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Patients’ characteristics (I)

17
20yr (range; 4 mo- 58yr)

No. of Patients {n)
Age (median)

Patients’ characteristics (fI)

ABO compatibility
Matched a7

Bod ight{medi 47kg (6 — 80.8%,
Dia;;fnc‘:'rscilsg (median 8 e Minor mismatched 28
ALL 17 Major mismatched 52
AML 41 HLA disparity
MDS 8 (A B: scrological, DRBI; high resolution DNA typing)
CML 19 GVH direction HVG direction
others 12 (ATL 2, CLL 1, ML 8, solid tumor 1) 0 mismatch 12 (10%} 15{13%)
Risk a1 CBT 1 mismatch 32 (27%) 27 (23%)
High 62 2 mismaiches 48 (41%) 50 (43%)
Intermediate IR 3 mismatches 24 (21%) 24 (24%)
Standard 26 Unknown | 1
Prior SCT (+) 18
. Engraftment
Cell dose (before freezing) _
Neutrophil Platelet
' 18 K00/ e L=< 1.0 50,0000 fe L=<
NCC (x107/kg) 2.94 N KMo o
(range; 1.69-14.27) ..-. Mg -
T4an
CFU-GM (x10%kg) 0.95 4 ..
ST ) 2 2 (e oy G087 ]
(range; 0.23- 10.86) , P el oy O —
CD34+ cells (x105kg) 1.21 ,', ,’o 1'0 3'0 .',, ,'(, o 1Iu ,:n ;0 0 25 50 75 100125150175 200
(range; 0.19-38.31) Days after CBT

Malignancy, fill regimen




Results EFS
Neutrophil engrafiment (at day 60)  83.5% (KM) 71%(Cl) 1} Riskat CBT
Platelet engraftment  (at day180) 85% (KM) 43%(CD) 8
Eacly death (within 28 days) L2117 (10%) .6 e e
Graft failure/Auto recovery 1777, 24/105(23%) Standard w23 SCTE) n=99
Prob. of AGVHD NIV 26% -4 A " s
CGVHD 20/61 (33%) 021
Prob. of relapse 50% 2 o 018
Qverall survival (OS) 30% 49% (at 1yr) o a0 SCT(+) n=i3
Event free survival (EFS) 23% . o —-r
Transplant related mortality (TRM) 38% 30% (at lyr) o 500 1600 1500 2000
Malignancy, fuli regiman Days after CBT Malignancy, full regimen
Neutrophil engraftment ) Neutrophil engraftment
N Lo % tex No, of HLA mismatches(11VG direction)
Univariate analysis 3:‘:21‘,‘:“ L0 - (-AB; scro. DRB L high)
CFU-GM 0.95x10%kg> vs =< 0646 o 0.93
CD34 10x10%kg > vs =< 0782 3 7 L e
No. HLA mismaiches 6 - 2.3 mismatches n=74
{HYG) 0-1vs2-3 ) D056 !
{HVG:high) 0-1vs 2vs3=¢ 0133 4 7
Multivariate nnnlysis 2 P=0.0056
No, HLA mismatches 07 — T 1T
(HVG)0-1; HR 1,709 (95%CIl; 1.087-2.686) p=0.0203
(HVG: high) 0-1; HR 1,868 {95%CI: 1.105-3.158) p=00197 0 10 20 30 40 30 60 70 80 30
Days after CBT Malignancy, full regimen
Platelet engraftment Platelet engraftment
Univariate analysis L*"’:‘;h:‘" No. of HLA mismatches{HVG direction}
£ 1.0 4| (-A.B. DRBI;high) 1.0
CD34+ cells 10x10%kg > vs =< 0052 0.92
No. HLA mismatches (HVG; high) 0003 84 235 5 34
Risk &1 CBT High vs Standard <0004 -1 match n=3
Hvs IMvs S <0001 6 1 ed
Multivariate analysis 4 -
CD34+ cells :
1.0x10%kg >; HR 0A78 (95%CI; 0.267-0.858) p=0.0137 21
No. HLA mismatches (HVG; high) . ! l P=0,0003
0-1: HR 1.965 (95%CI; 1.006-3.839) p=0.0480 0

2 ; HR 2.919 (95%CI; 1.342-6347) p=0.0069
Risk at CBT
High risk; HR 0.245 {(95%CI; 0.123- 0.489) p <0.0001

T 1 4 T I T I i T
0 25 50 75 100125150175200
Days after CBT

Malignancy, full regimen




AGVHD grade [li=<

Univariate analysis Lv:![-'r::hku:e-‘l
CD34 1 0x10%kg > vs =< 0342
No. of HLA misrmatches (GVH) 3923
No. of HLA mismatches (GVH) high 5717

Multivariate analysis

CD34 1.0x10%kg > 3.738 (1.009-13.

850) p=00484

Prob. AGVHD IlI=<

1.0 CDM+ cells

R

B

s Ix10%kg> n=51

A7 44
P=0.0342 0

2 - 1x10%kg=< n=63

0.1}
0

1 T T T T T T T
0 20 40 60 BD 100 120

Days after CBT

Univariate analysis

Log-rank test

b vatue Multivariate analysis
TRM [NCC  3x10Vkg> vs=<  58% vs 22% 0031 TRM
grf:r scT (_; & AN dvsan o NCC 3x107/kg > 3.884 (1.438-10.491) p=0.0074
- Age 16yr> 0.362 (0.131-1.001) p=0.0502
Relapse [Risk HvsIMvsS 671% vs 32% vs 37% 0020 Prior SCT ~  no. 0.132(0.045-0.386) p=0.0002
Risk at CBT high risk 3434 (1.110-10.624) p=0.0322
EFS NCC  3x10%kg> vs=< 22% v$ 36% 0277
Age 16y vs =< 34%vs 8% 0160 Relapse
No. of HLA mismatches {Risk t CBT highrisk  3.178 (£.285-7.860) p=00123 |
(GVH) 0] vs 2.3 3% vs 18% 0244 .
(HVG) 0-1 vs 2-3 36% vs 15% 0020 EFS
(HVG: high)0-1va2 vs3=< 41%vs21%vs [3% 0139 [Riskat CBT nighrisk  2.633(1.342-7.860) p=0.0048 |
prior SCT () vs (+) 27% vs 0% 0284
Risk HvsIMvsS 13% vs 28% vs 35% 0099
, EFS
Relapse TRM T3 1 Risk at CBT
1o Risk st CBT 10 4 NCCtx)07kg) )
o8 High e=f2 067 0.8 » -8
L 06 3r w59 [ . -
04 : 0.4 ’ SCT(-) n=99
- n2 For w022 S
0.2 Imermediake n-3K 0.2 4 - .
0 Pt 00 o et _ LAY} *
T T T T T T T T T T1T7 .2 - 14
500 1000 1500 2000 n 560 1000 1500 2000 high n=31
Daysafier CBT Days after CBT o 0.0 SCT(+) n=1R
0 500 1000 1500 2000
Days after CBT
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13, Reduced-intensity cord blood transplantation
(RICBT) TO
preventing pre-engraftment reactions
(PER)Z &1 SFKS06MEEICDINT

TRICFEETAMHZARITHE
IREMERLVESMERBEORICET SHFT) M
H2OW=EH

Shigesabura Miyakoshi, Kaichiro Yuli, Eiji Kusumi,
Daisyhe Kato, Yuji M, Tomohiro Myoulo.
Tomoko Matsumura, Hiroto Narimatsu, Kazuhire Masuoka,
Atushi Wake, Shin-ichi Morinaga, and Shuichi Taniguchi.
Department of Hematology. Toranomon Hospital, Tokyo, Jopan.

Patients’ Criteria

@ We reviewed the medical records of 34 patients with
advanced hematological diseases who had received
RICBT with FK506 as the 6VHD prephylaxis
between December 2003 and September 2004,

at Teranomon Hespital, Tokye, Japan.

@ Median follow-up was eight months (3-12 mons).

@ Al patients were diagnosed with hematological disorders
that were incurable under conventional treatments and
were consideced inappropriate for conventional
transplantation due to the lack of an HLA-identicat
sibling or a suitable unrelated donor,

These patients were either >50 years old, o had
organ dysfunctien (<50 years cld).

® All patients provided written informed consent in
accordance with the requirements of the Institutional
Review Board.

Ob jective

To investigate a relationship
between PER and the use of FK506
as the &VHD prophylaxis follewing RICBT

Our primary goals were to study:

@ the incidence of PER and their relationship to FK506
concentrations at the time of transplantation

@ steroids trestment for PER at doses over 1mg/kg

@ the non-relapse mortality (NRM)
and relapse rates (RR) within 100 days following RICBT

Our secondary goals were to study:
D the incidence of acute 6VHD
@ the overall survival (OS) rate

Patients and Methods
34 cases of RICBT were preformed using FKS06
between December 2003 and September 2004,
Medion age: 54 years {range; 17-68)
Median body weight: 56.4 kg (ronge; 38-74.5)
Diagnoses
17 cases of myeloid malignancy
8 cases  of malignant lymphoma
4 cases of adult T cell leukemia
3 coses of ALL
2 cases of severe aplastic anemia
8 cases at standaord risk
26 cases at high risk

* Standard risk: scute leukemio & lymphoma ih CR1& 2, and SAA
**High rigk: other than standard risk

Characteristics of cord blood units
from 34 cases

Cell Dose 2.53 (1.63-3.46) x10E7/kg
CD34 Cell dose 0.59 (0.11-3,28) x 10E5/kg
HLA Disparity
5/6 n= 4
4/6 n= 30
Gender match n=10, mismatch n=24

Conditioning Regimen
Day -7 -6 -5 -4 -3 -2 -1 0
ErI

melphalan
40mg/m?

T8l
46y

&-C5F: from doy 1 until engraftment
Donor T cell chimerism: XY FISH or STR-PCR
CBT: single cord blood wnit transplantation




Oefinition of Pre-engraftment Reactions (PER} and a‘tJ
indications for steroids treatment of PER in the clinical course
RICBT during engraftment in Toranornon Hospm:l Tokyo Japarl

T

. vmmﬂﬂm’;

Pre-engraftment Reactions
[P Tmglks)

40T
u g, dications for steroids wers defined
5 as the following:
IS Renal and/or Respiratory dysfunction
§ non-infectious high fever  [ond/or patients could not endure
£ a high fever]
v 37T ~
-

PER were defined o5 the following:

non-infectious high-grade fever {>38.57T)

and a skin rash over 25% of the body murface.
and/or a 2.5% weight gain over baseline body weight,
starting on the median day (day 9},

doy O doy 9 day 18
Doys after transplontotion

Incidence of pre-engraftment reoctions (PER)
and the use of steroids to treat PER in the clinical course of
RICBT during engruf‘tmcnf in Toranomon Hospital, Tokyo J npan

Pre- engrnfrmenr Reactions

40C [F:
- t _
5 ¥ Only 2.9% cases ysing
o . -
8 none-infectious high fever FK506 required steroids
£
-
-

PER occurred in 32.4% using FK506.
Less than  12ng/mL — 60.0%.
Over 12ng/ml — 10.5%  (p=0.001).

day O day # day 18
Days after transplantation

Incidence of NRM within 100 doys following RICBT
in the FK506 group, according to PER

Incidence of relapse rafes (RR)
within 100 doys following RICBT in the FK 506 group,
according to PER

1.04 .
All cases N=34 23.5% (95% CI: 8-35.8)
-
g 08 pep(s)  N=11 20.0% (95% CT: 5-39.1)
h]
g O8I PER(-) N223 22.0% (95% CI: 0-44.7)
-
2 04
-
2
E 03
2
<
o‘l T T T L T
0 20 40 60 80 100
Days after transplantation
Incidence of acute GVHD
following RICBT in the FK 506 group
1.0
® o4 All cases N=29 34.5% (95% CI: 17.3-51.7)
§ : Medion onset 34days (15-59}
§ 0.6
H
2 o4
E
=2
g 0.7
3
D T T T T T T
0 20 40 60 80 100
Days after transplantation

1.0
All cases N=34 20.4% (96% CI: 6.9-33.9)
g 0.4
5 PER (-) N=23 26.1% (95% CI: 8.1-44.1)
S 0.6
RS PER (+) N=11 8.3% (95% CI: 0-24)
2 o4 p=0.2748
=
R,
E ° ,\_Oszg
] a
0 20 40 60 80 100
Days after transplantation
Overall survival (05) in the FK 506 group,
according to PER
1.04
1_‘ PER(+) N=11 66.7% (95% CI: 53.8-96.2

0.8 -
kS
§ 0.6
[1}]
=E 0.41 All cases N=34 59.0% (95% CI: 40-93.3)
]
& 0.2 PER(—) N=23 55.7% (95% CI: 32.8-78.6)

p=0.5199
0 J

0 50 100 150 200 250 300 350 400 450

Days after transplantation




Course of Death

< day 100 > dey 101
Sepsis 2 0
Praumonia 0 0
Fungal Infection 1 0
Encephalitis 1 0
Tuberculosis 0 0
CNY Infection 1 0
EVHD [} 0
Interstitial Preumonitis ] 0
TMA 1 0
&1 Bleeding o [
€NS Qleeding o a
Sudden Death 1 0
MOF o [
Relapse ) 2 2

Considerations

Infections were the most important cause of NRM, due to
delayed engraftment and 6VHD {Laughlin MJ, ef o/ N Engl
J Med. 344, 2001). However, the best method of 6YHD
prophylaxis use following unrelated cord blood
transplantation is unclear,

Furthermore, PER maybe be a reactions related to HLA
disparities, but such reactions have not previously been
studied in detail. Therefore, we have compared between
24 cases using CsA as the 6VHD prophylaxis and 34 cases
using FKS506 for RICBT, in order to investigate the
relationships between PER, NRM and, overall survival,

Incidence of pre-engraftment reactions (PER)
and the use of stervids to treat PER in the clinical course of
RICBT during engraﬂmem in Tomnomon Hospﬂul Tokyo J' apan

Pre-engraftment Reactions

P ime/ig]
40°C h A A
e 3T v
?_ V 41.7% of cases with CsA required
|4 i steroids, whereos only 2.9% coses
g none -infectious highf fever lusing FK506 requirad steroids
E arc o © | {pe0.000). v

PER occurred in 75% of patients using CsA
and in 32.4% using FK506 (p=0.003).

day 0 day 9 doy 18
Days after transplantation

COverall survival,
according to GVHD prophylaxis

Incidence of NRM within 100 days following
RICBT, according to PER with or without steroids
1.0 FER() & Steroid (<) Ne1L  68.8% (39% CT: 39.8-97.8)
PER(-) & Steroid (- ) Ne3Z  26.9% (95% C1: 7.1-37.1)
0.8] perp) asrervid () Ne1S  15.6% [95% £T: 0-35.6)

Cumulative Incidence

0 20 40 60 80 100

Days after tronsplantation

1.04
: p=0.1057
0.8]
E; FK 506 n=34
3 gl 59.0% (95% C1: 40-93.3)
=]
0
= 0.4
]
& ool CsA n=24
' 37.5% (95% C1: 18.1-56.9)
o- T T T T T T T T T L]
0 100 200 300 400 5000 600 700 800 900
Days after transplantation
Overall survival,
according to PER with or without steroids
1.04
PER{+} & Steroid (-} N=15
0.5] 73.3% (95% CI: 51-95.6)
E
> 0.6
3 p=0.0054
= 0.4+
e PER(-) & Steroid(-) N=32
% 48.2% (95% CI: 27-69.4)
o 0.2 L
PER{+) & Steraid(+) Na11
0 - LB.2% [95% C1: 0-40.9)

0 100 200 300 400 500 bOD 700 800 900

Days after transplantation




