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AALL 1631: Primary Aim

To compare disease-free survival (DFS) of Standard Risk (SR)
pediatric Ph+ ALL treated with continuous imatinib combined
with either a high-risk COG ALL chemotherapy backbone or
the more intensive EsPhALL chemotherapy backbone.
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COG AALLOO31: imatinib Improves Outcome in Ph* ALL

Philadelphia Chromosome Positive
ALL (PH+ ALL) has historically been
associated with a dismal outcome

The advent of imatinib brought
new hope to this patient group

—— AALLOO031 (n=43)
S |~ Historical Controls (n=120) P < 0.0001 | | AALL 0031: Combined imatinib
0 2 4 6 s | with very intensive/toxic chemo
Years backbone

Schultz KR, JCO 27: 571, 2009; data updated Feb 2013
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What is Imatinib?

Sy Imatinib is a tyrosine-kinase
Imatinib ' . 1A
P ). inhibitor

Imatinib works by stopping
the Bcr-Abl tyrosine-kinase.
This can slow growth or
result in apoptosis

(SR
e

https://www.researchgate.net/figsure/The-presumed-
mechanism-of-action-of-imatinib-The-phosphorylation-of-a-
substrate-is-shown fig3 229483289
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https://www.researchgate.net/figure/The-presumed-mechanism-of-action-of-imatinib-The-phosphorylation-of-a-substrate-is-shown_fig3_229483289

Eligibility

Enrolled on AALL 08B1 or APEC or have
available marrow to ship for probe
creation.

Must have previously started Induction
therapy, which includes vincristine, a
corticosteroid, pegaspargase, with or
without anthracycline, and/or other
standard cytotoxic chemotherapy.
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Has not received more than 14 days of
multi-agent Induction therapy
beginning with the first dose of
vincristine.

May have started imatinib prior to
study entry but has not received more
than 14 days of imatinib.
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Two-Part Induction (1A & 1B)
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Induction 1A

DRUG ROUTE DOSAGE DAYS 1

minister doses > 600 mg/day, twice daly"
See Section 423 for additional detanls.

340 mg/m™/day

Imatinih PO Maximum dose: 800 mg |> Daily Imatinib is given daily without interruption. )
d only for toxicity ( Sechion 5.7)
. - Total dat = ]

PredmSOVLO)YONE T - =

(PRED) PO 60 mg/ iy 15-28 Fefer to Section 433 for admin guidelmes.

VinCRIStine (VCR) IV over | min u Hll.if"m“g,“; T;iuhll: n 15 & 27 Il;f:l::;:umun via minibag as per institutional
May be infused over the course of | hour.

_ . Refer to Section 423 for admin gumdelines.

DAUNOrubicin® IV over 1-15 mins 25 mg/ m*'dose 15 & 22 - . : :

(DALN) ’ == Mg o . - *Should not be given to patients who began
Induction [A on or as per DFCI Consortium
protocol.

Age (vrs) Dose 9 Refer to Section 4.2.3 for admin guidelimes.

Intrathecal Methotrexate IT [-1.99 Bmg Note age-based dosing.

(IT MTX) 2299 [ (g SCNS3 also on

=3 12mg 15 & 22

POGO
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Induction 1B

SIMILAR to HR B-cell Consolidation

43.1 Therapy Delivery Map = Induction IB

than 4 days from Induction [A. Induction IB is 5 weeks (35 days).

Induction Therapy IB is for all patients. Begin Induction IB no sooner

Patient COG number DOB

Treatment details and criteria to start are in Section 4.3.3. This Therapy Delivery Map is two (2) pages in length.
DRUG ROUTE DOSAGE DAYS | IMPORTANT NOTES
Administer doses > 600 mg/day, twice daily. See
.. 340 mg/m*/day . Section 4.3.3 for additional details.
Imatinib PO Maximum dose: 800 mg DailY | 1matingb is givea daily without interruption
Hold only for toxicity (Section 5.7)
Cyclophosphamide IV over At
(CPM) 30-60 min 1000 mg/ m*/dose 1&28
Refer to Section 4.3.3 for admin guidelines.
Mercaptopurine (MP) PO 60 mg/ m*/day 1-28 See Section 5.11 for suggested starting dose based on
TPMT and NUDTIS status.
Refer to Section 4.3.3 for admin guidelines.
v 1-30 1-4,8-11, [ Must have ANC = 300/pL. and platelets > 30,000/ul.
Cytarabine (ARAC) ; ovaSuiaQ 75 mg/ m*/dose 15-18, & | to start each 4-day Cytarabine block beginning on Days
TR 2225 | 8,15, and 22
i ; Dos Note: Age based dosing
Intrathecal IT 1-1.99 Smg 8 & 22
Methotrexate (IT MTX) 2-2.99 10 mg
=3 12 mg

POGO
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More intensive Cytarabine (every
week)

Must have ANC > 300/uL and
platelets > 30,000/pL to start each
four-day Cytarabine block beginning
on Days 8, 15, and 22
Cyclophosphamide on Day 1 AND 28

No PEG




High Risk Arm
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supportive care.
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Arm A “EsPhALL” Therapy

Standard Risk Pl ALL*

L
—

Arm A

High risk of fever/neutropenia/sepsis:
* ESPhALL Treatment-Related Mortality: 16%!!
* AALL0622: 5%

GSCF used at the end of each consolidation block.




Arm A “EsPhALL” Therapy
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Delayed Intensification #2

Delayed Intensification #2 SR Ph+ ALL: Arm A (EsPhALL Arm)

P

GO
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491  Therapy Delivery Map — Delayed Intensification #2 Part 1 SE. Pht
ATT: Arm A (EsPhATLT Arm) -
: . : L Patient COG ID number DOB
Begn DI #2 Part 1 therapy on Day 29 of EsPhALL Internm Mamtenance or when cnitena
to start are met. Delaved Infensification therapy 1s 7 weeks (49 days).
Treatment details and crtena to start are in Section 4.9.4. This Therapy Delvery Map 15 three (3) pages m length.
DEUG EOUTE | DOSAGE DAYS IMPORTANT NOTES
Adminicter doses = G000 ma'day, twice daily.
. 340 mg' m/day . See Section 4.0 4 for addifional details,
Tmatinih PO Mazimom dose: 300 ms daily Timatinib is given daily withow internmtion. Hold oaly for
scedicity (Section $7)
Asze (vis) Doz : R
Intrathecal Methotrexate T 1-199 % me . Fefar to Section 4.9.4 for admin puidalines,
(IT MTX) -89 10mg Note age-based dosing.
=3 12 ms
. P T 1-7 & 15- | Total daily dose: 10 mg/m*/day divided BID
(DEX) PO or v S mg/mriday S0 21 Refer to Section 4.9 4 for admin suidelines.
- . IV ower 1 1.5 mz'm?'dose 81522 & . ) L N .
T, & 1 1 L]
VinCRIStne (WVCE) min Mazimum dose: 2 mg g Or infusion via minibag as per instinsional policy
] i - Admimicter immediately prior to each Doxombicin dose
Dexrazoxans (DXE) “l:_f"fm*‘ 350 me/m/dose 8 1*1; . & | (required)
Fefer to Secion 4 9 4 for admin smdelines.
. Slow IV push or IV bolus up to 1 br per mstitofional
DOXOrubicin (DOXO) “l:_f"fml‘ 25 me/m¥dose 8 151;933 & | mnidelines.
Eefer to Section 4.0.4 for admin puidelines.
Pegaspargace (FEG-ASE) o Tf: 1- 2500 TUY m*/dose B Fefar to Section 4.9.4 for admin puidalines,




P

Dexrazoxane

Delayed Intensification #1 SR Ph+ ALL: Arm A (EsPhALL Arm)

491  Therapy

7 Delivery Ma:

ATTL: Arm A (EsPhAl

p — jed Intensification #2 Part 1 SE. Pht

L1 Arm)

Begn DI #2 Part | therapy on Day 29 of EsPhAT ] Intenm Mamtenance or when critena
o start are met. Dielaved Infensification therapy 15 7 weeks (49 dayvs).

Patient COs ID nurnber

Treatment details and critena to start are in Section 4.9.4. This Therapy Delrvery Map 15 three (3) pages m length.

DRUG EOUTE | DOSAGE DAYS IMPORTANT NOTES
Administer doses = §00 mg/day, twice daily.
. 340 mg' m*/day . See Section 4.9.4 for additiona] details.
Tmatindh PO Mazimum dose: 300 ms datly Tmustinib is given dxily withous intemption. Hold caly for
tomicity (Section 5.7)
Agp (yr5) Daose . L
Infrathecal Mathotexate 1-1.00 8 me Refar to Secion 4.9.4 for admin guidelines,
IT . 1 -
(1T MTX) 2-2.99 0 mg Note age-based dosing.
>3 12 mg
. . 1-7 & 15- | Total daily dose: 10 me/m’/day divided BID
(DEX) POar IV 3 mg/miday BID 21 Refer to Section 4.9.4 for admin guidslines.
r = r i L ]
VinCRIStine (VCR)* P"::.f ! - 1.5 ﬁii‘ﬁm B, 1,2,;_ % | *0r infusion via minibag as per instingional policy
) i . Administer immediately prior to each Doxomebicin dose
Dexrazoxane (DXE) I“];’ﬁu’ 250 mg/mdose B, 1*2- . & | (required)
Eefer to Section 4.2 4 for admin puidslines.
v 1 815 10 & Slow IV push or IV bolus up to 1 br per mesttotonal
DOXOrbicin (DOXO) ]:‘fm - 25 mg/m?/dose e guidelines.
Refer to Section 4.0.4 for admin guidslines.
Pagaspargase (FEG-ASF) o 21;&1_1- I- 2500 TUY m*/dose S Refar to Secion 4.9.4 for admin guidelines,

GO
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Dexrazoxane is a
cardio-protectant
that is given
immediately prior to
the administration of
the anthracycline
Doxorubicin.




Standard Risk Arm B “COG” Therapy
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Standard Risk Arm B “COG” Therapy

Sesndard Bk Ph= ALL*

Continuous Imatinib in this Arm

DI: “Normal,” two Pegasparagase doses
If patient has a Pegasparagase allergy,

they will be switched to Erwinia
(Satellite-friendly chemotherapy)

FEOIATRIC DNCOIDEY GROLU? CF OMTaRIC

Interim Maintenance #1:
High Dose Methotrexate

Interim Maintenance #2:
Capizzi MTX with two
Pegasparagase doses



Toxicities and Imatinib

DRUG ROUTE DOSAGE DAYS IMPORTANT NOTES
Administer doses > 600 mg/day, twice daily.
340 mg/m¥/day See Section 4.2.3 for additional details.
Maximum dose: 800 mg Imatinib is given daily without interruption
Hold only for toxicity (Section 5.7)

Imatinib PO Daily

Section 5.7 in the full COG protocol outlines when you should hold Imatinib.

There are many parts to this section but from a Satellite perspective, there is a slight
shift in practice when considering holding antineoplastics for a patient who is
experiencing toxicities:

* Do not hold or reduce dose for low blood counts, unless prolonged (resulting in a >
14-day delay in next block of chemotherapy).

Holding and management of toxicities should be done in discussion with tertiary centre.
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Summary

Continuous Imatinib (> 600mg goes bid)

Hold other antineoplastics with toxicities (e.g. fever) but continue with Imatinib
unless parameters met as per Section 5.7 in the COG protocol.

HR: EsPhALL, persistent MRD to transplant.
SR: EsPhALL vs. COG

* Three Consolidation blocks with G-CSF post
* Two delay intensifications with Satellite-friendly chemotherapy
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