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Hil'background questions _.

 How to choose Immunosuppressive
therapy in renal transplantation in adults

to reduce acute rejection




\ UpToDa te

. ONLINE

 recommend the administration of
maintenance immunosuppressive
therapy to kidney allograft recipients
(Grade 1A). The optimal
Immunosuppressive regimen is unclear

e recommend induction therapy that
consists of an antibody plus standard
Immunosuppressive therapy rather than
standard iImmunosuppressive therapy
alone (Grade 1A)

F.
IrY;


http://www.uptodate.com/contents/grade/1?title=Grade%201A&topicKey=NEPH/7356�
http://www.uptodate.com/contents/grade/1?title=Grade%201A&topicKey=NEPH/7353�

Current Immunosupressive therapy for
renal transplantation

« Maintenance iImmunosuppressive
therapy in renal transplantation—
(consisting of triple Immunosuppression)

— calcineurin inhibitor (cyclosporine or
tacrolimus)

— anti-metabolite (azathioprine or
mycophenolate mofetil or Mycophenolate
sodium)

— prednisone



http://www.uptodate.com/contents/cyclosporine-drug-information?source=see_link�
http://www.uptodate.com/contents/tacrolimus-drug-information?source=see_link�
http://www.uptodate.com/contents/azathioprine-drug-information?source=see_link�
http://www.uptodate.com/contents/mycophenolate-drug-information?source=see_link�
http://www.uptodate.com/contents/prednisone-drug-information?source=see_link�

* A large number of combinations of
Immunosuppressive agents have been
evaluated in randomized controlled trials.

 Include triple iImmunosuppressive therapy
(calcineurin inhibitor, anti-metabolite, and
corticosteroids), double Immunosuppressive
therapy with different combinations, and
single agent therapy, generally with a
calcineurin inhibitor




H ' foreground questions _.

 Which calcineurin inhibitor
(cyclosporine or tacrolimus) Is better In
reduce acute renal rejection?



http://www.uptodate.com/contents/cyclosporine-drug-information?source=see_link�
http://www.uptodate.com/contents/tacrolimus-drug-information?source=see_link�
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P
Patient/Problem

Patient who receive renal
transplantation

I
Intervention

tacrolimus

C cyclosporine
Comparison
O Reduce acute renal

QOutcome

rejection



http://www.uptodate.com/contents/tacrolimus-drug-information?source=see_link�
http://www.uptodate.com/contents/cyclosporine-drug-information?source=see_link�
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Searching Strategy 1 :
Finding out The Correct
Keywords

 Use MeSHterm help identify terms




Search Strategy? _.
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"The 5S” Levels

The "5S" levels of organisation of evidence from healthcare research
Brian Haynes, R Evid Based Med 2006;11:162-164

Examples

Computerized decision support

UpToDate
DynaMed 1
ACP PIER
BMJ Clinical Evidence Summaries Evidence based texthooks
4
ACP journal club 1
Evidencebasedmedicine.co , ' l|
7 Synopses Evidence based journal abstrac
Cochrane Library 1
BMJ Evidence Updates
Other Systemic reviews eg. . .
PubMed systemic reive Syntheses Systematic reviews
PubMed f

SUMsearch . S _
TRIP Studies Original journal articles

Google W




|
Keywords from PICO item _.

e MeSH terms

 Renal transplantation->Kidney
Transplantation



http://www.ncbi.nlm.nih.gov/mesh/68016030�
http://www.ncbi.nlm.nih.gov/mesh/68016030�

Summary _.

« Key word: renal transplantation,
calcineurin inhibitor, tacrolimus

cyclosporin
e« Search over

- UpToDate.

, . ONLINE
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Data base Uptodate

Title of article Maintenance immunosuppressive
therapy in renal transplantation in adults

content meta-analysis and meta-regression was
performed based upon 30 trials consisting
of 4102 patients. Tacrolimus was
assoclated with a significantly lower risk of
allograft loss at six months (RR of 0.56, ClI
95% 0.36 to 0.86), which was independent
of cyclosporine formulation or concentration
but was diminished with increased doses of
tacrolimus. ‘




Data base |Dynamed

Title of Reduced exposure to calcineurin
article Inhibitors in renal transplantation
content .based on randomized trial

.1,645 renal-transplant recipients given
daclizumab, mycophenolate mofetil and
corticosteroids

Jlow-dose tacrolimus associated with higher
rates of allograft survival and lower rates of

acute rejection than 3 other regimens (low-

or standard-dose cyclosporine or low-dose
sirolimus) ‘



http://web.ebscohost.com/dynamed/linklist/GetRecord?sid=62fd0800-b6d7-46c8-9fc5-986723bd5e35@sessionmgr112&vid=3&theTerm=AN 232904�
http://web.ebscohost.com/dynamed/linklist/GetRecord?sid=62fd0800-b6d7-46c8-9fc5-986723bd5e35@sessionmgr112&vid=3&theTerm=AN 233333�
http://web.ebscohost.com/dynamed/linklist/GetRecord?sid=62fd0800-b6d7-46c8-9fc5-986723bd5e35@sessionmgr112&vid=3&theTerm=AN 232766�

synopses ACP Journal Club

The Best New Evidence for Patient Care

« Key word: tacrolimus, cyclosporin,

kidney transplantation
Search ACP Journal Club

tacrolimus, cyclosporin, kidney transpl | Search |
Search Help

Your search - tacrolimus, cyclosporin, kidney
transplantation - did not match any documents.

Suggestions:

« Make sure all words are spelled correctly.
« Try different keywords.
« Try more general keywords.

e Result;: no match



Home | About Cochrang | Access to Cochrane | For Authors | Help | ;f’ Save Tite to My Profil

Sy n t h e S I S @ The cocmane Library Evdence for heaffcare decision-making
Data base |Cochrane
Title of Tacrolimus versus cyclosporin as
article primary immunosuppression for
kKidney transplant recipients
content Tacrolimus is superior to cyclosporin in

Improving graft survival and
preventing acute rejection after
Kidney transplantation, but increases
post-transplant diabetes, neurological

and gastrointestinal side effects.




Additional results of meta-
analysis: acute rejection

Oulcome, by lime afler kansplanialion Mo of Fials Mo of parlicipanks Retalnre risk (955 GIy*
Acule rejechion (all)

Threg months h 244 0.95 i)

Six months 10 1774 /168 (06010 0.78) \
One year 14 2751 \ 069 (0a0to079) )/
Acule rejeclion (kiopsy protved) >_<
Six months 7 1605 TS (048 to 0.96) N\
One year : 1944 061 (0.52t0 0.72)



Study PUhmEd.gﬂu I

 Mesh: tacrolimus, cyclosporin, kidney
transplantation

e Limit: Publication dates 5 years, species
Human, systemic review, English

e Result: 4 > 2H,57F]§'F7;,J




The role of tacrolimus in renal
transplantation.

* Over the last decade tacrolimus has
become the calcineurin inhibitor of
choice for the prevention of rejection in
renal transplantation.

e The objective of this study was to
provide a review and update of the
literature on the use of tacrolimus In
renal transplantation.

|



 Numerous clinical trials have shown
tacrolimus to be superior to
cyclosporine in the prevention of acute
rejection and recent trials have
demonstrated superiority of tacrolimus
over cyclosporine in terms of allograft
survival.




Low toxicity regimens in renal
transplantation: a country subset
analysis of the Symphony study

 De novo adult renal transplant
recipients (n = 1645) were randomized
to receive
— standard-dose cyclosporine, or

—daclizumab induction plus low-dose
cyclosporine, or

— low-dose tacrolimus, or
— low-dose sirolimus,

 all in addition to mycophenolate mofetil
and steroids




« Data for the highest patient-recruiting
countries, Spain (n = 275),Germany (n
= 316) and Turkey (n = 258), were
compared

« Efficacy results for the three countries
were consistent with that of the overall
study - renal function and biopsy-proven
acute rejection (BPAR)rates were
superior with low-dose tacrolimus.




e Turkey had higher mean calculated
glomerular filtration rate across all treatment
groups (60.6-72.2 ml/min)compared with that
of Spain (51.1-57.5 ml/min) and Germany
(51.3-62.9 ml/min).

e Spain and Turkey had lower BPAR rates
across the four treatment groups compared
with the overall study; Germany had much
higher rates(21.0-54.2%).

* These findings highlight the importance of
Inclusion of patients from different geographic
origins in randomized clinical trials.




BPAR rate (% of patients)
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Appraisal (%Fﬂ%ﬁ) .
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Level of evidence |
-Uptodate

level == [f /RIS T | REPY L Rt
la & wﬁ,gRCTF’ﬁWﬂ J%F | [im Mr(SR of RCTs)
1b E ’ﬁlBRCT( E IHFLILFUIF[%%E'&F J)
1c All or none
2a B 2R I*TJ“F’?IWF' J7$FIIEE7J7F’T
2b Higjcohort ﬁﬁ} FTHURCT
3a SR of case-control studies
3b Individual case-control studies
4 Case-series(poor quality :cohort / case-control
studies)
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Level of evidence |
-Dynamed

level == [if /AR EIS T | REE L Rt

la H | % RCTE S J;%%F 53 FH(SR of RCTs)

1b 1 %,ERCT(EIHHHIF[%@E&F 1)

1c All or none

2a B 2R I*TJ“F’?IWF' J7$FIIEE7J7F’T

2b Higjcohort |E‘6Fﬁ} FTHURCT

3a SR of case-control studies

3b Individual case-control studies

4 Case-series(poor quality :cohort / case-control
studies)
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Thank your for your
attention




Tacrolimus side effect

Adverse Reactions Significant As reported for kidney, liver, and
heart transplantation:

>215%:

Cardiovascular: Hypertension (13% to 62%), edema (peripheral
11% to 36%), chest pain (19%), edema (18%), pericardial
effusion (heart transplant 15%)

Central nervous system: Headache (24% to 64%), insomnia
(30% to 64%), pain (24% to 63%), fever (19% to 48%), ‘
postprocedural pain (kidney transplant 29%), dizziness (19%)

Dermatologic: Pruritus (15% to 36%), rash (10% to 24%)

Endocrine & metabolic: New-onset diabetes after trangplant

(75% kidney transplant), hypophosphatemia (28% to 49%),
hypomagnesemia (16% to 48%), hyperglycemia (21% to 47 %),
hyperkalemia (13% to 45%), hyperlipemia (10% to 31%), I
hypokalemia (13% to 29%), diabetes mellitus (24% to 26%), WY
post-transplant diabetes mellitus (heart transplant 13% to 22%;

Kidney transplant 20%; liver transplant 11% to 18%)



Gastrointestinal: Diarrhea (25% to 72%), abdominal pain (29% to
59%), nausea (32% to 46%), constipation (23% to 36%), anorexia
(7% to 34%), vomiting (14% to 29%), dyspepsia (18% to 28%)
Genitourinary: Urinary tract infection (16% to 34%)

Hematologic: Anemia (5% to 50%), leukopenia (13% to 48%),
leukocytosis (8% to 32%), thrombocytopenia (14% to 24%)

Hepatic: Liver function tests abnormal (6% to 36%), ascites (7%
to 27%) ‘

Local: Incision site complication (kidney transplant 28%)

Neuromuscular & skeletal: Tremor (15% to 56%; heart transplant

15%), weakness (11% to 52%), paresthesia (17% to 40%), back

pain (17% to 30%), arthralgia (25%)

Renal: Abnormal kidney function (36% to 56%), creatihinge |
iIncreased (23% to 45%), BUN increased (12% to 30%), oliguria ”-"'W
(18% to 19%) )

Respiratory: Atelectasis (5% to 28%), pleural effusion (30% to
36%), dyspnea (5% to 29%), cough increased (18%), bronchitis
(17%)

Miscellaneous: Infection (24% to 45%), CMV infection (heart
transplant 32%), graft dysfunction (kidney transplant 24%)
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