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Impact of Novel Agents Up-front
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Evidence-Based Medicine
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INDUCTION THERAPY 11234

» Exposure to myelotoxic agents (including alkylating agents and  » Mainten.an::e therapy:
nitrosoureas) should be limited to avoid compromising stem<ell ~ * Steroids (category 2B)
reserve prior to stem-cell harvest in patients who may be candidates > Interferon (category Z8)

for transplant
+ Salvage:

+ Primary induction therapy for transplant candidates:

o ] Bortezomib (category 1)°
» Vincristine/doxorubicin/dexamethasone (VAD) : g
» Dexamethasona Bortezomib/dexamethasone

- Bortezomib/liposomal doxorubicin (category 1]!1
Thalidomide/dexamethasone
” Lenalidomide/dexamethasone [categnr‘,r 1]5
* Lenalidomide

» Liposomal doxorubicin/vincristine/dexamethasone (DVD)
» Lenalidomide/dexamethasone (category 2B) .
» Bortezomib/dexamethasone (category 2B) > ﬁ?cﬁg:ﬁh:m' dher:::ﬂr?ami de
» Bortezomib/doxorubicin/dexamethasone (category 2B) > 1ig yclophosp

» Bortezomibithalidomide/dexamathasone (category 28| > lﬂ:::ggmz R
3

» Dexamethasone, thalidomide, cisplatin, doxorubicin,
cyclophosphamide, and etoposide (DT-PACE)

» Dexamethasone

» Dexamethasone, cyclophosphamide, etoposide, and cisplatin (DCEP)

+ Primary induction therapy for non-transplant candidates:
» Melphalan/prednisone (MP)
» Melphalan/prednisone/thalidomide (MPT) (category 1)
» Melphalan/prednisone/bortezomib (MPB) (category 2B)
» Vincrstine/doxorubicin/dexamethasone (VAD)
» Dexamethasone
» Thalidomide/dexamethasone
» Liposomal doxorubicin/vincristine/dexamethasone (DVD)
(category 2B)
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« Exposure to myelotoxic agents (including alkylating agents and
nitrosoureas) should be limited to aveid compromising stem-cell reserve

prior to stem-cell harvest in patients who may be candidates for fransplant.

omi exam ca
» ﬁnrmznmlbmml |dﬂm|deidexammhasnm [r:ateg ory 1)
» Dexamet hasnne [t:ategnry EE:l

s Primary induction therapy for non-transplant candidates:
» Dexamethasone [category 2B)
» Lenalidomide/low-dose dexamethasone (category 1)
¥ Liposomal doxorubicinivincristine/dexamethasone (DVD) (category 2B)
» Melphalan/prednisone (MP)
» Melphalan/prednisone/bortezomib (MPB) (category 1)
» Melphalan/prednisone/thalidomide (MPT) (categary 1)
» Thalidomide/dexamethasone [category 2B)
» Vincristine/doxorubicin/dexamethasone (VAD) [category 2B)

« Maintenance therapy:
» Interferon (category 2B)
» Steroids (category 2B)
» Thalidomide (category 1) £ prednisone [category 2B)

s Salvage:

» Bendamustine [category 2B)

» Bortezomib® (category 1)

» Bortezomil/dexamethasone

» Bortezomillenalidomide/dexamethasone (category 2B)

» Bortezomib/liposomal doxorubicin® (category 1)

» Cyclophosphamide-VAD

» Dexamethasone

» Dexamethasone, cyclophosphamide, etoposide, and
cisplatin (DCEP)

» Dexamethasone, thalidomide, cisplatin, doxorubicin,
cyclophosphamide, and etoposide (DT-PACE)

» High-dose cyclophosphamide

» Lenalidomide/dexamethasone (category 1)

» Lenalidomide

» Repeat primary induction therapy (if relapse at > 6 mo)

¢ Thalidomide

¢ Thalidomide/dexamethasone




Choosing the optimal therapy
for myeloma patients

!

Ability to optimize available resources
to achieve best outcomes for our
patients



Questions ??7?

A Is risk stratification of myeloma necessary ?

A What is the best induction regimen ?
I Combination or Sequential ?

A Is attaining CR important ?
A Is HDT/ transplant still necessary ?
A What is the best treatment at relapse ?
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Questions ??7?

Certainly !

Prognostication
Research
Cross trials comparison

Individualize treatment-
Risk adapted




Risk Stratification
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mSMART — Off-Study
_____ HighRisk |

High-risk (25%)

FISH \

= Del 17p

= t(4;14)*

= t(14;16)
Cytogenetic Deletion 13
Cytogenetic Hypodiploidy
PCLI >3%

\-

/

Standard Risk

Standard-risk (75%) *

-

All others including:
* Hyperdiploid
= t(11;14)
= £(6;14)

\-
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Frontline Treatment
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Transplant Ineligible

W MP + Thalidomide* or Radt
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Dispenzieri et al. Mayo Clin Proc 2007;82:323-341; v5 Revised and updated: Jan 2009

A Bortezomib in : Jagannath, S et al. Leukemia 21:151, 2007
A Bortezomibin : Sagaster, V et al. Leukemia 21:164, 2007.
A Bortezomibin : IFM 2005/01 Trial and VISTA Trial 2008



