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S0106 Phase 111
Coordinating Group: SWOG

A Phase III Study of the Addition of Gemtuzumab Ozogamicin (Mylotarg®)
Induction Therapy Versus Standard Induction with Daunomycin and
Cytosine Arabinoside Followed by Consolidation and Subsequent
Randomization to Post-Consolidation Therapy with Gemtuzumab
Ozogamicin (Mylotarg®) or No Additional Therapy for Patients under Age
61 with Previously Untreated de novo Acute Myeloid Leukemia (AML)

Participants: Date Activated:
SWOG, CTSU (endorsed by NCIC CTG and the Leukemia 5/15/2004
Group of Middle Sweden) ‘ " Date Closed:

Study Coordinators: 8/20/2009

S Petersdorf, M Slovak, C Willman

Statisticians:
K Kopecky, H Gundacker

Data Coordinators:
T Maher, C White

APRIL 15 - 17,2010

Schema

? Induction Consolidation R Post-Consolidation
A i A

N gzmz;nuy;:b ___, HibaC N Gemtuzumab for 3 cycles
D Ara-C 3 cycles D

O )

M M

' |

Z z

A A

1 Daunomycin HiDaC T

| i .

0 Ara-C 3 cycles o No additional therapy
N N

Objectives :
To compare disease-free survival (DFS) of pa-

tients under age 61 with previously untreated, de
novo, non-M3, AML who receive gemtuzumab
ozogamicin as post-consolidation therapy versus
patients who receive no post-consolidation thera-
pYy-

To compare the complete remission (CR) rate
achieved by the addition of gemtuzumab ozoga-
micin to standard induction chemotherapy to that
achieved with standard induction chemotherapy
in patients under the age of 61 with previously

SOUTHWEST ONCOLOGY GROUP

S0106/I1

untreated, de novo, non-M3 AML. The durability
of complete responses will also be measured.

To estimate the frequency and severity of toxici-
ties of the addition of gemtuzumab ozogamicin to
induction therapy and post-consolidation therapy.

To evaluate the prognostic significance of CD33
expression on the response rate of patients who
receive gemtuzumab ozogamicin.

To evaluate the prognostic significance of FLT3
mutations prior to therapy, and of minimal resi-
dual disease in remission specimens collected be-

LEUKEMIA
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fore and after consolidation therapy and after
post-consolidation therapy with gemtuzumab
ozogamicin.

To evaluate the prognostic significance of the

- flow cytometric detection of minimal residual
disease in specimens collected before and after
consolidation therapy and after post-consolidation
therapy with gemtuzumab ozogamicin -

Patient Population
Patients must have a morphologically confirmed

diagnosis of acute myeloid leukemia (AML) with
FAB classification other than M3, based on bone
marrow aspiration and biopsy performed within
14 days prior to registration. Patients with M3
AML or blastic transformation of chronic myelo-
.genous leukemia are not eligible. Patients with a
preexisting hematologic disorder evolving to
AML such as myelodysplasia or secondary leu-
kemia are not eligible.

Patients must not have received systemic chemo-
therapy or more than one dose of intrathecal
chemotherapy for acute leukemia. Administration
of hydroxyurea to control high cell counts prior to
registration is permitted. ‘

Patients must have reached their 18th birthday
but not reached their 61st birthday and must have
a Zubrod performance status of 0, 1, 2, or 3. Pa-
tients must have normal hepatic and left ventricu-
lar function. Patients with unstable cardiac arr-
hythmias or unstable angina are not eligible.

Stratification/Descriptive Factors
At first (induction) randomization, patients will

be stratified by age at enrollment: less than 35
years vs 35 years or older.

At the second (post-consolidation) randomiza-
tion, patients will be stratified by (1) gemtuzumab
ozogamicin therapy in step 1: Yes vs. No, and (2)
pre-induction cytogenetic risk group: favorable vs
intermediate vs unfavorable vs indeterminate.

Accrual Goals

The accrual goal for this study is to randomize
342 eligible patients (171 per arm) to the second
(post-consolidation) randomization. It is esti-
mated that approximately 50% of the patients
enrolled will proceed to the second randomiza-
tion. Therefore, approximately 684 patients will
be enrolled and randomized to the first (induc-
tion) randomization.

Three interim analyses will be conducted during
the course of the study; they will be done when
approximately 25%, 50% and 75% of the antic-
ipated relapse events have occurred.

SOUTHWEST ONCOLOGY GROUP

S0106/111

Summary Statement
The study was closed on August 20, 2009 with a

total of 637 patients accrued. Currently 33 pa-
tients are ineligible and are excluded from the
analysis: 17 with preexisting hematologic disord-
ers or secondary leukemia, ten without docu-
mented AML, five with M3 AML, and one who
was older than 60 at randomization. Three other
patients who withdrew consent after registration
and received no protocol therapy are excluded
from this analysis. ’

Induction Therapy:

Thirteen major protocol deviations were reported.
Three patients received no protocol treatment for
various reasons. Three patients assigned to the
gemtuzumab arm did not receive gemtuzumab
due to refusal, high LFTs, and lung hemorrhage.

~ Two patients did not receive the second induction

course for residual disease, two received a higher
dose of Ara-C than prescribed in the protocol,
one received gemtuzumab in error, one was given
a second induction cycle after achieving CR, and
one did not receive daunomycin during the first
induction cycle.

Eight patients on the gemtuzumab arm were tak-
en off protocol treatment due to toxicity: three
due to VOD and other liver toxicity, two due to
renal failure, and one each due to skin/neurologic
toxicities, lung hemorrhage, and infusion reaction
to gemtuzumab. No patients were taken off stan-
dard therapy due to toxicity. Eleven patients on
the gemtuzumab arm and 23 patients on the stan-
dard treatment arm came off protocol treatment
carly for various other reasons primarily to pur-
sue therapy off protocol.

The three patients who received no protocol

_ treatment are excluded from the analysis of in-

duction toxicities, along with four treated patients
whose toxicities were not assessed. Of 283 pa-
tients on the gemtuzumab arm who have been
evaluated for induction toxicities, sixteen (5.7%)
suffered fatal toxicities: five due to hemorrhage,
five due to infection, two due to ARDS, one due
to liver failure, one due to ARDS with dyspnea,
one due to hemorrhage, infection, ARDS and aci-
dosis, and one due to multi-organ failure. Various
Grade 4 non-hematologic toxicities have been re-
ported for 45 additional patients, including 26
with infection and one with VOD.

Of 281 patients on the standard arm who have
been evaluated for induction toxicities, four
(1.4%) suffered fatal toxicities: two due to infec-
tion and one each due to hemorrhage and ga-
strointestinal colitis. Grade 4 non-hematologic
toxicities have been reported for 30 patients, in-
cluding 15 with infection.

LEUKEMIA
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The fatal induction toxicity rate is significantly
higher in the gemtuzumab arm compared to the
standard arm (5.7% vs 1.4%, two-sided p = 0.01
by Fisher's exact test). Notably, the fatal toxicity
rate on the gemtuzumab arm is similar to the rates
in earlier SWOG studies using induction regi-
mens similar to the standard arm of S0106, while
the rate on the standard arm is significantly lower
than in the earlier studies.

One patient who received no treatment due to in-
surance refusal and another whose diagnosis was
revised to ALL are excluded from the analysis of
response. Of the 287 patients who have been
evaluated for response to induction on the gemtu-
zumab arm, 214 (75%) achieved CR or CRi (95%
CI: 70% - 80%) and 47 (16%) had resistant dis-
ease. Of the 285 patients evaluated for response
on the standard arm, 207 (73%) achieved CR or
CRi and 60 (21%) had resistant disease.

One hundred seven of the 297 evaluable patients
with follow-up on the gemtuzumab arm have died
and the median overall survival is 31 months
(95% CI: 25 - 39 months). One hundred four of
the 299 evaluable patients with follow-up on the
standard arm have died, with median overall sur-
vival 34 months (95% CI: 24 - 41 months). Of the
214 patients who achieved CR on the gemtuzu-
mab arm, 60 have reports of relapse and 20 died
without a report of relapse, and the estimated
probability of relapse-free survival (RFS) at two
years is 50% (95% CI: 42% - 59%). Of the 207
patients who achieved CR on the standard arm,
61 have reports of relapse and 19 died without a
report of relapse, and the estimated two-year RFS
is 49% (95% CI: 41% - 58%).

Consolidation Therapy:

Of 402 patients registered for consolidation, 24
were not eligible because they were not shown to
have a complete response to induction therapy,
had inadequate liver function, or were ineligible
for the initial registration. Major deviations were
recorded for two patients who did not receive
consolidation due to detection of peripheral blood
blasts on the day of registration and late induction
toxicities. Ten patients were removed from proto-
col consolidation therapy due to consolidation
toxicities: five due to slow platelet recovery, two
due to neurotoxicitics and one each due to late
.induction toxicities, febrile neutropenia, and un-
specified toxicity. Forty-six additional patients
were taken off therapy early for other reasons,
primarily to pursue transplant. Of 353 patients
evaluated for consolidation toxicities, one fatal
consolidation toxicity (infection) has been re-
ported. Grade 4 non-hematologic toxicities have
been reported for 52 patients during consolidation
therapy, including 38 with infection.

SOUTHWEST ONCOLOGY GROUP

S0106/111

Post-consolidation Therapy:

Of 182 patients registered for post-consolidation
randomization, twelve are ineligible: eight be-
cause they were ineligible for a previous registra-
tion on this study, two without neutrophil recov-
ery when registered, one due to progression, and
one due to relapse. Major protocol deviations
were reported for six patients who refused to re-
ceive gemtuzumab before starting treatment. Five
other patients refused to complete post-
consolidation gemtuzumab therapy. Eleven pa-
tients were taken off post-consolidation therapy
due to toxicity, most frequently prolonged hema-
tologic recovery.

Among the 73 patients evaluated for toxicity of
post-consolidation gemtuzumab, no fatal toxici-
ties have been reported. Forty-eight have Grade 4
toxicities, primarily hematologic. Five patients
had Grade 4 non-hematologic toxicities, four with
infection.

Of the 84 evaluable patients with follow-up on
the post-consolidation gemtuzumab arm, 41 have
relapsed and two have died without a report of re-
lapse, and the estimated disease-free survival
(DFS) two years after the post-consolidation ran-
domization is 39% (95% CI: 27% - 51%) for the
gemtuzumab arm. Of the 84 evaluable patients on
the post-consolidation observation arm, 34 have
reports of relapse and two have died without a re-
port of relapse, and the estimated two-year DFS
is 50% (95% CI: 38% - 62%).

Early Closure of the Study:

On August 11, 2009 the SWOG Data and Safety
Monitoring Committee (DSMC) reviewed the
second scheduled interim analysis of CR rates,
which was based, as planned, on the first 456
evaluable patients. The CR rates in that analysis
were similar to those for all patients in the present
analysis, 66% in 227 patients on the gemtuzumab
arm, and 69% in 229 patients on the standard
arm. With these data the hypothesis that the gem-
tuzumab arm increases the CR rate by 12% was
rejected at the predefined significance level
(p<0.0025). In addition, as shown above, RFS
was not significantly better on the gemtuzumab
arm. The DSMC also reviewed the first planned
interim analysis of post-consolidation DFS, the
results of which were similar to those described
above. That analysis rejected the hypothesis that
gemtuzumab improves DFS with a hazard ratio
(observation : gemtuzumab) of 1.5 at the prespe-
cified significance level (p<0.001). Based on
these results, as well as the higher incidence of
fatal toxicities in the gemtuzumab induction arm
similar to that described above, the DSMC rec-
ommended closure of both the induction and

LEUKEMIA
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post-consolidation randomizations. This recom- leadership, and the study was closed to accrual on
mendation was reviewed and accepted by the August 20, 2009.
study team, Leukemia Committee, and SWOG
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Registration by Institution
Initial Registration / Randomization
Total Total
Institutions Reg Institutions Reg
CTSU 250 Boston Univ Med Ctr S
Michigan, U of 36 Providence Hosp 5
MUSC, Hollings CC 30 Upstate Carolina 5
Loyola University 29 Sutter Hith Western/Davis, U of CA 4
Puget Sound 28 Akron Gen Med Ctr/Cleveland Clinic OH 3
Rochester, Univ of 23 Arkansas, U of : 3
Stanford University 21 Central IL CCOP 3
New Mexico MBCCOP 19 Kansas City CCOP 3
Wichita CCOP 19 LSU-New Orleans CCOP 3
Wayne State Univ 18 BAMC/WHMC 2
Karolinska Univ Hosp 13 Madigan Army Med Ctt/BAMC/WHMC 2
LSU-Shreveport 11 Michigan CRC CCOP 2
Utah, U of 11 Montana CCOP 2
Kentucky, U of 10 Sahlgrenska U Hosp/Karolinska Univ Hosp 2
LSU-Shreveport CCOP 10 So Calif, U of 2
Cleveland Clinic OH 9 St Edward Mercy MC/Arkansas, U of 2
Southeast CCC CCOP 9 St Louis CCOP 2
Grand Rapids CCOP 7 Stormont-Vail Health/Kansas, U of 2
Columbus CCOP 6 Watson Clinic Center/H Lee Moffitt CC 2
Dayton CCOP 6 All Other Institutions 7
San Antonio, U of TX 6 Total (48 Institutions) 637
Akademiska Hospital/Karolinska Univ Hosp 5
APRIL 15- 17,2010 SOUTHWEST ONCOLOGY GROUP LEUKEMIA 13
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Registration, Eligibility, and Evaluability
Initial Registration / Randomization

Data as of February 15, 2010

ARA-C
+ Daunomycin ARA-C
TOTAL + Mylotarg + Daunomycin
NUMBER REGISTERED 637 317 320
INELIGIBLE 33 16 17
ELIGIBLE 604 301 303
Not Analyzable 3 : 2 1
RESPONSE ASSESSMENT :
Determinable 534 263 271
Not Determinable 38 24 14
Too Early 27 12 15
Not Applicable 2 0 2
ADVERSE EVENT ASSESSMENT
Evaluable 564 283 281
Not Evaluable 7 2 5
Too Early 30 14 16
Patient Characteristics
Initial Registration / Randomization
Data as of February 15, 2010
ARA-C + Daunomycin +
Mylotarg ARA-C + Daunomycin
(n=299) (n=302)
AGE
Median 472 48.5
Minimum 187 18.5
Maximum 60.7 60.9
< 35 years 63 21% 63 21%
> 35 years 236 79% 239 79%
SEX
Males 164 55% 153 51%
Females . 135 45% 149 49%
HISPANIC
Yes 10 3% 18 6%
No 226 76% 240 79%
Unknown 63 21% 44 15%
RACE
White 240 80% 262 87%
Black 27 9% 11 4%
Asian 9 3% "~ 18 6%
Pacific Islander 3 1% 1 0%
Native American 3 1% 3 1%
Unknown 17 6% 7 2%
APRIL 15 - 17,2010 SOUTHWEST ONCOLOGY GROUP LEUKEMIA 14
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Treatment Summary

_ Initial Registration / Randomization : -

Data as of February 15, 2010

ARA-C
+ Daunomycin ARA-C
TOTAL + Mylotarg + Daunomycin
NUMBER ON PROTOCOL TREATMENT 10 8 2
NUMBER OFF PROTOCOL TREATMENT 591 291 300
REASON OFF TREATMENT
_ Treatment completed as planned 513 256 257
Adverse Events or side effects ) 8 8 0
Refusal unrelated to adverse events ! 3 1 2
Progression/relapse 7 3 4
Death ; 10 7 3
Other - not protocol specified 34 11 23
Reason under review 16 5 11
MAJOR PROTOCOL DEVIATIONS 13 7
r
APRIL 15-17,2010 SOUTHWEST ONCOLOGY GROUP LEUKEMIA 15
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Number of Patients with a Given Type and Grade of Adverse Event

Initial Registration / Randomization
Non-Hematologic Toxicities Only
Adverse Events Unlikely or Not Related to Treatment Excluded
Adverse Events with No Entries for Grades 3 to 5 Have Been Suppressed
Data as of February 15, 2010

ARA-C + Daunomycin

+ Mylotarg ARA-C + Daunomycin
(n=283) (n=281)
Grade Grade

ADVERSE EVENT Unk <2 3 4 5 Unk <2 3 4 5
Allergy/immunology 0 277 4 2 0 0 281 0o 0 0
Cardiac General ’ 0 273 6 4 0 0 276 3 2 0
Cardiovascular Infect., Gr. 34 AN 4] 282 ] 1 0 0 280 1 0 0
Clotting 0 281 1 1 0 0 280 O 1 0
Death 0 282 0 0 1 0 281 0 0 o0
Dermatologic/Skin 0 277 6 0 0 1272 8 0 0
Endocrine 0 282 1 0 0 0 281 0o 0 O
Eye 0 283 0 o0 o 0 278 2 1 0
Flu-Like Symptoms 0 253 27 3 0 0 251 29 1 0
GI Fistula 0 282 0 1 0 0 281 0 0 0
GI Hemorrhage 0 280 3 0 0 0279 2 0 0
GI Infection, Gr. 0-2 ANC 0 282 1 0 0 0 281 0 0 -0
GI Infection, Gr. 34 ANC 1 274 7 0 1 0270 11 0 0
Gl Infection, Unk ANC 0 283 0 0 0 0 280 1 0 0
GI Pain 0 275 8 0 0 0277 4 0. 0
Gl Perforation 0 283 0 0 0 0 280 0 1 0
GU 0 275 6 2 0 0275 6 0 0
GU Fistula 0 282 0 1 0 0 281 60 0 O
GU Hemorrhage 0 278 5 0 0 0278 3 o 0
GU Infection, Gr. 0-2 ANC 0 283 0 0 0 0 280 1 0 0
GU Infection, Gr. 34 ANC 0 277 6 0 0 02714 7 0 0
GU Infection, Unk ANC 0 281 2 0 0 0 280 i 0 0
Gastrointestinal 0 253 30 0 0 0 243 36 1 1
Hemorrhage 0 265 13 1 4 0273 7 0 1
Hepatobiliary Infect., Gr. 0-2 ANC 0 282 1 0 0 0 281 c 0 0
Hepatobiliary/Pancreas 0 278 2 2 1 0 280 1 [
Infection 0 111 146 22 4 0 92 176 13 0
Infection, Gr. 34 ANC 0 248 30 3 2 0 253 24 3 1
Infection, Unk ANC 0 280 3 0o 0 0276 5 0 0
Lung 0 261 11 7 4 0 273 6 2 Q
Lung Hemorrhage 0 275 4 2 2 0 280 1 0 0
Lung Infection, Gr. 0-2 ANC 0 277 5 1 0 0 281 0 0 0
Lung Infection, Gr. 3-4 ANC 0 260 19 4 0 0 250 26 4 1
Lung Infection, Unk ANC 0 282 1 ¢ 0 0 278 3 0o 0
Lung Pain 0 281 2 0 0 0279 1 1 0
Lymphatics 0 281 2 0 0 0 281 0 0 0
Metabolic/Laboratory 0 185 82 15 1 0 217 54 10 0
Mood Alteration 0 282 1 0 0 0 280 1 0o 0
Mucositis, Clinical 0 277 6 0 0 0 267 14 0 0
Mucositis, Functional 0 278 5 0 0 0 272 8 1 0
Muscle Weakness 0 283 0 0 0 0 280 i 0 0
Musculoskel. Infect., Gr. 0-2 ANC 0 282 1 0 0 0 281 0 0 0
Musculoskeletal Pain 0 282 1 0 0 1 278 2 0 0
Musculoskeletal/Soft Tissue 0 282 1 0 0 0 281 0 0 0
Neurologic 0 275 7 1 0 0276 4 1 0
Neurologic Infection, Gr. 3-4 ANC 0 282 1 0 0 0 280 0 1 0
Neurologic Pain 0 275 8 0 0 0 280 1 0 0
Pain 0 282 1 0 0 0 281 0 0 0
Sexual/Repro. Infect., Gr. 3-4 ANC 0 282 0 1 0 0 281 0 0 0
Skin Infection, Gr. 0-2 ANC 4] 281 2.0 0 0 281 0 0 0
Skin Infection, Gr. 3-4 ANC 0 278 5 0 0 0 277 4 [
Skin Infection, Unk ANC 0 279 4 0 0 0 278 3 0 0
Skin Pain 0 283 0 0 0 0 280 1 [
Supraventricular Arrhythmia 0 282 0 1 0 0 280 1 0 0
Syndromes 0 281 2 0 0 0279 2 0 0
Vascular 0 278 3 2 0 0 277 3 1 0
Ventricular Arrhythmia 0 282 0 1 0 0 281 0 0 0
MAXIMUM GRADE ANY

ADVERSE EVENT

Number 0 58 164 45 16 0 48 199 30 4

APRIL 15 - 17,2010 SOUTHWEST ONCOLOGY GROUP LEUKEMIA 16
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Response
Initial Registration
Data as of February 15, 2010

ARA-C +
Daunomycin ARA-C +
+ Mylotarg Daunomycin
Complefe Response 194 68% 192 67%
CR w/Incomplete Hem. Recovery 20 7% 15 5%
Partial Response 2 1% 4 1%
Assessment Inadequate 13 5% 9 3%
Resistant Disease 47 16% 60 21%
Died During Aplasia 1 0% : 0 0% .
Died <7 Days After 1st Course 4 1% 0 0% N
Died Without Bone Marrow Exam 6 2% 5 2%
Total 287 100% 285 100%
Registration, Eligibility, and Evaluability
Consolidation
Data as of February 15, 2010
ARA-C ARA-C
Consolidation Consolidation
NUMBER REGISTERED 402 ADVERSE EVENT ASSESSMENT .
INELIGIBLE 24 Evaluable 353
ELIGIBLE 378 Not Evaluable 2
Analyzable, Pend. Elig. 1 Too Early : 23
Treatment Summary
Consolidation
Data as of February 15, 2010
ARA-C
Consolidation
NUMBER ON PROTOCOL TREATMENT 22
NUMBER OFF PROTOCOL TREATMENT 356
REASON OFF TREATMENT
Treatment completed as planned 245
Adverse Events or side effects 10
Refusal unrelated to adverse events 10
Progression/relapse 8
Death 2
Other - not protocol specified 46
Reason under review 35
MAIJOR PROTOCOL DEVIATIONS 2
APRIL 15-17,2010 SOUTHWEST ONCOLOGY GROUP ) LEUKEMIA 17
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Number of Patients with a Given Type and Grade of Adverse Event

Consolidation
Non-Hematologic Toxicities Only
Adverse Events Unlikely or Not Related to Treatment Excluded
Adverse Events with No Entries for Grades 3 to 5 Have Been Suppressed
Data as of February 15, 2010

ARA-C Consolidation ARA-C Consolidation
(n=353) (n=353)
Grade Grade
ADVERSE EVENT Uk <2 3 4 5 ADVERSE EVENT Unk <2 3 4 5
Airway Obstruction 0 352 0 1 0 Lung Infection, Gr. 3-4 ANC 1 332 19 Q 1
Cardiac Arrhythmia 0 351 1 1 0 Lung Infection, Unk ANC 030 3 0 0
Cardiac General 0 341 8 4 0 Lung Pain 0 351 2 0 0
Cardiovascular Infect., Gr. 0-2 ANC 0 352 1 0o 0 Lymphatics 0352 1 0 O
Clotting 0 352 1 0 0 Metabolic/Laboratory 029 54 9 0
Dermatologic/Skin 0 352 1 0 0 Mood Alteration 0 352 1 0 0
Eye Pain 0 352 1 0 o0 Mucositis, Clinical 0 352 1 0 0
Flu-Like Symptoms 0 317 35 1 0 Mucositis, Functional 0 351 1 1 0
Gl Hemorrhage 0 351 2 0 0 Muscle Weakness 0 351 2 0 0
GI Infection, Gr. 3-4 ANC 0 344 8 1 0 Musculoskel. Infect., Gr. 3-4 ANC 0 352 1 0 0
GI Necrosis 0 352 1 0 0 Musculoskeletal Infection, Unk ANC 0 351 2 0 0
GI Pain 1 348 4 0 0 Musculoskeletal Pain 0348 5 0 O
GU Hemorrhage 0 352 1 [(] Neurologic 0 342 11 0 0
GU Infection, Gr. 34 ANC 0 344 8 1 0 Neurologic Infection, Gr. 3-4 ANC 0 352 1 0 0
Gastrointestinal 0 340 12 1 0 Neuwrologic Pain 0348 5 0 0
Hematologic 0 352 1 0 0 Sexual/Repro. Infect., Gr. 0-2 ANC 0 352 1 0 0
Hemorrhage 0 338 14 1 0 Sexual/Repro. Infect., Gr. 3-4 ANC 0 352 1 0 0
Hepatobiliary Infect., Gr. 3-4 ANC 0 352 1 0 0 Skin Infection, Gr. 34 ANC 1 344 8 0 0
Hepatobiliary Infection, Unk ANC 0 352 1 0 [} Skin Infection, Unk ANC 1 349 3 0 0
Infection 0 182 141 30 O Syndromes 0 351 2 0 0
Infection, Gr. 0-2 ANC 0 344 9 0 0 Vascular 0 350 1 2 0
Infection, Gr. 3-4 ANC 0 297 43 13 0
Infection, Unk ANC 0346 7 0 0 MAXIMUM GRADE
Lung 0333 16 4 0 ANY ADVERSE EVENT
Lung Hemorrhage 0349 4 0 O Number 0 117 183 52 1
Lung Infection, Gr. 0-2 ANC 0 346 6 1 0
Registration, Eligibility, and Evaluability
Post-Consolidation
Data as of February 15, 2010
TOTAL Mylotarg Observation
NUMBER REGISTERED 182 91 91
INELIGIBLE 12 5 7
ELIGIBLE 170 86 84
Analyzable, Pend. Elig. 16 12 4
ADVERSE EVENT ASSESSMENT
Evaluable 73 73 0
Not Evaluable 6 6 0
Too Early 7 7 0
Not Applicable 84 0 84
APRIL 15- 17,2010 SOUTHWEST ONCOLOGY GROUP LEUKEMIA 18
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Treatment Summary

Post-Consolidation

Data as of February 15, 2010

Mylotarg
NUMBER ON PROTOCOL TREATMENT 4
NUMBER OFF PROTOCOL TREATMENT 82
REASON OFF TREATMENT
Treatment completed as planned 36
Adverse Events or side effects 11
Refusal unrelated to adverse events 11
Progression/relapse 4
Death 0
Other - not protocol specified 3
Reason under review 17
MAJOR PROTOCOL DEVIATIONS 6

Number of Patients with a Given Type and Grade of Adverse Event

Post-Consolidation
Includes Hematologic Toxicities
Adverse Events Unlikely or Not Related to Treatment Excluded
Adverse Events with No Entries for Grades 3 to 5 Have Been Suppressed
Data as of February 15, 2010

Mylotarg Mylotarg
(n=73) (n=73)
Grade ) Grade

ADVERSE EVENT <2 3 4 5 ADVERSE EVENT <2 3 4 5
ALT 71 | 1 0 Lung Inf, 3-4 ANC: pharynx 72 1 0 0
AST 71 1 1 0 Lymphopenia 69 3 1 0
Dehydration 72 1 0 0 Musculo. Pain: back 72 1 0 0
Fatigue 69 4 g 0 Musculo. Pain: limb 72 1 0 0
Febrile neutropenia 51 19 3 0 Nausea 72 i (U]
Fever 720 1 0 Neuro Pain: head/headache 72 1 0 0
GI Pain: anus 72 1 0 0 Neutrophils 34 3 36 0
GI Pain: rectum 72 1 0 0 Opportunistic infection 72 1 0 0
Hemoglobin 71 2 0 0 Petechiae 72 1 0 0
Hyperglycemia 71 1 1 0 Platelets 36 21 16 0
Hypokalemia 70 3 0 0 Serum sickness 72 1 0 0
Hypophosphatemia 72 1 0 0 . Skin Inf, 3-4 ANC: skin 72 1 0 0
Hypotension 72 i 0 0 Vomiting 72 1 o 0
Inf, 3-4 ANC: blood 69 3 1 0
Inf, 3-4 ANC: cath-related 71 2 0 0 MAXIMUM GRADE ANY ADVERSE EVENT
Leukocytes 33 7 31 0 Number 9 16 48 0

APRIL 15 - 17,2010 SOUTHWEST ONCOLOGY GROUP LEUKEMIA
S0106/111
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Abstract 790

Study 80106 is an open-label randomized phase III trial to evaluate the benefit and toxicity of adding
Gemtuzumab ozogamicin [GO] to standard induction therapy, followed by a post-consolidation
randomization to receive either 3 additional doses of GO or no additional therapy [OBS]. Eligible patients
were adults (age 18-60) with previously untreated de novo nonM3 AML. Patients were randomized
(stratified by age <35 vs 35+) to receive induction therapy with daunorubicin (45 mg/m2 D1,2,3) and
cytarabine (100mg/m2/d CI D1-7) and GO (6 mg/m2 D4) [AD+GO] (DeAngelo,2003) versus standard
induction therapy with daunorubicin (60 mg/m?2 IV D1,2,3) and cytarabine (100mg/m?2/d CI D1-7) [AD].
Patients in ejther arm who failed to achieve aplasia at D14 were retreated with AD. Patients achieving CR
received consolidation therapy with 3 courses of high dose cytarabine (3 gm/m2/q12h D1,3,5 every 28 days).
Patients remaining in CR after consolidation were eligible for a second randomization (stratified by
cytogenetic nisk category at diagnosis and use of GO during induction) between 3 doses of GO (5 mg/m?2
every 28 days) or OBS.

627 patients were registered on study S0106 from May 15, 2004 though July 23, 2009, the cutoff for the
second interim analysis of induction outcomes (which by protocol plan was based on the first 456 eligible
patients) and first planned interim analysis of disease-free survival measured from the post-consolidation
randomization {DFS] (based on the first 64 relapses or deaths). Complete response [CR] rates were
150/277=66% (AD+GO) and 159/229=69% (AD), ruling out the originally hypothesized 12% increase with
AD+GO at the prespecified significance level (P<0.0025). Including CRs with incomplete hematologic
recovery, the response rates were 74% in both arms. Importantly, relapse-free survival measured from the
date of CR [RFS] was not significantly better in the AD+GO amm (hazard ratio {HR]=1.00, 95% confidence
interval [CI] 0.69-1.44, P=0.50), unlike preliminary results of the MRC AMLI15 trial (Bumett, Blood 2006
108: Abstract 13). Among all patients evaluable for induction toxicity, the rate of fatal adverse events [AEs]
at least possibly attributable to treatment (most commonly hemorrhage, infection and/or ARDS) was




significantly higher in the AD+GO arm (15/260=5.8% vs 2/255=0.8%, P=0.002). One death in the AD+GO
arm was attributable to sinusoidal obstruction syndrome (SOS). Notably, the AE rate in the AD+GO am is
similar to previous SWOG AML trials, while the rate in the AD arm is remarkably low (C10.1-2.8%). The
first planned interim analysis of post-consolidation therapy evaluated 150 patients randomized between GO
and OBS, only 7 of whom had unfavorable cytogenctics. 36 GO and 25 OBS patients have relapsed, and one
GO and 2 OBS patients have died without report of relapse. DFS was not significantly better in the GO arm
(HR=0.66 for OBS compared to GO, CI 0.40-1.08, one-sided P=0.95); moreover the hypothesized benefit of
GO (HR=1.5) was rejected at the prespecified significance level (P<0.001). Based on these results — the lack
of improvement in CR rate or RFS and the higher fatal induction AE rate on the AD+GO induction arm, and
the lack of improvement in DFS on the post-consolidation GO arm — the SWOG DSMC on August 11, 2009
recommended closure of both the induction and post-consolidation randomizations. Among all eligible
patients with any follow-up, the estimated median overall survival from study entry was 31 months with
AD+GO induction (CI 22-39 months) and 35 months with AD (CI 24-41 months).

In this study, the addition of GO to induction therapy or as post-consolidation therapy did not improve the
CR rate, RFS, post-consolidation DFS, or overall survival, but was associated with a significantly higher risk
of fatal induction adverse events.

Disclosures: No relevant conflicts of interest to declare.
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% 6@ | H20.5.17~H21.5.16 345 0 0 114 114 84 48 40 27
# 70\ |H21.5. 17;\-H22. 5.16 345 0 0 22| 122 111 71 56 57
&t 345 275 852 758 758 469 199 127 88
1.3 AERER
1.3.1 EERISALICMT SFIR
1.3. 1.1 EGIRAL

SEFRER AT 1. 3. 1. 1-1 15 Lz, BEJER 852 it 758 Bl INE L, ViRl
FEE LT 5 xRS Lz 753 il e Pl SIER & L LM OB EITo 72,
AT I T AUV A SE B (7R ) 25 225

I DVTIEL, Rl RAEG] 753 $1720 5
Bl % bR L7 528 B4 A ZMMERFE SUER] & U TREZ 1T 7,

7035, TRERMISONR B~OFE RS 21 FIOWNFRER 1.3, 1 1-1 1A LTz,

Ak (2) - 2




BEEMRC 852 I

WERRREE PR 94
i | S - BSERER 4 )
BEREREED 48 I
BEZREES | 7584 |
R 2P SLEIRIHE R 5
i |EREAREENTOGLER | 3B
ZOMh. SEED 24
[ R FmHRESIE | 7536 |
A T ER I 225 )
BERIAREEN (ERR) | 319
FDA I E B 21
AR AR RASMER 116 )
A RO 5Tl K 0 E e 28 5
IR TETEE) EP 89 1
2Ot HHIED) 1

B IETE A REHR | 5284 |

* REE GO B HY B 5N OB RBRIERD
wk: RO B O BEEHY

L3111 fEHIEAL

£1.3.1.1-1 ZBBERNEBICEREI NS

TR G 7 AR SEFI %K
BRI EE R & O AN E R A R
HIFE S SR -
SPEIRAE E 5
A4 Y L SERME A
B S R SE R RE
16 M BB 3 105 O 22 MR

 Myeloid/NK (& s
BMEE B A m s

1 i

IS

[l el B A S AV I

[N
—

Bk (2) - 3



1.3.1.2 %85, BEEMEH

AR OBEZTEL, BRI 82 HI0 5 b, KRG IHKGEHESIL 46 FiTH -
Too DL, —ARBRSFEEZPIELEZbOOFRERICRES SN REEHEHD 8
B o Tl RN ARI DR G SN2 o = fERIIL 38 61 (4. 5%) Th o'z,
ARG SN b - - Bl TBEEOREE(L) 2 48.7% & %< KRWT MLoBR
ERBIR] 20.5%, [83F - FEOES] 12.8%DIETH o712 (3 1.3.1.2-1),

*1.3.1.2-1 R 5EH

FE5HH [ ekt
BEOREE/ 19 48.7%
D IE TR 2 B’ 8 20.5%
B - FIEOES 5 12.8%
CD33 BB M RAK T 2 5.1%
3 55 <& p it T2 5.1%
BAEOFEIZL HIEH 1 2.6%
BEOREYE 1 2.6%
AR i 2.6%

& &t 39 100. 0%
G5 BB OERERH V)

1.3.1.3 #&5 1 AOHDIEH

A VEFI SIERF] 753 Bl 5 5, &5 1 BIORERIL 280 FICRIED 37. 2% % Hdiz,
B51EOAT 2 B AP URAEFOREEBE, THRET) 2358.9%&£<. &K
WC THESRS] 21.6%,. [BEET] 4. 2%0ETH-72(F 1.3, 1.3-1),

#1.3.1.3-1 2 EB&REDOHILER

B 5 oh 1k # [ AR

FRETT 169 58. 9%

EERR 62 21. 6%

BEFLC 12 4.2%

e L R = o
BFE - FEOHES 7 2.4%

| SmEvFESET 7 2.4%

@_:ﬁm@ﬁm%m@ﬁ """"" 6 21%

CR 4 1.4%

b FUERIIA R A RIR (RIENE ) 4 1.4%
i 6 2.1%

& gt 287 100.0%

(s 1k BB e DEREREGI D 1)

BIHE(2) - 4



1.3.2 BEWRER

LZAAMEE MR SIES] 753 IO BEE RERNEF 1.3.2-1 IR LTz,

£1.3.2-1 BESEER(ZO )

BEEREN RERAEFIEL MR
PR B 437 58. 0%
i 316 42. 0%
15 kAT 20 2.7%
15 ~ 25 FERT 22 2.9%
25 ~ 35 A 39 5.2%
i 35 ~ 45 ﬁﬁea’ﬁ 42 5. 6%
45 ~ 55 EEARTE 79 10.5%
55 ~ 65 EEA 184 24. 4%
65 ~ 75 BLAIH 235 31.2%
75 % ULk 132 17.5%
SEEME 60 %
S (R EAHE) B/ME 1%
=X 90 5%
0 174 23.1%
1 220 29. 2%
- 2 117 15.5%
B b 3 82 10.9%
4 27 3.6%
R - kit 133 17.7% |
TR EH ISR R 732 97.2%
RIS ARG E R 21 2.8%
MO 55 7.3%
M1 114 15.1%
M2 300 39.8%
s o e
FAB 43 M4 96 12.7%
(n=732) M5 60 | 8.0%
M6 25 3.3%
M7 12 1.6%
KEEE 41 5.4%
TBR - REEHE 2 0.3%
1[5 308 40. 9%
MR B L I 130 | 17.3%
(n =501) SBl 37| 4.9%
4®PAE 25 3.3%
FH - R E 1} 0.1%
CR JEE CREE/: L (ER) 230 30.5%
(h=732) CR EED U_ ‘ 501 66.5%
T - REDHE 1 0.1%
fi3 624 82.9%
T LRI H 119 15.8%
T - R 10 1.3%

*:ECOG DPerformance Status

B2 -5



£1.3.2-1 BEHRER(£02)

BELTRENR S REEGI RERR
= 752 99. 9%
AR R RR = ; o
& 672 89.2%
GVHD G 79 T 10.5%
BEAE 3 2 0.3%
Ei3 442 58. 7%
F Dl =3 305 40. 5%
] 3 0. 8%
it 595 79. 0%
IR aebEE " 156 20. 7%
N IR 2 0.3%
FHeREE A 36 4.8%
R - SRR 1 0.1%
i3 679 90. 2%
i 25 H 72 1 9.6%
A TRER - Ra# 2 0.3%
SOHE I 563 74.8%
RIE H 188 25.0%
B - RECEY 2 0.3%
£ 659 87.5%
DRE # 93 12. 4%
REY - REH 1 0.1%
i3 415 55. 1%
S ] 336 44. 6%
B - REOHE 2 0.3%
d 12 1. 6%
AR AR i3 740 98.3%
TREY - kI 1 0.1%
SR = 611 S1. 1%
SERBITRT D | _ sl 142 18.9%
TaspiTRE EMHEIERE TR OPER HFE B 11 1.5%
(n=146 : EEH V) IR 135 17. 9%
T AN 89 11.8%
FfERE T MR I = 31 4. 1%
(n=135) 7/1/%2%; T = 15 2 0%
1 [H 280 37. 2%
2 [A] 444 59. 0%
, REE| 13 1.7%
B 4 [A] 12 1. 6%
5[] 1 0.1%
6 [a] 3 0.4%
5 mg/m’ ARi 25 3. 3‘_79“
5 ~ 7 mg/m? KiH 66 8.8%
1 A58 7 ~ 9 mg/w’ KWl 22 C2.9%
(1EE) 9 mg/m’ 634 84.2%
9 mg/m’ 8 1 0.1%
O 5 0. 7%

@) -6




#1.3.2-1 BEERER(ZDJ)

A B RHBIEEIS | MR
5 mg/w’ AR 20 4.2%
5 ~ 7 mg/w® K 37 7.8%
| BRS5E 2EE) 7~9 mg/mzﬂ?‘:ﬁ? ) 9 - ,_,1,:9%
(n=473) 9 ma/m 402 85. 0%
9 mg/m’ 48 2 0.4%
Z D 3 0.6%
9 mg/w’ FiH 57 7.6%
9 ~ 18 mg/w’ A ] 285 | 37.8%
w58 13 ng/m? 383 50. 9%
18 mg/m* 88 19 2.5%
F O, 9 1.2%
14 B AR 26 5.5%
~eEARSomE  [4A — 186 | 39.3%
(n=473) 15 ~ 22 Ak . 143 30.2%
22 ~ 29 F KT B8 12.3% |
29 APl E 60 12.7%
s E: 327 43.4%
bh"%\f ™
fese i 428 56. 6%
AH B ERHHOTER N Fiig 721 95. 8%
Cit e ) AR = TN
I 722 95. 9%
%(7){& U '/}‘q‘ -~ Al R
e - O
ARSI O f e
rEREEA) | b 3%
CHRRR A P E 2 1 6%
A R 8 1.1%

1.3.3 ReMIclT 38
PERMERA SRS 753 B>V T, BWRIMEDBEI ZIT -7, 2B, BROBICHW R
EOHEKREZNTN G 5% & L7,

1.3.3.1 BlERARRARR (S JHRS 2]
BRI BT D EIER ORIEFIZRIL 88. 05% (663 i 3, 291 {£) . Common Terminology
Criteria for Adverse Events v3. 01 X 5 Graded LA 10> Il R 0O %8 BLAE 114218 78. 88% (594
1,804 {8) Chote,

FEE IR EBI B AR BUE R, L MREED 232 1 AFREREGRD 170 4, Bl
RO 147 550> TERFRMBAS 57. 10% (430 ) A b im < o RO TR EVELF P ERBIDAE
252 i, Bl 102 £, RV NEEE 58 5o Tk L OV w7 SREED 47, 81% (360
Bl) . FaEA 203 1, HBEE 64 50 [2HEER L O 5 RFTERES 34.40% (259 ) . ffn
AE L8 #F, fifizk 58 % o [TRRUME IS L UFABRIE] 34.13% (257 1) | FFHERER T 73 £,

Bl (©@) -7



AFRESE 54 1, $RARBAZEMERTIR 8 42 5 o TIFRREREE] 25. 23% (190 ) | Bl 61 £,
MGk 20 . R 18 Mt THBREE] 19.12% (144 61) . K7 U ¥ LAMAE 47 ., BREKKR
R 3T 50 PREB L UHEEE] 17.53% (132 ) DIRTH - 72,

Grade3 LA EOBIVERIIL 594 4 1, 804 T o 72, EREWER X, REWMEM HERAIE 244
P L MREQEZD 222 R, G EREGED 165 £, BMLEREE 140 #F, BUIE 102 R, A
I 88 . FifiZs 49 #, SFRERBUOE AL £, FENA0 MR, KA U o AMUE 38 1, BRIRPAZENE
I 33 1, M/MRIBAME 29 #F, #EREMEMENEER 28 (55 Th o1z,

A EOEZENS THICEZ2VEEM L 148 4] 188 4 Th 0. C-IUGHERR BEIIN 64 {4,
TEEMREBIE T 17 4, RPE AR 12 4, FRRE. RO RS 6 £, MEK 5
P, GAREME RIS, REBEHIM, MEEEtHd, ABZEZE. MAIRE 3fF. BhtkEm, SRR,
SVFRE. AMERAe, SRS RAe, FEEEREEM, U LoRBREEM, BEEREEM, RER
V&2 EEThH o T, ‘

1.3.3.2 KRB FEFTOBRREDLE

KRR E TORE & AFEOBIEARBUEMFEL L 1.3.3.2-1 TR LT, KREICKY
BHEEWER. Grade3 UL L OFRIWERREBIEGIZEIL 88.05%, 78.88% CTH ¥, KFBHFE TONK
R DRIAEFIZE 100. 00% ., 97. 50% L 0 {KH>- 7= (p=0. 0202, p=0. 0043),

AR E CORB & AREOLENNEM K Grade3 LLEOGIVERIZ DV C ERE IR
BIORWERRBEMZE L 1.3.3.2-1, £ 1.3.3.2-3 R L7z, @EWERICOW T, TR
P, BRI OEMRHOF AN ERBLOR) —T72E5tn] | [REREE] . R
E] . THRLOSKRER] . MBelORBEE] . MEE. PEs JOLESHHE]
FRCBEURSETERENRBD N, 12EAEDHREISBEICBNT, ARAI
B EEARBENEME» - 205, TR IOGY v REBE] . THEEREE]
IEAGRE I D BIVEARRBUYEGISEA & 2> o 72 (p=0. 0030, p=0. 0034), Grade3 LL_LDEIE
ook, TR#EEROsEREE] . TMEEE] o [EEEE] . [BERRE] °FK
FE COBIERORBIEFIRNR - 208, REIERICBT /R LFEKIC, MRk X
Y o RREE ], TATAEE R E N ARE T ORWER ORBUE G D & H> > 72 (p €0. 0018,
p=0. 0020) ,

Fligids L OV v sRIEE] | THFILEREE] . ke, FEEICEET S8R
ThHED, THEBRE] CoESN 2 EEE, FESORWER b EH T, ARBEFET
DR & ATE BT S M, FFEEOZNENORIEG TR LB L (B KR
o TQ) Mgt . T FFEE) ), oS, 2fmEt. 2FEE. Grade3 LD
MEEBYEIZ >V, AR R T 2 REUEFIRA, A E CORR LY L, Grade3
VL DR E QR BIEFI RIS OV T, A& & AGER E CORBRCTRRBE TH -7,

EREE CORBR TR, THERE] s nd MEEE, WFREEORENE, —
F. AKREEICBWTHE, EMSERBEEOREES A E2 IR B REME
EHGL L LCEMELZZEic k. T IOy oo mmE]l | TIFLERESE]

BIAL(2) -~ 8



SEIN D MEEE, HEEOBREN S o2, AREICKITS [l XY o8
REE] . TFIRERREE] ORUWERRBREGF R, FKEBRFETORRE Y bl Rolz
enEzbonk, ‘

LLEXD | FGRREE TORBRE LA L T, FHEJRSERBIERARERREDOER 2 L7
FOMB L 2 5FHILERD ko T,

#1.3.3.2-1 ZRHFTORR & EAMERE ORI RARETAEHR

B} , % BIfER 2
BIEA OEE FEHA wepy | FE ;gﬁ ) o fE

EGIEL | R TE R

SRR KR E TORE 40 40 1,072 }100.00% 0. 0202
fE AR 753 663 3,291 88.05%
Grade3 LA £ R E TORER 40 39 210 97.50%

s S Y 122 0,004
B fF AT 753 594 1, 804 78.88%

#1.3.3.2-2 ARHETORARBR L ERRFERNEORERNK SRR BHERRERES =R

(231ER)
KRR CORER ¥R R G
(40 f&) (753 B Fisher fi7E
R R %5 P ] p i
SERF % EB) R SEFIE IiE 7 5
BRRAE R L OV R E 26 65. 00% 257 34.13% 0. 0001
Bt EES L ORI RE OB : ' ) . '
1 0 0. 00% 1 0. 13% 1. 0000
(T L ORY — T2 &)
s L O SR 9 22.50% 360 47.81% 0. 0018
Rl RRE 7 ' 0 0.00% 10 1.33% | 1.0000
REts L OuEREE 38 95. 00% 132 | 17.53% | <0.0001
KR pEE 4 10. 00% 8 1. 06% 0. 0021
PR R R E 21 52.50% 22 2.92% <0. 0001
RpE= 2 5.00%| 8 | 1.06% | 0.0864 |
ot ki ; A T S
LbEE B 18 45. 00% 19 2.52% |  <0.0001
% s 16 40. 00% 13 1.73% | <0.0001
FEE R, RS L UEREEE 26 65. 00% 69 9.16% <0. 0001
B s 36 90. 00% 144 19.12% | <0.0001
JFFAR R 2 5. 00% 190 25. 23% 0.0020
RSB L O T g 21 52.50% 27 13.59% | <0.0001
AR Fds L O b E 10 | 25 00% - 1.06% |  <0.0001
BB I URRBESE 3 7.50% 24 3. 19% 0. 1504
ERFR B LOHERE 4 10. 00% 0 0. 00% <0. 0001
SEEER L OB S RITRE 40 | 100.00% 259 34.40% | <0.0001
B bk R 7 39 | 97.50% 430 57.10% | <0.0001
BE L OSSO o | 0. 00% 7 0.93% 1. 0000

BIAE(R) -9



% 1.3.3.2-3 &P E TORRE ERFFEEORENKS BN ERARAENR

(Grade3 LALDBIER)
AR E TORER fi AR &
(40 f51) (753 f3) Fisher BiE
] e o A p B
» HE BB HE Bl FEFIE FEIR
BRUHER L OF A BIE 5 12.50% 206 27.36% 0.0425
B BRES L OG0 8 '
£ 0 0.00% 1 0.13% 1. 0000
FERBLUORY -T2 E10) )
migds KO0 R EEE 2 5. 00% 333 44.22% | <0.0001
REREEE 0 0. 00% 3 0.40% 1. 0000
BB LURREBE 11 27.50%| - 84 11.16% 0.0048
it < R 0 0. 00% 3 0.40% 1. 0000
M AREE ) 0. 00% 11 1.46% 1.0000
iRpEE 0 0. 00% 2 0.27% 1. 0000 -
Dl E 1 2.50% 11 1. 46% 0.4650
mEFREE 2 5. 00% 6 0.80% 0. 0573
FEOREE . MAEds & UWERREE 2 5. 00% 4] 5.44% 1. 0000
H ks 10 25. 00% 34 4.52% <0. 0001
AR R b E 0 0. 00% 76 10.09% 0. 0259
FIER XU FRRkEE 1 2. 50% 3 0.40% 0.1873 |
BRI L O S aREE 0 0. 00% 3 0.40% 1.0000
B L VR BpEE 0 0. 00% 9 1.20% 1. 0000
2HBER L UORERFEKRE 3 7.50% 60 7.97% 1. 0000
EEER R & 38 95. 00% 345 45.82% <0.0001 |
BE, PERLURESTHE 0 0. 00% 5 0. 66% 1. 0000
(1) Mg ztE
AZEA B A MO RBRIIEE 1.3.3.2-4, £ 1.3.3.2-50RT B0 TH

Y. 500 4 1, 161 fF (Grade3 LI Ml @ 482 £ 1, 037 ) SR E S 7z,
KBEIC I B RMIEFENE. Grade3 DLt o> M i FEE O FEIRIEFIFE L 66. 40%.,64. 01%.,
AR E TORBRICBIT ARBVEFLINTIE 95.00%TH Y, KREICKIT 5585
SEGI=R D J7 3K £ CORER L 0 B 72 (p=0. 0002, p<0.0001),
e Mg E M. REWELT D ERIFAME 252 £, o/ MRS 232 | 4R EREaE 170
., BEREED 147 ¢F, B 102 ¢4, FEFEPEMAE NERE 58 14, 4F PERIAME 42 £,
A/ MRBAE 32 £ CTdh - 72, ‘

% 1.3.3.2-4 ZRBHETORBRL EARKRECREARRE (MRS

‘ o T T AL R
e ERE [RoEmE | ik | roEpie]| PpfE
£ i KRR E TORER 40 38 187 95. 00% 0002
it R 753 500 761 o B
Grade3 B kO A E TORR 40 8 | 153 95.00% [ o 0001
i 6 ¥ FERRERA 753 482 1,037 64.01%|

PR (2) - 10



& 1.3.3.2-5 MASEORFRR

AR CORER E HEEEE
e, Grade3 LA b o Grade3 LA LD

Wi AE IR 40 753

BIVER ORBIE B 38 38 500 482

BIVER OB 187 153 1,161 1,037

BIVER S ORBUER) 2 95. 00% 95. 00% 66. 40% 64. 01%

BIER S ofEE BIERSOERMBRES (0 £ (%)

MmiER L v RpEE 9 (22.50) | 2 (500 360 (47.81) | 333 (44.22)
SEPRLERIE - - 4 (0. 53) 4 (0.53)
i - - 102 (13.55) 88 (11.69)
i RE - - 4 (0. 53) 1 (0.13)
PEFEME ML PEEE 1 (2. 50) = 58 (7.70) 28 (3.72)

* {f BRER B NAE - 1 (0. 13) -

TG R E 4 (10. 00) - 252 (33.47) | 244 (32.40)
TRRIERIR A TE - - 1 (0.13) 1 (0.13)

* VA I A - - 2 (0.27) 1 (0.13)
EEE U - 1 (0. 13) -

A i Bk 10 (1.33) 10 (1.33)
DROAN: (3 - - 1 (0. 13) -

* U L SEEE 1 (2.50) - -
U BRIV SE 3 (7. 50) 2 (5.00) 1 (0. 13) :
A P ER A SE - - 42 (5.58) 41 (5.44)
LI Bk g iE - - 10 (1.33) 9 (1.20)
MRS FE - - 32 (4. 25) 29 (3.85)

* AR TR & AE - - 1 (0.13) 1 0.13)
andiikieE 3] - 4 (0. 53) 2 (0.27)
ERL T SNty - - 4 (0.53) 4 (0.53)

BRI A 38 (95.00) | 38 (95.00) | 318 (42.23) | 312 (41.43)
IR BLER S e - - 1 (0. 13) -

* QKRS 75 B RE - - 1 (0.13) -

AT ERERBOR ) - 1 (0. 13) -

* I BREREOE D - - 2 (0.27) -
~< o Uy MES 8 (20. 00) - 12 (1. 59) 5 (0.686)
~= k7 U MM 1 (2. 50) - - -
~E S 36 (90.00) | 29 (72.50) 28 (3.72) 21 (2.79)
A~ S w L HE 1 (2.50) - - -

U o REREOR D 32 (80.00) | 22  (55.00) 13 (1.73) 10 (1.33)

* U L REREE AN - - 2 0. 27) -
BERHusY - - 6 (0. 80) 4 (0.53)

* HEREE N - - 2 (0. 27) -

T EREOE 25 (62.50) | 25 (62.50) 170 (22.58) 165 (21.91)
1R > 38 (95.00) | 38  (95.00) 232 (30.81) 222 (29. 48)
o i BBV - - 14 (1.86) 7 (0.93)

x: ERH EOEE) »oFRUTERVENER - YIE CFRL 22 4 6 AT ORMTEICESL)
7¥) MedDRA/J-12.1 @ PT THE L7,

Bk (2) - 11




(2) b

AFEICRT BIFEEORBRMITE 1.3.3.2-7, £1.3.3.2-8IL 8T8 THO,
303 %51 495 £ (Grade3 LA LD FESE : 106 ] 142 1) D3k S iz,

AFE BT D LIFEEORBENRE 40.24% TH Y . KR E TORBROREIUE
B2 95. 00% L D 45As 72 (p<0. 0001) A3, Grade3 L_E 0 FFHEE OSBRI 14. 08% 13,
KB E CORRD 17.50% & LB L THEAIIED bR T,

ERFEEL., TAAGEUOWMT I/ b AT7 2T —BHMN 81 4, FFERERE 73
e, 75=r T I T UAT 2T ¥ 61 {5, MFTAN YV KRRAT 74 —EH
N5 . RFREESSAE, y-I A2 I T AT =T — PRI 50 . ERARBAZEMEATR
BA2fE mPEYAE LM HETH o,

%1.3.3.2-7 ZRHFCORB L EARFEREORERRRE (FEE)

x5 ArpEE ' X PRRIE
e M I [emupit | mmpfrs | wsemz| PrE
SRR AR E TORR 40 38 111 95. 00% <0. 0001
& AR 753 303 495 40. 24%
Graded LA B AR E TORER 40 7 13 17.50% 0. 5462
PR R s 753 106 142 14.08% |

BIRE(2) — 12



$#1.3.3.2-8 HEKR GFES)

AR E T DR AR RE
4+ |Graded LA E® e Grade3 UL E®
A FFREE P L HFHEE AR
A A 40 753
BIER O R RAE S 38 7 303 106
BIVEA ORBEF# 111 13 495 142
BHER S ORBESIE 95. 00% 17.50% 40. 24% 14. 08%
BHER S 0EE BIWER & OTER HBUER (50 2 (%)
KR#E L OREESE - - 3 (0.40) -
BT ATV ERARAT 7y #—EMm| ~ _
o 3 (0.40)
T B8 R B 2 (5.00) | - 190 (25.23) | 76 (10.09) |
*HFER - - 3 (0. 40) 2 (0.27)
*H 9 > # - - 1 (0.13) -
FFEsRERE - - 73 (9.69) | 16 (2.12)
*FF 4 - - 1013 | -
FFRE A - - 13 (1.73) 2 0.20)
B Y LE L mAE - - 10 (1.33) 4 (0.63)
HIE 1 (2.50) | - 2 €0.27) 1 (0.13)
s - - 54 (7.17) | 19 (2.52)
FFES - - 2 (0.27) -
FRAR PR R B 1 (2.50) | - 42 (5.58) | 33 (4.38)
e PR R 38 (95.00) | 7 (17.50) [ 133 (17.66) | 38 (5.06)
;Z;;éj'mfl/ PZUAT g (ra.50) | 5 G250 | 61 8100 | 13 (1.73)
;Z‘:;f;rgﬁf‘ I 7 s grs0 | 5 azso | s oe) | 21 @ 79)
T Fa S )R VS b 6 (15.00) | 2 (5.00) 1 (0.13) -
iR I B L3 12 (30.00) | 1 (2.50) 35 (4.65) | 10 (1.33)
Mz o A7 S —EREA - = 1 (0.13) - ‘
;:Z«féﬁi SARTAAT =L oo | - 50 (6.64) | 17 (2.26)
i%yy7s/&7%ﬁwﬁ . . o 0on | -
g EnERs - - 1 (0.13) -
VAT IS —Y ER - - 2 (0.27) -
fé;;’)”ﬁ VRAZ T AR 0 57.50) | - 55 (7.30) | 4 (0.53)
7 vl YRAT7 7y Z—E B B
[ 1 (0.13)
IHEER H A - - 1 (0.13) -
* . MEA EOEE) 25 FRTERVEIER - BUE (FRE 22 6 ASGT OB TEIC
o5

7E) MedDRA/J 12.1 & PT CH:EH L7,

1.3.3.3 RE TR L TL S Prospective Observational Study (P0S) DR & DLLE
AL, FRARPAZEVEITZE B/ NP ERE (LA T, TVOD/S0S) & BEd, ) DRBEEDHE
R OVVOD/SOS (OB U - fERRE-F ot A R E U, BEELRAEERORFERRZE
WHIEA & LT, Prospective Observational Study (LAF. TPOS] ERBE¢, ) 4 K[HT
FEfa LT %, POS TIRETREHEIEIC L HEEE, A& T Grade FIEZHVTWDHT

BIHL(2) - 13



. BT B 2 S0 22 VA8, POS DB (482 ) B W TRBLL - BB HE
HG L ARFED Graded UL EOBIWEFIZ DWW THE LTz, 72236, VOD/SOS iZ-oWCIE, ##iik
B E RO T B,
() BEEE
POS 0 482 Bl 361 HAER O THIEIL 61. 558 Td D .60 AL DAEHIHS 293 61 (60. 8%)
LA A S TR Y | ARE L ZEREOEBAN Thol, POS I B 5]
@ ECOG @ Performance Status (L. TPS| & WS, ) k. PST3) OFERFIAS 32 51 (6.6%)
T, PS T4)] OEGNE?2< ., KFEDPS 13) RO T4) @ 94 ] (14.8%) LH~B L,
PS T1) ROF [2) OIEGIDSM o7, BRIEEIZHV T, 1B 5 210 51 (43.6%) |
2 @) BLEAS 71 B (14. 7%) C, AFBED 11 [B]) 25 257 F1(41.5%), (2 @] LLEAR
166 41 (26. 8%) L IZIERBE Th oz, Fio, EOHMIRBHEOIRKED H 5IERIX 88
£ (18. 3%) T, AFHAED 117§ (18.5%) L 1ZIERARE TH - =,
QEELHEEFS
POS 1T A EEL A EES L AFEICEKIT D Grade3 U EOBEH ORBIEF R LR
1.3.3.3-1 17 LTz, POS OEMAHERES L, 411 F1(1, 470 #5) 12880 b, FBEG)
Y 85.27T% Tl o Tr, POS & DEERHEESR L ARED Graded LI LORIWER OFHE,
SEB R A LR, P E & Infusion reaction (X, ARPETHRIBENE <
(p=0. 0430, p<0.0001 ), EREHE, MiliE®E L O'Z DML POS CREVEGIHED H» - T
(p<0. 0001, p<0. 0001, p=0.0049), Infusion reaction IOV Tk, POS HARFIL G H
5 24 BEEILIPICREL LA EES L R L TODSOI L, AHE L, KEEE T
ORBICAT T, REBAETCIRALEETOHRLFREL TWVDL I N —HEEL
Hivi,
(BELD, ERAAEFRICONT, POS & H L TR BMRULICH B ORIRE & 72 54
IRD LN 0T,

%1.3.3.3-1 POS DERLEEFR EERBRMPAED Graded L LDOEIHER

POS (482 %) i R ALRE A 2L (763 #1)
HEEHR BEAHEERS Grade3 UL L@ RIEA < LRRE
BUERORE [ 38 |, ; 3] X 5 ], p &
i | EEREE | gt | gk | BEME | e
ArpEE 9 | 100 10. 17% 106 142 14. 08% 0.0430
%§F?%§ 35 47 7.26% 11 14 1.46% | <0.0001
e
reaction 2 | 48 4.77% | 166 285 22.05% | <0.0001
i i 55 83 11.41% 23 24 3.05% | <0.0001
T Ofh 396 1,192 82.16% | 583 1,624 77.42% | 0.0453
& &t 411 1, 470 85. 27% 594 1,804" | 78.88% | 0.0049

* 1 EELEHH 0
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1.3.3.4 K24 ICEEERIZTTRE

REMICEEBLRIZTEEBEZXONIBEERERICEAL C, MR Fis, &581 PS, %t
SR BEREK, CR BOAE, 7TUAX-BOFE, AUHE (HEEREE, BHAERE,
JERER . RRYAAE, (B, T o) OFE, JRRE (AR AMEIERIEORIE, &l
BHEOASE . B5EI%, 1 BRGE, BREE. (LFRECOWT, REIEM, Grade3 LA
LORIWERREL L DREMH ORI EIT T2,

FHEN L EHERRER & OBEMIC OV T, S ER TORWE AR BEG Ed L OB
RBEEHL, nPRT 4 v Z7ERETFAEZRVERFEI T/, B VAT v 7 EIFET
Wi, £, FERICOVWTEERTTACEI ORI L, SLEETOEREEZD LA
EEF (T VBTN R UOEEEGRI (5 NE, p=0.05) Z1To7-=F /W X W RE LTz,
HERERMOBWERRBRRER 1.3.3. 4 11T LT

i

#£1.3.3.4-1 BEERERMBIERARBERRE-ER(ED 1)

LR TSI | wm EE HH ®H
REBIHL REBIZE FEGIR FEBIE

] % 437 375 | 85.81% 339 | 77.57%
& 316 288 91. 14% 255 80. 70%
60 5% At 276 236 85.51% 210 |- 76.09%
Elh 60~75 AR 345 310 | 89.86% 975 | 79.71% |
75 B b 132 | 117 88.64% 109 82. 58%
v 174 159 91.38% 141 81. 03%
1 220 204 | 92 73% 188 | 85.45%
wumes 12 07 U os | enaen | w00 | s ars
3 82 67 | 81.71% 59 | T1.95%
:4  27 18 66. 67% 15 55. 56%
TR - ki 133 | 107 | 80.45% 91 | 68.42%
o REREICE S 32 | 643 87.84% 578 78. 96%
EFEIC R B 21 20 95. 24% 16 76.19%
1 [ 308 283 91.88% 260 84. 42%
BRI z fe} 130 113 86.92% | 103 79.23%
nson  |E 9 3 | 9730% )| 35 | 94.59%
4FLAE 25 22 88. 00% 22 88. 00%
';FEH » FEE 1 1 100. 00% 1 100. 00%
CR R & (#1541 230 187 81.30% 156 67.83%

CR E ..... . [V e
(n=732) CRIEH 501 455 90. 82% 421 84. 03%
B - REEH 1 1 | 100.00% 1 | 100.00%
A 624 546 87.50% 493 79.01%
TR | 119 107 | s9.02% 95 | .79.83%
RS 10 10| 100.00% 6 | 60.00%
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#£1.3.3.4-1 BEEREFANBERERRR-BER(TD2)

SRR Grade3 L F
R x5 - OENES
AR wm 8 %35 RH
FEG SEBIE FE EBIER

Fi3 595 519 87.23% 465 78.15%
P RERE -3 156 142 91. 03% 128 82. 05%
B - A 2 2 | 100.00% 1 50. 00%
£i3 716 633 88. 41% 569 79. 47%
B E 5 36 29 80. 56% 25 69. 44%
TBR - SRECH 1 1 | 100.00% 0 0.00%
i 879 598 88. 07% 536 78.94%
Al B H 72 63 87.50% 58 80. 56%
TRBH « T 2 2 | 100.00% ] 0. 00%
BBHE é : > : -~
i 563 504 89. 52% 451 80. 11%
RRYAE H 188 | - 157 83.51% 142 75.53%
HR - AErEK 2 2 | 100.00% 1 50. 00%
Fil3 659 578 87. 11% 516 78. 30%
LB H 93 84 90. 32% 78 83.87%
B« ASETEL 1 1 | 100.00% 0 0. 00%
fiid 415 355 85. 54% 311 74. 94%
F DAt H 336 306 91.07% 282 83.93%
ARHR - RET# 2 2 | 100.00% 1 50. 00%
BRI | MR Fi3 611 537 87.89% 487 79.71%
TOMRE | B H 142 126 88. 73% 107 75. 35%
i @ 280 227 81.07% 198 70. 11%
5 R 2 ] o aw | o7 91. 67% 370 83. 33%
3@k 29 29 | 100.00% 26 389. 66%
9 me/w’ Ak 120 101 | 84.17% 84 | 70.00%
R 9 mg/w’ 623 553 88. 76% 503 80. 74%
9 mg/w’ 8 1 1| 100.00% 1 100. 00%
F DA, 9 8 88. 89% 6 66.67%
9 mg/m® A 57 44 77.19% 34 59. 65%
9~18 mg/m® A 285 239 83. 86% 212 74.39%
K HE 18 mg/m? 383 353 92.17% | 324 84. 60%
18 mg/m’ #8 19 19 100.00% | 18 94. 74%
F Dt 9 8 88. 89% 6 66. 67%
i3 320 282 88. 13% 254 79. 38%
bk A (PR 110 93 84.55% 78 70.91%
H (B IEE) 323 288 89. 16% 262 81.11%
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(1) 2EIEM

FEELEERLBVERARE L OBEBMEIC >N, 2 PR T 4 v JERBETLOEET
AT AR R AR 1.3.3.4-1 ~ X 1.3.3.4-3 IR L, £, alRF v 7
EIRETAOEETTAIIBWTHBEENEO LN BR AR 1.3.3.4-2 1R LT,

-3 X ve B» e
1.701
E=3: 60~T758 vs 6O KH* ——
1.501
15U L vs 60K B+ ——
1.322
B EHIPS 1 vs O% ——
1.203
2 vs Ox —— s
1.132
3 vs Ox —_——
0.42t
4 vs O> ———
0.189
HRES AR ES vs A REMH
2766
BREX 2@ vs 1[@Ex* —_—
0.587
3@ vs 1[Ex*
3.180
4B LE vs 1E* ————
0. 648
CRIEE Hove W (OERM) ——
2.274
FLAX—FF H ovs #|x —_—
1.274
AHHE (FFHcREE) H ovs |x B —
1.485
EHHE (BHEEE) H ovs #x ————
0.543
EHE HES) H ovs #x —_—
’ 0.948
aftE (mRaE H Vs M —_—
0.593
SHE (LDES) H vs Hx ——
1.308
afE (TOM) W ovs M»r e
1.724
ERBEAMOSENREREE B ovs F|’x —_—
1.085
yEEN 1H vs 2[@E* ——
0.388
[ 3. &3 4 mg/m2%k M ve 18mg/m2x —_—
0. 288
8~ 18mg/m2k M vs 18mg/m2* —_—
0. 442
F Oty vs 18mg/m2+*
0. 680
(#2337 H(BA) vs e —_—
0.737
A (AR vs Mx —
1. 109
0.010 0.100 1.000 10. 000 100. 000

TR (& BERE YL BRI RBOFERD : 753 5. BIFEHIEBAES] : 663 51
* . BN T Y —

X1.3.3.4-1 BEBETNLIZLBODRT 1 v BRI (ZEIER)
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23] * ve B* —_——
3.733
=3 60~ 75 vs SORKE* ———
1.357
ToRELE vs GOREEF*
1,261
B#EEHPS 1 vs O* —ie
1.160
2 vs Ox —_———————
1.133
3 vs O%
0.147
4 vs 0=
0.048
BROEX 2[E vs 1[E* —_—
) 0.690
3@ vs 1@E*
2.014
a@E vs 1% —_——
0.2710
PAIES H vs Fx
0. 831
BOHE (FFRRERRR) B vs Hx : ———
2.968
A (WREME) H ovs B —_—
0.500
BhtiE (WER) H ovs |
1.233
B (BRE) H ovs g
0.499 |
BHE (LDEB) H vs Bx ————
2.798
SHE (ZTOH) H vs Hx : ——
0. 961
AR B SO G DB E B ovs B -
1.970
[[4 353 HWHB) vs B|x
0.691
B (EERM) vs Bx | ———
0. 541
Q. 001 0.010 0. 100 1. 000 10. 000 100. 000
BRNTIES (&= F B2 TOER SR OIER]) : 409 #l. BIVERSRBAER : 378 1

¥ BHHF Y —
1.3.24-2 EEEETFNL(IOLEFIIVIZE LT ¢ v 2 ENRSH (£EIER)

¥ | & vs Bx —se
3.534
& 5HIPS 1 vs O _——
1.219
2 vs Ox —————
1.15%
3 vs O em——ans—
0.177
4 vs O= —————
0.083
0.010 0. 2IDD 1,060 10.000 100.000
WA FEAR) (B EF ABIC & TOERISIERBOERD : 409 #l. BItERARBER : 378
*: BEHT Y —
2 1.3.3.4-3 ZTHRIR (EHIBMNK) 4T oHLETFLICELHADRAT « v I ERIH
(£ElER)
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#£1.3.3.42 OCRTF 4 v RIBETILORETLTHEESNBOLN-ER

(2B
Ny——— ERE FHORR
HAR (FAEFA) | (EEEME
A A phE AR o Ao AW) pfE
51 Zvs F (B=0) .70t | 0.0275 | 3.733 | 0.0088 | 3.534 | 0.0069
o 3 vs 0 (0= 0. L0279 | 0. . 0.177 . 0020
54 P vs 0 (0=0) 421 | 0.027 147 | 0.0025 | 0.177 | 0.0020
4 vs 0 (0=0) 0.189 | 0.0007 | 0.048 | 0.0002 | 0.063 |<0.0001
CR BE H ovs HE(EE5H) (#%=0) | 2.274 | 0.0003
& BHAE (R YLAE) Hvs B (#=0) 0.593 | 0.0293
BOHE (o) | vs B (E=0) 1.724 | 0.0215
B5mEE (|) 1 vs 2 (2=0) 0.389 [<0. 0001
. 9 K 18 (18 = 0.288 | 0.0007
QRER () | TR ¥sI8 (8 =0
9~18vs18 (18 FKi=0) 0.442 | 0.0010

ETOEFUIEO THEEPRD bNER L, MK OHRERITPS Th o7z, 5
OV TIE, BT 28WERRBLY 27k, BRI 28WERREAY 27 LR
LTHEIZE» T, £, BEHIPS [TV T, BARETPS 10) 23T 2ENEMATEHR
U270k, #5EIPS T3] g T4) (CBI2EWEAFRIRY 2 7 LHE L THEICED -
77,

(2)Grade3 L\ EO&IVEH]

HREBEFENR S Graded DL EOGWERARE L OBEMECOWT, 0P AT 1 v 7R
EFNDOEKET VI DIRFAERERX 1.3.3.4-4 ~ [X 1.3.3.4-6 (T Uz, £72,
DPAF 4y VEURETADEZET VIO THEEENED ORI ER AR 1.3.3.44
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%5 T vs B
3 3 60~758 vs 6O EEH+

TSR L vs 608 K

EE5WPS 1 vs 0%
» 2 vs O
3 vs Ox
4 v8 O*
HREE  HRNEE vs HREB#
BRE% 2[@ vs 1[E*
3[@ vs 1E*
4@EBE vs T E*
CREE v MONAH)
T LLF—RE " ovs |x

SO (FHazE®E) H ovs Ex

AHHE (RWHAER) A ovs |&*

Bt (FRB) Hovs B

EHtE (BRE) B ovs B

BHE (LES) H ovs Br

A0E (Tof) Vs Mx
AFBE LSO MY BRBHE B ovs |
BEER 18 vs 2@#

3@t vs 2[E*

BasR Img/m2k A vs 18mg/m2*
9~ 18mg/m2k M vs 18mg/m2x
18mg/m2#B vs 18mg/m2*
TN vs 18mg/m2*

4233 HBA) vs

B (EBE) vs H*

FEATREG (S ERBIC S BER A FEXBOES) : 753 #1. Gradel B EOBIEMHEBEPS) : 594 41

¥ LT ITY —

1.208

1.235

1. 489

1.376

1.31

0. 600

0.293

0.853

0.704

3.231

1.354

2.496

1.052

1.278

0.587

1.105

0.767

|

1. 441

t

1.746
0.778
0. 183
1.733
0.269

0.528

3.278
————
0.364
—_——
0.633
——

1.116

\mas

0.010 0.100 1.000

T

10. 000

100. 000

1.3.3.4-4 HEBETNLICKDO X T 1 v 2 EIRSHT (Graded LLEDOEIER)
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i vz B B —
1.414
-2 60~758 vs 6ORKA ——
) 1.153
5L E vs 60K A* ——
1.542
LEMWPS 1 vs Ox* s
2.447
2 vs O* —————s
3.211
3 vs O B ]
0.556
4 ve 0* ———
0. 230
BREY 2@ vs 1[Ex* ——
’ 0.914
3@ vs 1[E* —_—_—
3.21
4@t vs 1[E= —_— e
0.708
FLILE—E B vs Hx —_—
0. 710
BOHE (FFRRETER) A vs fEx ————
. 1.557
SotE (BHamRE) H ovs B _—
0. 365
AHE (MEB) H vs fEx —_—
1.981
SOE (BRE) Hovs B —_—
’ 0.591
BHE (DES) A ovs 8B —_—
2.612
S (Tofty H ovs B —_——
1.7
E3bEeg niob- il 2o ok 2 A ovs B= —_——
0.972
#BEER 18 vs 2@%*
0. 183
BEsR Omg/m2K A vs 18mg/m2*
) 0. 809
9~18mg/m2K 5% vs 18mg/m2*
2.988
42§ HPA) vs B —_—
0.570
H (AR vs Bx ———
0. 611
0.010 0.100 1.000 10. 000 100.000

HRATSE P (& 7 AEIC 2 TOBERMNIERBOER) : 352 #, Graded LA EORIVER FBER : 297
o BT Y —

B11.3.3.4-5 ELBEFIL(IOLETIVIZERODAT 4 v Y BRSHT
(Grade3 LLEDEIER)
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% 5 HIPS 1 vs O*
——
2 vs O* 2.157
3 vs Ox 3.187
4 vs 0¢ —lsl
0.243 —_——
SHE (tof) H ovs W
1.928
ey tasme—
BRsR mg/m2a W ve 18mg/m2*
. 0.166
9~ 18mg/m23k & vs 18mg/m2x 0. 659
0.010 0. 100 1. 000 10. 000 100. 000

BTSN (& T2 COERMBIERBOIER) : 352 . Crade3 LLEDOBIVER FEBAER : 207 1

¥ RUEHNTTY —
[ 1.3.3. 4-6 THGRIR (TSR £1T o= ETIMIK DA URAT ¢ v B
(Grade3 LILEDEHER
%1.3.3.44 OCRTF 4 v EBETILOEETLTHEENZEO SN-ER
(Grade3 LA LDEWEED)
- Z2EE EHCER
WA (GLEFA) |
Fo A piE |AvXH| plE zf‘yftl:l pfE
5 81 PS 1 vs 0 (0=0) 0.421 [ 0.0279 | 2.447 | 0.0401 | __—
4 vs 0 (0=0) 0.203 | 0.0045 | 0.230 | 0.0342 | 0.243 ] 0.0197
CRIE A ovs E(HIRF) (E=0) | 2.496 |<0.0001
BOHE (ZOft) | A vs 8 (E=0) 1.746 | 0.0028 1.928 | 0.0435
¥ 5B ) 1 vs 2 (2=0) 0. 483 }<0.0001
A B (ng/) 9 oAk vs18 (I8 =0) 10.269 <0. 6001 0. 166 } 0. 0003
- 9~18vs18 (18 RiH=0) 0.529 | 0.0012

ATHEFMIBWTHEEENRD b ERIL, HERIPS THY ., REFIPS 10
B 5 Graded LI OFBIWERORIRY 2 7ix, FERTPS T4) BT AHBY R Lt
BLUTHEIZE T,

-
—

FEREOEE BWEAORBICEEB L RITTEEZLNHBEEZTER & UC ¥R,
B 5T PS B3 x bifr, E7-. Grade3 M EOBWERORBICHEL KT TEBALND
HERE LT, HERTPSHBEZ G,

B (2) - 22




1.3.3.5 BERIAERIR
HARESE TH AR AR, BIAE. Hifl, Infusion reaction, FifEH. &
IEAREEERRE DR BRI DOV THRET 1T o 72,
(1) FRIRPAZEMEIT R &
1 FARPAZEMEAT R B O RBUIRG
FhARBAZEME AT BB O R BRI R R BUE B O BT R 1.3.3.5-1, £ 1.3.3.5-2
FTEBYTHY, 42 i 42 #F (Graded LA OERIREAZEMEIFRE « 33 6 33 ) B @RE
Xz,
AE BT HEENRAEME TR B ORIIEGIEL 5. 58% Th 0, ABIFE TORER
D 2.50% & IR L CHEZITRBD b otz, £, Graded MU EDFRIRPAZEMEATE
BORBIEFIZRIL 4.38% TH Y KRBT TORERO 0.00% & B U THEEIRD
Leho T,
BRIB L, [EEHDVEER 17 44, FET L1 R, REME 134, R LETH 7
PR, ERTORE B 5 7 BEAPAY 10 £, 8~14 BA% 17, 156~21 A 4
., 22 H~28 AR 2PF, 29 BHUL LD 9 TH o7z,
2E, BRI R ORI OB IREAEMEFR BB RBEL LTV Z 2020 ik, Fak 20
10 AICHERR LTz T o v & — 7t o 72 D12 Vol. 4~ i Ui & O F &R
(55 MESEERREELVHER | KRBT, FZEZRBAMOIIR LU TO
SaEHE L. EREGRE Rt ER L,

TEAFEFEICEET HEWEMD S b, EURBIZEVERF A (VOD) | EYIE, Hifn,
FEEIZONWTEHAFORERLESGH 7 BN S W o T B RN R B+ D AEVI 2338
HOENTNWE I &b, ARG E M, oFUERIORGEY HCZnLOoRIFERD
REICEETH L E LIS, HEHRO—TOWM, BEOREZTEEEBET H L
PEE L, MR LT, 26 ORVER O FRERLE LRI O @ ) 2 WL O
MiEEET DL

® 1.3.3.5-1 AZEHFE TOHR L EREREORIEMRERE RHRAEMETEE)

FEIRPAEAEAT R - ~
) x5 i bt Fisher BE7E
R e wr | ®E | ®E | %A o
AEFI =4 KEAR) SR
IRy |RET ETORER | 40 ! L] 280% | g gyg
1 AR EAE 753 42 42 5. 58%
Grade3 L b KRR E TCORBER 40 0 0 0. 00% 0. 1036
RERPARMERTRE o i o am 2 753 33 33 | 4.38% o
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#1.3.3.5-2 WHREIEEITASR RBA IR S MEMIBIBES FHREH. RER) OBR(ED D

%4 & (ng/nd) EIREAZEMERT R IR &% 5 /i O L AR R FEE % 5% 0O rE L ER M IR R BETERE BOHE

o o il B DN IEN I g w2 |mags~| o | # |, Bt~ B B i~ | MARPAE| FRERE | R

T e g e B E T e T Il F Y e s BEMEO| R ER) R s omm|srse| mE |
Vi &|s7|2@®m] 9 | 9 - -] -|wBE]#H 5 [2[EB 1300 | % | H {260 | 7B, 7ABHK 198 | F (168 | 71BiE 1278 i H H
2 | Blis|vm| 6 | - b -l - - H 1L |1EE 8H| HM | F|L1E| 7Bl 1388 & |1E|I=HBE 53 H = £ i3
3| &|aajim| 9 ¢ - - | - H 2 L EA 800 | EE |F 2@ ]| 7B, 7B 21 A} A |1E | I=fH 65 H i A s
41 Flaal2m@m| 9 | 9 -l -1-1sm]l & | 5 |[2EA 93 | e | F|1E| 7B 4B | H |1E | 7B 85 H 5 H &
5| BlaafsmE| 3 | 3 -l - - :E H 3 l3@EA 93 B | KEHE | A |1E| TABHE 98 A A |1H|I =B 27H & E i
6 |Blasli@m| 9 | - - - | - H 3 [1EH 3H | KEE | A |28 | 7B, TABE 1820 | & | - - - i3 H i3
71 &51|t@E]| 9 | - R H 2 [ =A WH, @EE | F|L1E| 7B 2980 & - - - b i3 b3
g | BisihimE| 6 | - -l -1 - H 3 |LEB 40| 8% |FLE| 7B BH| | - - - i H i
91 Bl39|1=] 9 | - -l -1 -1 - | 4 [1=A 2H | REE | F|1E| 7ABHE WH| & - - b3 il "
10 &l47|1@| 9 | - SO N N # | 4 hLEA 9H | REE | F |2E| 7B, I =BiE RS - - i & H
11| &|56|1E} 9 | - -l -1-1- 1 3 |1EA 4H| B |F|18| I=8B 1200 | % | - - - i A i3
12 B{sof2m| 9 | 9 -1 -l -j1B81F 4 |2@EE 5AE] &k | AILE| TBiE 62H| & | - - - i3 b il
3| &2 {itE]| 6 | - o £ 1 jLEE 68| EE |F|1E| 7ABE 73H| E | - - - b3 b3 i3
14y &|s6|emf 9 | 9 -l -]-j15AR]| A 3 |2E8 SH | KREHE | F |2 | 7B, =B 47H| ®| - - - i H i
15| HWisof1E| 9 | - - -] - " 2 l1EA 2H| B |AHj1E] 7B 48 0| & | - - - 3 b3 i
16(&yjarj2m] 9 | 9 -l - -|15E}F 3 |LEA 6H | B |F|[1H| 7B 1850 | & | - - - biid il i
17 &|28|2@E| 9 | 9 -l -] -115A|AH| 5 |2=B 5B | U | A |2E| 7BHE, oK 2010 | | | -~ - i i 3
siEls7li@]| 9 | - -t - - # 5 |1EHB 15| L | Fil1E| I=BH 4100 | | | - - - il i &
19| fatj1@ml 9 | - -l -1 - H 4 [1EA SR | KREE|F |2H| TABE, I=BE 858 | & | - - - pist H i
20| B35 1E] 9 | - - -7 -1 - H 3 |1EA WHE| @8 | F| 18| A8 w62 H| & | - - - it H b
2Lt & 47 l2mE] 3 | 3 - - | 7I8H| H 4 12EB 75 B | REIE | 8] - - - H | 1H | 7B 87 8 3 i3 b3
22 | B 662 9| s -l -1t -|wE|® | 2 [2ES8 150 | REHE | 8| - - - ® | - - - i i3 :
23| B (591t mf 9 | - -] - - H 3 [VEAE 3H| ey | #E| - - - #® | - - - i i3 i3
24 B |eslem| 9 | 9 -1 -|-|wB|#H | 5 |2EEB HE|] T o E| - - - ® | - - - 1 H H
25| BesjLE]| 9 | - - - - H 5 {1EA ITH| T |[&] - - - &' | - - - i3 i3 H
26 (5B |58(1E)] 9 | - -l - | - - H 5 {1[BEIA 11H| BT | #)| - - - ' | - - - 1 i3 i
7| Bla|it@E] 9 | - R A 1 [ EA 8H| [E#E |[#| - - - - - - B H i3
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FAAc L DB LT,

BES R ER OBRYERHEBIRREZ K 1. 3. 3. 5-18 [T TS

#1.3.3.5-18 BENERERMNEEERTRRE-BR(ZD 1)

; Grade3 UL ED
— yd | HIRRE Bl
. TR mm T |
EEIE | SEGIE | R Jé%

sl 5 437 | 152 | 34.78%| 126 . 83%
%% 316 105 | 33.23% 80 ’”ééﬁ329€
60 HEATH 216 | - 88 31. 88% 73 26. 45%
Fip 60 ~ 75 BEAM 345 | 124 | 35.94%| 95 | 27.54%
75 Ll b 132 45 34. 09% 38 | 28.79%
0 174 53 30. 46% 43 24.71%
1 220 85 | 38.64%| 65 | 29.55%
Y8 PS 2 17 47 | 40.17% 37 | 31.62%
3 82 23 | 28.05% 20 | 24.39%
i 27 6 | 222% 6 |22.22%
RS ) 133 43| 32.33% 35 | 26.32%]
g @(afgﬁﬂtﬁ% 32| 249 34.02%| 201 21 46%
AR AR R 21 8 38.10% 5 | 23.81%
1 » 308 104 33. 77% 82 | 26.62%
R 2 18] 130 58 44.62%| 52 1740.00%
(n=501) 3 [5] 37 | 13 35. 14% 10 | 27.03%
APk 25 9 | 36.00% 8 | 32.00%
A - REDE 1 1 | 100. 00% 1 1100.00%
R CR FEEE (EHE) 230 63 27.39%| 47 20. 43%
h=732) CREH ) 501 185 36.93% 163 | 30.54%
EN RS- ) 1 1 | 100. 00% 1 {100.00%
) i 624 207 33.17% 164 | 26.28%
T E R #H , 119 45 | 3782%| 38 | 31.93%
RS 10 5 | 50.00%| 4 | 44.44%
e e 48t 595 193 | 32.44%| 149 | 25.04%
PR REREE A 156 63 | 40.38%| 56 | 35.90%
P T - AREH 2 1 50. 00% 1 | 50.00%
s 4 716 242 | 33.80%[ 196 | 27.37%
HHREREE A 36 15 | 41.67% 10 | 27.78%
TR - AETE 1 0 0. 00% 0 0. 00%

—HE(2) - 50 —




%£1.3.3.5-18 &

HREFRANBIERRRR-BER(ED )

BEERER *H LRERAE Grade3 LA kD
[ mm BRI
RE B AEFR 5 -~
b 679 224 roE | A
0,
i - = - 32.99%| 177 | 26.07%
T A— 45. 839 B
PR 5 o 32 ;’ 29 | 40.28%
. (¢ 0
B ) 563 | 181 | 32159 0. 00%
BIE : 2.15%| 137 | 24.33%
i A 188 76 | 40.43% N R
= e T ded| 2 o | 0.009 69 .|.36.70%
LHE " 659 o6 T or f 0 | 000%
R " 93 ST 29%) 180 | 27.31%
i o | o oﬁf 2% | 27.96%
. 0 0
%O G 415 134 | 32.29% 0.00%
ftil = 236 o = 109 26. 27%
& 123 | 36.61% -
R BEBRICH TS A - R 2 0 0 oo(; o 8T
S e A N . o
T ERE ¥ M s AR AE 3 611 209 | 34.21% 16?{ 0. 00%
. 0
e ﬁ 142 48 33. 80% 30 27.33%
A 280 27 46%
# T IR , 84 | 30.00% 69 | 24.64%
N 444 160 3 P e
3Rk : 6.04% 126 9
2 ", 126 | 28.38%
9 mg/n® FiG — 44.83% 11 37.93%
= ‘ 1 :
s 9~18 mg/u’ F:ifh 5 19. 30% 10 | 17.54%
® 18 2 5 93 32. 63% e
mg/m 383 uy o 74 | 25.96%
semE T o 1| 36.81%| 111 | 28.98%
Lot : i a2 7 | 36.84%
" 44. 449 g
AR S RO | 705 242 — e
Bt " e - 34.33%| 194 27.52%
- Rk : 1‘1‘ 20.79%| 1| 23.40%
P 100. 00% T
RPN o~ 0. 00%
s 5 9
flseiti % ) e
A (51699 493 wqﬁw 30.91%| 28 | 25.45%
N N 5] .
R s R | 314 2250 T | 23 84%
(n=586) 500~1000/m Kifs - 128 | 40.76%| 104 | 33.12%
1000,/mm’® B4k 0 32 - 27.83% 25 21. 74%
Z 83 | 30.749 . :
4%| 66 | 24.44%
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O

%%%%%%@tukf%ﬁkm%é
3.5-
7

ARG

HEZDNT, B URT 4 v 7 BERET IO
4 ~ I13356luTL,to
-

BT NZET DIRTRER I L. o, mUR
F 4y ZEREFADEETMIBNTERENRD DR BERNER 1.3.3.5-191C
LT,
31 # vs Bx —
0.933
£ 60~T75M vs GOMK A —
1.199
T5MLLE vs GOMEK >
1.105
B EWPS 1 vs O%* ——
1. 437
2 vs O%*
1.633
3 vs O* ——
0. 890
4 vs O
0. 852
HRE S HRsES vs HRFESR* —
1.194
wE@mE 20 ve 1HE* ——
1.680
3@ vs 1E* —_—
1.062
4@LLE vs 1[E* ——
1.103
CREE A ve W (MBN)* ——
1.552
FLAF—F H vs K* —
1.228
SorE (FFHEEEE) B ovs ——
1.41
SHHE (HHERSE) #H vs x
1.399
ARE (BRB) x ve M»
1.719
AoE (BRE) N vs Mix —
1.432
AbHE (LES) H vs T ——
0. 958
EoHE (ZOM) H vs K+ —_—
1.211
F I 50T D i i 55 4B R EE 4B N vs & ——
0.982
e 1@ vs 2@* ——
0.761
3@k vs 2E*
1.442
L3 L% 3 Omg/m2M ;W ve 18mg/m2*
0.410
9~18mg/m2kA vs 18mg/m2* ——
0. 831
18mg/m2i8 vs 18mg/m2» ——
’ 1,248
FDOfth vs 18mg/m2+ ——
1.373
1% 5 W D i I 36 46 PR TS 4T H ovs K —_——
0.812
A2 ¥3 H(HE) vs %x —
0.766
H(HEER) v Mx —e—
0. 825
VA NNOFPRM 600/mu3kFH ve 1000/mudli Ew ——
1.660
500~ 1000/mm3:k 3% vs 1000/mm3LL b * —
0. 869
0.010 0. 100 1. 000 10. 000 100. 000
RN (5 EE 10 S R ER DR B DR : 753 i, BYUERBVER) : 257 #1

¥ FRELT A Y —

B 1.3.3. 54 BEBEFLIZEBZASRT £ v 2 BB (R BRIE)

— Rl (2) - 52 —



3. | X vs B» andpuan
0.613
3.3 60~T753 vs 6ORKE* ——
1.622
T5RLLE vs 60 K+ ——
1.613
B E5H/IPS 1 vs Ox ——
1.289
2 ys Ox e
1.681
3 vs Ox ——
0.776
4 vs Ox
0.476
BREDE 20 vs 1Ex ——
1.503
3@ vs 1[0
1.196
AL vs 1[)*
1.476
FLAF—F H vs Bx —_—
1.073
S4E (FRERT) B ovs &y ——
1.568
SHE (RRHEME) B vs B
2.349
SHE (&) A vs &x
2.279
BYE (BERE) H ovs @ —
1.049
BHE (LES) B vs Bx ——
0. 889
SHE (FOH) B vs 8> —
0.811
k3 beauob-quta ok 3| H ovs —
1.191
H5E% 16 vs 2B —r——
0. 436
SERE vs 2@
0.688
BHRER Img/m2kE vs 18mg/m2x ————
0.478
G~ 18mg/m2k& vs 18mg/m2x —_——
1.625
18mg/m2#8 vs 18mg/m2x
1.241
TOM vs 18mg/m2=
6.191
AAREHNOELRRERBE B ovs —_—
08.576
ez BEGHA vs B —_—
0.588
KA vs B> ———
0.707
REMMOIF RN 500/en3k M vs 1000/mnd L Ex
1.909
500~ 1000/em3k A vs 1000/mm3 LA k= _—
0.675
0.010 0. 160 1.000 10. 6060 100. 000 1. 000.000
FRATRER (BT F A BIC & TOERIERBIOIERD 383 #il, FRYAER TRIER) 1 145 #1

o BN T Y —

[1.3.3.5-5 BEEEFN(ILETIVIZKDZADRAT 1 v 7 BRI (EFRE)

—BIE&(2) - 53 —



-3 x vs W ——
0.678
B OHE (MES) H vs &x —27);8_
(3.2 5 ong/m2k W vs 18mg/m2e ——o':(;— ’
9~ 18mg/m2kFE vs 18me/m2¥ .
0.810
18mg/m2E8 vs 18mg/m2*
0. 891
FOf vs 18mg/m2*
5.139
WEMMAIThNM  500/medd M ve 1000/meIsl b4
. 1.842
500~ 1000/mm35kE vs 1000/mm3EL £x
0.708
0.010 0. 100 1. 000 10. 000 100. 000
RSN (B EFABICETOERMSIERBIOES) : 383 Fil, BYLE RHEH]: 145 51
* FREHTAY —
$1.3.3.5-6 ZTHRIR (EHBINE) £IToLETNIZ&KDBADRT 1+ v 7 BRI
(& RRLAE)
%1.3.3.5-19 OSRAT 4 v YERETFILOEETILT
HEZHRDON-ER (SELE)
HA R (FAEFL) (R E)
Ao | pfE |AvAH| pfE |A»A| pfE
51 # vs B (HB=0) 0.613 | 0.0404 | 0.578 | 0.0148
BHRE () 2 vs 1 (1=0) 1.580 | 0.0322
B vs BE(EIRED
CR (35-0) 1.552 | 0.0118
AOHE (higs) H ovs # (J&=0) 1. 719 | 0.0304
B FAE (RRYRAE) H vs £ (%=0) 1.432 | 0.0388
WREE (ng/of) 9 %% vs 18 (18=0) | 0.410 | 0.0114 0.200 | 0.0055
ﬁ?{gﬁﬁm}*’fﬁﬁ B(?gfgﬁ Eiol)ooouj; 1550 | 0.0122 | 1.909 | 0.0126 | 1.842 | 0.0107

ETHEF LRV THEESED LN ER IR SEATOF PHRETH I,
[500/mn’ K38 | IO BT HRIEEORE Y A 7% 11000/ne® LA L) & B L CHEC
B, BEETTROERGRIR (EEME) 21T o o7 MICB W TR Z
WD LR ERIIEMNTH Y. TB)] TR ABRREOREY 271 Ty Ll
L THEBILEN T, kB, BEETT VR OEHERIR (BEHNE 2o =%
FAICBNTHEEENRD bNAERERESETHY, [18m’] ([ZB1T DRRGUE
ORIV A7 [9~18 mn® Killf) &l L THREICED» 2T,

—BIfE(2) - 54 —




@Graded LA ORRYLAE

EHBEERER & Graded LU EOBRYSERE & QBB OWT, B VAT 4 v
EURETNDOEET M HIPTRER A 1.3.3.5-7~ [X 1.3.3.5-9 (TR L7z,
T, BPAT 4 v 7 EURETAOEET MCB W THEENRO O EH LR
1.3.3.5-20 |TmR L=, v

3} 7 vs Bx —
0.837
3 60~758 vs 60OREFN* —
1. 087
TR L vs 60K H*
1.124
BEHIPS 1 vs O#
1.278
2 vs O%*
1. 409
3 vs O#* >
. 0.983
4 vs O*
0.871
HERES HEBIMEH vs HREB
0.826
WRE® 28 vs 1EH*
1.838
3f@ vs 1@* _—
1.021
AELELE vs 1[E* A
1.297
CREE N ove M(MAN) > —
1.712
FLLF—-F H vs #* —
1.316
AbE (FRER®E) N ve M* ——
1.676
AHE (BHRREE) H vs M= —_—
1.020
AgkE (MaB) N vs Ms ——
1.913
atE (B H ve M ——
1.803
BHE (DEB) H ovs A —_—
1.033
BoE (Zo) H vs &+ ——
1. 139
FH S BTOE da ¥ MBS IS A H vs &+ ——
1.007
BEE % 1@ vs 2@=* ——
0.825
I@LE vs 2B@* —_—
1.543
sBiRr5E 9mg/m2k & vs 18mg/m2x
0.521
9~ 18mg/m2k& 4 vs 18mg/m2* —_——
0.859
18mg/m2E8 vs 18mg/m2*
1.429
T Ot vs 18mg/m2*
1.960
FHRBSHIOE DS BIREIE H ovs #\x
0. 805
a2 93 HWHR)  vs H|x ——
0. 740
W(RAM) ve M= ——
REMNOEBRE 500/omIKM va 1000/mu3n b 0870 o
500~ 1000/mm3% # vs 1000/mm35L L+ RN
0. 859
0.010 0. 100 1. 000 10. 000 100. 000
FHTERN (S ERSICYEER SRR ORERD) : 753 H1. Graded LLEDRBAERIVIER] : 206 Fi

* o BEHT TY
B1.3.3.5-7 BEBETNIZELDODRAT 4 v BURSHT (Graded LA L O EHfE)

—Bl#k(2) - 55 —



. 3] x vs B ———
0.6588
FH 60~T5M vs GOMR _——
1.557
TSHRELE vs GOMEKE*
1.492
25 WPS 1 vs Ox*
0.972
2 vs O« —_——
1.581
3 vs Ox ——
0.710
4 vs O% —_——
0.593
MEE® 28 ve 18>
2.007
3 vs 1 [@*
0.984
4@ELE vs 1 [Ex e e
1.763
FLIL¥—RF W ovs x B ——
1. 154
EOHE (FFMMERES) A ovs i~ —_——
1. 675
SHE (BMAERE) # vs mx —_—
. 1.659
aotl (M%B) N vs
2.456
SHHE (SRIE) o ovs ##
1.162
SHHE (DEE) M ovs ;>
. G. 935
S BHE (£ D) W ovs I+ ——
0.741
FRIXS A OE d WA o ovs #x ———
1.334
280084 1@ vs 2@# —_—
0.534
3@LE vs 2[@*
0.918
wrsR - Omg/m2RF vs 18mg/m2x .
0.362
9~18mg/m2R 3 vs 18mg/m2x —_—
1.4
18mg/m2¥B vs 18mg/m2*
1.499
F@DO M vs 18mg/m2x
6. 629
X #1250 D% i 2 48 R A w vs Mx ————
0.937
L3 323 ®(BEA)  vs e
0. 492
W(RAM) v > —
.54
RS EMOIFPRE  500/mm3kFH vs - 1000/mm3 kL E* 0.5 3—0—
. 1.508
500~ 1000/mm33k 3§ vs 1000/mm3LL L+
0. 630
0.010 0.100 1.000 10. 000 100. 000 1, 000. 000
HRHTES (£ F A BICE TOERMIERBIOLES] 1383 Fl, Craded LA LD RILEFRBER] : 121 41

*: HHEL T A Y —
B11.3.3.5-8 2L EETN(ILETFIMVIZEBAOCAT 1+ v EERSHT
(Grade3 LAt OB FAE)

— B (2) - 56 —



Grade3 LI FOBRYUEDRH ) 27 L, THERFRELK 11 Bl |

UMbEftis TH (BEHR) ) L& L THEIS

BORIN (EEEENNE) 21T 2 T- BT B O TEHEEENRD DN BEREGHNTH D |
T8 1281T 5 Grade3 Y EOBYSEDORIR Y A7 T S LTHEREIZEN-
77

— Ak (2) - 57 —

-3 % ve B e
0.576
MREAM 2@ ve 18> ——
2.140
3@ vs 1[@E*
0.932
4@LE vs 1 Ex*
1.518
E6HE (Bik®) H vs M
2.213
[ 3.2 % 1 Omg/m2MM ve 18mz/m2* —— e
i e 0.177
Y~ TOME/ MLAR 3 VS JOME/ML* mmnadnmas
0.865
18mg/m248 vs 18mg/m2x%
1.399
F DO vs 18mg/m2x*
6.380
1o ik B/ @GR  vs Bx e
0.628
H(MAM) ve Mo ——
0.668
0.010 0.100 1. 000 10. 000 100. 000
FRATHE B (B2 F A BIZ 2 TOERMIERRIOFER) 1383 #i, Graded LL_ LD REERTER : 121 41
*: EMEHTFAY -~
1 5-0 FEGRIN (TSR £ 7T FLIZE R0V AT 4 v I BIRNSH
(Grade3 u:mﬁ&%ﬁ)
#1.3.3.520 OCATF A vV EARETFTLADEETLT
HEEHNDH SN -ER (Graded KL EOBEESE)
R EZ) FEEORIR
HAR (TREFA) | EEEmE
A4 | Aote| piE [AvAt] pfE
31 ovs B (B=0) 0.588 | 0.0362 | 0.576 | 0.0211
BREE ([E) 2 vs 1 (1=0) 1.838 | 0.0058 | 2.097 | 0.0106 | 2.140 | 0.0049
# vs FE(EETRE)
CR JEE (85-0) " 1712 | 0.0047
EHHE (FFHEREED | F vs & (E-0) 1.676 | 0.0071
BOHE (HER) 4 ovs B (BE=0) 1.913 | 0.0111 | 2.456 | 0.0400 | 2.213 | 0.0419
AOMHE (BE) 4 vs # (F=0) 1.803 | 0.0011
BRESE (gt |18 vs 18 0.177 | 0.0085
(18=0)
o372 ﬁ}%iﬁ%) vs 0.679 | 0.0290 | 0.543 | 0.0255 | 0.569 | 0.0263
BEBEFTOGFPERE {500 KiE vs1000 LIk
(o) (1000 14 £=0) 1531 | 0.0218
ETOETTNICEB N TEEENED LN ERIIHEREHE, AHEOMEER K
LERETh-7-, BREK 2 Bl) . RSB T4) ROLFERE Mg 28105

fgems T &
Eiots, BB, FEEETAKRUE




FERNORR, SRMEORBICHEBLRIET LEAONLBEERERNL L
T, BOHED KB R R 5 E RO PERE, Graded A EDBRRUEDRBUCE B %
RiETEEX LNHBEBFRERE LT, BRI, SHEOMRER U5 EHI
DIFPERERE 2 b8, MRBIC OV, TH) 6341, T4E) 568 il & )
i TH) O IBOERIETHY, ZOEFBDORY OZELEZ LT,

(3) i
1) HioREBRE

HL OB BRI R OB G] OMEZE 1455 1. 3.3.5-21, % 1.3.3.5-22 l[Z”T & 8D T
H 0. 106 4] 143 14 (Grade3 LA _E O : 65 4 81 1) S#hE Eh Tz,

AREIC 1T D H M ORBAEGIRT 14. 8% TH Y, 7KEKE TORBRD 72.50% &
D o 7 (p<0. 0001) 35, Grade3 L > HMLOOREBABIHIL 8. 63% T D . FAEREF &
TORBRD 7.50% & Hl L CHEREEETBD b 2o Tz,

T oFERE L, BEFEM A NERE 28 £F, B 20 #F, HEHG, HRELE
10 fth, fRHtin, DEERHGm, RS 6 . A, A L. SEBE, RERE T MES 5
Tho'z,

ERIT. B & AV IR 80 £, FETC 21 fF, HEIE 3 . SRENE 37 . KRB 2
fEChotz, 1 & QOEEMIEE TERVEMIE, B 5 £, $EFEME A NEEE
B IAS 4 ¢, HftEs s v o HIERERERS 2 B, AVEEGm, Mieti,. 8B
i, FERE T RAES 1 - Th o,

RIBEFIT, EATO®RS B2 5 7 QLA 49 . 8~14 B3 48 f, 15~21 A3 22
., 22~28 A7 fF, 29 BLAEAS 15 4F, REH2 4 TH D | K168%725 14 B LANOREHR
Tdh-oT,

#%1.3.3.5-21 AEWHE TORREERREFAETOBFRARIE (L)

" " - Him Fisher
e W el e TR 1w | b
EFI | % SE B2
27 i <) SR E o
i %ﬁ%if@?ﬁ%ﬁ 40 29 61 | 72.50% [, o oo
AR & 753 106 143 14. 08%
Grade3 Ll £ I E TORER 01 81 3 7-50% 11 6000
i 5 R 753 65 81 8.63% |
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$#1.3.3.5-22 HBEHIOHME (W) (D 1)

) O L e e U S
No. [t B EIEA &ﬂeﬁﬁ é é é é é RakE | B HEO| &R
R
BElB{B{E |8
1| Bl66] AikHim 1 (2@ 9l9|-|-|-| 4B|2EB| 158 |KEHE
2| B 160 B2 B omlo|lof-|-|-| 4B]|2EEB 2‘% & E“,E
JiB73 3 36 B 517
3| & 54| EEMmENEE | 3 |1B] 9] - |-} -|- - 1 BH 2 H Bk
) FrEMEmENERE | 3 28 |kBEIHE
4 | & |73 pres 3 oo |9l -|-1|-| 98] 18B S T
A 1 1 E1H 7H B
5| %60 2iim KL RN ICH I I I ] 98 H | e
O REP H fn 1 98 A B8
P 1 60| g | OB | B
6 | Zr | 58 | FRIEAI M 1 (4@ |9 |9 [FopFm - |3a1 B | 13H | BEH
T afin 1 YWHI mp! nae | mE
7| & | 64| RtHd s (t@lel-1-1-1- - |1 EH 4 f i
8 | B|es| #WHEMAmMENEER | 5 [1B]9]-|-|-]|- - |1EB| 12R | BT
S 1 4 H (257
9 | & | 64 A . 2@ 9|9 -|-|-1 14aE|1EH i | e
0| B 84| BHm 1 (2@ |90 -{-1-| 4B}2EH 4 B 18118
£ 1 1EE| 108 Ek)
P PR U ea| s | e
12| &l 26| wWAHM 2 1@l el-1-41-1- - |1EH| 118 Bk
13] B 58| Hfm 1 |1@mlel-1-1-1- - |1HEE]| 148 Bl
14| Ble7| HEMOENER | 3 (28|99 -|-|-| 4A|2EB 50 | RKEHE
15| B |66 HErEELENER 3 iz@|9tot-|-|-| 208|1HHA 2B | REHE
14 B
6| 4 |50 | mEHmErEE | 3 |4m| 9|9 |99l - {awspliEmB| 28 | BE
14 H
EEttmENEEE | 4 4B | KEE
17| 8157 smim s ti@m|oe|-|-(-1- ClrEE | 0d |[keE
B m 2 130 | kEE
18] B l23] <bHETHM 2 t1sl9f-4-1-1- - |1 EE ]| 628 [0S
19| & 61 TERET M 4 le@|9 9| -1-1-| 20R(2@EB| 228 |#H#E
20| Bl72| HEMEmENGER | 3 (2899 -|- |- 4E|2EB | 348 B8
20l 70| AL 1 |2@mietol-|-|-| 1582681498 |KEE
22| 4|55 it 2 jz@le6t6f-1t-1-| 2vB[1EB}] 118 25

SREEHIZER L2 ToHm 2R R L2,

—BIK(2) - 59 —




#1.3.3.5-22 EJREFOHE (Hin) (£D 2)

i s #5 & (weg/m®) I R ]
No. |PEBIIEE EifE A Grade 11 213]4(5 - ~RBO| &EF
B | m || 2| | AR e
HE|H|BlAIH
23 | & | 74 |* AR M 1 |(1Ef6ef--4-1- - {1@\B8| 238 | &
264
EI -
24| & 176| HMm 1 |5m| 6|66 6| 62H|2MEA 9 H =t
53 B
73 H
25| B | 73| HBAEMELENER | 4 (1B 9] - | - - - | 1EH 2B | B
26| B34 Ofeim 1 |2m@tE3|3]- -l 46Bi2EE] 1B | @E
27 B |76 | W TmiE 3 l|ELe| - - - - |1E8| 128 |XxE#E
28 | B |47 | MMl 5 (1mE} 6| - | - - - | 1E8 7H EL
1# ek 5 1B 8H | L
29 | B | 30 |+ @Rt 3 j2@ 9|9 -|-1-121R 8 B |#%BIE
F1 e il 3 JEE| 18 |kEE
30| B |58 S 2 (2@ 9]|9}| - -] 308|1EA 9 H g
31| Bl 15| THEEAENR 3 {1@E]| 9 - - - | 1EHE 20 |REIE
2| % | 61 |- POMEMEREE | 3 | g g o - N uafime| 20 (EEE
A LF 3 9H |kREE
33| B 39| Mkadim 4 |1EL9 |- - - - | 1EB 5 A | KREE
HEREH i 1 1A | EE
34 & | 78 | BRESJEH 1 j2@1919]- 4A(2EE| NH | B
R = 2o =ra
35 & | 47 | DOEAHm 2 j1ml9 -1~ - - |1 HE 2 B | REE
SHif 2 6 H E1f)
36 | 5| 62 |+ MBI 3 [1@{7.3 - - - |1 EH 68 | Bk
BETE 2 158 | Bk
37 | & | 57 | * #EREHMT 1 j2@m|9 | 9] - - | aB|1®EE]| 128 BIE
38| B 77| BREEOENER 5 (1@ - -[1mB| 10R A
RE A A ifn 1 1aplemBE]| 138 B
30| &6 B A5 m R R 90R|3mEAE| 258 [xEME
40 | B | 75| Fhdm 5 t1@E|9 |~ - - - | 1EIEH 4 0 bAn
41 | % | 64 | BT mAE 3 [3@[9|9]9 - ;g E 1[EE 6 B [E1E
42 | % | 70 I RPN HY 1 1 {2819 1}19]| - - 148{2HE8| 168 El1E
43| B |76 | HmtEZERE 2 [1E\l9 |- - - {1@8 6 H Bl
44 | B 71| BsHm 5 29| 9] - 5R(2@B]| 20R Er-
45 | | 70| BBHM 3 l1EP9 |- - - - |1EIB} 158 B
46 | B | 53 | Atk 1 |2m@} 9 - - | 288 |1M@A 3 H E)fE
47 | & | 36 | FEHim 1 {2E}| 9 - 4A|2EB] 21 H ElE
FREERENER | 4 1, 21 B | REIME
48 | &£ | 64 [T p 2B 9 9 15 H| 2 [EIH 245 P
£ HifL 1 198 | Ef
s | B la1| wwmm 0 | s [1m]|o - - - 1EE| vA | BE
SEET 1 19 H L2379
50 B| 73| ALF 3 j2mBj9] 9] - -l 208|2@EH 9H [Bl{E
B 5 138 EE
S XN B i 557 R TR e e
i FR 2 i 15 A B
52 | 8 | 58 e 3 28119 | 9 14 B|2EH AT

FREEBICER L2 TOHMERT L,
w: A LORE] 25 TRITE 22l G 22 4F 6 AT ORI SCEICE 3
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#1.3.3.5-22 REFIOWE (Hln) (D 3)

B &5 ﬁgﬁ(mg/mz) 1&5‘ %éﬁ Eﬁﬁ&%‘ -
No. WEBI|5-6m gIEH Grade i &' é] [é] é] [% R | e ~FHD| &7

= R

SiH|{B[BIE

* FAREH ML 2 16 B | #%EE
53 | & | 59 ey mi~2@ 9lo9 1701 2mEH on e
54§ #1681 EIBHEENMR 3 12E} 99 -1 -1 4B 2EB| 57TH | 8%
55| Zc {51 | AL TR |em|y 9|9 -|-|-| 288} 4 A | REIE
56 | B 18| HEMAOENESE | 4 (tB]9) - |- |-~ - |l1EBE| 108 | B8
Mt m ENERE | 3 3 6H | BiR
571 & | 5 ﬂj[ﬁlﬁi%]ﬂ - '3 2E ] 9 9 - - 168 |1EA8 6 H e
581 & | 64 | BEBMHIMm 4 |2@EI} 9|9y -|-|-] 19R|2@B| 27H |XxEE
591 B 65| MM ¢ (1Eleft-1-1-1- - {1EB | 128 |XEE
60 | Zc | 74| FHREHM 5 1@l --|-1- - |1mB | 118 i
61| B | 73] MFm FHtem|oeto | -|-|-| 148 FH T | T
Rt ENGEE | 4 48 | EE
62 | ¢ | 63 ek 4 1E|to | -|-1-1- - |1EH 5H Elfg
A VT 4 5H =[]
63| B | 28| HHEMMENGE | 3 (2E|[9f9|-|~-|-| 68|1EH 8 A |*xEHE
EHEEmENER | 3 1 @8 3R | B
64| B |sa| Emim BT N R e I I LR DRSS I v
iiefaatil 3 14 H | gk
65| Bi6s| Afm it 9t - -1-1- - |1mB| 128 B8
66 | & | 57| AWM 5 (1|9 - -1 - - fiEmB| es8 | T
67 | B | 64| WAHM P (2@l 9|9 - | -] 24B}10IAE 9H G
68 | B | 29| Maiim 5 |1@Byjol| -1 - - - |1E8 (1278 AN
£ i 1 128 Bk
69 | B |62 Fs 1 1 6.7 - 1 E1H nw ThE
70 (B {57 /A 5 (2@ |33 -|-|-| R|2EB| 168 | B
71| & | 64 | Bl 3 1@} 9 -1 -1 - - 1=8 5H B8
721 B | 79| EHWEMELENEE | 3 (1B 9 - - - - | 1m18 18 B8
73| & | 73| fEFEMEOMENEEE | 4 (2RIl 99| - |- |- | 20B|1E8 2 H [53PS
74l & | 70| HHEMODEREE { 4 2E| 99|~ - | -1 218} 1EBY} 58 |XBEHE
E- 3514 1 8 H N
HENE I YRR [
76| & | 64| IfnfR 2 |lz@El9lo| -1 -]-| 148|2EB| 218 Bl
77| & | 72| HEEAOENEE | 5 (299 | -]| |- TH|2®B| 118 | EC
78 | % | 56 B 5 s tiE| 7y - - -1- - |1 [EH 7H LIPS
79 | %« | 31 L skl 1 1@ 9 - - - - |1 =B 60 |&KEH
80| B |56 | Mmths oo s@| oo o ——5£g 3@EE | 158 | ®E
81| % | 67| fEEMHmMENEGER | 4 (19| -] -] -] - - |IEE}] 148 B
82| & | 76| _LEBME{LEHIMR 2 I =1 e T R IR I - |1@EB| 17H L3ES
83| B | 80| Atk 3 ltmE 9 - - - 1 [BH 3B | kME#E
84| B |71 Rt N R 3 jem| 9ol - - | 1A |1EE 98 |kBEIHE
i R 4 - 43 B | kEHE
85| & | 85 |- m Lﬁl‘rﬂ:ﬂ%ﬂﬁ,f‘ """"""""" 5 1A] [ - - - - 1EH 6L H prape
3] ﬁﬁj[ﬁl 1 — - [4] SE 32%1%
86 | B |69 T - 2@ 9| 9 22 H | 1 [BIB s [
87 | 4 61 R i fE 5 |1 9 i - - - |1EB8 | 65H ®C
88| B | 64| BHiifn 2 1w el - - - 1RE ] 108 Bl

HEHREEHIIHBE LSO ERT L,
o (MER EOEE] »HTRCE AVl CERK 22 4 6 BYET ORI IFRE 2SO
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% 1.3.3.5-22 RBLEHIOME (i) (£D 4)

#58 (ng/m?) -
. s s | gem WHES
No. [HEBUEESS BIVER Grade 11213415 i ~FBD| &iF

B g mia e =] AR M

H|B{E|B|H
89 1 5B 140 | fMhREA 2 la@lsiaisf-1- gg 3EF| 33 H L2573
90 | & |72 | HHMm thiEie -1 -1 -1 - {1EAB| 68 {8
91 | B |64 | MitHin 5 2B 9})9] - - 4B |2EBE| 88 -
1 P 2 : 1EB} 78 L537S
x Erattm e ryeEE | 3 2EEB] 9H KEIHE
FE BT o @ 4 20 B Bk
93 62 2 g9l - - 1402 e
7 T T 1o fE 2 el R 2EH 30 A El1E
Wt ENGEE | 3 8H |kREHE
73 1 9 — - — — - 1 .
1% Y ;e BRI kg
95 | B |69 | {E¥EM V {emfolot~-1-|- 4R {2EB| 58 [EE
96 |58 |74 | mMETH 2 {2@BIf9 9 -|-1}- 4B |2BE]| 3H L33
SR 2 18 NG
97 56 2 9]9|-1-1- 30 1 o
i i P9 i 1 2 R 1ER 4 f [E118
i fn 4 1EH| 28 L2373
% | & fiti tH rfn 5 = Bz@a 10 R L
99 | & |66 | HREEmENEE | 3 |26 6 |7.7) - - WMHEI2EE] 48 | KEE
10018 |74 | Hiim 1 |1 8.4 - | - - - |[1BEH| 51 ElE
101 % | 49 | MHifnfEHERE 1 f\bo |- -f-1- - |LEE| 68 [Bl1H
Al 2 1EB| 178 LRI
2 83 2 99| - - 28

102} % £ T i 2 8 H 2EE| 638 |XKEIE
103 5 | 28 S{Hm 3 le@miei6]-|-|- 4B |28 58 Ef)
11 BP9 H 3 2H | KEE

04 51 : s 2 616 |-1-1|- 14 2 v
104] % e s | 5] 20 RIZEEY 6 | e
H A5 i 3 LEE] 108 L2337
105 70 2 99| - - 27 >
& faudiiik e =47 3 B EZEE 15 H R
06| B |17 | tHEeHm 3 2@ |9 ]9]- - | wB|2@B| 78 |&BEHE

SR EEEICRE L2 TOHLEFRT LT,

(4) /MR O EIHE
/AR ORI L Y, EELBOLORRT DV AT BETT L0, KREEICE
C MR DEHE £ COMMOBEL EMLT\5, 72k, BEBRBTORMCLEY,
MR L7V RBE & 72 5 E CIZET 5 B AEL T/ Mo EfE B i3 i
ANBRESIIL 72 LT 1 BB LA E R , f/MREAS 50000/ L MAE &I oo By EEDTL,
1N D EE O FAME R RAE B, I SIES] 753 fith, s WREEEAE B
203 BT, [EHEERIE 27.0% Th o7, BB, M/IMKEOEEARHOAE & LT, K

FH#% 5451 M /ANREAS 50000/ p L LA TR R L7 dso 72IEBIADS 9 Bildo o 7,
AR O ERIED S (/MRS OEHE £ TOMB O LMEE 47.0 B, B/MEE 7.0 B,
BRI 12 ATH-72(F 1.3.3.5-23),
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& 1.3.3.5-23 m/MREEES TOHRE

rpe | s b
~7H 6 3. 0%
8H ~ 148 10 4.9%
1560 ~21H 22 10. 8%
220 ~ 28 A E R 6.9%
298 ~ 56 A 76 37.4%
57 ~ 84 B | 2%
850 ~ 30 14. 8%
B § 203 100. 0%
o e fE 47.0 A
R ME 7.0R
SN 1,112 B
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(5) Infusion reaction

A E TORRE R, AFO®RSYAKROERICEE LZE{FA%Z Infusion
reaction & L CHER L7z,

Infusion reaction ORI KL ORBSEFI O EILR 1.3.3.5-24, £ 1.3.3.5-251{T
FTERNTHY, 291 41627 {4 (Grade3 Ll @ Infusion reaction : 146 {5 255 {4) AS4
s, '

A2 B4 D Infusion reaction ORBUFEHIHRIT 45.97% TH D . KIBEFE TORBR
@ 100. 00% L ¥ 85> 7z (p<0. 0001) 5 ¥ . Grade3 DL @ Infusion reaction OFEBUE
BIZRIE 23.06% CThH Y . KREEE TORBRD 57.50% & 0 #KA>o 72 (p<0. 0001) , 7283,
Infusion reaction FEOAMEIZEbL LT, AR L A EDAEF T Infusion
reaction BEIROZHIT, Pk A Z I L AICMERAIFORHEITTON TV,

%72 Infusion reaction OFEREIY, FEER 131 1, 3 57 . L/ ME S 30 . &
I 25 P, FELs 20 . FEFEYE N PNEEE 21 fF. C-IUSHER BRI 19 4, AF PERERRVD
FRNRGHEUEBET I ) R T AT =T — RN 1T, BT EREOAE, B IEREL
Vb 15 . M hLERIA K REER RN 14 1, FESAREEAEGERE, AERUNE 1270, P
SEEE 11 P, FEEE. 747 U U BRBERBIN, T =0 - TR RIURT = T8
BnE 10 HEETh o7,

SRR, B 3 B VO IEERR S 502 fF, FET LMF. REME 1234, AB L HFETH T,

#1.3.3.5-24 R FETORR LFEREREOREARRE (Infusion reaction)

. Infusion reaction .
ESp-3 Fisher M
s A SECM [ RE | B | B b ff
JE BT A3 AEf] 3
g;g =3 = 0,
4 Infusion reaction %%\H#ifwﬁtiﬁﬁ 40 40 316 |100.00% ¢ 00001
i AR R 753 340 716 45.15%
Grade3 LA Eo ﬁtaﬁﬂ#if@;&ﬁﬁ 40 23 49 | 57, 50% ¢ 00001
Infusion reaction FRARSERE 753 166 285 29. 05% ’
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% 1.3.3.5-25 Infusion reaction MR

Bl{E 4 HEHH
FEEN 150
i d 64
/GRS 35
=il 30
. v e . e
%&&m%ﬁﬁ@ ' ' 25
*C— B HER F 20
FREREE Y, TANRTE VBT I T AT 2T — BN % 18
B i BRI, R E AN %17
FEBELF BRI AE | m*ﬂ&mmﬁﬁiﬁm N %15
MBI R, BTREE. 7 ¢ 7 ) L MEDE % 12

B, FFERE. 79073 b7 A7 =5 —EHIM &1
MFERT., B 7rn UkA7 7y 2 —YHEn %8

MRV, &2 U o AMAE. W, ~TZ o v . BRamE
KT
BEE. BEE. ~~ F2 Uy M, RIEREED, v — 2 F L
f\7./7§7:1;7 “Ei&"?J[] - ‘ _
BEEEOE. RARGE. (XEEEIE. TH - % 4
’7 A7 3 e, B, Voo SEREE . R RFBEN, KRP TR
THERGTE, *FRPE QBT - )

Mide. hEBORE, THo 4o o% v —a v, (KREAME. HEht
BHEV, SENR. RME. RRESE. EEEE. oRERE. BIREEEME P
PR, *ZITIE, B8, s, BHREE. /BE,. SHHRBIIET,
VMEL% meP ey Le 8

SES. BN 2 o DFSER. A PEOR MR, Bl R,
B BBV E, LM EREAME, BEErE. 7H 74 7 F o —G, *
ﬁﬁ%ﬁ%*@ﬁ\ﬁﬁ\b%ﬂﬁ\%W\LTA\ﬂ@ﬁW et
SHNHE. SlE, *EEEEE, Loo< 0, EAEE, MHim. Kk
B, <BEIRRFEIEULAEMERE, W8, DPRIHBECR PR, <fEE AR, biE
i, @R, B, ok, FEEME RN, #fFk, AU e miE, %1
AURHL, SEBE. BT SR, #FE. B, EEEME, E, £
FFTERE. N, RBEMERE, mbh7h U RAT7 72— RE, HIK
i, 7o bhor e BEERE, 7ToF o e g, R REE
Wb, e REEE. M AT UEb . BE AR, KEERD. W
ey RN - )

*: [ EOEE ST HITEARV Infusionreaction(Bak 22 4E 6 A MET DM XHFIZE 3O

(6) ifE=E

FEEEOFRTR R ORI OEEILF 1.3.3.5-26, # 1.3.3.5-27T T &£ BD T
HY ., 274130 (Grade3 LLEOfiFfREE 23 41 24 ) 75*?&’““ Shiz,

RIEICRIT ABEEORBIEFFHEIL 3. 59% Th 0, AR £ TORERD 2.50% & bt

KL THEZIROONT, £7o. Grade3 LLEOfitiE: @%ﬁﬁm X 3.05% TH Y.
AT E TOREED 2.50% & B L THEEERD O iho Tz,

JBEE OFEIE L, RUEMEAE S 8 fF, Bk 6 . Mk 5 fF, %&WWﬁL&&ﬁ3
b, FiKAE, PERRAS 2 ., RN, PAZEMEMSE S, RUERTEE. I XER
B1ETh o,
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B, EHEH DR 14 1, B 6 FF REHE 10 Thotr, FEL L OB
NEECE VS E L, BEEWER 3 . 2MEERE AR, XU, BIks 1
HThot,

R, EATOBRERNS 7T BLINS 5, 8~14 B2 13 . 15~21 B35 2 44,
22~28 HAS 5 fE, 29 ALLERSHTH Y, 60%7 14 BUADREITH »72,

#1.3.3.5-26 RPEF TORR L EANBEATORERRRR (HESH)

. FhEEE 1. .
. — PSE Fisher 1R
el " e | mEB | RBE | %R ol
JE B 45 JEBIH
P RS E TORE 40 1 2 2. 50% L 0000
3 AU 753 27 30 3. 59%
Grade3 PL b | AFEFE CORER 40 1 1 2. 50% L 0000
O i AT 753 23 24 3.05% ’
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& 1.3.3.5-27 HBUEPIOMEEE)

B 58 (mg/m?) B
No. | P31 |45 BIfEH Grade | B2 AN Bo | B anomm|
81 8] 8
1| B | 56 |«HapEsk 3 t@p9| - |- - 1 =8 33 A L2373
2 & | 23| BMFEREEEEEE] 4 1Bmyof-1- - 1 EH 14 8 | kEIE
31 3B 166 | RAEHMMIESR 5 1mi9l -1 - - 1 EIH 11 3 A
4| B | 51 [«HomEsk 1 2B 9] 9| - 158 2EH 238 | KEHE
5 B | 68 | Bk 2 tm{el-|- - 1EIE 4B | kEHE
6 | & | 24 | MIEMES 4 |9 -1- - 1EE | 1068 R
T B | 67 |xRapEsk 3 2| 9]9 | - 14H|2E8 22 B | REE
8| B | 73| MEMMER 5 1mp 9ol -1 - - 1 ER 7H A
gl B | 7] Bk 2 2B | 6| 6| - 14 8| 2EH 10 H (530S
10 2 | 15 | Bk 5 1@y ef-1- - 1|l E 10 B b
11| % | 47 | 245688 3 1@ |9 |-~ - 1 5] 4B | xBIE
12| B | 81 | SErrkginiEERE] 3 1|l -|- - 1 B8 14 A Bl
13| 5B | 58 | MEMAES 4 1myp9l -1 - - LEH | 128 |XREHE
4| B | 28 FPAEMEMRE LR 4 2B 9} 9| - 16 B | 2[EH 16 H | REHE
15 & | 29 | Bk 3 2@ | 9 {9 - 14 R 2[mEH 228 | kKEE
16| & | 70 | FIEMEMER 5 2@l 9] 9| - 14 H | 218 13 A A
171 B | 59 | MIEtERIRE 3 1|l e |-]- - 1 [B1H 60 A R
fg Ak 2 11 B | REE
18| B | 14 i ; tE| 9 - - - 1EH e T
19| & | 78 | MikiE 2 2@ 99| - 14 B | 1EIH I H B
19| & | 78 | MiARE 2 2@ 9|9 - 14 B{1EH 1 H =101
%S 3 18 B 12 B8
2| B 56 RPN 3 3| 9 9 9 550 A PREINE] 2 H El@
21| # | 76 | FERT A 4 tEle |- - - 1B H 23 H [Eifcs
* MRS s 4 ) 1EH 10 8 [GFe-)
22 5% 34 *ﬂf‘ﬂ”ﬁﬁ 1 2 @ 9 9 36 E 9 [E]E 9 E [E]?g
23| B | 21 |emames s lasm|s |33 gg sEE | 0B | EE
24| B | 63 | FIEVEMIER 3 2@ 199 - 1408 |2@EH 3 H [B1E
25| Z | 72 | RIEEMER 3 1@ 9] -] - - 1 [E B 9 H [518
* i XAREE 1 . 30 © £35S
26| B | 83 Pty : om o9 28 B | 2[EIH i .
27| B | 51 | AfErEREESERIE] 5 2@ | 6| 6| - 14 8§ {2EH 16 B R

EREEHICEE L2 TOMBESRR L,
*: (ER EOEE] 2HFR T WIHES (R 22 4 6 HWETORMXBICE SO

v

(7) HEIE A R A B
PP HR SR AE A B D S BUR 10 B UV ERAE B OAEEE 1d5% 1.3.3.5-28, 2% 1. 3. 3. 5-29 1T~
LBV ThY | TP T (2T Graded) 2384 Shiz, |
AFRE BT 2 R EEEE R ORBBRAEREEIL 2.69% TH V. ARME COMBD
0.00% & bk L CHEEEZRD e hoiz,
IR, B D DV B 15 . REIHE 1 . RB L HECh oo, BERFNNE, E
BIOE A5 2 HUPNA 12, 3~5 B35 HThHoTr,
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#1.3.3.5-28 AR FE TORBR L ERAREREORFRRERE (B AIRAEREH)

i S HR BB A (B 2 Fisher #
e e A R R S
FEBIER 3 FEF 2R
£ S e |RERE TORBR 40 0 0 0. 00%
AEPREE B RARRE 753 17 17 2. 26% 10000

Grade3 DA L OB BERRE - 2EERIEEEELR T

% 1.3.3.5-29 ZREFIOBE (B RREERS)

5% (ng/m) e i
wo | 1 | aeme | s |orade| BF[ L[ 2[ 3] 4| B %H 7%‘22*?;[;? i -
Bl | m| = = m AR | R s (/)
Bl H E| B
1] B | 62 | mEmgguEme | 3 [2®|9|9|-|-| 15A|1EA 3H 2,300 | KB
o = | 1 | EmmeEwent | 3 |2E 6|6 -[-| 14p|1@mA 2 H 1,800 | #gfR
3| B | 66 | NHEEAREIEEE 3 {28 |919|-|-| 208 |2mHA 2 f 2,500 [BIE
14
#Z | 50 | NESSRAEEMREE | 3 (4B [9]9]9|9]426 E 1 [EH 5H 1,000 | [EIE
14 8
5] A& | 61 | MEGEREAEGRRE | 3 |2BE1[9|9|-{-| 21H]|1EH 2H 3,500 | ¥k
6 | 65 | MEBHASEIEERE 3 (1@ |9f-]-1|- - 1 BH 2 R 62,100 [EIE
7 B 073 | BEBEREESEE | 3 189 -|-|- - 1 |E 2B 2,800 | &R
8 B 34 | HEEARBERTE 3 {2@|3]3}-|-| 46B|2m@A 1H 1,700 [E#E
9 | 23 | NEEHASEIERRE 3 fr@Elof-1-|- - IQEIE] 2 B 40, 850 | 4R
3 1 B E 2 H 16,800 | [BI1E
10) | 70 | FEEHIEEER . 2B 1919 18 H Tl S H ool EE
11| B 70 | EEAEEERE | 3 |28 ]9 -|~-{ 4B |1HA8 3H 22,500 RHA
12| &| 63 | MEBHAEERR | 3 |2E |9 -1-] 279 |1E8 2 H 18,500 | M8
131 B 27 | EEAREESREE | 3 |1Bj9|-|-]|- - Q]| 1 H 400 | M7
14| &| 76 | MEEEEEAEGRE | 3 |tER|9|-|- |- - 1 BH 28 1,620 | EH
15] #&| 69 | MEHEUEGR | 3 |2@B|9|9|-|-| 42B|1EH 1A 300 | [EI{E
16] | 66 | MOEHSERE | 3 |2@|6 (7.7 -|-| 4B|2EEB 4 H 2,800| [EI{E
17| B 55 | MEEmEESRN | 3 (2@ |9(9|-|-| 14B|1ERE 4 H 8,300 | iR

EERSERICRERR L 2 COEBRBERNEZRT LI,

1.3.3.6 FET-fEM
F2 VIR AES] 753 B> 5  daBEd 17 0 EFHERARED 101 Fl & BRv iz 652 Fli-DWn
TGN 2RI EAT o7,
(s
KB E COFTROLEILE 1.3.3.6-1 [IRTERBY THE, AREICHBITHIECE
1£90.6% Th 0, EKBIFETORBRIL62.5% ThoTo, £, KFEILRIT DA DK
HIRE NS 30 BUROETHEIL22.5% TH D, 31 BUBDIETHRIT, 68. 1% Th-72,
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£1.3.3.6-1 RABECORBREFARBEEOREE

WEEE TORR AR
e %EMOM) %E%QW)
o | 0T | e | FEF
RSG5 30 H Ul 2 5. 0% 147 22.5%
B 55 31 LR 23 57. 5% 444 68. 1%
&8t 25 62. 5% 591 90. 6%

Q)R -

FETIE] 652 FIDIERILFE 1.3.3.6-2 ITRT LRV TH D, BELENRDLE, KW
TF O CRF & OREM N EEIN-EERTRIZLHIED) , IGHE#ESEDNE T, H&FEE
FTCORRBREFFETH -7,

#1.3.3.6-2 AP FETORRE ERAFERAEDTEE

. R E CORB WRAERE
SEBIEK WAL SEREL R
W8 355 5E 19 76. 0% 435 73. 5%
e B 5E 2 8. 0% 64 10. 8%
Z ol 3 12.0% | 93 | 15.7%
R 1 4.0% 0 0.0%
Aat 25 100. 0% 592 100. 0%

HHARREOER - BEEHY

(3) 1R B 5E

FETC & O BEME DS T T & A BETE BB BRI R OV BUE I OBEF 1I5R 1. 3. 3. 6-3,
L3364 IRT LD THY, 64 FINRSE Sz, RWEICIT HAH & OBt
DETECTERVIETEMOIET HRIL9.8% CTH Y, HKFBFE CORBD 5. 0% L LT
HEZIIZRD O o7, :
FEIC & O EEVEN D E TEZ2VENWERIL 95 FC, BUAE 18 {4, ik, FRURPAZEM:ITE
B LR, B 5, BOSEYES = > 7 REREMRILE R Mt 4 4R, RIEE
b B AP EREORD & 3. AUS T AUV L =, Il 3 v R
KE 2 BEMLIE. 7 FUREMMR., =a—F A7 o A vn o= UMK MR,
FhARE I, B ABHIM, RERR AR, AU EREAEREE, U, MUK, ARmAR TR
BRGE. FEWELF PERIDSE, M vEE d, AR N E AR R e LR A, K
BRZEAE, MBS, BFEE, BB Are, BHREE RS, FEL. S Ta, 2R, M
HAERT, BREEEIDE I CHY | ZEAEPERREFEHTH T,
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#%1.3.3.6-3 REBWETORRL ERRFEHEOBEEAEE TELLIETER

Sk A % Fisher #& &
i o | e | T | om
U A 652 64 9.8% 0.4152

%1.3.3.6-4 EEHABTECERORCENOEE (Z0 1)

# 5 & (ng/n) HRTE S
| 4 _ BHE 1234|8523 | _ Py
No {5 | g Bt et | 1 | | | P | e | TR &
Bl|B|B|HB
1 [B (s8] gufuiE ol -1-1- - |1 m|B 12 8 | 5
3 i BB D 1 B8 4 f '
. - - 0)% NG 2
2 13166 R 2Bl 919 140 e 5B Mo EFHAY . BER
3 1B|65]| BIREAEMIPER omletlafl-t-1150|2EE 398 | FFBE. HRE
ER, y—TAFTINVET
4 {B 64| Mg 2@ 919 -] -|14B|2HHA 3H |vrA7T-EHMN, &mEY
AR, FRUE, BlE
] AFE B g . MEEmE
5 |H 66| MIEMEMESR 18} 9 1 B8 11 H s
i o ) EEMALENEE. FE
6 |Z|64| MM 1@y 9 1HA8 I Py i
; o ARPER B AR . 1 130 A - ,
7 |#%& |37 AR 2@ 9|9 14 H [2EBE8 50°H RFpEE, BHEREREE, MR
; N SUFERAREER. b
8 |®|45| Mz L@l 9 VEIR) S H g migiens
BREAZEMERTIE & 1| | BE. BERA. BRERT
9 % 68 ﬁf 1@ 9 — - — - I@E ;Qr’é?\ ﬁ%mﬁﬁ\ %Umﬁ\ 'l:‘
FETEME 0 PR 12 H |-z A-H-FEA
10 | B | 65| HifiE c@El 99l -|-{208]1E8 108 | 2L
11 B|31| BuE 15 9| - - 1\ H 7H | FE. PHE, BUE
1218158 HARBAEMITRA 1Bl ol-1-1]- 1618 11 B | RAIRAE
i i S 14 B 3@pE 3R .
13 | #& | 50 411 919199 (4268} Mg, Bige, LAE
i 14 g |4HEAB 14 B
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Abstract

The MRC AML15 Trial is primartly for patients with any form of AML who are under 60 years. One of the
questions addressed was whether the addition of the immunoconjugate, Gemtuzumah Ozogamicin (GO) to
induction (course 1) and/or consolidation (course 3} is beneficial. In induction patients are randomised to
receive either DA (Daunorubicin/Ara-C) or ADE (Ara-C/Daunorubicin/Etoposide) or FLLAG-Ida
(Fludarabine/Ara-C/Idarubicin/G-CSF) and in consolidation either MACE (Amsacrine/Etoposide) or HD
Ara-C (3.0g/m” or 1.5g/m? per dose). Our prior pilot trial had shown that GO 3mgs/m2 could be safely added
to day 1 of each of these treatments (Kell et al Blood 102, 4277-4283). Here we report the preliminary
results of the effect of combining GO with induction chemotherapy. This randomisation achieved its
recruitment target and was closed on 30 June 2006. All other comparisons in the trial, including GO in
consolidation, remain open.

Patients: A total of 1115 patients were randomised between July 2002 and June 2006. The median age was
49 (range 0—71) years: 53% of patients were male: 92% (n=1027) had de novo discase: 95% had WHO
performance score of <2: 43% received DA, 43% FLAG-Ida, and 14% ADE. (Recruitment to ADE+GO
opened in June 2005). Patients with WBC > 30 x 109/ and LFT’s > normal were initially excluded but
admitted from March 2004. APL patients were not eligible for entry. 15% of patients with data had
favourable 71% intermediate, and 14% adverse cytogenetics. Over 83% were CD33 positive.

Results: The overall remission rate was 85% with no differences between the arms for GO vs no GO in CR
(85% vs 85%) induction death (8% vs 7%) or resistant disease (7% vs 8%). There was a modest increase in
mucositis on the GO arm in course 1 only (p=0.04) and increased AST and Alt toxicity in C1 (p=.002;
p=.03) but no difference in bilirubin grades. GO patients used more platelets (19 vs 14; p<0.0001), but not
red cells, and had more days on [V antibiotics (20.6 vs 18.6 p=0.001). The haemopoietic recovery and days
in hospital were similar. With a median follow-up of 15 months (range 0—45), there is no significant
difference in deaths in CR (GO vs no GOY: 36 vs 45 (HR 0.75; C1.49-1.16 p=0.2), but relapse was reduced:
37% vs 52% at 3 years (HR 0.70 (0.52-0.92) p=0.01) resulting in an improved DFS: 51% vs 40% at 3 years
(HR 0.72 (0.56-0.91) p=0.008). There is so far no significant difference in OS (53% vs 46% at 3 years; HR
0.91(0.73—1.14) p=0.4). Conclusion: This preliminary analysis of 1115 randomised patients indicates that the
addition of GO to induction chemotherapy can reduce the relapse risk without adding significant extra
toxicity and this has significantly improved the DFS in the GO arm. Longer follow up is required to
determine the impact on survival.

Footnotes
* Corresponding author

Disclosures: Investigational medictnal product evaluated in this trial was used outside its licenced
indication.; European Advisory Board ; Trial received modest unrestricted research support.; European
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Susnmary )

- The value of the combination of gemtuzumab ozogam-
icin (GO} and chemotherapy for the treatment of acute
myeloid leukemia (AML) is currently analyzed within clin-
ical trials. GO {6 mg/m?) and standard-dose cytarabine
{100 mg/m?) is evaluated for the treatment of newly diag-
nosed AML in elderly patients in the SAL phase Il trial.
Preliminary results of the MRC AML15 trial support the
application of GO 3 mg/m? with standard- and high-dose
cytarabine and anthracyclines for the treatment of de
novo AML. Within this trial the addition of GO seems es-
pecially of value for favorable and intermediate cytoge-
netic risk groups. The combination of GO (3 mg/m?) and
high-dose cytarabine (3 g/m?) is safe and more effective
for the treatment of refractory AML than previous combi-
nations from the AMLSG study group. First results prove
the possibility of aliogeneic stem cell transplantation
after GO therapy. Initial data of a phase Il trial document
the safety and efficacy profile of GO within a reduced-in-
lensity conditioning protocol applying fludarabine and
total body irradiation.

Martin Bornhauser®

Wolfgang E. Berdeld

Schliisselworter
Akute myeloische Leukamie - Gemtuzumab Ozogamicin

Zusammenfassung

Der Stellenwert von Gemtuzumab Ozogamicin {GO) in
der Kombination mit Chemotherapie flir die Behandlung
der akuten myeloischen Leukamie (AML) wird derzeit
auch in Europa untersucht. Der Einsatz von GO (6
mg/m?) in Kombination mit Cytarabin (100 mg/m?) bei
der Primarbehandlung &lterer Patienten mit AML wird in
der SAL-Phase-H-Studie geprift. Das in der MRC-AML15-
Studie nachgewiesene verbesserte krankheitsfreie Uber-
leben belegt den Stellenwert von GO (3 mg/m?) in Kom-
bination mit Standard- und hoch dosiertem Cytarabin
und einem Anthrazyklin fur die Induktion und Konsolidie-
rung bei neu diagnostizierter AML. Insbesondere Patien-
ten mit einem guanstigen und intermediaren zytogeneti-
schen Risikoprofil scheinen von der Gabe von GO zu pro-
fitieren. In der Behandiung von AML-Rezidiven oder re-
fraktarer Erkrankung erwies sich GO (3 mg/m?) als sicher
mit hoch dosiertem Cytarabin (3 g/m?) kombinierbar und
war in der Wirksamkeit historischen Vergleichskollekti-
ven der AMLSG-Studiengruppe uberiegen. Erste Ergeb-
nisse dokumentieren die Maglichkeit einer allogenen
Stammzelltransplantation nach GO-Therapie. Erste Da-
ten einer laufenden Studie belegen auch die Einsatzmdg-
lichkeit und das Sicherheitsprofil von GO als Bestandteil
einer Konditionierungstherapie von reduzierter Intensitat
mit Fludarabin und Ganzkorperbestrahlung.

KA RG E R © 2007 S. Karger GmbH, Freiburg
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Acute myeloid leukemia (AML) is the most frequent
leukemia in adults with an incidence of 3.7 in 100,000. Induc-
tion therapy with cytarabine (Ara-C) and an anthracycline
achieves a complete remission (CR) in 60-80% of the patients
{1-3]. However, recurrence occurs in the majority of the pa-
tients (50-80%). Salvage therapy is not standardized, and only
a median of 25% of patients enter a second CR lasting in most
cases 6-8 months [4-7]. 40-50% of the AML patients in 2nd
CR achieve a long-term survival after HLA-matched stem cell
transplantation (SCT) 8, 9]. However, not every patient qual-
ifies for this treatment approach [10]

After many attempts to improve results with conventional
combination chemotherapy, biological agents offer the possi-
bility of an increased response rate [11]. Such therapeutic op-

tions include gemtuzumab ozogamicin (GO), which is a hu-
manized monoclonal murine Ig4 antibody (hP67.6) targeting
the CD33 antigen. A bifunctional linker conjugates hP67.6
with the antibiotic calicheamicin, which is 1,000 times more
cytotoxic than doxorubin. After internalization of the antigen-
antibody complex, the low pH of the endosome induces hy-
drolysis of the linker. Calicheamicin binds sequence specific to
DNA, leading to DNA double-strand breaks and apoptosis.
GO is an attractive substance, as the CD33 glycoprotein is ex-
pressed on 90% of AML blasts. CD33 is also present on
myeloid precursor cells, macrophages, monocytes and dendrit-
ic cells, but not on hematopoietic stem cells, which are neces-
sary for hematopoietic repopulation [12~14).

Three multicenter phase II trials for relapsed AML. were con-
ducted with 2 doses of GO 9 mg/m? within 14 days in 277 pa-
tients and achieved 13% CR and 13% CR without complete
platetet recovery (CRp) [15, 16]. Clinically relevant toxicity
was bone marrow suppression and hepatopathy. GO is ap-
proved by the Food and Drug Administration (FDA) under
the name Mylotarg for monotherapy of relapsed AML in pa-
tients older than 60 years and is currently under review for ap-
proval at the European Medicines Agency (EMEA). Trials
are ongoing that analyze the toxicity profile and the efficacy of
GO with combination chemotherapy.

GO Chemotherapy for Relapsed or Refractory AML -
the AMLSG 05-04 Trial '

In relapsed and refractory AML several combinations of GO
(4-9 mg/m?) with Ara-C (100 mg/m?) containing regimens
have been reported [17-22]. The AMLSG 05-04 trial com-
bines GO (3 mg/m?) with all-trans retinoic acid (ATRA, 45
mg/m? day 4-6, 15 mg/m? day 7-28), mitoxantrone (12 mg/m?
day 2, 3) and high-dose Ara-C (3 g/m? day 1-3) (GO-A-
HAM) in patients < 60 years with refractory AML. The study
recruited up to now 76 patients (84 patients planned). In an in--
terim analysis, GO-A-HAM had similar treatment-related
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Fig. 1. Design of the SAL phase Il trial. The patients are randomizud
after initial diagnosis to receive either treatment arm A (7+GO: GO 6
mg/m?, day 1; 4 mg/m?, day 8 and Ara-C 100 mg/m? day 1-7, every 12 )
or Arm B (7+3: dauno-rubicin 45 mg/m? day 1-3 and Ara-C 100 my/m’
day 1-7 every 12 h). In case of persisting leukemic blasts, patients change
to the 7+3 regimen. All patients in complete remission (CR) receive high-
dose Ara:C (HD Ara-C) for consolidation treatment. Patients with
persisting leukemia go off study. GO = gemtuzumab ozogamicin; Ara-("=
cytarabine, BM = bone marrow.
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Fig. 2. Design of the MRC AMLI1S5 trial. After initial diagnosis paticnts
without an FLT mutation are randomized to a treatment with or without
gemtuzumab ozogamicin (GO) and /. ADE 10+3+5: Ara-C (cytarabine)
100 mg/m? twice daily day 1-10, daunorubicin 50 mg/m? day 1, 3, 5, etopu-
side 100 mg/m? day 1-5. The second course ADE 8+3+5: Ara-C U]
mg/m? twice daily day 1-8, daunorubicin 50 mg/m?2 day 1, 3, 5, etopusite
100 mg/m? day 1-5 versus 2. DA 3+10: daunorubicin SO mg/m? day 1, 3. 5.
Ara-C 100 mg/m? twice daily day 1-10. The second course of treatmunt is
DA 3+8; daunorubicin 50 mg/m?’day 1, 3, 5, Ara-C 100 mg/m? twice Ll.n'\
day 1-8 versus 3. FLAG-Ida: fludarabine 30 mg/m? day 2-6, Ara-C2 ¢ W

G-CSF day 1-7, idarubicin. 8 mg/m? day 4, 5, 6. Patients in complelv re
mission (CR) after induction therapy receive one course of consolidation
with or without GO and another consolidation course: /. MACE

amsacrine 100 mg/m? day 1-5, Ara-C 200 mg/m? day 1-5, el0p"~'t'L
100 mg/m? day 1-5, followed by MidAc: mitoxantrone 10 mg/m? day 1-3
and Ara-C | g/m? day 1-3 versus 2. Ara-C 1.5 g/m? day 1, 3, 5 versus - g
Ara-C3g/m?day1,3,5.
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Table 1. Gemtuzumab ozogdmicin (GO) in combination with chemotherapy

45-60 for consolidation
GO 3 mg/m? once a month
for maintenance

hypotension 25%

GO dosage Chemotherupy Number of Complete Nonhematologic Reference
paticnts treated remission, % Loxicity, %!
Relapsed AML
6 mg/m? day 9 Ara-C, G-CSF 14 57 infections 23% [20}
6 mg/m?day 1,15 1A 14 42 sepsis 71% [17}
‘ transaminitis 29%
9 mg/m?day 1 Ara-C, topotecan - 17 12 transaminitis 29% [19})
9 mg/m? day 4 MA G-CSF - 17 70 hyperbilirubinemia 24% (18]
: infections 53%
4.5 mg/m? day 1 CSA, fludarabin, Ara-C 32 34 hyperbilirubinemia 44% [22]
6 mg/m? day 1 ‘Ara-C.. : 9 55 bleeding 33% [21]
4 mg/m? day 8 sepsis 33%
transaminitis 33%
De novo AML
6 mg/m? day 9 Ara-C, G-CSF 12 58 (20}
6 mg/m? day 1 Ara-C 7 [31)
4 mg/m? day 8 .
6 mg/m? day! Ara-C 24 36 [31]
3mg/m? day 1 H-DAT 2 91 hepatotoxicity 27% {28]
6 mg/m? day 1 H-DAT 9 89 hepatotoxicity 56% [28]
3 mg/m? day 1 DAT 10 60 hepatotoxicity 40% [28]
SOS 20%
early deaths 20%
3mg/m? day 1 DA 8 100 not given [28)
3mg/m?day t FLAG-Ida 15 87 hyperbilirubinemia 20% [28]
I mp/m? day 1 H-DAT 15 89 hepatotoxicity 33% [28]
SOS33%
9 mg/m? day 1, 8/15 +1L11 15 pg/keg 51 36 135
4.5 mg/m? day 1 CSA, fludarabine, Ara-C 22 neutropenic fever 23% [32]
6 mg/m? day 1 CSA, fludarabine, Ara-C 59 48 pneumonia 38% {32]
FUO38%
hyperbilirubinemia 31 %
‘6 mg/m? day 6 CSA, Ara-C, liposomal 11 18 sepsis 63% [27}
daunorubicin hyperbilirubinemia 54%
mucositis 27%
6 mg/m? day 4 DA 53 83 mucositis 33% {33}
6 mg/m? day 1/8 Ara-C 21 43 fever 29% [33]
chills 41%
9 mg/m? day 1/15 40 infections 40% [26]
Img/m? day 1 DAT, DA, or FLAG-Ida 18 (28]
‘ followed by MACE
Img/m? day 1 DAT, DA, or FLAG-Ida, 13 {28]
with HD Ara-C
Img/m? day 1 DAT, DA, or FLAG-Ida, 23 [28]
course | and 3 with MACE or HD Ara-C
GO 9 mg/m? day 1/15 1t FUO 83% (29,30}
of induction cardial 25%
GO 6 mg/m? once day pulmonal 25%

AML = Acute myeloid leukemia; SOS = sinusoidal obstruction syndrome; FUQ = fever of unknown origin; HD Ara C = high-dose Ara-C; [l 11 = inlerleukin 11;

CSA = cyclosporin.

Ara-C, G-CSF: G-CSF 5 pg/kg, day 0-8; Ara-C (cytarabine) 100 mg/m? day 4-8.
1A Idarubicin 12 mg/m? day 2-4; Ara-C 1.5 g/m? day 2-5.
Ara-C, topotecan: Ara-C 1 g/m?day 1-5, topotecan 1.25 mg/m? day 1-5.

MA G-CSF: Ara-C 1 g/m?/12 h day 1-5, mitoxantrone 12 mg/m?day -3, G-CSE.
CSA. fludarabin, Ara-C: Fludarabin 15 mg/m? day 2-6 (every 12 h), Ara-C 0.5 g/m? day 2-6 (every 12 h), CSA 6 mg/kg day 1 + 16 mg/kg continuously iv day 1, 2.
Ara-C: Ara-C 100 mg/m? day 1-7 continuously iv.

H-DAT: Daunorubicin day 1, 3,5; Ara-C 200 mg/m? day 1-10; thioguanine 2x/day, day 1-10.

DAT: Daunorubicin day 1, 3, 5; Ara-C 100 mg/m? day 1-10; thioguanine 2x/day, day 1-10.

DA: Daunorubicin day 1, 3, 5; Ara-C 100 mg/m? day 1-10.

FLAG-1da: Fludarabine 30 mg/m? day 2-6; Ara-C 2 g/m?, day 2-6; G-CSF, idarubicin 10 mg/m? day 4-6.

CSA, Ara-C, liposomal daunorubicin: Ara-C 1 g/m? day 1-5 (every 12 h), CSA 6 mg/kg day 6 + 16 mg/kg continuously iv day 6-8, liposomal daunorubicin 75 mg/m? day 6-8.
“'\CE Amsacrine 100 mg/m? day 1-5, Ara-C 200 mg/m? day 1-5, etoposide 100 mg/m? day 1-5.

\Onhemakolognc toxicity grade HI/IV occurring in more than 20% of the patients.

Gemtuzumab Ozogamicin (Mylotarg) for the
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lethality as A-HAM (ATRA and HAM), S-HAM (sequential
high-dose Ara-C) or HAM (high-dose Ara-C). GO-A-HAM
induced a CR in 49% of patients, while A-HAM reached a
CR in 34%, S-HAM in 23%, and HAM in 24% of patients.
64% of patients with refractory AML responded to the GO-
A-HAM regimen (CR and PR). In a retrospective cohort
analysis, treatment with ATRA (p = 0.05) and GO (p = 0.05)
correlated with a good prognosis. Median survival after GO-
A-HAM accounted for 16.2 months (p = 0.002) as compared
to 12.5 months after A-HAM or 7.2 months after S-HAM or
HAM [23].

Randomized Trials for the Treatment of de novo AML -
the SAL Phase It Trial and the MRC AML15 Trial

As the addition of GO to standard chemotherapy 7+3 seemed
to be too toxic for elderly patients with AML, the randomized
SAL phase II trial compares 7+GO (GO 6 mg/m?, day 1; 4
mg/m?, day 8 and Ara-C 100 mg/m? day 1-7, every 12 h) with
743 (daunorubicin 45 mg/m? day 1-3 and Ara-C 100 mg/m’
day 1-7 every 12 h) for induction treatment of AML in pa-
tients > 60 years. The trial design provides consolidation with

Ara-C 1 g/m? every 12 h day 1, 3, 5. This randomized trial has \

recruited more than 50 patients so far. The trial is open for
participation within the German ‘Studien-Allianz Leukdmien’
(SAL) (fig. 1). The combination of 7+GO may establish a less
cardiotoxic primary treatment for newly diagnosed AML in
elderly and frail patients, as far as both regimens reach equal
toxicity and efficacy.

In patients of all age groups, the MRC AMLA1S5 trial analyzed
GO (3 mg/m?) for remission induction and consolidation (GO
6 mg/m2). This study is based on a 2 x 2 multifactorial design
providing different induction and consolidation treatments
with and without GO (fig. 2). So far more than 2,000 patients
are recruited into the trial. GO was combined in the induction
treatment with either ADE (Ara-C, daunorubicin, etoposide;'
n = 160), DA (daunorubicin, Ara-C; n = 474) or FLAG-Ida
(fludarabine, Ara-C, G-CSF, idarubicin; n = 479) in 1,113 pa-
tients (median age: 49 years; cytogenetics: favorable 129, in-
termediate 631, adverse 132) [24]. No increased liver toxicity
was observed after GO therapy; similar recovery times were
observed for neutrophils (20 days) and platelets (20 days vs 18
days) with and without GO. Similar CR rates were achieved
with and without GO (84% with GO vs 86% without GO). In-
terestingly, at a median follow-up of 16 months in 964 patients,
GO led to fewer relapses (37% vs 52% at 3 years, p = 0.01),
resulting in a significantly improved disease-free survival
(51% vs 40%, p = 0.008) of the patients with de novo AML.
No extra liver toxicity was seen in subsequent stem cell trans-
plantations.

660 Onkologie 2007:30:657-662

GO and Stem Ceii Transpiantation

Several trials confirmed feasibility of aliogeneic SCT in GO-

treated patients. After a GO-containing regimen, CR/CRp pa-
tients reached a median survival of > 18.3 months (n = 14)
with allogeneic SCT, 16.5 months (n = 11) with autologous
SCT, 12.2 months with additional chemotherapy (n = 11), and
11.2 months without further treatment (n = 35; p = 0.007) [16].
The German Study Initiative on Leukemias conducted a
phase II trial in relapsed AML with reduced-intensity condi-
tioning therapy. So far, results of 19 patients are available that
have been treated with GO (GO 6 mg/m? day -21 and GO 3
mg/m2 day -14), fludarabine (30 mg/m? day -3 up ta day -1).
and total body irradiation (TBI; 800 or 200 cGY depending on
the relapse-free interval and age), followed by allogeneic SCT
in aplasia. After TBI, 75% of patients reached a CR. Seven
patients are alive and in CR. With a median follow-up of 21
months no sinusoidal obstruction syndrome (SOS) and de-
layed liver toxicity was documented. The probability of over-

all and disease-free survival at 2 years accounted for 51% and

46%, respectively [25].

Conclusion

De novo AML

The toxicity profile allows the application of GO together
with chemotherapy (table 1) {20, 26-32]. GO in combination
with intensive induction or consolidation therapy was initially
analyzed by Kell et al. [28, 33]. GO 3 mg/m? proved applicabl
for induction therapy with daunorubicin and Ara-C or FLAG-
Ida as well as MACE (amsacrine, Ara-C, etoposide) or high-
dose Ara-C [28]. In the MRC AMLIS trial GO (3 mg/m?) re-
duced the risk of relapse in de novo AML and improved dis-
ease-free survival without additional toxicity. Preliminary data
indicate that favorable and intermediate cytogenetic risk

- groups may particularly benefit from addition of GO. Ran-

domized comparisons of GO and Fms-like tyrosine kinasc 3
(FLT-3) inhibitors are ongoing in patients with FLT-3 muta-
tions. Results of the randomized German SAL phase II trial
are awaited, that analyzes in elderly patients the substitution
of daunorubicin by GO in a setting with standard-dose Ara-C
(100 mg/m? for 5-7 days).

Relapsed and Refractory AML

Single-agent GO therapy (9 mg/m?) is approved for the treal-
ment of relapsed AML. Application of GO (3-9 mg/m?) and
chemotherapy (Ara-C 100 mg/m>-1 g/m?) achieved CR raics
of 12-70% and a median overall survival of 2-11 months in re-
fractory or relapsed AML (table 1) [17-22]. In line with these
results are the data of the AMLSG trial that favor the GO-A-
HAM (GO 3 mg/m?) regimen in comparison to other modili-
cations of high-dose Ara-C-containing protocols. Randomized
trials are outstanding and data are preliminary.

Gleissner/Schlenk/Bornhiuser/Berdel



GO and SCT

The results of Larson et al. confirm feasibility of SCT and GO
for the treatment of AML in first relapse [16]. In the context
of myeloablative conditioning chemotherapy, SOS developed
in 5/27 (19%) patients transplanted prior to GO. SOS

2 mp/m? was applicable with fludarabine/melphalan before al-

occurred in 8/40 (17%) patients transplanted after GO. GO.
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Retraction: Intraoperative Touch
Imprint Cytological Analysis of
Sentinel Lymph Nodes for the
Presence of Metastases in Breast
Cancer

To the editor: The conclusions of our 2006 article [1] were based on data later

discovered to be incorrect. Therefore, we hereby retract the paper.

N. Papadopoulos, C. Simopoulos, G. Galazios, V. Limberis, C. Romanidis,
M. Lambropoulou, G. Petrakis, G. Koutsougeras, D. Tamiolakis, J. Venizelos
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