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Table 1. The Revised Billingham Criteria for the Development of
GVHD, with Revision for Homing

(1) The host must be incapable of rejecting the graft

(2) The graft must contain immunocompetent cells

(3) There must be incompatibilities in transplantation antigens
between donor and host

(4) The effector cells must migrate to the target tissues

45* BB&MT 12: 2-8, 2006 G. S / AlH 2006
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Donor Bone Marrow Innoculum
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INSERM ERM 0220 Eosinophils
Blood 2002; 99: 3033 &
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Inflammatory bowel diseases:
Mucosa associated receptors (PRM) decide on
tolerance versus activation

Cario E; Fig. 5

Disease "
TR,/ Trivee
5 B s Lo _
& ytokines _ r=
E O | Invasion > §
iz ™"
Epithelium NéDz Apoptosis

“Gain-of-dysfunction polymorphisms*
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Mesenchymal
Stem Cells
And
GvHD?
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Gilliam and Murphy, GVHD 2nd ed., 1997, p. 299
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1) Haploidentical P —» F1 (MHC |, lI, minor H)

e B6 » B6D2F1: acute GVHD
e D2 —» B6D2F1: chronic GVHD
e D2: | CD8+, | IFNy
More CD8s convert to acute GVHD

N D1N NYD DAallh i L1
<) DLU.UZ —=7 Dal (UHITTVUL 1)

e Skin disease, immunodeficiency

e Sub-lethal radiation (600 day)
Lethal radiation —» acute GVHD

(mixed chimerism needed for chronic?)

Hakim and Mackail, GVHD 2nd ed G. S/ AlH 2006
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e
ARTHRITIS & RHEUMATISM 2004;5: 1319-1331

A Modified Model of Graft-Versus-Host-Induced
Systemic Sclerosis (Scleroderma) Exhibits All
Major Aspects of the Human Disease

B10.D2 > BALB/c Rag 2 -/~
' B 925 Weeks after Disease Initiation

Control
(Week9) 1 2 3
Ear R oyt 7 epidermis
—
g 2. A ff‘ e cartilage

CD4-mediated; required CD40/ Cd80/86 donor APC
Blood 2005;105: 2227-2234
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Blood 2006;107: 2993-3001

Donor CD4* T and B Cells in Transplants Induce
Chronic Graft versus Host Disease with Autoimmune Manifestations

DBA/2 (H-2d) spleen cells into minor mismatched
sub-lethally irradiated BALB/c (H-2d)

Clltl-dep+ﬂl}25' cn4.dep+cms'+cms+
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Is T-cell depletion associated with less chronic GVHD ?

A

Chronic GVHD (Limited or Exensive)
By Transplant

—— MG GING (N=187)

------ TCO CING (N=199)

— MIC 1-KM (N=157)
TCD 1—KM (N=128)

1019

p=0.27

08

054

§

0.4+

02+

aGvHD -1V extens. cGVHD

|mno ATG mATG 75 BATG 15| 00 —
a & 12 L 24 30 ]
Manths Post—Transplant

BB & MT 8:656-661 (2002)
Blood. 2005;106:3308-3313

E G. S/ AlH 2006




Graft-versus-Host disease
Physiopathology

v Amplified clonal T-cell & c.GvHD. BMT 2002; 30: 509-15

v'OX40 (CD134) CD4+ CD8+ T-cell & c.GVvHD. Blood 2001; 98: 3162-64

A P <0.0001 P =0.001
ot ] both OX40+ CD4+ and
_________________ OX40+ CD8+ T cells were
1S O — higher in patients with c.GVHD
P | than those without ( P< .0001
§4°---i """""" '_j'é'{riiiiiii] and P< .001, respectively)
.
GVHD(-) | 3 S
Jt mm-ﬁ

CD4*cells CD8* cells

E G. S/ AlH 2006




Graft-versus-Host disease
Physiopathology

v High levels of 1L-1, I1L-6, IFN, and TNF are associated with
more severe chronic GVHD

v High serum TGF also was associated with chronic GVHD
independent of platelet and white blood cell counts

v" Patients with chronic GVHD have low levels of 1L-10 ( anti-
inflammatory) and Ig production

.5. Review in BB&MT 9:215—233 (2003) G. S / AIH 2006
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Transplantation. 1988;46:238—-240.
Experimental Hematology 34 (2006) 389—-396
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s
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41 |
|20 ||
. 16

_II 10 B0 (| ]
sl l&ia _ — ;

no GVHD limited extensive

cGVHD cGVHD

Probability

1.07

Blood. 2005:;105:2973-2978

DBY; UTY; ZFY; RPS4Y; EIF1AY

Chronic GVHD, H-Y positive

Relapse, H-Y positive

12 18 24 30 36 42 48 54 60 66
Months after HSCT
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Impaired thymic
function

Decreased
generation
Of naive T-cells

Poor opsonisation
Impaired dendritic cell
function
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Chronic GvHD

Impaired T-cell
mediated

Low CD4
count

Blood, 101, 3373-3385, 2003.

Steroids

Low
Lymphocyte
count

Impaired B-cell help/CD4
Low B-Cell count
Impaired B-cell function

IgA & IgG subclass
deficiency
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Reduced TREC associate with éGVHD
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Prognostic factor aHR (95%CI)* P
Extensive chronic GVHD 2.94 (1.26-6.88) 0.013
within 1 yr
TBI or TAI 3.11 (1.24-7.83) 0.016
Negative CMV donor to 2.53 (1.08-5.94) 0.033

positive recipient

1985-2000:
v 198 patients / HLA id. sibling D
v'Good risk ; i.e. AML CR, CML 1st CP, SAA
v > 1year without relapse
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Follow-up after 1 yr (years)
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The NEW ENGLAND JOURNAL of MEDICINE

EDITORIALS

Graft-versus-Host Disease — From the Bench to the Bedside?
Gérard Socié, M.D., Ph.D.

N. Engl. J. Med. 353;13: September 29, 2005

2nd ESH EBMT
Teaching course
GvHD / GvL
2007
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