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Berliner @/ DialyseSeminar

Darlegung potentieller Interessenskonflikte

Der Inhalt des folgenden Vortrages ist Ergebnis des Bemiihens um gro3tmagliche Objektivitat
und Unabhangigkeit.

Als Referent versichere ich, dass in Bezug auf den Inhalt des folgenden Vortrags keine
Interessenskonflikte bestehen, die sich aus einem Beschaftigungsverhaltnis, einer

Beratertatigkeit oder Zuwendungen fur  Forschungsvorhaben, Vortrage oder andere
Tatigkeiten ergeben.
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Berliner §/ DialyseSeminar Agenda

» Diagnostischer Wert genetischer Testungen bei unklarer Nierenerkrankung

» Erhaltungstherapie nach Nierentransplantation: was gibt es Neues zu Belatacept?

= Therapie der antikorpervermittelten Transplantatabstol3ung: new Players?

» Impfungen SARS-CoV-2 und Nierentransplantation: Aspekte aus 2021
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Klinischer Fall:
= 42J,Z.n. NTX 2013 als Lebendspende von der Ehefrau
= 1997 Nierenbiopsie (18J): Syndrom der diinnen BM, DD V.a. Alport Syndrom (keine Schwerhdorigkeit)

.. O

| | Konnte mein Sohn meine Erkrankung geerbt haben?

1 B O

-> Was ist Ihre zugrunde liegende Nierenerkrankung?
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Diagnostischer Wert genetischer Testungen bei unklarer Nierenerkrankung

Hintergrund

= Anteil ungeklarter Ursachen von chronischem Nierenversagen : 20-30% (poreille, A. et al., NEJM 2019, Groopman, E. E. et al. NEJM 2019)
» Verlegenheitsdiagnosen: ,chron. GN*, ,rezidivierende PN, ,RPGN"
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= Nierenbiopsierate insgesamt 26%

500 4

0 -

% diabetics 275 100.0 15.1 1.7 182 86 15.3 262 244 9.7 41.8

% hypertensives 97.8 98.3 97.2 904 822 858 86.1 93.8 82.2 97.2 94.9

Titze S et al., NDT 2015 (GCKD cohort)
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Diagnostischer Wert genetischer Testungen bei Pat. auf der TX Warteliste

GRFeél_cs
inlvVledicine
Table 1. Identified putatively pathogenic variants.
ARTICLE Patient ID Sex Age at Gene Variant Zygosity ACMG/AMP*® Causality
. . . . . first dialysis
The underestimated burden of monogenic kidney disease in
v . . 1 F 20 CD46 €.286 + 2T>G p.(Lys49_Arg9edel) Hom P Causative
adults waltllsted f or kldney tI'ElIlSpl antation 2 F 28 €2083G>A p.(Gly695Arg) Het P Causative
. 126E e 16 . R 3 . b . o 3 F 25 COL4A3 c.3580del p.(Arg1194Glyfs*27) Het P Causative
Eva Schrezenmeier' , Elisa Kremerskothen'®, Fabian Halleck', Oliver Staeck®, Lutz Liefeldt', Mira Choi', Markus Schiiler', c.4803del p.(Gly1602Alafs*13) Het P
Ulrike Weber', Nadine Bachmann®, Maik Grohmann®, Timo Wagner®, Klemens Budde' and Carsten Bergmann®** 4 " - COL4A3 Causati
o ausative
o ol Kollagenerkrankung (Alport)
5 F 56 COL4A4 AN TICSTPTATY TS 77T TTET F Causative
. . 6 F 41 COL4AS c.3508G>A p.(Gly1170Ser) Het P Causative
Pat‘lems watlisted N: 635’ 58 J (range 22_88 J) 7 M 22 3482G>A p(Gly1161GI H P G i
for kidney transplant c >A p{Gly u) lem ausative
8 M 42 c.652C>T p.(Arg218Trp) Het P Causative
9 F 44 c.653G>A p.(Arg218GIn) Het P Causative
Determli\ﬁd diagnosis? 10 M 21 TIC218  \ 626 Nephronophthise P Causative
alignancy . .
Cystic kidney disease Genetische GE: 119 (18.7%) 1 M 18 218/ 6 P P P Causative
Obstructive 104 ADPKD, 8 A|port Syndrom 12 M 33 COL4A4 >c.4s1G>C p.Gly161Arg) Het LP Likely causative
7 Seltene/syndromale Erkrankungen 13 M 33 COL4AS c.1708G>A p.(Gly570Arg) Hem LP Likely causative
no 14 M 25 \N‘PHPJ/ c.1124_1125insCC p.(Ser376Leufs*31) Het LP Likely causative
N= 340 (53,3%) €3766C>T p.GIn1256%) Het LP
H kid bi No further follow—up 15 M 34 CD2AP c.682C=T p.(Arg228Trp) Het vus Possibly causative
[?:::1 [;Er:f?)yrmgjc';'f ¥ 16 M 45 CH c.950G>A p.Arg317Gin Het Vus Possibly causative
N= 297 ) 17 F 20 COL4AS c.4396C>T p.(Arg1466Cys) Hem Vus Possibly causative
(45 5%) / \ 18 F 35 GLA c.352C>T p.(Arg118Cys) Het Vus Possibly causative
’ - - 19 M 28 c*1+1G>C p.? Het vus Possibly causative
* de?é?ﬁr?::ésin 20 F 21 c.24 \sn) Het Vus Possibly causative
|
biopsy 21 M 21 <8¢ FSGS Hom vUS Possibly causative
22 M 18 c1l lis) Het vus Possibly causative
Not available, inconclusive and Genetic testing 23 M 49 c.1730T>C p.(Val577Ala) Het vus Possibly causative
<40 years at kidney failure, > N=126 24 M 24 c.272C>T p.(Ala91Val) Het vus Possibly causative
FSGS, aHUS (any age) N=11 did not consent 25 F 39 TRPCE €26C>A p.(Pro9His) Het vUs Possibly causative
’ 26 M 29 TRPCE c.1747A>G p.(Arg583Gly) Het Vus Possibly causative
N= 137
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Diagnostischer Wert genetischer Testungen bei unklarer Nierenerkrankung

Hyperoxalurie

CAKUT
Vi e/ AT Grupr HOOAL Alport v' Relevanz fur Prognose, klinische Aufarbeitung, Therapie
Foxct .;.'X.E Egcogf E'gir;“l‘ COL4A3  COL4AS . I ..
ACE AGTRI . Gonp zcs | o0 W NS/ coueas v' Bewertung eines Rezidivrisikos nach NTX
RenﬁTe:tLTIiT.llﬁre GRIP1 Nierenagenesie/ FSGS
. Hypoplasie 55.“3“ E::lgg 'ng."i NS?SSE .
Dysgeneste i ITGA3 ;FIEEIN cggzsa Eé:\lgi ELEEIz v Famlllenberatung
= WT1 ARHGAP2 CRE. AMNE TPRO
Fehibildungen der | rsxs 5201 RN S o L v' Genetische Formen kdnnen auch erst im spateren
ableitenden Harnwege,gﬂw TRAP' s 2 v P
- o = - GLA  MYO1E
S Lo oues 7 N ey Erwachsenenalter auftreten, sind moglicherweise milder im
EYAL S0X17 | CHRM3 HNF1B !
GATAZ .
LUTO  Rosce . Nephronophthise Verlauf (hypomorphe Varianten).
B | - ankss  CEP16d . . “ . 3~ .
Unio Pro A e gl CE v i.d.R. eine “once-in-a-life” Diagnostik
DNAJS11  PKD2 DCDC2  MExB
GAMAS PKHD1 GLIS2 MNPHFP1
Polyzystische T v" Nieren-Lebendspenden von Familienmitgliedern, die eine
1eren RPGRIF1L
SDCCAGE |, . . .
« aHUS dominante pathogene Variante tragen, sollten vermieden
*  Unklare syndromale Erkrankungen werden bzw. sind kontraindiziert.

Quelle: Zarbok, R.
https://www.medizinischegenetik.de/diagnostik/humangenetik/
erkrankungen/syndrome/nierenerkrankungen
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Risiko eines chronischen Nierenversagens nach Lebendspende

Beziehung zum Empfanger

Engste Familienangehdorige

=== Biological Parent (N = 14,540)
=== Biological Child (N = 20,174)

o
o
1

Full Sibling (N = 33,182)

=== Other Biological Relation (N = 10,215)
=== Non-Biological (N = 45,216)

Lebendspenden

Nierenversagen pro 10.000

Years Since Donation

> 120.000 Lebendspenden zwischen 1994-2016

J7( g ' Anlagentragerin
I d

1l H O

A | | |
Gene Chromosome Locus Protein
CLCN5 Xp11.23 H(+)/CI(-) exchange

transporter 5

= Dent Disease 1 (pathogene Variante im CLCN5 Gen)
= X-chromosomal rezessiv

Wainright, JL et al., AJT 2018
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https://www.ncbi.nlm.nih.gov/gene/1184
https://www.ncbi.nlm.nih.gov/genome/gdv/?context=gene&acc=1184
http://www.uniprot.org/uniprot/P51795

Erhaltungstherapie nach Nierentransplantation: was gibt es Neues zu Belatacept?

Hintergrund

The mechanism
of action WSy Belatacept

CD8O0 (B7-1) ‘s
M = CD28
Z CD80 K g

The molecule

3

¢ 7&& ‘
B\ D\ v o
gﬁ\:‘_y : APC 2 CDss
= _ CD86 O (B7-2)
Belatacept G; :
MHC — TCI T cell

Vincenti F. et al., Kidney Int 2012

Landmark Trials of Belatacept

BENEFIT-EX BENEFIT-EXT

« Belatacept vs CsA at 1 yr « 7 yr outcome

BENEFIT

+ 7 yr outcome

— Inferiority Tri

Belatacept vs Cyclosporine (CsA) 1 Ppatided crtana donor

(ECD) recipients

@ -9

BENEFIT

* Phase 3 Belatacept vs
CsA in KidneyTx @ 1 yr

@krithicism @DoctorGates
@Landmark_Neph

EBV Seropositivitat vor
Therapiebeginn '
(Risiko PTLD bei EBV naiiven) *
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s 034 Belatacept Ml Belatacept Ml vs. cyclosporine: hazard ratio for death or graft loss, E

2 02d . _ Belatacert LI 0.57 (95% Cl, 0.35-0.95); P=0.02 o

B P‘ Belatacept LI vs. cyclosporine: hazard ratio for death or graft loss, w304

5 0.1 Cyclosporine 0.57 (95% Cl, 0.35-0.94): P=0.02 2

E 0.0 T T T T T T T T T T T T 1 s 20

0 6 12 18 24 30 36 42 48 54 60 66 78 84 ]
Months since Ti lantati —@— Belatacept M|
onths since Transplantation 104 Belatacept LI
No. at Risk == Cyclosporine
Belatacept MI 219 212 208 206 204 202 199 153 151 149 146 142 131 128 0
Belatacept LI 226 220 218 216 213 209 204 165 161 159 152 151 139 137 T ! ) T J y T J T ) | J Y
Cyclosporine 221 208 206 202 199 197 186 137 123 117 112 107 100 92 0 6 12 18 #3036 4 54 60 6 72 78 84
Month

Vincenti F et al. N Engl J Med 2016




Erhaltungstherapie nach Nierentransplantation: Belatacept und Risiko CMV Infektionen

i

Kohorte, N=308 CMV IgG neg

Risikostatus?

CMV D+/R- CMV D-/R-
Hoch, N=168 Niedrig, N=140
v v v v
Belatacept N=104 Tacrolimus N=64 Tacrolimus N=41 Belatacept N=99

Patient:innen mit high-risk CMV Status hatten im Vergleich zu einer low-risk

Konstellation ein signifikant schlechteres Pat.- und Transplantatiiberleben.

0.6

0.6+

A Patient Survival in CMV Negative Population

p = 0.022

0.8

Pat.-Uberleben

0

1

B Graft Survival in CMV Negative Population

2 3

p=0.018

Transplantattiberleben

2 3

CMV Risk
— Low
= High

CMV Risk
= Low

— High
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Erhaltungstherapie nach Nierentransplantation: Belatacept und Risiko CMV Infektionen

Cumulative incidence

050~

0.00-

Kumulative Inzidenz CMV Viramie ... oy

p-value for viremia event = 0.047

00

Maximum der CMV Viruslast Ganciclovir Resistenz CMV Second-Line Therapie

Immunotherapy

£
Immur H 50 . Belatacept
H Tacrolimus

Percentage
@

T 0.001 0.01
r 1

25-
- 0- _
bela

tac ela
Immunotherapy Immunotherapy

CMV Viral Load
a @

Immunotherapy

Immunosuppressions
~— Belatacept

=== Tacrolimus

Belatacept Therapie in CMV high-risk Konstellation:

» Hohere kumulative Inzidenz einer CMV Viramie wahrend der ersten beiden Jahre
(50 versus 34,4%, P=.047)
» Hohere Viruslast, hbhere AUC (entsprechend langere Zeit bis zur Virusclearance).

« Hohere Rate an Ganciclovir Resistenzen (22,1 versus 1,6%, P =.001).

- o o - « Haufiger second-line Therapien (20 versus 5%, P <.001).
flmo since transblanlation (years)

Karadkhele, G. et al., AJT 2021
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Erhaltungstherapie nach Nierentransplantation: Belatacept, langere Intervalle?

Study TABLE 4 Immunologic outcomes: alloantibodies
Every 2-month belatacept maintenance therapy in kidney Subject Time(m) ~ Pathology ~ DSA  Action/comment completion
n glm n q2m p value
transplant recipients greater than 1-year posttransplant: qlm )
A d . d . f . .t t . I 009 6 Borderline N Oral steroid pulse Y angein
randomized, noninteriori y ra 009 10 Borderline N Oral steroid pulse Y 0 months 82 - 81 -
q2m 6 months 77 0 77 1 .32
Idelberto R. Badell' @ | Ronald F. Parsons'® | Geeta Karadkhele! | Octav Cristea® | 078 6 1A ACR N IV steroid pulse, N 12 months 69 2 75 1 54
Sue Mead® | Shine Thomas® | Jennifer M. Robertson' | Grace S. Kim?® | converted to glm )
5 1 - ) NC with MMF, Biopsy - 0 4 2
John J. Hanfelt | Stephen O. Pastan | Christian P. Larsen nrednisone, Total 9 4 a
‘latacept
098 8 1B ACR . (\C.e slobulin, N
Q\ a converted to q1m 0 months 82 0 81 0
\(\00((\ chgn"i’lgﬁ 6 months 77 0 77 1 32
Groups im 2m
. p E aim B8 q 130 4 1 N Converted to gim Y 12 months 69 0 70 -
135 4 1B ACR, Y Thymoglobulin, N Biopsy 2 0 4 2
AMR plasmapheresis/ Total 0 3 08
IVIG
125- Converted to q1m
NC with MMF
151 6 Normal Y Converted to glm Y
100 -
o H I 6000 *** p=0.0009
( 75- I I f J
(4] — * o —
o 4 o p=0.0349 _ . . “
= : | = ,Belatacept Wirkspiegel
0
- o
50 i 4000 890, o
2 %0
a - 0000
25- o 8 °°o
B 20004 © 330
5
| ) ! \ \ | | | | | ) | ) o
0 1 2 3 4 5 6 7 8 9 10 1 12 3 i n ¢
Month 5 # *
glm(n) 8 77 79 77 76 74 77 73 73 74 72 68 76 0 T T T T 3
hec trough peak trough peak
g2m (n) 81 79 79 71 78 75 78 74 78 74 77 69 77 l | l ]
1m 2m
q a Badell, IR, AJT 2021




Therapie der antikdrpervermittelten Transplantatabstol3ung: new Players?

Proteasome inhibitors

Bortezomib

anti-IL-6/IL-6R mAb  Carfilzomib
Tocilizumab

Clazakizumab

anti-BLyS mAb

Belimumab

CD38 mAb
Daratumumab
Isatuximab

C1-INH
anti-C1s mAb (BIVvV009)
Membrane filtration

Costimulation
blocker
Belatacept

CD40/CD40L mAb O
\ ’ I Fc*,'R CP activation
QUEATS / ;= S

MAC fOrmatlonJ
MHC signalin
IdeS g g

anti-C5 mAb
Eculizumab

B cell
Naive B
Tfh cell cell
Apheresis Endothelial cell
CD20 mAb Regulatory
; T cell
Rituximab

inutuzum . .
Obinutuzumab Intravenous immunoglobulin

Bohmig, G. et al., Transplant Int 2019

~ Sensitization Desensitization

e % e VY s e

. Bwks :.. “‘ 5 LN/BM (anti- mADbs)

: - . biopsy |

- \ LY psy :

Ll l ]

5 A N ! v

: pal T T T T S

':" | 8-12wks | 4wks | 2wks: o =====) DSA
L‘—b:-{—b—:-{—)':

A 4 AAMA 4

Skin Txs _ Kidney Tx
B Graft Survival
100
g
3
w
€ 50
4]
e
L 25
O T T T 1
0 10 20 30 40

post-transplant days

== Control -m= Daratumumab/Plerixafor ‘
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Therapie der antikdrpervermittelten Transplantatabstol3ung: CD38 mAb

HLA- Antikorper Verlauf

(single antigen bead Testung) A
20000 A
15000
I Pre-treatment
Il Post-Treatment
B
10000

5000

A2

B51, Bw4
B13, Bw4
B77, Bw4

A

Pre-treatment

Plasmablast
(CD20°CD27*CD38")

Post-treatment

0°

o'y

S,
P

O-
——

fory
=
%
_—

e
T
N S TR

<Red C_670/30-A>: CD38

o

Pre-treatmeant

Follicular helper T cells
(CD4'ICOS'PD-1%)

Post-treatment

- -t A
< S, S,

°k

<YGmen [_58815-A>: 1COS

Acute Rejection (v+t+i)

6 p<0.05
4 -
e
8
]
2
0 T
Control Daratumumab
[Plerixafor
Post-Tx DSA
20000 - p=0.07
1
15000 -
w _
- 10000
5000 A
.—-—'—'_'_'.
0 v )
Pre-Tx Post-Tx (Peak)

Kwun, J. et al., JASN 2019
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Therapie der antikdrpervermittelten Transplantatabstol3ung: CD38 (Daratumumab)

Case report: 42J: smoldering myeloma und DSA pos. chronic-active ABMR 13J post TX

Steroid bolus
(Banff borderline) IVIG
- 6000

60 1 eGFR
- Daratumumab
& 11111 RN -
: 40 Bx - 4000
£
§ Urinary - e
= protein/creatinine ratio e i |
© 20 el - NN \, / N \\‘\ 2000
(3 P e - i ¥ 1 \\,’
- i Allergic Pneumonia
rhinitis (Influenza A)
o L) L) L] L) L) L) 0
-24 18 -12 -6 0 6 12
Months
Index Bx 3-month Bx 9-month Bx
B2 NN 2 rre [
7 o) s Y ’
(5> y v AN
(S £ 5 | - %%
W N
T t. -
\.\\ (O N
\’J( N ) ey - ‘.

Protein/creatinine ratio [mg/g]

R1:
R2:
R3:
R4:
R5:
R6:

no rejection
T-cell-mediated rejection (TCMR)

mixed antibody-mediated rejection (AMR)/TCMR

early-stage AMR
fully developed AMR
late-stage AMR

3-month Bx

Doberer, K. et al

., Transplantation 2021
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Therapie der antikGrpervermittelten Transplantatabstof3ung:

anti-IL-6 Antikorper Clazakizumab

Proteasome ir

Bortezor
Carfilzor

anti-IL-6/IL-6R mAb
Tocilizumab

Clazakizumab

anti-BLyS b
Belimumab

Costimulation
blocker

Belatacept
CD40/CD40L mAb

B cell
Naive B

Tfh cell cell IdeS

Apheres

CD20 mAb Regulatory

Rituximab Treel \

Obinutuzumab Tt

Bohmig, G. et al., Transplant Int 2019

METHODS

Phase 2 RCT (Vienna, Berlin)

20 renal allograft recipients
DSA-positive ABMR
2365 days after transplantation
eGFR >30 mL/min/1.73 m?

Clazakizumab Placebo
(25 mg SC, monthly) (monthly)

Part A

9 months

Clazakizumab Clazakizumab
(25 mg SC, monthly) (25 mg SC, monthly)

Part B

Primary endpoint
Safety & tolerability

Key secondary endpoints
DSA levels, biopsy results, eGFR decline

OUTCOME

» 5 serious infections, 2 diverticular disease complications

Predicted eGFR (ml/min/1.73 m?)

» Reduction of DSA levels & ABMR activity
» Modulation of eGFR decline

=4
~N

Doberer, K. et al., JASN 2021
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SARS-CoV-2 und Nierentransplantation: Effekt von Impfungen

Spike glycoprotein S1-1gG AK Antwort neutralisierende AK Antwort Keine Altersabhangigkeit
trimer (S) Siai e
Nucleoprotein (N) %‘ o o I A
and RNA genome 100 AR EER 100 1 ] N
e g bl o HC —
Membrane protein = o 4 — 8 . oP " . 107 P
M) £ c:,| 80+ Y| o e\i 80+ 2 %
_8 % 8 & . o o KTR E ;l 504 . i
. - =) 5 ) ge <
= 3 60 _§_g 8 o 60 -8 § > Age >B0
e84 c — O 604
Envelope small membrane protein -] % 40+ ° 008 2 o ?2_. &
pentamer (E) o < e) o & % 40+
BEw o £ A
ViralZone 203 =) o Oo . .‘ o © % 20+
[ Hfor O (=R 0-00:& IIIII . P'1 (ETTRPTPUPPITRPIRTRRRN: == S PP & 8 ’5_ D.#%-—.-
c . ' HC . 'I ' ' : '
Dialyse NTX Dialyse NTX Dialyse NTX

7d versus 21d nach 2. Impfung

15.0

100+

=Y

N

o
1

-
I
o
1
@
o

o

o

1
» FS
ogo
L 1

OD ratio anti-S1 domain S
protein SARS-CoV-2 IgG

°
)
L
o
L

I nhibition score (%)

Dialyse NTX Rincon-Arevalo, H et al., Science Immun. 2021
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SARS-CoV-2 und Nierentransplantation: Einfluss der Immunsuppression

O_

Tac

Bela

® 1stinjection

nonTac non Bela

2nd injection

100
1 _ - [ Responders Vaccination 1 100000+ Control
3 Bl R ders Vaccination 2
507 esponders Vacanation a A: Prednisolon + Calcineurin inh@
] 1 Non-responders a
804 10000~ - B: Prednisolon + Calcineurin inhibitor + Azathioprine
C: MMF + Calcineurin inhibitor
70-] g 1000+ D: Prednisolon + MMF
- ] < 2 E: Predisolon + Calcineurin inhibitor
SR 3 ¢ dnisol h
1 ° F: Prednisolon + Azathioprine
§ . 1 g 100 e P
B 504 ; G: Other
S ]
a8 1 3 %
g 407 ? 10
] U]
] L
30‘_ -
] v 1
] €
20+
] 2
1 o °
10_- 0.1 S~ [r— - -
0 ] r | : . l T T T T T T T
Control CKD G4/5 Dialysis KTR oprel A: & € 0 % s
N= 191 117 12 52 23 41 30
N= 191 161 159 289
Immunosuppressive regimen
A B
2000 2000
1000 - 1000 -
J o - L]
100 78 300
|_
= 80 & [ ]
| ]
g 60 - 8 200
i
407 S 1004 *® .
20 - o . n .
® -l;
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Tac Bela nonTac non Bela

® 1st injection B 2nd injection

Bertrand D. et al., JASN 2021
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SARS-CoV-2 und Nierentransplantation: Boosterimpfungen

Prevalence of Anti-SARS-CoV-2 Antibodies
100-

90
80+
0] 1
60
50

404

rrevaience (7o)

30+

204

1. L
c T

Before Before Before 1 Month

First Second Third after Third
Dose Dose Dose Dose
Anti-SARS-CoV-2 Antibody Titers
104 P<0.001 .
103 -7
] :
i
% 1
8 " .
= 1024 3
@ 3 : :
1014 ) f
3 i '
i [
1
]
1
100-t= e — ==

Anti-RBD antibody titer, AU/mL

Before Before Before 1 Month
First Second Third after Third

Dose Dose Dose Dose
,

Kamar, N et al., NEJM 2021

100000+

@ Responders
B Nonresponders

100004

1000+

100

504

104

§ SARS-CoV-2 anti-spike IgG titer (AU/mL)

7

After second After third
vaccine dose vaccine dose

Benotmane, | et al., JAMA 2021

4/62 Belatacept (6,4%)
VS
13/35 CNI (37,1%)

500+
o
4004
o
300
2004 oo
1004
(=] A [¢]
oy D 0L e Qe —
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-0 ) ) )
& & .
& \\89 b\& &
& N a8 0(5&
# ¢ ¢ <
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Chavarot, N et al, AJT 2021
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SARS-CoV-2

. Effekt heterologer Impfungen

Homologous mRNA vaccines

Plasma Plasma/PBMC

! |

Plasma/PBMC

1

73d 16d
after prime after boost
|
) n 1
30d 68 d L T n=32
Day 0 after prime after prime
| | I [ ChAd boost
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SARS-CoV-2 AK Therapie bei COVID19
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Antibody prevents
viral binding and/or
fusion with host cell
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' Bamlanivimab
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Muhammad Y. Jan', Skye E. Sayegh', Hanna T. Webb', Oluwafisayo Adebiyi’,
Melissa D. Anderson’, Dennis P. Mishler', Muhammad S. Yaqub', Tim Taber' and
Asif A. Sharfuddin’

Division of Nephrology and Hypertension, Indiana University School of Medicine, Indianapolis, Indiana, USA

Correspondence: Asif Sharfuddin, Division of Nephrology and Hypertension, Indiana University School of Medicine, 550 N
University Blvd, UH 4620, Indianapolis, IN 46202, USA. E-mail: asharfud @iu.edu

Received 15 April 2021; revised 8 June 2021; accepted 14 June 2021; published online 26 June 2021

Kidney Int Rep (2021) 6, 2468-2471; https:/doi.org/10.1016/].ekir.2021.06.012

Transpl Infect Dis. 2021:23:e13662.
https=/ /doiorg/10.1111/tid. 13662

N= 18
Initial experience of bamlanivimab monotherapy use in solid
organ transplant recipients
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SARS-CoV-2 AK Therapie

Severity of No Early Symptomatic Hospital Admission ICU Admission
Infection
3 Hospitalized,
Hosp. no act. . 7
i Not hospitaized, with limitations medical  }) Hospitalized, mechanical
atient problems not on oxygen on oxygen el ventilation/
Health ventilation ECMO
Status
ﬂ"°"°°|°“°| Monoclonal Antibodies for [ @  Remdesivir
Antibodies for treatment
post-exposure @ Bamlanivimab + [ ®  Tocilizumab
prophylaxis Etesevimab! (Lilly)
Antiviral @® Casirivimab + ©® casirivimab + Imdevimab
Treatments Imdevimab (RGN) (RGN) Key: @ FDAapproved @ EUA issued
© Bamlanivimab + |\ @ sotrovimab (GSK/Vir)
Etesevimab!(Lilly)
https://www.phe.gov/emergency/events/COVID19/investigation-MCM/Documents/USG-COVID19-Tx-Playbook.pdf
Anwendungen:

v' Patient:innen, die nachweislich an COVID-19 erkrankt sind noch keinen Sauerstoff zur Behandlung
erhalten und die Risikofaktoren fir einen schweren Verlauf aufweisen

v' Behandlung soll innerhalb von drei Tagen nach dem positiven SARS-CoV-2-Test und innerhalb von
zehn Tagen nach Auftreten der Symptome

v' Alter 212J, Gewicht = 40 kg

v' Postexpositionsprophylaxe und seit 11/2021 auch Praexpositionsprophylaxe bei fehlendem Impfschutz
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