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T5RLLE vs 60 K+ ——
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2 ys Ox e
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3 vs Ox ——
0.776
4 vs Ox
0.476
BREDE 20 vs 1Ex ——
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3@ vs 1[0
1.196
AL vs 1[)*
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FLAF—F H vs Bx —_—
1.073
S4E (FRERT) B ovs &y ——
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SHE (RRHEME) B vs B
2.349
SHE (&) A vs &x
2.279
BYE (BERE) H ovs @ —
1.049
BHE (LES) B vs Bx ——
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SHE (FOH) B vs 8> —
0.811
k3 beauob-quta ok 3| H ovs —
1.191
H5E% 16 vs 2B —r——
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SERE vs 2@
0.688
BHRER Img/m2kE vs 18mg/m2x ————
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G~ 18mg/m2k& vs 18mg/m2x —_——
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1.241
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3} 7 vs Bx —
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1. 087
TR L vs 60K H*
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2 vs O%*
1. 409
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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)
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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.
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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.
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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.
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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.
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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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G. Koutsougeras G, Simopoulos C: Intraoperativé louch imprint cytological analysis of sentinel lymph nodes
for the presence of metastases in breast cancer. Onkologie 2006:29:372-375.
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SKECER S - B IHEERRE (SWOG S0106 3RER) K USEETEM S hz
ERT T ERIEE RSB (AML1S 3ER) O =

SWOG S0106 FERDHLE ,

YEACERS I 18 05 60 sEE CORTEFEOANEE BEME 2 M5 B F 2t G & U7 85 IR ERARER
BR(C 33U C . B HER e W RN B AR ARIE Ch AL Y IV E VU R L2 T OO EEEE (DA) ~
DOAF(GO) DEFFRZ R QN KBS F T PRI LD B D R D AR OB 508 RE
B UIAS, ZORBROD P RBHTIZ T, AFIO BAREAFIE~O U RIC LB RRTMROLFE,
I ONT HUE IR 1 OB LA R A F M O SEE R AN 2T,

S R AR T I D BN 2 5 R A SRR B F RO BB, AHIOE
BCHBILE) T, (DA+GO Bf 16/283=5.7%, DA #:4/281=1.4%, p=0.01)

(S0106 Phase 111 : https://www.swogstat.org/ROS/ROSBooks/Spring%202010/Leukemia.pdf

2010511 A 1 HEER)

AMLIS BRI E

#[E > MRC (Medical Research Council) 2SEHMiL7= 60 FEAMND AML BEZHRELT AMLIS
BRI BT, EME AL B L OHE S FIEIC BT AARF OO HERE R =, THEARE
=% DA #V, ADE #7713 FLAG-Ida %, #1[E %75 Tid MACE # V&721% HD Ara-C * DIk H| %2
BEAT AHBEL L7V BRI BB IR BRI SN T, AUBRIC B ER S A7 1,115 44 O preliminary
analysis [2 3\ C, EABEAFHECAR & O LI2Ga. W oRE\HEORMNA L <. B
J 27 RTS8 5 &S S D, BURICER S N2 NTR SIS S 0 T, AR
12 & B MEESE A R VR AEF B OSCEIIR S o T,

#£1) DA: Daunorubicin/Ara-C. £ 2) ADE: Ara-C/Daunorubicin/Etoposide, {E 3) FLAG-1da: Fludarabine/Ara-C/Idarubicin/G-CSF .

4 4) MACE: Amsacrine/Etoposide, 7E 5) HD Ara-C: Ara-C 3.0g/m2 or 1.5g/m2

1) Blood 2006; 108(11): Abstract 13.
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