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B cells Plasma cells Antibodies Complement
*Plasma cell precursor »Antibody formation Complement activation  +Target tissue desfruction
*Antigen presentation *[mmune complexes *Chemotaxis

FPlasma cell
(CD20-)

B cell depletion Plasma cell depletion Antibody removal Complement inhibition
*Rituximab (anti-CD20) *Bortezomib *iImmunoadsorption «Anti-C5 (eculizumab)
Flasmapheresis “Anti-C1

Pleiotropic effects  Intravenous immunoglobulins

AN AN



b
>
3
3
3
)
3
)
3
)
3
3
)
3
)
3
3
3
)
3
)
3
o
3




O L I L L I L L LA LI L LA L
T L L L R L L R Ly

P A A P A A A A A P A A A A A AP A AN AP A A T

M
W
|
W
|
|

b L L L L L L I L LA LI L
b L A L L R A L L U
A T A A A T A A AP A A A A A A A A A AN




Fadlseabariioeliosy : : Sisrileriesiiisabiiediseibastioartisait

B b b PR bR R bR b R b

3 3 3 3 3 3
t t t t t t
it it it < < it

;wu..ww
L b

S
L

|
m
m
.
m
m
m
.
m
1
|
m
m
m
m
|
|
m
m
m
m
m
m
m
m
|
W

A A A P A A A A P A A A AP A A A AP A



U U T e L L L L L A L L L
A A A P P A A A P A A A A A A AP A A A AN AN AP AN
L L T L L I L L LA L L L LA L
A A A AP AN AN A AN e

RDEY

e

e

L U T U U U U L
A A P A A A A A P A A A A A AP A AN A AP A AN
L L L T L L I L L L
A A P A A A A A P A A A A A AP A AN A AP A AN
L L L L L L AL L L L AL A A L L L AL A A L L L AL A AL LA AL
e A P A A A P A A AP A AP A AN AN A A A AN
L LA L L L L AL L L L AL A L L L AL A A L L L AL A AL LA
AL AL A LA L AL LA AL LA A A LA LA A A L L LA A A LA ALAALA

w
|
M
W
|
W
|
|

A

Ty

it

a
i8S

(1

SO

e

2%




AP

AR

AN

AR

AN

e 0 e 0 0 UL
AN A

ot

1085 1460 1825 2180

1085 1460 1825 2190

GO G ”' (A

| I , Logrankp <0.0001

ol

o

-

Cleared D3A

365 730

Time after the diagnosis of AMR, days

365 730
Time after the diagnosis of AMR, days

-

= Persistent DSA

g % § g g

[BAIAING [BAKING

: A
AMR- Clinical Response
0
L1
80
L]
v
ol
1

0

|
|
M
W
|
W




M
Wm
.
.
.
.
.
.
.
.
|
Wm
.
.
.
|
|
Wm
.
.
.
|
.
.
.
|
.



555 G
§ e S el o

v
)
:
¥
i
g
i
g
2
§
:

¥

s 2 mmcg

fah

3 3

¥ 3

< <
)
)

gzezes
1)

,wmmw

«

m »M

3

L L b b T L e L L T L I L I L
L L L L L L L L e L U R L R R L
A A A A A A A P A A A A P A AN A A A AN T



Rituximab

375 mg/m= IV

Rituximab_

Bortezomib 1.3 mg/m*

SQ

Bortezomib 1.3 mg/m*

SQ

Bortezomib 1.3 mg/m*

sQ

Bortezomib 1.3 mg/m*

SQ

Methylprednisoclone 100mg

v

Methylprednisolone 100mg

v

Methylprednisolone 50mg

v

Methylprednisolone 50mg

v

Plasmapheresis

Plasmapheresis

Plasmapheresis

Plasmapheresis

Plasmapheresis

Plasmapheresis

Plasmapheresis

thly

INUng e

NVIG 500mg/kg, cont

Day 14

Day 26
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transplant protocol. [V, intravenous; VIG, intravenous immunoglobuling 5Q, subcutaneous.
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Utility of Peritransplant and Rescue
Intravenous Immunoglobulin and

Extracorporeal Immunoadsorption in Lung

Transplant Recipients Sensitized to

HLA Antigens

TABLE 1

Peritransplant desensitization

lung transplant recipients sensitized to

third-party HLA antigens®

James Z. Appel 111,
R. Duane Davis

A
AR A AN A A

Matthew G. Hartwig,

and Nancy L. Reinsmoen i

M%%vavvv e e R A A A A A T A e

TABLE 2

Impact of peritransplant desensitization
therapy on class I and class 11
anti-HLA antibodies

regimen for
Patient

Pretransplant PRA®

Time until AB elimination®

{class l/class 1T} {days)

Time

Regimen

At transplant
Posttransplant week 1
Posttransplant weeks 2—4
Posttransplant weeks 5-24

IVIG (300mg/kg)
IVIG (300mg/kg)
IVIG taper

IVIG (2g/kg) + ECI

+ daily ECI
+ weekly ECI

Abbrevgations: ECl = extracorporeal immunoadsorpeion; IV

immunoglobulin

IG = intravenous

*ECI withheld in some patients with lower pretransplant percentapes of

panel-reactive antibodies.

8005 /0% 62
2002, 0% 55
8605109
1188009
320612208
2708,/0%
098/ 269"
Ty T
2002, 1015
058/
il
12665/ ]H""
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Utility of Peritransplant and Rescue
Intravenous Immunoglobulin and
Extracorporeal Immunoadsorption in Lung
Transplant Recipients Sensitized to

LA Anti

CIsS
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I Antl-HLA AB
= Anti-HLA AB+Desensitization
= Mo Anti-HLA AB
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FIGURE 2 Mean number of acute rejection episodes during
the first year after transplantation. Frequency of acute rejection
episodes among lung transplant recipients presensitized to
third-party human leukocyte antigens (HLA) was significantly
lower for those who recerved peritransplant desensitization
therapy compared with those who did not (p = 0.05 based on
Student’s #-test) or compared with nonsensitized patients (p =
0.02 based on Student’s t-test, § = 0.07 overall based on
analysis of variance). Frequency of acute rejection events was
comparable among nonsensitized recipients and presensitized
recipients who did not receive peritransplant desensitization

SRR SRR SR RS T B S B

—=— Anti-HLA AB

| —=— Anti-HLA AB + Desensitization
--= l'lnlu Antli-HLA an
0 EI':I‘U 460 Blillﬂ Etlm ‘I'IJII.'IIJ 12IIJIJ
Time Posttransplant (Days)

FIGURE 1 Freedom from bronchiolitis obliterans syndrome
(BOS) Kaplan-Meier curves. Freedom from BOS over 3 years of
follow-up was higher among lung transplant recipients pre-
sensitized to third-party human leukocyte antigens (HLA) who
recetved peritransplant desensitization therapy compared with
those who did not receive therapy or compared with nonsen-

v sitized recipients (p = 0.32 based on log-rank analysis). AB =

antibodies.
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500 lung transplants s
l R
\ Early DSA+: 86 (17%) o E | ll AT T ST
Therapy+ : 56 (65%) Therapy- : 30 (35%) | patients at risk j | Patients at risk
Group A 18 6 1 E Group A 25 13 3
MFI: 4,533 (3,068 - 12,537) MFI: 3,519 (1,793 - 6,600) p=0.04 N g A E | srous i 7 2
I. THS o 3 I Time (montns) i ‘
Survival to - _*L,_l_L p=089 .
Sasharas 49/56 (88%) 27/30 (90%) p=051 Ly <] -
v h 4 E + o
DSA control at DSA+: 17/49 (35%) DSA+: 18/27 (67%) p=0.01 i
discharge g
MFI: 4,312 (2,129 - 10,108) MFI: 4,135 (2,306 - 6,893) p=0.85 Fatients at risk P |patientsatrisk
"Neroupa 33 15 3 | Group A 27 13 4
‘ ¥ o GrousB 19 10 3 Group & 14 8 1
DSA at follow-up DSA+: 11/49% (22%) DSA+: 9/27* (33%) p=0.28 : - T i . . .
(median 14, IQR 5 Time (months) R e P =
— 24 months) MFI: 3,660 (1,690 — 11,642) MFI: 7,797 (1,732 — 13,518) p=0.89 Gmug &

Freedom from (a) pulse steroid therapy, (b) biopsy-diagnosed rejection, (¢) bronchiolitis obliterans syndrome (BOS), and
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