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Antigens

by antigen detection measures
presence of immunologically
Anti-HBe | detectable parts of the agent

Josure

Iliness

—— | HBsAg 30d after
exposure

N :
(Anti-HBC IgM

by molecular biology = PCR =

HBs Ag { \
. ] \ anti-s | Measures the presence of genes of
HBe Ag L __anitee | the virus = viral replication
- h, o |

1 1 2 3 4 5 6 T 8 9 10
Months after exposure

ANTIBODIES IN THE PATIENT ANTIGENS
{befare transplantation) {if testing applicabls)
Serology HIv Oregative DOPositive OMot evaluated OUnknown OMegative OPositive OMot evaluated OUnknown
. . Chay Orlegative DOPaositive DOMot evaluated DUnknown
AntI.bOdles EBY Orlegative DOPasitive OIMot evaluated DlUnknown
agaInSt an HBYs Oregative DOPositive OMot evaluated OUnknown ONegative OPositive ONot evaluated CUnknown
infectious agent HBYe Oregative DOPositive DOIMot evaluated DUnknown I
HEVe Oregative DOPositive OMot evaluated OUnknown ONegative OPositive ONot evaluated OUnknown
measures the HCY Orlegative  DPositive Dot evaluated OUnknown O Negative OPositive CINot evaluated CUnknown

HTLY .| Orlegative  DPositive DNot evaluated DUnknown
Why do we want to know this?

defense mounted Toxaplasmosis CMegative OPaositive OMot evaluated OUnknown

againSt thls agent Other Onegative OrFositive  Specify.. ... . .
Some viruses stay in the body forever

Even if they do not cause disease prior to
HSCT

ThhAacA v7iri1eene ST = cdliyv sk~
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PRE-TRANSPLANT HISTORY OF DOCUMENTED INVASIVE FUNGAL INFECTION SINCE INITIAL DIAGNOSIS

O e

Oves Candida O ves O o O Unknown
Aspergillus Oves (m O Unknown
Prneumocystis carini O ves O No O unknown

Other Oves O no If ¥ es, specify
O Unknown
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PERFORMANCE SCORE

Type of score used [ Kamofsky O Lansky
SCORE [For more detailed description, aee rmanual)
O o0 Normal, NED Normal, NED
O oo Normal activity; minor signs and Minor restrictions in physically strenuous
symptoms of disease activity
O so Normal with effort Active, but tires more quickly
O 7o Cares for self, unable to perform Both greater restriction of and less time
normal activity spent in play activity
O so Requires occasional assistance Up and around, but minimal active play;
keeps busy with quieter activities
O so Requires considerable assistance Gets dressed but lies around much of the
day, no active play but able to participate in
all quiet play and activities
O 40 Requires special care; disabled Mostly in bed; participates in quiet activities
O 3o Severely disabled In bed; needs assistance even for quiet
play
O 2o Very sick Often sleeping; play entirely limited to very
passive activities




COMORBIDITY INDEX

Comorbidity Index

= cumulative
number of co-
morbidities

HCT-CI

E e |.-_l_‘ HI.—-II-r—.: I:l
i HCT.C11.2
4l R -
a2 HCT-C =3

i ] 17 fH 54 30 3 47 <R

kembhs aftor BT

Somoretal., Blood, 2005 Oct 15; 106(8): 2912-2919: ftp.fwww. ncbi.nlm.nih.gov/pme/articles’PMC 1895304/

Was there any clinically significant co-existing disease or argan impairment as listed below at time of patient assessment
prior to the preparative regimen? O Mo

O ves, indicate each comorbidity below

Comorbidity Definitions Ne  Yes Notevaluated
Solid tumaour, Treated at any time point in the patient's past history, excluding non- o o o
previously present melanoma skin cancer
Indicate type ... ... ..
Inflammatory bowel
disease Crohn's disease or ulcerative colitis = = =
Rheumatologic SLE, RA polymyositis, mixed CTD, or polymyalgia rheum atica [u] [n] [n]
InEeen Requiring continuation of antimicrobial treatment after day 0 [u] =] =]
Diabetes R equiring treatment with insulin or oral hypoglycaemics but
=] =] =]
not diet alone
Renal: moderate/severs Serum creatinine > 2 mgddL or 177 pmald, on dialysis, or o o o
prior renal transplantation
Hepatic mild Chronic hepatitis, bilinuhin between Upper Limit Mormal (ULM) and 1.5 x o o o
the ULM, or AST/ALT between ULMN and 2.5 = ULN
TEEEREEY Liver cirthosis, bilirubin greater than 1.5 = ULM, or AST/ALT greater o [n] [n]
severe
than 2.5 = ULM
Arhythmia Atrial fibrillation or futter, sick sinus syndrome, orventricular
=] =] =]
arrhythmias
Cardiac Coronary artery disease, congestive heart failure, myocardial infarction, o o o
EF £ 50%, or shortening fraction in children (<28%)
Cerebrovascular diseass o o
Transient ischemic attack or cerebrovascular accident
Heart valve disease
Except mitral valve prolapse o o o
Pulmonary: moderate DlLco andfor FEW1 66-80% or dyspnoea on slight activity [u] [n] o
severs Dlco andfor FEW1 = 65% or dyspnoea at rest or requinng oxygen [m] a a
Obesity Fatients with a body mass index » 35 kg/m2 a a a
Peptic ulcer Requiring treatment [u] [u] [u]
Fsychiatric disturbance o o o

Depression or anxiety requiring psychiatic consultation ortreatment




COMORBIDITY INDEX

‘ Sorroret al, Blood, 2005 Oct 15; 106(8) 2912-2919: Attp./'www.nchbi.nim.nih.gov/pmc/articless PMC1895304/

Wyas there any clinically significant co-existing disease or organ impairment as listed below at time of patient assessment
prior to the preparative regimen? O o

O ves, indicate each com orbidity below

ﬁ

Comorbidity Definitions No Yes Motevaluated
Solid tumour, Treated at any time point in the patient's past history, excluding non- O O O
previously present melanoma skin cancer
Indicate type
Inflammatory bowel O O O
disease Crohn's disease or Ulcerative colitis
Rheumatologic SLE, RA, polymyositis, mixed CTD, or polymyalgia rheum atica (m | (m ] (m ]
uleeier Fequiring continuation of antimicrobial treatment after day 0 O O m]
Diabetes Fequiring treatment with insulin or oral hypoglycasmics but
: O O O
not diet alone
Fenal: moderate/severs Serum creatinine = 2 mgidL or =177 pmol/ll, on dialysis, or O O O
prior renal transplantation
Hepatic: mild Chronic hepatitis, bilirubin between Upper Limit Mommal (ULM) and 1.5 x O O O
the ULM, or AST/ALT between ULMN and 2.5 = LM
mo'iz;a;ree” Liver cirrhosis, bilirubin greater than 1.5 x ULN, or AST/ALT greater O O O

than 2.5 = LILN
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Amrhythmia Atrial fibrillation or flutter, sick sinus syndrome, orventricular
: O O O
armrhythmias
Cardiac Coronary artery disease, congestive heart failure, myocardial infarction,

EF = 50%, or shortening fraction in children {<28%)

Cerebrovascular disease
Transient ischemic attack or cerebrovascular accident

Heart valve disease

Except mitral valve prolapse

Pulmonary. moderate Dlco andfor FEV1 66-530% or dyspnoea on slight activity

severe DLco and/or FEV1 = 65% or dyspnoea at rest or requinng oxygen

Obesity Patients with a body mass index > 35 kg/m?2

Peptic ulcer Requiring treatment

Fsychiatric disturbance

Depression or anxiety requiring psychiatne consultation ortreatment
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DONOR 1

HLAMATCH TYPE (DoNOR RELATION WITH PATIENT)
O HLA-identical sibling {may Include non-monozygotic fwin)
O Syngeneic (monozygolic twin)
O HLA-matched other relative

O HLA-mismatched relative: Degree of mismatch O 1 HLA locus mismatch
O ==2 HLA loci mismatch

Donor 1D given by the centre ..

HLA MISMATCHES BETWEEN DONOR AND PATIENT
iMismatched relatives only If vou are submitting the HLA feping resulfs vou can skio this ifem)

Complete number of mismatches inside each box
DRE1 DAB1T DPB1

D D D D D D Antigenic (HLA code is 2 digits)
fif DA box s fitied, # 15 not necessary {o filf Seroiogy for that locus)
D D D D D D Allelic (HLA code is 4 digits)

O=match, T=ane mismatch, 2=2 mismatches, NVE=not evaluated
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8
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_ Ap Al : HLA class Il
&€ EBMT

HLA class |

DRB1m

DRB1r

(DRB3poum) ]



0
25
43
58
68
76
82

€ EBMT é- A AfA B

haploidentical patient genotypically

identical

|
o U A W N H O

prob= 1 - (0.75 #sibs-
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HLA a does
not recognize
the pathogen

>
HLA‘?

recognizes
the pathogen

o

LAk [1[] population dies

Nr

€

HLA b
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HLA nomenclature

1° field 2° field 3° field 4° field

HLA-A™24 :02:01:02 L

gene | l l
allele
group specific expression
HLA protein
silent substitution
| = low in coding region
g f null d differencesin non-
= secrete coding region

Q = questionable
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Let's assume

HLA MATCH TYPE (DONOR RELATION WITH PATIENT) unrelated donor

O HLA-identical sibling (may include non-monozygotic twin)
O Syngeneic (monozygotic twin)

O HLA-matched other relative patlent:
O HLA-mismatched relative: A: 0101 0201
Degree of allele mismatch O 1 HLA antigen mismatch .
O > 2 HLA antigen mismatch (full Haploidentical) B . 1 5 O 1 3 5 O 2

O Unrelated donor DRB1: 0401 0302

Donor registry/CB Bank name .......... oot e
WMDA code (up to 4 characters) ... ... ... ...

COMPLETE NUMBER OF MISMATCHES INSIDE EACH BOX FOR UNRELATED DONORS d O n O r.

A B C DRBIDQB1 DPB1 A: 0101 0201

: : : : : : Antigenic (HLA code is 2 digits) B : 1 5 O 1 3 5 O 2
—— e DRB1: 0404 0302
el e e d — Allelic (HLA code is 4 digits)

O=match; 1=one mismatch; 2=2 mismatches; N/E=not evaluated



~EBMT

Is this a haplo or not?

. KIR- Haplo
Patient A B C  liganden DRB1 DRB3/4/5 DQB1 _ DPBL  tp
Erste Typisierung: 11.02.2015 A¥11 B*07 c¥07 DRB1%15 DRB5* DOB1*06 n.b.
Motiz: - B*¥35 C*04 DRB1*01 - DQOB1¥05 n.b.
Re-Typisierung: 21.07.2017 A¥11:01 | B¥07:02 | C*07:01 [Bw6 Cl1 | DRB1*¥15:01| DRB5*01:01 |[DQB1*06:02 | DPB1*04:01 | n.b.
Motiz: typisiertin Genf - B¥35:01 | C¥04:01 |Bwb C2 |DRB1¥01:01 - DOB1¥05:01 - n.h.

Spendergruppierung

Spenderin: ! 1964 Haploidentisch ohne KIR-L Mismatch

KIR- Haplo

A B C Liganden DRB1 DRB3/4/5 DQB1 DPB1 typ
Erste Typisierung: 14.04.2015 A%11 B*07 C¥07 |Bwb Cl1 | DRB1¥15 DRB5* DOB1%*06 n.b.
Motz typisiert in Aachen A¥02 B*¥35 C*04 |Bwé C2 | DRB1*01 - DQB1*%05 n.b.
Re-Typisierung: 24.01.2018 A¥11 B*07 C*0702Bwb C1! | DRB1*15 DRB5* DOB1*06 |DPB1*04:01 | n.b.
Motz typisiert in Genf A*¥02 B*¥35 C*04 |Bwb C2 | DRB1*01 - DQB1*05 - n.b.




DONOR 1 - PRODUCT NUMBER 1

SOURCE OF STEM CELLS FOR THIS PRODUCT, SELECT ONLY ONE
O Bone Mamrow O Peripheral Elood

O Cord Blood a other

Date of collection, including cord blood: .. . ... ... - ... P
¥y mm ad

Growth factors administered to the donor
O no O Yes, SPeGRY oo e O ot appl
MANIPULATION FOR THIS PRODUCT

Graft manipulation ex-vivo including T-cell depletion ofher than far RBC remaoval or volume reduch
OMo 0O Yes:

MNegative ONo  DOvyes:
O T-cel (CD3+) depletion {do nof uge for “Canypath in
O T-cell receptor aff depletion
O B-cell depletion (CD18+) by MoAB
O MK cell depletion by MoAB

O Etriation
O Cther e e

Positive OMo O Yes:
O Monoclonal antibodies: CO34+ enrichrment

Other
O Other e e

Expansion O Mo O ves

Genetic manipulation O Mo O ves

1000

-.i?; i

CD34+ : 0.56%

b g s Y
[ L LR Y -

B i

b

g

g

m.

00

0

[y 10 108 I 1w
CD34 PE

nach CD34 Selektion

CD34+ : 97.84%

EE N

1w 1w ¢ 1w

CD34 PE




&€ EBMT
Negative selection
Remove cells

CD34 Selektion
Posifiv-Sadakhion

J.,' Hr 4
Positive selection - -«ﬂ
Select for stem cel = ., _,, <%

MANIPULATION FOR THIS PRODUCT
Graft manipulation ex-vivo including T-cell deple]

Oro 03 Yes:
Megative

CD3 oder TCRa/CD19 Depletion
Negaltiv-Selaktion

P
ﬁf [

oy b

y

!

Expansion O Mo O

Genetic manipulation O Mo O ves



.EBMT %
Lol Chemotherapy &

b
Radiation
uce 1
Uce 2

Expanded
Ex vivo culture
.’
—_—
1 SR-1

HSC @ '.
O Ewutriation g

D L T OO Prﬂ-genitﬂrﬁ

Py Faster
Hematopoietic
Recovery

Positive OMNo 0O ves:
O tonoclonal antibodies: ©0D34+ enrichment
Other
O Other oo

Expansion O Mo O ves

Genetic manipulation O Mo Oves
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CELL COUNTS FOR THIS PRODUCT

Total number of Cells Infused (per kg of recipient body weight)

cellsig)

Type Counts x 10° x 107 x 107 X108
Mucleated cells | m| [ m| u
(fkg) _3 .0
CD 34+ (m] K (m | (m |
(cellsikg) 4.0
T-cells (CD 3+) O m] O m]




CoORD BLOOD ONLY
CELL INFUSION METHOD FOR THIS PRODUCT

Route of infusion

O Intravenous (1Y) O intrabone fintramedullary

O Other, specify O unknown
Infusion method
O OrsS0 Ov/ash (Rubinstein/Mew York)
O Cther, specify: ...
CELL VIABILITY RESULTS ATHSCT CENTRE FOR THIS PRODUCT
Tests performed after thawing of an aliquot on:
O Contiguous segment O Reference bag O unknown

Method Lsed
o 7-2AD O Tryptan blue
O Acridine orange-sthidium bromide

O Acridine orange-ethidium iodide
O Other specify ...

A Distal segment
/— Proximal segment

P, o oot
FROBMO BOODOHIN00

i L

Viability of all cells ... 008 & - g8
= a ] b Viable Cells
E 8 "
Viability of CD34+ cells ... <83 <8 0 Prosteu: Lerren UGB Crr Doss
@ 3 @ | Sorurion: Douste Unit Grarr
283 8 0
PY/ERN
CE g VWh"oeooee \
: : L 1 1 1 1 1 1 1 | 1
i iy | I N BN N N N | 1 1 1
T L ERALLLL IR P -8 0 +28 +100 180
i ! T AN w02 w0 w0t oS MY
CD34 PE-A TAAD-A PronieM: ADVANCED AGE, EXTENSIVE PRIOR THERAPY

A

Sorutton: Repuvcep-mtensiTy (RI) ok won-myeLoasraTive (NMA) conprrionine
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PREPARATIVE TREATMENT (conditioning)

PREPARATIVE (CONDITIONING) REGIMEN GIVEN
O o (Usually Paediatric inherted Disarders only) CONTINUE TO PAGE T4
O ves: Wasregimen intended

to be myeloablative O Mo: Reason not Main reason Additional reason
myeloablative fhick anly one)  {tick a5 many as
necessaty)

Age of recipient O O
omorbid conditions O O
FrnorHSCT (m] O
Protocol diven O (m
Other, specify ... ... a a

O ves

O Unknown

Drugs O ro O ves O unknown

finciude anv active agent be it chemo, rmonocional antibody, polvelonal anfibody, serctherapy, eic )




Defining the Intensity of Conditioning Regimens:
Working Definitions

Andrea Bacigalubo, M.D.,Ir Karen Ballen, M.D.2 Doug Rizzo, m.D,? Sergio Giraft

Hillard Lazarus, M.D,* Vincent Ho, M.D.,° fane Apperley, M.D,” Shinton Stavin,

Marcelo Pasquiini, M.D.,? Brenda M. Sandmaier, M.D.,* fohn Barrett, M.D,
Didier Blaise, M.D," ' Robert Lowski, M.D.,"? Mary Horowitz, M.D>

i

= ryeloablative
T Ma
=y
&
(=]
Y
% Reducad infansity conditioning \
2 RIC
A \

o Mon ablative

=~ | NMA N

rriTiTnal short, long imaversible
pancyiopenia

In-vivo Blood Cell Count

Myeloablation @ vs. Non-Myeloablative @

Chemo

Conditioning

Stem Cell Infusion

Bone Marrow Stem Cell
_
Engraftment

N

N

N

N

T mmmp——— =

Table |. Example of Myeloablative :
lative Regimens According to Commonly
Combinations

Myeloablative (MA)*

TBI =5 Gy single dose or =B Gy fractionated
Bu =8 rrgleg orally ar intravenaus equbalent
Honmyeloablative (NMA)-

THI =2 Gyt purine analog

Flu + Cy + AT G

Flu +AraC + Ida

Cladribine + Aral

Total Ly mphaoid Irradiation + ATG

Normal Lower Range Limit

Myeleablative HSCT Protocol
Non-Myeloablative HSCT Protocol

o b= ==

+7 +14 +21

Treatment Day (Average Typical Response)

+28




ﬁBMT Conditioning Intensity

Maxi Midi Mini




: Increasing Requirement of GVT Effect
&€ EBMT —

BU + CY + TBI*
BU + TBI*
¢ Myeloablative CY + TBI*
FLU + AraC
BU + CY (£ ATG)
BU + Melphalan

* Reduced Intensity————————=OY£BU
| + FLU + Thi

FLU + Melphalan
FLU + Treosulfan

. : + BU (low dose)
Non myeloablative Tbi + FLU

ot

Thi E

— Intensity

Toxicity



TOTALFPRESCRIBED CUMULATIVE DOSE®
Multiply daily dose in mgdag or mgén *bythe number of days; e.g. Busehdngiven dwgdng dady ®r daa s, bial dose to eport is
P8y . Vo R CWLY AGEN TS GIWEN BEFORE THE CATE OF THE 1 CELL IELEON (DAY 0 SHO ULD BE L5 TED HERE

[ | | [}
" T Conditionin

J"‘ E BM g O Ara-C fyambine) Ongn’ Orgia

> Omgm” Om

= OALG, ATG o o

Animal arigin:
O Horse O R abbit O Other, specifyr... ... ..

O Bleomycin Omgm” Omg'ka

O Busulfan Omam* Omata Omax kel

L . Ooral O OBeth Emgmf‘m'"l
If you cannot agree on conditionin Sl L
y g g O Beocar fradilabeled MoAE) Omi OhiBg
. O CCNU Ongm® | Omgkg
I n te n S I ty' O Campath @rfcesz) Ongn’ | Omgig
. O Carboplatin Omom” Omgkyg Em%ru;zlixmlnxL
. O magxmin L

List the drugs and the doses fu” | s
O Clefarabine Omgm® Omgig
O Corticostercids Ongm® | Omgky
O Cyclophosphamide Omagm” Omg'ta
O Caunambicin Omam” Omana
O Dosarubicin @dias yaime ] Omogm” Omgy
O Epirubicin Omom® Omgkyg
O Etoposide (Y F15) Omom?® Omyka
O Fludarabine Omam” Omana
O emtuzumab Omgm~ Ongikg
O Idarubicin Omgm” Omgkyg
O Hosfamide Omam® Omgkg
O Imatinib mesylate Omom® Omata
O Mezlphalan Omgm” Omg'ka
O Mitoxantrone Omgm” Omg'ka
O P aclitaxel Omgm* Omgka
O Rituxim ab i abthera, antiC oz Omogm” Omgiyg
O Teniposide Omgm? Omaky
O Thiotepa Omgm” Omakg
O Treosulphan Omaom” Omata
O Zevalin fadilabeled Mo B) Omdi OniBq
OOther radiolabelled MoAB, s pecify Omti Otbq
O Other MofB, specify oo Omgm* Omakg

_ D Other, speofly oo Omgn” Ongtg



&.emr TB!

TBI [ No O Yes O Unknown

Total dose (Gy): ... coeeeen. - 12 (Elymber of fractions ....0.... .3, over ___ __ radiation days
TLI/ TNI/ TAI O No [ Yes: Total dose (Gy): ..ccco eveeee = e, 0 Unknown
Local radiotherapy 0 No O Yes O Unknown



GVvHD PREVENTION IN THE RECIPIENT
‘ O No

O ves: O Drugs (fmmunosunpressive chama)
OALG, ALS, ATG, ATS (given affer day 0) Animal origin: O Horse O Rabbit O Cther, specify.... ...

- > Anti CD25 (MoAB in vivo
g‘““'n-g % . J E Campath (ﬂ;OAB in vivo, )can' he " the bag")
S | O Systemic corticosteroids
rgeucept. ! 0 Cyclosporine Standards:
SO ® O Cyclophosphamide {given affer day 0) CSA + MTX
s> O Etanercept (Mod8 in vivo) CSA + MMF
= @ O FK 506 (Tacrolimus, Prograf)
O Infliximab (MoAS8 in viva)
O Methotrexate TAC + MTX
O Mycophenolate {(MMF) TAC + MMF
O Sirolimus +- ATG

O Other monoclonal antibody (i vivo), specify ... 0000

O Other agent (in vivo), specify.....................
Extra-corporeal photopheresis (ECP) posttra nspla nt

8,13 1= oS Cyclophospha mide




Main Cause of Death (check oniv ane main causs):

O Relapse or Progression/Persistent disease O HSCT Related Cause
O Unknown

O Other: o e e e

Contributory Cause of Death (check as many as aopropriate):
(cherk as many as aporopriate) Yes No Unknown

GvHD (if pravious afiograft)

O

Interstitial pneumonitis

Pulmonary toxicity

"fection
Cause of Death p—

Toxicity

fungal
Relapse parasitic
GvHD ejection / poor graft function
Infection istory of severe Veno-Occlusive disorder (VOD)
- Haemorrhage

0.107

0.207
0.307

0.40-
Cardiac toxicity

Central nervous system toxicity
0.60+ Gastro intestinal toxicity
Skin toxicity

0.507

N B o

Renal failure
Multiple organ failure

O00000O00000000000a0
O0O0000O0000000000a0
OO0O00O00O00O000O0000O000

L0, =




RECOVERY and GRAFT PERFORMANCE

Absolute neutrophil count (ANC) recovery (/Vsu rropmfs =0.5X10° /L)
O No: Date of last assessment: . B AT
yyyy mm dd’

O Yes: Date of ANC recovery: .......... = voveevvvess = weeenen. (First of 3 consecutive values after 7 days without transfusion)

yyyy mm dd
O Never below
O Unknown

Myeloablation @ vs. Non-Myeloablative @

Platelet recovery
Platelets >20 x 1 Ogll (first of 3 conseculive valves after 7 days without framsfusion)

O No Conditioning

Chemo

Bone Marrow Stem Cell

—_—
Engraftment

O Yes: Date Platelets = 20 x 0% oo e, - —

YYyy i dd
O Never below this level

O Date unknown: patient discharged before levels reached
O Date unknown: out-patient
O Unknown

Platelets >50 x 1 Ogll,' (first of 3 conseculive valves after 7 days withouf framsfusion)
O No
O Yes: Date Platelets = 50 x 10 e e - —

Y¥yy mm dd

In-vivo Blood Cell Count

O Never below this level
O Date unknown: patient discharged before levels reached

NS

N

N

~

= — — = =g ==—=—=" StemCell Infusion

Normal Lower Range Limit

Myeloablative HSCT Protocol
Non-Myeloablative HSCT Protocol

O Date unknown: out-patient
O Unknown -7

Date last platelet transfusion: ... - . - ... ...
yyyy i ofol

O Not applicable: not transfused

Early graft 10ss (Crngraftment followed by loss of graft within the first 100 days)
O No
O Yes: date of graft failure

yyyy e
O Unknown

o

+7 +14 +21 +28

Treatment Day (Average Typical Response)




{'\ Variable number tandem repeats
~EBMT
or short tandem repeats

/
Hl/ /

Tpox
Imswss ‘,/ l/
@ : o
THO1 |
055313 ;351”5 VWA
FGA " n?ssznj 5
Lcsmpo 1 H
1 2 3 4 6 7 8 9 10 11 12
—
A AMEL /
R %4

=
=

D135317 E - g = o -

; D165539 » n13551 nz1s11(q AMEL

. U S O o L O

Y

.131415161?1319202“122}( -

o

7 repeats
11121 3451671

8 repeats

D O T I 0 S 5

9 repeats
[(TT 2T 3735167 1819]

10 repeats
Faj 2] 34l sie]l #8819 [10]

11 repeats
[1TZ2T3TaTs5TeJ 7] 8] 51011

A '
_v_

Target region
(short tandem repeat)

= 2-nucletotide repeat unit : (CA)(CA)(CA)=*=*

* 3 -nucletotide repeat unit : (GCC)(GCC)(GCC) ==~

= 4 -nucletotide repeat unit : (AATG)(AATG)(AATG) ===
* 5 -nucletotide repeat unit : (AGAAA)(AGAAA) ===+



D351358 I VWA E FGA I 351358 I WA | |
100 140 180 220 260 300 100 140 180 220 260 300
270 2100
180 1400
L] G0 700
= i AI 1 T i 5 i :
0 —Al-A = e al 16 all4 |al18 a1 22
al 14 al 17 al 21 ‘al 25 | ar]33’34‘ ar 8532 ar 9164 | |ar I4l§8
\ar 2365 ar 1427 ar 725 |ar 949 al 17 ‘ [a123
|
116 ‘ al 19 | ar 16184 ar 11561
(| ar 2206 ar 1428I | Ces
THO1 TPOX [FEEIGSHRO 17|
100 140 180 220 260 300 o [ TPOX [ CSF1PO
100 140 180 220 Z§0 300
420 1500
280 1000 .
| I
wr | 1 | I = | | I
0 | ! 15,68 I | 0 £\ JUL
al X al8 al8 al 11 a]Xg . al 3093 al8 al 10
ar 3520 ar 1199 ar 1073 |ar 1026 ar 1295 ar ar 12150 ar 10094
= 9-3 al 1‘0 [ D351358 I VWA ] [ FGA | al 11
; ar 10621
ar 1022 ar 1076 100 140 180 220 260 300
1200
800
400
k L L UL
1 1 - I —
al 14 a4 | [al19 J al2l  al2s
. ar 1320 ar4588| ar 1417 ar 1508 ar 1031
th t t al 16 a7 | al22 th d
e pa Ien ar73_2[5‘ ar 1675 ar 4994 e Onor
al 17 all8 | al23
ar 6571, ar 4445 ar4713
13_23486310_KM__PN_Holy Doris Profiler_v1 | | |
[A7] L THO1 B | TPOX ] [ CSF1PO ]
100 140 180 220 260 300
10
What happened
100
After the transplant?
ol — - LU
al X al6 alg al 10
ar 10160 ar 4081/ ar 8379 lar 51 54‘
lal8 al10 | aln |
ar 876 ar 623 ar 6132
ar 4976 ar 1325




HAEMOFOIETIC CHIMAERISM

Overall chimaerism [ Full fgonor =95 %) O rixed rpartian
O Patient reconstitution frecisient =95 %) O Aplasia
O ratinformative O not evaluated

IWDICATE THE DATE(S ) AMD RESULTS OF 2L TESTS DONE FOR ALL DOMNCRS .
SPLIT THE RESULTS BY DOMOR AMD By THE CELL TYPE OMWWHICH THE TEST waS PERFORMED IF APPLIC ABLE .
COPY THIS TABLE A5 MANY TIMES AS NECE SSAR'Y.

Identification of Number in
doneor or Cord the infusion| Cell type on ]
Blood Unit given by order which test was Donor
Date of test the centre (if aopicabiz) | performed cells Test used
Oews . %,
O rE mononuclear cells (PEMCy | O FISH
................. % | O Molecular
}.-}.-}.-}.-’ " mm ) dﬂ' ....................................... DT'EE” ........ % n CE;TDQEHEHE
O risa OB-cets . % | O ABO group
ORedbloodcells ... ... % | O Cther.
COm onocytes ... o | e
O PMks (nedtrophils) ... g | O unknown
O Lymphocytes, MOS ... %
O Myeloid cells, MOS ... %
O Other, specify:




GVHD

ACUTE GRAFT YERSUS HOST DISEASE {(AGYHD)

Maximum grade DO 0(noney 0O grade | Ogradenn O grace it O gradelv O not evaluated
DAL OF ONSEL oo o oo e e = e e

1A e oot
—— <[5
Py Skn O0(noney 0O oz O:
Liver O0(noney 0O oz O:
Lower Gl tract O0(noney 0O oz O:
Upper Gl tract O0(none) O
Other site affected O no O ves
Reseolution
O ro O ves:  Date of resolUion: .o oo oo e oo
A T it
Treatment
O o
O ves O Corticosteroids
D0 MOAE oo
O ATG/ALG

O Extra-corporeal photopheresis (ECP)
O Cther o




Acute GVHD

: Clinical Stage

Onset
Cumulative

Incidence

Acute GvHD, Grade lI-IV

HLA-Id. sibling transplant

MTX + CsA

-------------

Skin Liver Gut
Stage % BSA Bilirubin Diarrhea
(mg/dl) (ml/day)
I <Zb 2-3 500-1000
| 25-50 3.1-6 1000-15000
[l Generalized 6.1-15 >1500
erythroderma
IV Bullae >15 Pain+/-ileus




& em

Acute GVHD: Clinical Grade

Overall | Skin Liver Gl Upper Gl
Grade

1 1-2 0 0 0

| 1-3 1 1 1

If 2-3 2-4 2-3

IV 4 - 4




ADDITIONAL CELL INFUSIONS feccinding a new HSCT)
oMo
O ves:

An alfo boost is an infusion of ceifs from the sarme donor without conditioning, with no evidence
refection

I5 this cell infusion an autologous boost? O MNo0 Yes — Skip Cell iherapy tahle befow

If the cell infusion is net a hoost fillin the Cell therapy section below;

- =
or £EX
CELL THERAPY
Relap
First date of the cell therapy infusion......... ] Malig
R T ofed Stefan Q.
Source of cell(sy  OAlo  OAuo
(check ali that amal)
Type of cellis) fcheck aif that anoi
O Lyrmphocyte jol) O Mesenchymal O Fibroblasts O Dendritic cells
O Mk cells O Regulatory T-cels O Gammaldelta cells O Other, specify ...
Humber of cells infused by type
Mucleated cells (kg™ o e 1 10°
(Otiondd 0O Mot evaluated
O unknowwn
Chronological number
CO 34+ (cellshg™ o e 1010°
(o i ands O Mot evaluated Indication: @heck alithat appl)
O unknown O Plannedirotacal
CD 3+ (cellsfkg™) 10 O Prophylactic
+(rellsfky (SRR |
(Oifon) O Mot evaluated O Treatmentof SHD
O unknown 0O Lossédecreased chimaerism
Total number of cells infused . O Treatment PTLD, EBY lymphoma
0O Cther, specify ... ...
Al cels (CEISTRE™ oo o e o X107
{nan DL only] E Ldr?ltme;ﬁhuate Murmber of infusions within 10 weeks
fecount anly infusions that

are part of same regimen and given for the same indication)

I5 this cell infusion an allogeneic boost? O Mo OYes — Skip Celltheragy tabie beiow

of graft

Safety and Feasibility of Administration of High Doses

Vivo Expanded NK Cells for Prevention of Disease
se after Transplantation for Patients with Myeloid

nancies - Final Results of a Phase I Clinical Trial
Ciurea, MD, The University of Texas MD Anderson Cancer Center

ofthe cell infusion episode for this patient

O Treatmert for disease
O hixed chimaerism
O Treatment viral infection




Relapse-free survival in PANOBEST study

104 PANOBEST Historical
’ cohert cohort
(n=12) (r=289)
PANOBEST cohort
Median age (years 50 51
087 RFS* 83% SR
Diagnosis
= (AML/MDS) 11 29/0
2 .
S 08 Disease stage at
s 0
5 HSCT (active/CR2) it 20
a
o BMblasts atHSCT
£ 54 (median, %) &9 gl
0
) Year of HSCT
a . . h 2012 2008
< Historical Franlkdfurt (i)
o i -
021 cohort: RFS* 59% Medtanolloxe 12 23

UK Phase I/ll RICAZA trial of adjunctive
AZA after RIC allogeneic SCT in AML/MDS

DLI administration

(if relapse/mixed
chimerism)

Day Day Day Day Day Day
30 60 90 120 150 365
T I B B
mene - [ I I
ALLOGRAFT 5 days

Commence AZA 36 mg/m? on Day +42 if ANC >0.5, Plt >50
AZA discontinued at 12/12 post-SCT

NEJM Original Article
Ipilimumab for Patients with
Relapse after Allogeneic
Transplantation

O o

ADDITIONAL DISEASE TREATMENT

O ves: O Pre-emptive / preventive (manned before the transpiant took piace)
O Faor relapse / progression or persistent disease (not planned)

Date started ... -

Chemosdrug
Oro
Oves:

Radiotherapy
Other type

O Anti-lynphocyte antinodies
0O Azacytidine

0O Azathioprine

0O Bortezomib (Velcade)

O Cop-l

O Coficosteroids

O Crenolanit

O Cyclophosphamide

O Dasatinib (Sprycel)

O Decitabine

O Eculizumab (Solins)

O Imatinib mesylate (Gleevec, Glivec)
O Interferon o

O Interferon

O Kepivance (KGF, paliferming
O Lenalidomide (Revlimid)

O Midostaurin

O Mitoxantrone

0O Nilotinib (Tasigna)
OFanobinosta

O Quizartinib

O Rituximab (Ritu<an, mabthera)
O Sorafenib

O Thalidamide

Ovelatermin (FGF)

0O Other HDAC inhibitor, ... ...
O Other Tk inhibitor: ...

O Other drug/chemotherapy, specify ... ... Intrathecal O Mo
O o Oes O Unknown

O Mo OYes, SPECify ..

O ves

0O Unknown



COMPLICATIONS WITHIN THE FIRST 100 DAYS.

PLEASEUSE THE DOCUMENT “DEFINITIONS OF INFEC TIOUS DISEASES AND COMELICATIONS AFTER STEMCELL TRANSPLANTATION ™ TO FILL
THESEITEMS.

INFECTION RELATED COMPLICATIONS
O Mo complications

O ves

Type Pathogen Date
Use the iist of pathogens listed | Provide different dates for different episodes
affer this fable for puidance. of the same complication if app Hcable.

Use "unknown if necessary.

Bacteraermial fungernia / viremia / parasites

SYSTEMIC SYMPTOMS OF INFECTION
Septic shock

Multiorgan failure due to infection




DOCUMENTED PATHOGENS (Use this tabhie for guidance on the pathogens of inferest)

Type Pathogen Type Pathogen
Bactera Wiruses
5. pneurmoniae HSY
COther gram positive (e other W
ENDORGAN DISEASES straptococel staphyiococc liskeria
Pneumania - EBY
Haemophilus influenzae Ty
Other gram negative (e E. col HHY-5
- klebiseliz, protels, serratia
Hepatitis PESUCEIONaS L) RS
Legionella sp Cther respiraton wirus
Mycohactenia sp E ﬁ;ﬂ?ﬁiﬂ; parainfivenza,
CME infection OthEr oo Arenovirus
Fungi HE
Candida sp HCY
Sut infection Agpergi”ug 5p HI%
Preurm ocystis carinii Fapovavirus
Other: Parvovirus
Skin infection _
P arasites Other ...
Toxoplasma gondi
Other

Crystitis




MON INFECTION RELATED COMPLICATIONS

O no complications
O ves

Type (Chack ail that are applicatie for thiz period) Yes No Unknown| Date

Idiopathic preumonia syndrome

O 0O

w00

O

O 0O

Haernormhacic cystitis, non irfectous

ARDS, non infectious

hALI organ tailure, non infectious

HSCT-associated rmicroangiopathy

Renal failure requiring dialysis

OOpopQ@oQA
OOopopoQo
OOopopoQo

Haemoktic anaemia due to blood group

CEREr

(m]

Y m it

LAST CONTACT DATE FOR 100 DAY ASSESSMENT

If patient has died before this date, enter date of death, otherwise enter Date of HSCT + {00 D4YE AFPROX.

Day 100 assessment. - -

OR
Date of death (if befare day 100% ... ... R




CHRONIC GRAFT YERSUS HOsST DISEASE (CGvHD)

Chronic Graft Yersus Host Disease present between HSCT and 100 days or date of death

O Mo (neven
O *es, first episode

Date of ONSED o = e e,
LRy e el

Maximum extent during this period O uimited O Extensive

b imum MIH score during this period
O mdild O Moderate O Severe O Mot calculated

Organs affected B Skin O Liver O Lower Gl tract

Otouth O Eyes O Lung
O Unknown

The many facets

of cGVvHD

O nat evaluated

O Upper Gl fract
O Other, specify

Autoantibodies
M-skeletal
Infections
Endocrine

Metabolism Spectrum of

Nutrition manifestations

Pain In cGVHD

Quality of life  [=50% Incidence
Disability - 15% Life Threatening




FIRST RELAPSE OF PROGRESSION
O no
O ves; date diagnosed: . .
vy mm cicf

FOR LEUKAEMIAS ONLY, IF RELAPSE OR PROGRESSION IS YES, FILL INMETHOD DETAILS.

Method of detection Site
Clinicalhaematological 0O No: Date assessed ... R
relapse or progression vy mm Jeie}
O es: Date firstseen .- ... e O marrow — blood
R mm (els] a extramedullary

O Nat evaluated

Cytogenetic relapse O Mo Date assessed - -
ar progression W mm cict
O Yes: Date irstSeen ... - ... e O rarrow — blood
vy o et 0O extrarnedullary
O Not evaluated
Molecular relapse O Mo Date assessed ... e
or progression Y feles) [=l=]
O Yes: Date firstseen .- ... R O marrow — blood
Y feles) [=l=] O extramedullary

O Not evaluated

O Continuous progression since transplant

O Unknown

T G ACGATGGAGA G (

DISEASE STATUS AT 100 DAYS (record the most recent status and date for eac h method of assessmernt, gepending on the disease)

Method Disease detected
Clinicallhaematological Oro OYes
Last date evaluated ... ... -.....0ORN0tevaluated

W mm ol

FILl i QN Y FOR AC UTE AND CHROMIC LELEAETA S

Cytogenetic/FISH O Mo  OYes: Considered disease relapsefprogression 0 Mo O Yes
Last date assessed  ......- - 0O Mot evaluated
P mm [alns
. Molecular O No  OYes: Considered disease relapse/progression D Mo O 'Yes
T ||||||1 TT 1 T |'||.‘ T b IIIIIII| T IIIIIIII T IIIIIII| T IIIIIII| T
107 10 1% 10 a0? 10! 108 Lastdate assessed .- - 0O rat evaluated

€D PerCP.Cy5-5.4 ° CD34 PerCP-Cy5.-5.4 Y YA B



& EBMT

Thank you for your hard work
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