SUPPLEMENTARY APPENDIX °

The long-term impact of in vitro drug sensitivity on risk stratification and
treatment outcome in acute lymphoblastic leukemia of childhood (CoALL 06-97)

Gabriele Escherich,** Anja Troger,** Ulrich Gobel,® Ulrike Graubner,* Arnulf Pekrun,® Norbert Jorch,® Gjl Kaspers,’
Martin Zimmermann,® Udo zur Stadt,2 Karin Kazemier,® Rob Pieters,® Monique L. Den Boer,® Martin Horstmann,*? and
Gritta E. Janka* on behalf of the CoALL study group, Hamburg, Germany

*University Medical Center Eppendorf, Department of Pediatric Hematology/Oncology, Hamburg, Germany; 2Children’s Cancer
Research Institute, Hamburg, Germany; *Clinic for Pediatric Hematology/Oncology, Heinrich Heine University of Dusseldorf, Germany;
‘Department of Pediatric Hematology/Oncology, Dr. v. Haunersches Kinderspital, Munich, Germany; *Prof. Hess Children’s Hospital,
Bremen, Germany; °Gilead Children’s Hospital, Bielefeld, Germany; ‘Department VU University Medical Center, Amsterdam, The
Netherlands; ®Department of Pediatric Hematology/Oncology, Medical School, Hannover, Germany; and *Department of Pediatric
Oncology and Hematology, Erasmus MC/Sophia Children’s Hospital Rotterdam, The Netherlands

Citation: Escherich G, Troger A, Gobel U, Graubner U, Pekrun A, Jorch N, Kaspers G, Zimmermann M, zur Stadt U, Kazemier K,
Pieters R, Den Boer ML, Horstmann N, and Janka GE.The long-term impact of in vitro drug sensitivity on tisk stratification and treat-
ment outcome in acute lymphoblastic leukemia of childhood (CoALL 06-97). Haematologica 2011,96(6):854-862.
doi:10.3324/haematol.2010.039735

Online Supplementary Table S1. Characteristics of patients in the CoALL 06 - 97 trial.

All patients (n) Low risk (n) High risk (n)
[standard/reduced/ intensified] [standard/reduced]
Number of patients 667 [183/93/47 ] [270/74]
Gender:
Male 381 [102/46/31 ] [160/42 ]
Female 286 [81/47/16 ] [110/32]

Age at diagnosis (years)

= | year < 5 years 329 [123/64/27 ] [81/34]

= Hyears < 10 years 184 [60/29/20 ] [57/18]

= 10years < 15 years 119 [102/17]

= 15 years 35 [30/5]
WBC at diagnosis (x10%L)

<10 311 [132/62/31 ] [72/14]

=10to <25 129 [51/31/16 ] [24/7]

=25t0 <50 87 [ 71/ 16]

=50 to <100 60 [45/ 15]

=100 80 [58/22]
Lineage:

Common-ALL 415 [143/71/43] [ 131/27]

PreB-ALL 134 [ 39/22/4] [ 50/19]

Pro-B-ALL 23 [21/2]

T lineage 94 [ 68/26]

Not determined 1 [1//]




Online Supplementary Table S2. Treatment schedule of patients in the CoALL-06-97 trial.

Day(s) given Day(s) given
in low risk therapy in high risk therapy
Prephase Daunorubicin (24h) iv. 36 mg/m* day -7 day -7
Methotrexate (i.t.)® 8/10/12 mg
Induction Vincristine (iv.) 1,5 mg/m* (max.2 mg) day 1, 8, 15, 22 day 1, 8, 15, 22
Daunorubicin (iv.) 36 mg/m* day 1,8, 15 day 1,8, 15
Methylprednisolone (p.o.) 60 mg/m* day1-28 day1-28
Consolidation Cyclophosphamide (i.v.) 900 mg/m* None day 29, 43
Methotrexate (24h iv.) 1000 mg/m* day 29, 43, 78 day 30,44, 57,71
L-Asparaginase (i.v.) 45000 U/m? day 31, 59, 80 day 31, 45, 87, 108
VM-26 (iv.) 165 mg/m* day 45 day 59, 73
Cytarabine (iv.) 300 mg/m* day 45 day 59, 73
High-dose cytarabine (iv.) 3000 mg/m? day 57,58 q12hx 4 day 85,86 ql2 hrs.x 4
Mercaptopurine (p.o.) 100 mg/m* day 29 - 35, 78 - 84 106,107 q 12hrs.x 4
day 43 - 49, 57 - 64,
Thioguanine (p.o.) 100 mg/m* day 43 - 49 day 71-77
Methotrexate (i.t.)* 8/10/12 mg day -7, 29, 43,57, 78 day -7, 30, 44, 57, 71
CNS prophylaxis Mercaptopurine (p.o.) 50 mg/m* day 92 - 120 day 127 - 155
Methotrexate (i.t.)* 8/10/12 mg day 92, 95, 106, 109 day 127,130, 134, 137
Cranial irradiation none #
Reinduction Vincristine (iv.) 1,5 mg/m* (max.2 mg) day 1,8 day 1, 8,22,29
Doxorubicin (i.v.) 30 mg/m* day 1, 8* day 1, 8%, 22, 29*
L-Asparaginase (iv.) 45000 U/m? day 9 day 9, 30
Dexamethasone (p.o.) 10 mg/m* day1-14 (1- 8*%) day1-14 (1- 8**) +
22-36 (22- 29**)
Cyclophosphamide (i.v.) 900 mg/m* day 15 day 36, 50
Cytarabine (iv.) 90 mg/m* day 16 - 19 day 37 - 40, 51 - 54
Thioguanine (p.0.) 100 mg/m* day 15 - 22 day 36 - 42, 50 - 56
Methotrexate (i.t.)¥ 8/10/12 mg day 1, 15,29 day 1,22, 36

sage-related dose; “all T — ALL patients and B-PrecursorALL WBC > 200x10°/L (before 2001 > 100x10°/L) or with 100-200x10°/L and >1000 blasts/uL at day 7 after prephase; *in bold: doxoru-
bicin omitted in patients with treatment reduction; **in bold: days on which dexamethasone was given to patients receiving treatment reduction

Online Supplementary Table S3. Probability of 10-year event-free survival according to the results of in vitro sensitivity testing in the CoALL 06-97 and 05-

92 trials.
All patients Low Risk High Risk
COALL 97 COALL 92 COALL 97 COALL 92 COALL 97 COALL 92
Score 3+4 0.79 (SE 0.03) 0.81 (SE 0.06) 0.87 (SE 0.04) 0.81 (SE 0.10) 0.71 (SE 0.06) 0.82 (SE 0.08)
n =167 n=39 n=93 n=16 n=T74* n=23
Score 5+6 0.74 (SE 0.03) 0.78 (SE 0.04) 0.80 (SE 0.04) 0.85 (SE 0.05) 0.66 (SE 0.04) 0.73 (SE 0.06)
n =226 n=101 n=114 n=46 n=112 n=45
Score 7-9 0.69 (SE 0.05) 0.68 (SE 0.06) 0.79 (SE 0.06) 0.75 (SE 0.12) 0.57 (SE 0.07) 0.66 (SE 0.07)
n=105 n=63 n=47 n=12 n=>58 n=>51
Score 8+9 0.67 (SE 0.08) 0.53 (SE 0.09) 0.81 (SE 0.09) 0.50 (SE 0.21) 0.47 (SE 0.11) 0.53 (SE 0.09)
n=41 n=232 n=16 n=4 n=25 n=28
(Score 3-9) 0.75 (SE 0.02) 0.76 (SE 0.03) 0.83 (SE 0.02) 0.82 (SE 0.03) 0.66 (SE 0.03) 0.73 (SE 0.04)
n=>510 n =203 n =254 n="74 n =244 n=129

Without 12 high-risk patients with a score of 3 or 4 who were not allocated to reduced therapy according to PVA score. Comparison within the score groups ( 3+4, 5+6, 7-9) showed no signifi-
cant difference between the two studies for all patients, or low-risk and high-risk patients separately.



Online Supplementary Table S4. Participating investigors and centers involved in the CoALL 06-97 trial.

Participating investigator Address Phone/Fax
Prof. D. J. Otte Krankenanstalten Gilead GmbH Grenzweg 10 TEL (0521)144-2728
M.D. N. Jorch Kinderklinik 33617 Bielefeld FAX (0521)144-4545
M.D. H.J. Spaar Zentralkrankenhaus St.-Jiirgen-Strasse St.-Jiirgen-Strasse TEL (0421)497-5413
M.D.T. Lieber Prof. Hess Kinderklinik 28250 Bremen -3656
FAX (0421)497-3311/3421
Prof. U. Gobel Universitétsklinikum Moorenstr. 5 TEL (0211)81-17662
M.D. G. Janen Klinik f. Kinder-Onkologie, -Hdmatologie 40225 Diisseldorf -13656
und -Immunologie FAX (0211)81-16206
Prof. J.E Beck Universitétsklinikum Soldmannstr. 15 TEL (03834)86-6321
M.D. S. Weigel Zentrum fiir Kinder- und Jugendmedizin 17487 Greifswald 6325
Abt. Pad. Onkologie u. Himatologie FAX (03834)86-6323/7382

M.D. Streitberger

Kreiskrankenhaus

Esmarchstr. 50

TEL (0481)785-1911

Kinderabteilung 25746 Heide FAX (0481)785-1909
Prof. W. Niirnberger Klinik f. KMT u. Hamatologie/Onkologie M.D..Ottmar-Kohler-Str.2 TEL (06781)66-1582
Pad. Hamatologie/Onkologie 55743 Idar-Oberstein -1500
FAX (06781)66-1584
M.D. C. von Klinggréff Stadtisches Krankenhaus Chemnitzstr. 33 TEL (0431)1697-1830
M.D. K. Westerbeck Klinik f. Kinder- u. Jugendmedizin 24116 Kiel FAX (0431)1697-1832
M.D. P. Thomas Stadtisches Krankenhaus Lutherplatz 40 TEL (02151)322-375
M.D. S. Volpel Zentrum fiir Kinder- und Jugendmedizin 47805 Krefeld FAX (02151)322-391
Prof. M.D.. D. Kérholz Universitétsklinik f. Kinder u. Jugendliche Oststr. 21-25 TEL (0341)9726-113
M.D. U. Bierbach Abt. f. Himatologie/Onkologie 04317 Leipzig -160
FAX (0341)9726-159
Prof. P. Gutjahr Universitétsklinikum Langenbeckstr. 1 TEL (06131)17-2642
Kinderklinik 55101 Mainz 2112
FAX (06131)17-6686
M.D. W. Miiller Krankenhaus Neuwerk Diinner Str. 214-216 TEL (02161)668-2481
M.D. L. Althaus Klinik f. Kinder- und Jugendmedizin 41066 Monchengladbach -2451
FAX (02161)668-2348
Prof. R. Roos Stadtisches Krankenhaus Harlaching Sanatoriumsplatz 2 TEL (089)6210-2720
M.D. P. Klose Abt. f. Kinder- und Jugendmedizin 81545 Miinchen 2729
FAX (089)6210-2692
M.D.U. Graubner Klinikum der Universitat Lindwurmstr. 4 TEL (089)5160-2843
M.D.. I. Schmidt M.D.. von Haunersches Kinderspital 80337 Miinchen -4498
FAX (089)5160-4719
M.D. H. Miiller Klinikum Oldenburg Cloppenburger Str. 363 TEL (0441)403-2013
M.D. R. Kolb Zentrum f. Kinder- und Jugendmedizin 26133 Oldenburg FAX (0441)403-2887
M.D. J. Wolff Klinik St. Hedwig Steinmetzstr. 1-3 TEL (0941)2080-493
M.D. O. Peters Klinik f. Kinder- und Jugendmedizin 93049 Regensburg FAX (0941)2080-494
M.D. J. Weber M.D..-Horst-Schmidt-Kliniken Ludwig-Erhard-Str. 100 TEL (0611)43-2564
Klinik f. Kinder- und Jugendmedizin 65199 Wiesbaden -2563
FAX (0611)43-2557
M.D. Dohrn Helios Klinikum Heusnerstr. 40 TEL (0202)896-2444
Zentrum f. Kinder- und Jugendmedizin 42283 Wuppertal FAX (0202)896-2519

Kinderonkologie




Online Supplementary Figure S1. Ten-year probability of event-free survival in CoALL 06-97 patients. (A) According to prednisolone (PRED) score (log-
rank test: PVA score 1 versus 3 P=0.049). (B) According to vincristine (VCR) score.
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