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Historical Perspective- Adult Survival 
CALGB 1988-2006

Historical “One Size” fits all ages approach
Multi-agent chemotherapy +/- Cranial Irradiation + Maintenance (Predates TKI era)

Courtesy Ben Sanford, Richard Larson



Younger Adults Older Adults (Ph-negative) Adults (Ph-positive)

The Modern Frontline ALL Approach is Tailored
to the Specific Patient Population

Pediatric Inspired Regimens Adult Chemotherapeutics Incorporation of TKI

MRD-Adaptation Lower Intensity CC + targeted Reduced chemo vs Chemo-free 
approach?

ASH 2021 Updates



ALL Treatment:
Younger Adults



Survival Difference in AYA ALL:
Historical difference between Peds vs Adult Tx?

Stock et al, Blood 112:1646, 2008

Survival of Adolescents/Young Adults (AYA)
Ages 16-20 years



Young Adults: Treatment Standard has Changed

Blood, 2008: 112, 1646-54 ; Blood, 2019: 133, 1548-1559

OS = 73%

CALGB OS =46%

CCG OS = 67%

2000:  Historical CALGB vs CCG
Age: 16-21 years

2019: CALGB 10403
Age: 16-21 years



GMALL Trial 08/2013

Adapted from Goekbuget et al, ASH 2021



GMALL Trial 08/2013

Adapted from Goekbuget et al, ASH 2021



GMALL Trial 08/2013

Adapted from Goekbuget et al, ASH 2021



GMALL Trial 08/2013: Response after Consolidation I

Adapted from Goekbuget et al, ASH 2021



GMALL Trial 08/2013: Targeted Consolidation II

Adapted from Goekbuget et al, ASH 2021



GMALL Trial 08/2013: Overall Survival

Adapted from Goekbuget et al, ASH 2021



GMALL Trial 08/2013: Conclusions

Adapted from Goekbuget et al, ASH 2021



ALL Treatment:
Ph-negative
Older Adults



Poorer Chemotherapy Outcomes in Older Adults

Larson et al. Blood 1998; 92: 1556-64; Sive et al. Br J Haematol 2012; 157:463-71; O’Brien et al. Cancer 2008; 113: 2097-101;
Fathi et al. Cancer 2016;122:2379-88; Gokbuget et al. Blood 2012;120:Abstract 1493; Ribera et al. Leuk Res 2016;41:12-20



Moving the Newer Agents Forward

1: Kantarjian et al, N Engl J Med 2017; 376:836-847 2: Kantarjian et al, N Engl J Med 2016; 375:740-53



Novel Approaches to Ph-ALL in Older Adults

Luskin, M. Hematology 2021.

N=70

MDACC



Inotuzumab + Low-Intensity Chemo: MDACC



Novel Approaches to Ph-ALL in Older Adults

Luskin, M. Hematology 2021.

N=90

ASH 2021



Inotuzumab + Low-Intensity Chemo: EWALL-INO Study

Adapted from Cevallier et al, ASH 2021



Inotuzumab + Low-Intensity Chemo: EWALL-INO Study

Adapted from Cevallier et al, ASH 2021



Backbone: 2 Inductions and 5 Doses of INO
Maintenance: POMP for 18 Months

Adapted from Cevallier et al, ASH 2021



EWALL-INO: Demographics (n=90)

Adapted from Cevallier et al, ASH 2021



EWALL-INO: Efficacy

Adapted from Cevallier et al, ASH 2021



EWALL-INO: Survival – 78% @ 1 Year

Adapted from Cevallier et al, ASH 2021



EWALL-INO: Relapse Incidence 16% @ 1 Year

Adapted from Cevallier et al, ASH 2021



EWALL-INO: Conclusion

Adapted from Cevallier et al, ASH 2021



Treating PH- ALL in Older Adults

Luskin, M. Hematology 2021.



Treating PH- ALL in Older Adults: The Future

Luskin, M. Hematology 2021.



ALL Treatment:
Ph+

Adults



Novel Approaches to Ph+ALL in Adults

Foa, R et al NEJM 2020.



Novel Approaches to Ph+ALL in Adults

Luskin, M. Hematology 2021.



Ph+ ALL: GRAAPH-2014 – Nilotinib without HD-ARA-C

Adapted from Rousselot et al, ASH 2021



Ph+ ALL: GRAAPH-2014 – Nilotinib without HD-ARA-C

Adapted from Rousselot et al, ASH 2021



Ph+ ALL: GRAAPH-2014 – Nilotinib without HD-ARA-C

Adapted from Rousselot et al, ASH 2021



GRAAPH-2014 Ph+ ALL: No Difference in CR Rate, TRM

Adapted from Rousselot et al, ASH 2021



GRAAPH-2014 Ph+ ALL: Increase in Relapse without AraC

Adapted from Rousselot et al, ASH 2021



GRAAPH-2014 Ph+ ALL: Conclusions

Adapted from Rousselot et al, ASH 2021



Novel Approaches to Ph+ALL in Adults / Older Adults:
Ongoing Randomized Trials

Luskin, M. Hematology 2021.



Ph+ ALL Treatment in Older Adults

Luskin, M. Hematology 2021.



Thank you for your 
attention!
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