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ACUTE MYELOID LEUKEMU - THERAPY, EYCLUDING
T-MNSPI-AWATION : BIOLOGICALLY D]RECTED THERAPY OF
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Preliminary Results of Southwest Oncology
Group Study 50106: An International
Intergroup Phase 3 Randomized Trial
Comparing the Addition of Gemtuzumab
Ozogamicin to Standard Induction Therapy
Versus Standard Induction Therapy
Followed by a Second Randomization to
Post-Consolidation Gemtuzumab
Ozogamicin Versus No Additional Therapy
for Previously Untreated Acute Myeloid
Leukemia.
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Abstract 790

Study 50106 is an open-label randomized phme III trial to evaluate the benefit and toxicity of adding

Gemtuzumab ozogamioin [GO] to standard induotion therapy, followed by a post-consolidation

randomization to receive either 3 additional doses ofGO orno additional therapy [OBS]. Eligible patients

rvere adults (age 18-60) with previously untreated de novo nonM3 AML. Patients were randomized

(stratified by age <35 vs 35+) to receive induotion therapy with daunorubioin(45 mglm? D1,2,3) and

cytarabine (l00mg/m2ld CI D1-7) and GO (6 mg/mZD4) [AD+GO] (DeAngelo,2003) r'ersus standard

induotion therapy with daunorubicin (60 mg/m2 IV Dl,2,3) and oytarabine (100mg/m2ld CI Dl-7) [AD].
Patients in either am who failed to achieve aplasia at Dl4 were retreated with AD. Patients achieving CR

received consolidation therapy with 3 oourses ofhigh dose oytrabine (3 gm/m2/q12hDI,3,5 evcry 28 days)

Patients remaining in CR after consolidation were eligible for a second randomization (stratified by

cytogenetio risk category at diagnosis md use of GO during induction) between 3 doses of GO (5 mg/m2
every 28 days) or OBS.

627 patients were registered on study 50106 from May 15,2004 though July 23,2009, the cutoff for the

second interim analysis of induotion outoomes (which by protoool plan was based on the fnst 456 eligible
patients) md first plamed interim analysis of disease-free suruival measured from the post-consolidation

randomization [DFS] (baed on the first 64 relapses or deaths). Complete response [CR] rates u,ere

1501277=660/" (AD+GO) and 159/229=690A (AD), ruling out the originally hypothesized l2To increme with
AD+GO at the prespeoified significance level (P<0.0025). Inoluding CRs with incomplete hematologic

rccovery, the responserateswereT4To in both arms. Importantly, relapse-free survivalm€asuredfrom the

date of CR [RFS] was not significantly better in the AD+GO am (hazrd ratio [HRl:l.00, 957o confidenoe

inten'al [CI] 0.69-L44, P=0.50), unlike preliminary results of the MRC AN4Ll5 trial (Bumett, Blood 2006

108: Abstraot l3). Arnong all patients evaluable for induotion toxioity, the rate of fatal adverse events [A-Es]
at least possibly attributable to treatment (most oommonly hemonhage, infection and/or ARDS) was



signiflcantly highcr in thc A」 )+GO anm(15/260‐ 589る vs 2/255=089る ,P=0002)Onc dCath in thc AJ)+∞

ann was attributablc to sinusoidal obstuction syndromc(SOS)Notably,tllc AE ratc in thc AD+CrO anll is

smilarto prcvious SWOG ANfL tl■ als,whilc dlc ratc in ic AD arm is rcmttkably low(C101‐ 289る )Thこ

flrst planncd llltcrlm analysis of postconsolidation icrapy cvaluatcd 150 Paticnts randomizcd bc● vccn GO

and OBS,only7ofwhomhadunfavorablccytogcllctics 36GOand250BSPaticnも hatlc rclapscd,alld onc

CIO and 2 0BS paticnts havc dicd、 vithout rcpo■ ofrclapsc DFS、vas not signiflcantly bcttcr in tllc GO aml

は =0 66 for OBS comParcd to C10,C1040‐ 108,onc―sidcd P=095):morCOVCr thc hypo■ csizcd bcncflt of

∞ oHR=15)was rlCCtCd at dlc prcsPccflCd Signiflcancc lcvcl(Pく 0001)BasCd On thcsc rcsults― thc lack

ofimprovcmcntin CR ratc or F『 S and thc higher fatalinduction AE ratc on dlc AD+GO induction anl■ ,and

tllc lack ofimprovcmcnt ul DFS on tllc post― oonsolidation OЭ  anll― dlc SWOG DSMC on Augustll,2009

たoomnlcndcd closurc of both tllc induction and Post‐ COnsolidation randomizatiOns ハcnong an cligiblc

patien毬 ■嘔th any follo■ v― DP,山 C CSthatcd mcdian ovcrall suwival flom sttdy cntr17 w警 31 months wi山

AD+GO induction(C122-39 montlls)and 35 months with AD(C124-41 months)

L■ this study,thc addition of GO to induction tlcrapy or as post― oonsolidation thcraPy did not ilnProVC thC

CR ratc,RFS,Post‐ consolidation DFS,or ovcrali suⅣival,but、vas associatcd、vitll a signiflcantly higllcr risk

of fatal induction advcrsc cvcnts
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