 prakaend g Lo T
ol Iyengpie pemi sfoer sl mesierranan Mlkmnu-unuh,mé 1 T SR EIRTET ICTARRE i Jﬁm.mrruﬁmﬂn
rrm pRapealiferatres dieaw. of Mher s +Facmy AIRCE TIAR PeFRARE ARG diwdle ¥ ReThet Memmmrmmak 1
mmare citycTre tham TEymogiobelin oF mvteasderieuinn Trecepeor entiBadien CInm Be snessersd 57 shiisme 1] sener
fern & snm Aapeve, the e of alessmmmmab far indeerion sempares o than Paeambiy wam aeher lyrmphasyre-
deniliming, spems, A ol i§ an aTTICTI agienn fiod anoie e i oegn EnTplaen e, ber e i oa e fer

1o mesapegen 1

mmate and hzﬂ renaamized mruls wirs long-termn fallssnp befinre m e rale can be cmabinhed, paronisr e sk
v

FERDACT I I

Eerywsanbe Adeuimapesals Camepuil Maonws bl sadilaslies, Kepe Lo

|1 AT | | UAR ) T

Almwb it lmpuh-l:ll; Verley, Maoryrrelle, Nj) v s
bamasleed i mesvdveal wiibedy (e mnaegeb
nlam ||5'| Lirh) dveeeted ngarmyt e L Emgen, whsh 1
cigreasd on all Slood mepstucionr oolls and el oo wlls
limdnig vhe mnle pepeersdicrive e To s & pevsierfnd cyrelyris
apmal aued lm lowmi comld Usmrapreole 8y om0 lams acsioes
trmivisplantathon, wyveral aEfdtnmame desarey, and orpnn
At pll il AJ.llqugh bh mem Ceend cowad ame st Lesazes
plantatisn in 1900 1 pecwent oojec o andd {nhoing waod with
s swansgg Cmeguesay as Uswe sy s dasaany sarmbaliee
tlemms., thare b 3 peaciny of goesd qualicy evidencr tha would
wlkw im pale im armn rranaplnrarien to be coablished

For the purposm ol this seview. we sywtemacically
penrched the lvereniee with mee of Medline, Teabase, and the
Cochrans Library @ well = band-te sonbvanag pro=
ceeding feer relevart shyrracts prshlishe d hefinre Murch 3000
Hrvrws oo mod] ledls i v ihie s oot ool Hoe 1 anere

'.rﬂh‘ e i AP o TEERpEaTeee, T TAREpE RFTETEET S R T
e el Loados Folrool ol Hrghano b Tieep lell bodiima, Uhalvamity o
PEES T PR T L

pach annibndues and the mechannm of sonon of alemin
ammaby, pasd wee willl revies b some detall thy dimical dute that
nee peallablo, Abbaoeh qulze cvensdes, this s moely s the
Fomsis sl imsvmgor fivm smpen bs ol soiimn ik bl o foidemn i Lee
pEeventlon unsd o tent of Fefecriom sdree the whele e
ez of caun oransplanesriam with soer of the dars ariving
trom the wee of emtarumab b ddoey umsplaietion.
There are anky res sndomired conmalled mwials of alemm-
amanials pp o blevsiver, seul ssls S0 pralernls my Barlal geea vl
i e g in these trialn., Arremd o besllso piven 1o mshemse
rorads copre vall s anfe G o v sl U grossh msn o long-
L binsg Iy aapleoymaii prisdumd by adwnl s wesials.

THL CANIFATILI ANTLDO DI AND
ALCMTTIZITMVAD

The firs Campath snifhodies were oreaned from iy
bl e s s i el s rewmch i o waal b Bt mwnalel Ly
lemmptherecytes in the presence ol hiemn commpslamaent 7). AR
s mmbslambers sz dice e dgainsd e smme snlagrn, oo
birewas g Wi TI02 asaliggwn., Tliw biied sslilaod y wan o cal gl
arrihody (Camparh-i W thar rembeed in snby o rranalenr

Sna] (D OET IONW

® | S0 |[|=a.u_ £ JH_I E:.'r...;|

1w 7

| k4 4




Kidney Transplant Recipients: A Systematic Review
and Meta-Analysis of Randomized Trials

Angela C. Webster,"” Vincent W, 8. Lee,” Jeremy R. Chapman,”and Jonathan C, Craig"”

Background. larget of rapamycin mhibitors (1OK-1) have a novel mode of action but uncertain clinical role. We
performed a systematic review of randomized trials where immunosuppressive regimens containing TOR-1 were
compared wit h other regimens as initial therapy for kidney transplant recipients.
Methods. Databases I“uh.cpl:lun Tune 2005) and conference proceedings (1996 =2005) were searched. Two independent
reviewers assessed trials for eligibility and quality. Results at | year, are expressed as relative risk ( RR ), where values <1
favor 1'OR-1, or lower dose of 1OR-1, and for continuous outcomes are expressed as weighted mean difference (WMD),
hath expressed with 95% confidence intervals (C1).
Results, Thirty-three trials (142 reports) were included (27 trials of sirolimus, 5 of everolimus, and 1 of head-to-head
comparison). When TOR-T replaced calcineurin inhibitors (CNI) (8 trials with 750 participants), there was no differ-
ence in acute rejection (RR, 1.03; 959 CL 0,74 -1.44), but serum creatinine was lower (WMD, —18.21 gwmol/L; 95% Cl,
—30.96 to —5.67) and bone marrow more suppressed (leukopenia: RR 2.02; 95% Cl, 1.12=3.66; thrombocytopenia;
RR, $.97; 95% CI, 2.97-16.36; and anaemia: RR, 1.67; 95% CI, 1.27=-2.20). When TOR-I replaced antimetabolites (11
trials with 3966 participants), acute rejection and cytomegalovirus infection (CMV ) were reduced (I, 0.84; 95% CI,
0.71-0.99; RR, 0.49; 95% CI, 0.37-0.65, respectively), but hypercholesterolemia was increased (RR, 1.65; 95% (I,
1.32-2.06}, When low- was compared with high-dose TOR-1, with equal CNI dose (10 trials with 3,175 participants),
rejection was increased (KK, 1.23; 5% CI, 1.06=1.143) but calculated b,]n-merul ir filtration rate (GER) higher (WMD),
4.27 mL/min; 95% CI, 1.12=7.41), and when lower-dose TOR-1 and standard-dose CNI were compared with higher-
dose TOR-1 and reduced CNI, acute rejection was reduced (RIL, 0.67: 95% CI, 0.52-0.88), but calculated GTR was also
reduced (WMD, —9.46 mL/min; 95% CI, — 12.16 to —6.76). There was no significant difference in mortality, graft loss,
o malignancy risk for TOR-1 in any somparison,
Conclusions, |OR-1 have been evaluated in four different primary immunosuppressive algorithms: as replacement for
CNI and antimetabolites, in comhination with CNT at low and high doses, and with a variable dose of CNI. Generally,
surrogate endpoints for graft survival favor TOR-I (lower risk of acute rejection and higher GI'R), and surrogate
endpoints for patient outcomes are worsened by TOR-I (bone marrow suppression and lipid disturbance). Long-term
hard-endpoint data from methodologically robust randomized trials are still required.

( Transplantation 2006;81: 1234—1248)




Open label study with 4 parallel arms:

Group A (control -- standard immunosuppression)
MMF + normal dose cyclosporine + corticosteroids

Group B
daclizumab + MMF + low dose cyclosporine + corticosteroids

Group C
daclizumab + MMF + low dose tacrolimus + corticosteroids

Group D
daclizumab + MMF + low dose sirolimus + corticosteroids
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Imunosupresivna terapija u Bosni i Hercegovini

Imamo sve bitnije imunosupresive lijekove

Tendencija je da ostaje kombinacija CySA i MMF

Svi praktiCari primjenjuju bar minimalne doze steroida

MMF je u vecini protokola

MMF i Imuran prezivljavanje isto ali su odbacivanja znacajno reducirana
Prograf se sve viSe preferira (zastupljen) u terapiji

Nema protokola /ne treba primjenjivati/ sa monoterapijom



Kakav je tumorski efekat imunosupresije ? -
oprez u primjeni

Preventivne i redovne sistematske kontrole



Eksperimentalna faza i skora buducénost

SIROLIMUS

CAMPATH
FLY
TOR
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