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Disclosures

» None relevant to this presentation







ICl use in HCC

Keynote (n=413)- almost 20% of
pembrolizumab arm remained free from
progression >1 year compared to <7% of
controls

Checkmate (n=743) (median survival 16.4
versus 14.7 months, HR 0.85; P=0.07)
1-year and 2-year survival rates were 60%

and 37% for nivolumab compared with 55%

and 33% for sorafenib, respectively

Imbrave (n=501) stopped at interim analysis
8.6m -- improved OS (HR 0.58, 95% CI 0.42-

0.79; P =0.0006) and improved PFS (HR

0.59, 95% C1 0.47-0.76; P<0.0001). 52% and

40% of patients surviving at 18 months,
respectively.

Table 2 | Results from randomized controlled trials involving ICls as systemic therapy for HCC

Agent (dose) Numberof MVl EHD AFP ORR mPF5 mO5(95%Cl) HR Ref
patients >400ng/ml (CR)

KEYNOTE-240 {second-line setting)

Pembrolizumab (200mg 278 13 70  45° 18(2) 30  139(116-160) 078 '™

every 3 weeks)

Placebo 135 12 69 43 40) 28  106(8.3-135)

CheckMate 459 {first-line setting)

Nivolumab (240mgevery 371 75 75 13 15(4) 37  164(140-185 0B85

2 weeks)

Sorafenib (400mg twice 372 ¢ 70" 38 Tl 38 145(12.1-173)

Atezolizumab{1.200mg 336

3 63 38 17(16) 68  NE 0.58
every 3 weeks plus
bevacizumab 15mg/kg
gvery 3 weeks)
; 165 43 56 37 13.2 (10.4-NE)

NEW standard of care



ICl use in HCC - Adverse events

Tzble 3 | Safety profiles of ICIs for HCC

PD1/PDL1 agent Other agents (dose) TRAE (%)
(dose)

Total Grade Leadingto
discontinuation

Monotherapies
Nivolumab (various Mo B3
doses)
Pembrolizumab (200mg  No 13
every 3 weeks)
Camrelizumab (3mg/kg Mo MR
every 2 or 3 weeks)
Durvalumab {1,500mg Mo B0
every 4 weeks)
Atezolizumab(1,200mg Mo 41
every 3 weeks)
Tremelimumab (750mg Mo B4
every 4 weeks)
Combinations of two immune checkpoint inhibitors
Durvalumab (1,500mg  Tremelimumab B2
every 4 weeks) {300 mg single dose

on day 1)
Durvalumab (1,500mg  Tremelimumab (75mg 69
every 4 weeks) every 4 weeks x4)
Nivalumab (3 mgyflg Ipilimumab (1mg/kg 71
every 3 weeks)® every 3 weeks)®
Nivalumab (1 mgikg lpilimumab (3mg/Akg 94
every 3 weeks)® every 3 week)"

Combinations of an immune checkpoint inhibitor and a tyrosine-kinase inhibitor

Pembrolizumab (200mg  Lenvatinib(Bor 12mg 94

every 3 weeks) per day)
Mivolumab (240mg Cabozantinib (40mg 89
every 2 weeks) per day)
Mivolumab (240mg Ipilimumab (1mgfkg 94
every 2 weeks) every b weeks plus
cabozantinib 40mg
per day)
Combinations of an immune checkpoint inhibitor and a VEGF inhibitor
Atezolizumab(1,200mg  Bevacizumab B3
every 3 weeks) (15 mg/kg every
Iweeks)
Atezolizumab(1,200mg  Bevacizumab B4
every 3 weeks) (15 mg/kg every

Iweeks)
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Triple therapy.

Median PFS was 5.5 months for NIVO
(240mg/day) + CABO (40mg/day) and 6.8
months for the NIVO (3mg/kg) + IPI
(1mg/kg)+ CABO (40mg/day),
median OS was not reached in either arm

Grade 3-4 treatment-related adverse even
were reported in 15 pts (42%) in the NIVO +
CABO arm and 25 pts (71%) in the NIVO + IPI
CABO arm and led to discontinuation in 1 (3%
and 7 (20%) patients, respectively

)



Chronic Liver Disease May Matter

» Peri tumoral regions of HCC and
possibly liver mets themselves have
massive increase lymphocyte
infiltration and thus stain positive for
PD1 or PDL1

» PDL1 expression may be more
associated with HBV compared to non
viral hepatitis

» PDL1 expression can be stimulated by
viral infection and interferon this

» PDL1 expression can change post LT (a
donor bx at procurement will not
represent PDL1 status at time of ICI

Wang B. WJGastro2011

W MAYO CLINIC

Patients with chronic liver disease ha
higher PD 1 expressing lymphocytes t
normal control.

PD-1 expression was higher in AlH
patients than VH patients. PDL-1 was
statistically similar (AIH 32.3%, HCV

13.3%. P=0.07), but higher PDL-1 in AIH

responders than non responders, so PD1-
PDL1 ratio higher in non responders).
Neither related to the degree of fibrosis
or grade of inflammation

PDL1 expression in liver tissues simila
AlH and HCV whereas healthy controls
had no expression.

Agina.ClinExpHep2019 pediatric study



Mon-viral
HCC

Viral
HCC

Mon-viral
HCC

HCV-HCC

HEV=-HCC

Cancer type and CLD etiology may affect OQutcomes

Study HR [95% CI] HR + 85% Cl Immunotherapy n Controln Weight
CheckMate 459 0.95 [0.74, 1.22] J 168 168 22.7%
IMbrave150 0.91 [0.52, 1.59] —_— 100 53 9.3%
KEYNOTE-240 0.88 [0.64, 1.21] —_— 163 85 18.6%
Subtotal 0.92 [0.77, 1.11) < 43 3086 50.6%
CheckMate 459 0.74 [0.58, 0.94] 203 203 23.1%
IMbrave150 0.48 [0.33, 0.70] = 295 112 15.7%
KEYNOTE-240 0.70 [0.42, 1.17] -1 15 50 10.7%
Subtotal 0.64 [0.48, 0.84] - 554 365 40.4%
Test for subgroup differences:

F=458 dl =1 P=003) F=T82%
Total 0.77 [0.63, 0.84) e 2 985 671 100.0%
0.2 05 10 20
Favours immunothearapy Favours control

Study HR [95% CI] HR +95% CI Immunotherapy n  Controln Waight
CheckMate 459 0.95[0.74, 1.22] = 168 168 55.1%
IMbrave150 0.91[0.52, 1.59] - 100 53 11.0%
KEYNOTE-240 (.88 [0.64, 1.21] 163 85 33.9%
Subtotal 082 [0.77,1.11] * 43 306 100.0%
CheckMate 459 0.71[0.50, 1.01) bl a7 86 56.6%
IMbrave150 0.43 [0.21, 0.87) - 72 36 21.4%
KEYNOTE-240 0.96 [0.48, 1.92) i 43 | 22.0%
Subtotal (.68 [0.48, 0.97) - 202 143 100.0%
CheckMate 459 0.77 [0.56, 1.06] g 116 17 458.9%
IMbravei50 0.51 [0.32, 0.81] — 164 76 26.5%
KEYNOTE-240 0.57 [0.35, 0.93] R 72 29 24.5%
Subtotal 0.64 [0.49, 0.83] * 352 222 100.0%

0.1 1.0 10.0
Favours immunotherapy Favours control

Pfister. Nature 2021

Owverall survival (%)

1007

50+

=i= MAFLD: median 5.4 (95% Cl 1.8-9.0)
months
=i=0ther aetiologies: median 11.0 (35%

CI 7.5-14.5) months
F=0023

Owverall survival (%)

Validation cohort

=l—= NAFLD: median 8.8 (95% Cl 3.6-12.4}
months
=i Other aetiologies: median 17.7 {35% CI

8.8-26.5) months
P=0.034

» HCC in NASH reduced

benefit from ICI

» Possibly worse outcome from
ICI

» Possibly worse CLD outcomes

as well ?




Decision making Tidbits

Severe cardiovascular disease and thrombotic or Anti-Drug Antibodies to ICl in
bleeding events (including diabetic & ischemic HCC is low at 0-12.7% but
ulcers)are contraindications to TKls and anti- impacts response and 0SS
angiogenics including bevacizumab

PD-1 mAbs have a half life of 14-27 days and take 12-18 weeks to reach steady state.
PD-L1 mAbs have a half life of 21-27 days and 6-16 weeks to reach steady state.
CTLA-4 mAbs have a half life of 15-22 days and 9 weeks to reach steady state.
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Increasing T-cell activity against ‘
antigens that are present in tumors
and healthy tissue
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Hepatitis virus impact

Cohorts (N) ORR? Any Grade irAEs Grade =3 irAEs
N (%) N (%) N (%)

HIV (21) 2CR/3PR(28) 5(24) 3(14)

HBV/HCV (34) 6 PR (18) 15 (44) 10 (29)°

HIV: NS change in VL or CD4 count
HCV: 9 SVR, 9 active HCV (and did not receive DAA), 5?
HBV: 8 s Ag + (5 w VL detectable 10-25IU), 7 cAb+, 1?

"~ NO Viral reactivation







Who gets ICI?

When to

transition to
|CI

» RCT patients = Childs A 97-100% ECOG 0-1
» BCLC C 80-90%, 44-87% failed prev Tx
» 13-38% vasc invasion, 53-80% extra hep dis

» Technical or other contraindication to LRT

» Progressive disease/ lack of response to LRT (at
least twice)



W MAYO CLINIC

Downstaging with ICI

(b)
Consecutive N=101 unresectable/adv HCC, received TKI with anti- o
PD-1inh, followed by resection (retrospective) s
» 93% Childs A, 56% with vasc tumor thrombus, 29% Xhep spread 3
mRECIST 50% ORR, (10 CR, 40 PR, 30 stable, 15 progress) within4 & "
months Rx 24% underwent resection (54% MVI and 17% Xhep spread 3 "y
initially) N
10/24 (41%) path CR 02
5/10 - post resection liver failure, 5/10 post complications llla-V, oo ' :
one death from immune related complication T N E % 10191416 B30 32 21 e e 0 Tt se e an
Time/months
Of resections (80% 1 year rec free survival) R
51 died by 21 months o MMMNABNNBNND 4100 6§ 2 0

Zhu XD. Liver Cancer 2021, An



Longer outcomes of resection
candidates
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FIG. 2 Swimmer plots of the 24 patients who underwent conversion resection. EHS, extrahepatic spread; MV, macrovascular invasion; RO, RO
resection

22/24 continue TKI/PD1 post op, 14/23 stopped
Zhu XD. Liver Cancer 2021, An



Downstaging with ICl to LT

Sys Rev. 24 ‘studies’, 45 patients (30 males), 14-68yrs, 16/21 with Milan detail in criteria, 1
outside Milan-> downstaged within Milan

42/45 PD-1i, 3/45 PD-L1i, receiving 1-34 ‘cycles of Rx, 33/45 received LRT/other treatment

» T :15-27 days Rejection post LT within ICI 1 life
11/45 (24%) rejection, (2 AMR) .
» 3 death (2 within 36 h), 4 graft loss, 4 resolved 60
» LTx within 1x %2 life - 34 (75%) rejection 20
» 8-24 months of ICl in 3 rejections (1 dose- non 0
rejection) 30

» May need to consider PLEX or IVIG in refr rejection jz .

» Induction with ATG/IL2r not definitive 0

>5 3to5 1to3 <1
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Causes of Death After LT
Beyond 1 year

Infection
25.1%

%

o of these COD’s may

| | | 4 | be Cancer related deaths
Hepatic | 25% of deceased SOTr with cancer misclassified (Noone.

had missing or unknown CODs in the  Cancer 2019)
SRTR or cancer registry

Watt. A
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Age specific rate
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Age
Figure 2 Open in figure viewer | PowerPoint

Age-specific incidence rates for de novo malignancies observed in liver transplant
(LT) recipients and in the Italian general population.



Probability of Death after Cancer

Diagnosis
lyr (%) 3 yr (%) 5 yr (%)
ALL 40 48 54
ChC 21 32 36

Malignancy as cause of death:

Hematologic: 9/15 (60%), Infection (27%)

Solid organ CA: 36/45 (80%)




Immunosuppression Effects

Hyperglycemia,
Hyperlnsulinemia
Low adiponectin,
Hi Leptin, TNFaq,
IL-6

Obesity

Cancercell ¢ Teell . poe

-Dose dependent decrease surveillance
-Decrease doubling time

-Increased risk of recurrent CA or Denovo
CA.

T-cell
a 3 b
PD-1 inhibitor
CTLA4 A * Nivolumab
CTLA4 inhibitor i / » Pembrolizumab
= Ipilimumab
coso/ (4
D86 [ & b
APC '

[
CD86
PD-L1 inhibitor PD-L1
*  Atezolizumab '
» Avelumab
*  Durvalumab

Tumor cell



Managing
POST LT
Malignancy




ICl & the LIVER

» PD-1 and CTLA4 pathways
facilitate immune tolerance of the
graft

» PD-L1 is expressed in 20-80% of
hepatocytes and cholangiocytes
and is critical in tolerance

» PD-1 is heavily expressed on graft-
infiltrating T-cells

Shi. Liver Transpl 2021

B Immunosuppressants and immune checkpoint
inhibits T-cell activation

T ¢l
Tolerant L —
Dsonar
CMI TCR itgen kHC-)
MMF :=§-—-’_
mTORi =

|

Immunosuppression << Activation

!

—-_h\“‘ﬂ-nnar cell
RE_JEI:tJ-::nn b T

MHC-I

Anti-FD-1
Anil=_ 1 LA ﬁm'hl:":lll'
Einix-oly



Rejection

Systematic Review 24/83 SOT pt w LT

» Ranges 15-38%
(fair # ‘historic’
data included)

» First few weeks of
ICl, highest risk

TABLE 2 Rejections

Patients experiencing allograft rejection—n (%)

331(39.8)

‘ Liver recipients 9/24 (37.5) \
Heart recipients 1/6 (16.7)
Time (weeks) to graft rejection from first CPI use— 5.6(7.0)
mean (SD)
Kidney recipients 7.3(79)
Liver recipients 21(1.0)

Heart recipients

1(NA)



Causes of Death are still Cancer Domina

Liver Recipients ALL SOT Recipients

Reported l:;*lf.es of death—n (%) n=48

075 Mo rejection Cancer 38 (79.1)

E Rejection 9(18.8)
0.504 )
. Sudden cardiac death 2({4.2)
.ﬁ 095 Multiorgan failure, not otherwise specified 1{21)
Rejection i
SEpSIs 1{21)
0.004 P =00 Mot reported 1(2.1)
0 25 50 75 100
Time (weeks)
Humber st rik Rejection assoc. w increase risk death.

19 12 5 3 1 Partly due to organ failure

Mostly due to stopping immunotherapy
disease progression



Rejection

» T cell mediated > B
cell mediated

» Increase risk if :
» Only on steroids
» If <60 years
»If < 3 years from LT
» Hx prior Rejection

» Other impacting facto
(applicable to prelT po

» The duration of ICI
treatment prior to
transplant,

» allograft PD-L1 receptor
activity (? at time of ICl)

» blood replacement duri
transplant (dilutin
remaining ICl)
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Rejection Risk & Immunosuppressio

1.00

At least one drug

0.75 othar than cortic osteroids

0.50 Mo drugs
or steroids alone

Survival probability

025

p=0.011
0.00
T L L —
a 25 &0 H 100
Tirme (weaks)
Mumber at risk

17 4 2 0 0

- 53 18 B 5 2

MC KTpl data N=69. mTOR based IS - reduced risk ACR

Murakamy N. Kid Int 2021.

W WEN(OXERINI(@

Atleast one drug other than corficosterids - el

0.38
0,153 = 0.65)

Tima since transplantation 2 8 years

Immunotherapy type Anti=CTLAS Reference 0

# Evants: 25: Global pvalue (Log-Rank]: 0.003034

AIC: 181.96; Concordance hdex: 0.76 0102 051 2 5102




Rejection rates over time

60

50

40

30

20

10

o

% cases reporting rejection

2015-17 2018-19 2020-21
m % cases POST m% cases PRE

KTp single center 18 patient prospective study: 12% rejection
Carroll R. Lancet 2022

Morales 2015
Ranganath 2015
Wang 2016
Gomez 2016
Friend 2017
Schwatsman 2017
Dueland 2017
DeToni 2017
Vankaris 2017

Deleon 2018
Tio 2018
Rammahon 2018
Ashwin 2018
Gaszman 2018
Kuop 2018
Chen 2019
Lee 2019
Kondo 2019
Dai 2019
Bittner 2015
Amjad 2015

Zuang 2020
Qi 2020
Abdel wWahab 2020

Anugwen 2020
Braun 2020

Chwoyemi 2020
Pandey 2020
Shi 2020
Allamoudi 2020
Dengahn 2021
Tsung 2021

Jin 2022
Tabrizian 2021
Chen 2021
Qiao 2021

Aby 2022
Lizag-mayo 2022

Schwachal-Epper 2020

Mordness 2020
Biondani 2018

0/1
0/1
1/1
1/1
2/2
0/1
1/1
0/1
0/1

2/7
1/1
0/1
o/1
1/1]
0/1
o/1
1/1
o/1
0/2
1/1
o/1

0/1
0/1
1/1
0/1
1/1
2/8
0/1
o/5
1/3
1/1
0/1
0/1
1/9
1/1
1/7
1/1
0/1
0/1
1/1
0/1

5/10 {50%)

6/19 26%

5/25 (20%)

5/22 23%




» ACR: 30.2% (13/43) of LTRs (9/24 (37%) in prev

» 2 cases immune hepatitis in all SOT (14/47), and case fatality rate

Rejection rates Improving over ti
Death is still CA

N=43/119 liver recipients (same first 24 patients) N= 47 patients (Chinese and E
» median survival time after t

- 6.5 (0.3~48) mo

: 0
review, 4/19 (21%) more recent » overall remission rate after ICl

» Allograft failure: 9/43, 21% (6/24, 25% previous (29/47).

rev) Suggests we try to late? rejection total, 2021 data -20% r
Death largely due to CA.

probability of rejection decreased as the number
of immunosuppressive agents increased (OR, 0.60;
95% Cl, 0.36-1.00; P =.05,

LTRs, less rejection was seen only with tacrolimus
use (17.4% vs 47.4%; OR, 0.23; 95% Cl, 0.06-0.95;
P=.04)

Portuguese. JNCCN 2022 Sys rev Xie. Ther Adv



Rejection & PDL-1
Allograft staining

Shi. Liver Transpl 2020:

9/18 recHCC patients had no PDL-1
staining on biopsy

5 received ICI - no rejection (by 2
months)

Table 2 Immunotherapy outcomes

Reason for Allograft  PD-L1 Prior
ID Immunotherapy tl'..'lgreaof FlrEeSIST;;1 (m?:o(r?t‘:;s) (mz:ﬁ'ls) (mc(:::1$ths) stopping ra;-::::alr:m PD-L1 tumor TiLs sorafenib lmmu:ﬁ?(il) |L|se d ve
Py po therapy staining staining therapy &
1 Nivolumab 3 PD 1.2 22 1.2 Progression No - 10% 10% Yes Tacrolimus
2 Pembrolizumab 2 CR 9.5 21.1° 2141 Complete No 0% 5% 50% No Everolimus,
response mycophenolate mofetil
3 Nivolumab 4 PD 1.1 0.7 1.1 Progression No 0% - - Yes Mycophenolate mofetil,
sirolimus
4 Nivolumab 5 PD 13 13 13 Progression No 0% 0% 5-10% Yes Tacrolimus
5 Nivolumab 2 - 0.3 - 0.3 Multi-organ No - 0% 10% Yes Tacrolimus
failure
Nivolumab 2 - 0.9 - 0.9 Graftrejection  Yes 30% 0% - Yes Sirolimus
7 Pembrolizumab 2 - 0.7 - 0.7 Graftrejection  Yes 25% - - No Mycophenolate mofetil,
prednisone
Median N/A 2 N/A 1.1 1.8 1.1 N/A N/A 0% 0% 10% N/A
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Hepatotoxicity DDXx

» AIH - like (technically DILI)
» 2-10% within 4-9 weeks
» 4 with combo therapy, CTLA-4

DiMartin J



Steroid effects

Immunotherapy I | Corticosteroids
Increased activation Reduced memaory
8 % and proliferation of CD8+ T cells

PD=LT ¥ FD-1

@ tumor-reactive CDB+ T

| avasion e
— = Inhibition of effector
T-cell activity g Increased immunae . . Decreased monocytes,

» Self-tolerance: cells :!'BchphagE,
prevents immune ymphocytes,
responses against .° ensinupﬁls. and
self-antigens and basophils

A. PD-1/PD-L1 and CTLA-4 checkpoint pathways autoimmunity )
| Increased pro- fjuppressmn of pro-
Tumer or other APC ] ) O inflammatory o :?Ii_’lazmlmatul:ﬁ T?q :_:yt}ukm*s
cytokines (IFNy. il : o
w o TNE, IL7) and prostaglandins
g w . 1
s i | :mlnﬂm of
| mune response

. - " Reduced regulatory T Increased regulatory

e ] — * Increased effector T- cells Teells

cell activity * Decreased anti- . . Tdan!:mm
= Autoimmunity (irAEs) Itrll'GrmFa. ILE-]rcr ines ﬂGFﬁ.ml.-rﬁ)

C.ICls and corticosteroids produce antagonistic effects on the immune system
B. Immune checkpoint inhibition

baseline corticosteroid use (< 14 days prior to, and up to 30 days after start ICl) was associate
increased risk of death compared with no use.
low-dose steroids (10 mg/d) at baseline may not

glucocorticoid can enhance PD1 expression and dose dependent manner
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. 25 - P= 01 = 1.0 —— Prednisone 0 to < 10 mg
= = = = = Pradnisone = 10 mg (cancar-relsted)
g 20 4 E ol 00 7 Prodnisone = 10 mg {cancer-unralatpd) o
=
= @ & . Mo of ovents Muodian (months, 95% C1) te rOl
§1E- 2= 06|, eeass? 34 (2.7 to 39) Ralative o 0 to < 10.mg group
= | ! 6oss 1441210 21 HA, 1.87; 95% C), 1.43 10 245 P< 001
@ 10 4 = 'E aadi 4.6 (2.8 to 15.3) HA, 0.77; 95% CI, 0.5010 1.15; F= .24
s i or AE
TE i} l E h
S g
0- a - T T T T
Prednisone  Prednisone = 10 Prednisons = 10 o 12 24 36 48 60
0to=10mg cancer-unrelated cancer-related . .
indications palliation Time Since Start of Treatment (months)
Ma. at risk:
Predrigone 0 to < 10 mg 557 %1 35 10 4 o
Pradnisona = 10 mg (cancer-related) 68 & 1 1] L] [
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Ricciuti. J Clin Onc 2019, Petrelli. Cancers 2020, metaanalysis 15/16 retros



Cancer Response Rates

Table 2. Outcomes of ICI Treatment for the Overall Cohort and Most Common Cancer Types

Overall Cohort cMEL HCC
MV analysis n (%) n (%) n (%)
Cancer
Mon-cSCC 97 26 (26.8%) Ref
cSCC 22 15 (68.2%) 5.85 (2.15-15.98)
cMEL 42 15 (35.7%)
HCC 27 5 (18.5%)
MSCLC 7 0 (0.0%)
Tumor PD-L1
MNegative 3 0 (0.0%) Ref
Positive 4 (80.0%) Infinite
History of rejection
Mo 79 29 (36.7%) Ref
Yes 12 3 (25.0%) 0.57 (0.14-2.30)
Time from txp to ICI, y* o2 1.09 (1.02-1.16)

Portuguese.




Striking The Balance..

Table 5. Immunosuppressive regimen, graft rejection, and tumor response.

Immunosuppressive regimen Rate of rejection Median survival time Rate of disease Mortality in %
in % (months) remission in %

Single-agent immunosuppressive therapy 38 (7/18] 3 (0.3-48) 17 (3/18) 72 (13/18]
Steroid 100 (2/2) 4 (2-4) 0(0/2) 100 (2/2)
Sirolimus 60 (3/5) 1.95 (0.9-9) 20(1/5) 60 (3/5)
Tacrolimus 10 (1/10) 3(0.3-48) 20 (2/10) 70 (7/10)
Cyclosporine 100 (1/1] 0.6 0 (0/1) 100 (1/1)

Combined immunosuppressive regimen 31 (4/13) 11 (0.7-24) 38 [5/13] 69 (9/13)
2-drug combination 40 [4/10) 8 (0.7-24) 40 (4/10) 70 (7/10)
3-drug combination 0 (0/2) 15 0(0/2) 100 (2/2)
4-drug combination 0 (0/1] 10 100 (1/1) 0(0/1)

Total 35(11/31) 6 (0.3-48) 26 (8/31) 71 (22/31)

Xie.



Budesonide Role in IS?

Lesion Size Change (cm) After Budesonide Therapy

— — —
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\ MAYO CLINIC

SUMMARY

» All data is retrospective and missing elements

» IS regimens known in some but not all... but not levels
» No data on specific cancer and mTOR vs CNI

» Publication Bias

» ALL systematic reviews include the early learning curve
which skews the overall rejection rate estimates.

» THERE IS NO TRUE DENOMINATOR!

g ms REALISTICALLY WEIGH RISK:BENEFIT
DO NOT Exclude IC| option in LTR if best

chance to survive



THANK YOU!

Watt.Kymberly@mayo.edu
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