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Overview of Today’s Talk

Review of Current Immunosuppression strategies
Review of Immunology

Review of Pharmacology
Safety and Efficacy of CNI-Free Regimens
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Maintenance Immunosuppression Drugs at 1 Year
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Survival in Lung Transplant patients by Immunosuppression
January 2004 - June 2016
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—=Tacrolimus + MMF/MPA use at discharge and 1 year (N=8,526)
i ==Tacrolimus + AZA use at discharge and 1 year (N=1,745)
-=Cyclosporine + MMF/MPA use at discharge and 1 year (N=296)
Cyclosporine + AZA use at discharge and 1 year (N=231)
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Two signal T cell activation

MHC with peptide antigen Costimulatory ligand (B7)

T cell receptor | Costimulatory receptor (CD 28)

APC: Antigen Presenting Cell which include: macrophages, B cells and dendritic cells
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Basics of immune therapy
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Azathioprine

Basics of immune therapy
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MTOR/CNI/Belatacep

Cancers
Infection
Leukopenia
Diabetes
Hypertension
Dyslipidemia
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Adverse Reactions

MTOR CNI

Proteinuria

Nephrotoxicity
Edema

Neurotoxicity
Osteoporosis
Photosensitivity
QT prolongation

ILD

Effusions
Stomatitis

Angioedema
Hypercoagulable

Belatacep
PTLD
Early Rejection
Cost
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Cumulative Morbidity Rates at 1 and 5 Years

Outcome Within Total Within Total
1 Year number number
Severe Renal Dysfunction* 5.7% (N =24,36 (N =10,159
Creatinine > 2.5 mg/dl (221 pmol/L) 4.4%
Chronic Dialysis 1.3%
Renal Transplant 0.0%

* Severe renal dysfunction = Creatinine > 2.5 mg/dl (221
>Y2f k[0S RAFf@&aAra 2N NByl € %J- y &l
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Risk Factors For 5 Year Mortality

HR LCL uUcCL pvalue N
0.506 0.371 0.692 <0.01 319

Diagnosis - LAM/tuberous sclerosis vs COPD | —p—

i
|
|
Diagnosis - CF vs COPD @ : 0.728 0.657 0807 <0.01 5442
Transplant era - 2010-2012 vs 2004-2006 < : 0.731 0.685 0.780 <0.01 9396
Procedure Type - Bilateral/Double L 3 : 0795 0.756 0836 <0.01 23121
Recipient transfusions - Yes L 2 : 0.852 0.805 0.900 <0.01 26054
Transplant era - 2007-2009 vs 2004-2006 <&l 0.902 0.848 0959 <0.01 7540
Donor cause of death - CV or stroke vs head trauma ‘: 0924 0.865 0.987 0.02 8874
Recipient steroids - Yes > 1.066 1.005 1.130 003 8528
HLA mismatches - 4 vs 0-3 lo- 1.085 1.002 1.174 005 5330

e 1.097 1.022 1177 001 4981
* 1102 1.042 1.166 <0.01 14497
—— 1135 1.019 1.265 002 1198
| 1159 1.071 1.254 <0.01 7028
Doror hyperiension - Yes : @ 1161 1.086 1.242 <0.01 4370
L 2
..’_
&
L 2

|
Gender match - F donor/M recip vs F donor/F recip :

Risk factor

Gender match - M donor/M recip vs F donot/F recip |
Donor diabetes - Yes |

HLA mismatches - 5 vs 0-3

1.180 1.100 1.266 <0.01 4886
1.262 1.143 1.371 <0.01 4081
1.303 1.227 1.384 <0.01 4418
1.305 1.217 1.399 <0.01 3107

Diagnosis - Retx vs COPD | 1.426 1.277 1592 <0.01 1254
Recipient dialysis - Yes & 1575 1104 2248 0.01 79

Hazard ratio and 95% CI

Gender match - M donor/F recip vs F donor/F recip
HLA mismatches - 6 vs 0-3
Donor CMV+/Recipient CMV- - Yes

Hospitalized - Yes
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What is the most effective regimen with the lowest side
effect profile?

infection

Renal Failure
Cancer
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MTOR Inhibitors

A Proliferation signal inhibitor
A Renal-sparing
A Act synergistically with CNI to allow minimization

A Everolimus vs. MMF'in Lung Transplant Patients

Lower incidence of BOS (p=0.041)
Lower incidence of AR (0.005)
Lower incidence of CMV antigenemia (0.005)

o To o o

Lower respiratory tract infection (0.003)

%
A 1Strueber AJT 2016 Advent Health



A Prospective, randomized open label study of 130 lung
transplant patients

A All received cell cycle inhibitor and prednisone

A Arms:

A Quadruple Therapy
A Everolimus (3-5ng/mL)

A Tacrolimus G-
A
A
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