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HCEANE | — — —
W B 2 R KE | A FFA NCCN guidelines, Non-Hodgkin’s Lymphomas,
S 72 U S AL s Version 1. 2013 (iR 3-14)
M SNEE - ZhHR Follicular Lymphoma (grade 1-2); SUGGESTED
F. ZHEIC 4
;‘ oL (£7213%h6E - | TREATMENT REGIMENS
:l: N N ~
_ ; Zh R BE D & irat_li P . .
2504 ] 0 ) First-line Consolidation or Extend.e(_j Dosing (optlon;ati)f
B F N2 % + Chemotherapy followed by radioimmunotherapy ™™
SHT5,) (category 1)
- Rituximab maintenance 375 mg/m? one dose every 8
wk up to 2 y for patients initially presenting with
high tumor burden (category 1)

d Selection of patients requires adequate marrow cellularity
> 15% and < 25% involvement of lymphoma in bone
marrow, and platelets > 100,000. In patients with prior
autologous stem cell rescue, referral to a tertiary care
center is highly recommended for radioimmunotherapy.

e If Radioimmunotherapy is considered, bilateral cores are
recommended and the pathologist should provide the
percent of overall cellular elements and the percent of
cellular elements involved in the marrow. Cytogenetics +
FISH for known MDS markers. As of 2010, updates
suggest a trend towards an increased risk of MDS with
RIT treatment.

f The full impact of an induction regimen containing
rituximab on RIT consolidation is unknown.
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D AR Phasellltrial of consolidation therapy  with
yttrium-90-ibritumomab tiuxetan compared with no
additional therapy after first remission in advanced
follicular lymphoma. J Clin Oncol 2008; 26:
5156-5163. (3CHik 3-1)

+ Hagenbeek A, Radford J, Van Hoof A, et al.
%0y-Ibritumomab tiuxetan (Zevalin®) consolidation
of first remission in advanced-stage follicular
non-hodgkin’s lymphoma: Updated results after a
median follow-up of 66.2 months from the
international, randomized, phase Il First-Line
Indolent Trial (FIT) in 414 patients [abstract].
Blood 2010; 116: Abstract 594 (3Lt 3-16)

i %
wWE | A NTA ESMO Clinical Practice Guidelines ;

N Newly diagnosed and relapsed follicular lymphoma:
ESMO Clinical Practice Guidelines for diagnosis,
treatment and follow-up (3Cfdk 3-15)

ZhEE « 2h R treatment plan; first line

(E7213%h8e - | consolidation/maintenance.

fi’%g%’%?% + Rituximab maintenance for 2 years improves PFS

© AL (75% vs 58% after 3 years, P <0.0001) [I, B] [21].

+ Radioimmunotherapy consolidation prolongs PFS
after chemotherapy but its benefit following
rituximab combinations has not been established [I,
B] [22].
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2013 4 8 H 6 HIZ. PubMed (http://www.ncbi.nlm.nih.gov/pubmed/) (23 T,
“follicular lymphoma” }& ' “ibritumomab tiuxetan” X | “zevalin” ® 3>
F—U— REHOTREZITV., 150 MOLEBHE O, ZOFNE | EEHFEIC
DU TR O ZKEE I EE ISV & A0 7 568 TAH 2 1R 28 (b PR fge Rl L A0 B8 TR TR 72 0D Hit [
WL L LT Zevalin VW S 72k, & HIZHIEIEE AT & L T Zevalin A %
AW L EOEBBBERET LIz EBEL, LTD 8#ME 57,

<YWFAMNZ BT B b AR AR A >
1) ETHRRMEY Vo REREEZXNRE Lz, FIRIEEEL O Zevalin HIE D & &
RRBEZP KR L - FMHEELCIEBRE [FIT & B

e Morschhauser F, Radford J, van Hoof A, et al.: PhaseIll Trial of Consolidation Therapy With
Yttrium-90-Ibritumomab Tiuxetan Compared With No Additional Therapy After First
Remission in Advanced Follicular Lymphoma. J Clin Oncol. 2008; 26: 5156-5164 (CHik 3-1)

e Morschhauser F, Radford J, van Hoof A, et al.: °Yttrium-Ibritumomab Tiuxetan Consolidation
of First Remission in Advanced-Stage Follicular Non-Hodgkin Lymphoma: Updated Results
After a Median Follow-Up of 7.3 Years From the International, Randomized, Phase IO
First-Line Indolent Trial. J Clin Oncol. 2013; 31: 1977-1983 (3t 3-2)

RAAPRELT HIE AL U N IO U CRMBE AL 21TV, #o2%E%) (PR) UL Lo
BIRDG S NTIERNZ SV T, Zevalin (12 X 2 HE O RIEZTT O BE (208 ) &, HEIFET
PR BLER 21T O (206 Bil) (ZHEFEZICHI D AT 72 (BFF 414 61),

FO%BHFAE (PIE 7.3 4) EM I, FEHTXIE 0 409 il (Zevalin #iE HH#E 207
B, MIREBLEREE 202 61) 2o WT, Bt AR RET ST,

% ibritumomab
{n = 207)
Rituxirmab 250 mgfm?2 IV on

i . ] day -7 and day 0 +
Patients with previoushy A jbritumormak

umtreated FL R 14.8 MBog'kg (0.4 mCilkg)
. A [rmax 1,184 MBq (32 mCill
et
chlorambucil, c'.'er!{ CHOP, 6-12 weeks after N n dav e
CHOP-liks, fludarabine lsst dose of induction g} _
combination, or rtuximab o
combination CR/CRu
or PR M
I
treatment
= in = 202)

Not eligible

Zevalin Hi[HE DI TIL, AT ANRRERZRIZH O (PR) 2o/ BH O 77% (101 4
78 i) NFERTEM (CRICRu) IZHAH L, RMEIREREMRIL 87T% Th o7z, — 7,
VR R BIEHE OBRBLEIT 175%ICm &, KN REREMEIL 53% Th o/, Z DLk
RiT, EMEAIHAWONZIERIEORIEIZ L 53, Zevalin E DEED F R E o 7203,
VYR~ 7L FRIEIC LV BEA LS T BE DG DOH ., JEFIBMN D 72> Tz
FORERECIIEL RN T,




BB P IAE 7.3 FI12 BT, Zevalin #i[E & 1R B RE O M A A (PFS) H gL A3
MEIREB R LB L T, AR 3@?3@%#5#%75@%%7‘_0 PFS OJEFR X, HfifE
J\{Hfﬁfi XU PRICR-T-HREMHEB CTH. CRICRUICEIZEL7-BEHEBCTH AN, Zevalin
Hi[E DIGERED 7 PR BEHEMI T 24, CREBZHM CTIX 46 FFOHE e PFSIEEN LS
i,

A2 A A S B P i
HEYS PRI ERE Zevalin HIE O RE Y — Pk P fi
2H5EH] (n=409) 1.1 4 4.1 % 0.47 <0.001
— CR/CRu (n=215) 2.7 7.3 0.61 0.008
PR (n=194) 0.5 4 2.5 0.38 <0.001

T VTN —T T R T ol A, VYR U T G EME AR A
# D PFS EPHHﬁi Zevalin BERBEM LIV L 3FLULEEN T2 b 59, EFEN
IR o Tl DICH B R EBEIZIIES o T,

A S A A 0 ) P A

TR R 5 MR BIZERE Zevalin HUE ORE ¥ — Kl P i
Chlorambucil (n=39) 1.0 4.5 4 0.33 0.008
CVP (n=106) 0.7 4 2.5 4 0.48 0.001
CHOP (n=122) 1.0 4 3.0 4 0.46 <0.001
CHOP-like (n=61) 2.4 4 6.9 4 0.57 0.090
Fludarabine combi (n=22) 2.4 % 3.0 4 0.62 0.40
Rituximab combi (n=59) 4.9 £ > 7.9 4% 0.70 0.36

Zevalin iE DEER TR ONTZAEFROL L ITMEFEETH Y | Grade 3-4 DV 2 BRI
Do BRI NI Y 60~T0% D BFICTE O b, L L., Z OmEREA T —
FEY 72 S O T, nadir 206 3~4 BHRZICITREIE L, 26 ORI, ﬁ%*é HEyR M O JE
MU NJERBEIZ Zevalin HIRE SNT-RFOFERFREE AF — LT, ZR 720D
DEEZBND,

F 7=, Zevalin Hi[E & IEEEED 26 WH\’_Z{k%\ﬂéﬁi/ubiﬁ%z"wiﬁi VR IETY 14 6l
WAL TS Z NG, BERIZHABZITRO Lo 7=, AML/MDS 1% 7 6o B3I
FKELTEBY, FRIZET & 0.5%T, ﬂ:s&fg/ﬂi LDRERLEETL TEHWS O TR0
> 7,

EMoOEHER OZ ORI LV, FIETEE T Zevalin o Hi[H & #3513 47 8 f
PEY UONEBEICE 5T, EFICARRIBEIETOD Z EBNRBINT,

2) FEERCE I A7 OBKMEY U RNEBEFICB TSR LVEMEAL VX 5K
#% D Zevalin #i[E ¥ : Spanish Lymphoma Oncology Group ® £ figk L [E. B
) & 55 I AHFRBR
Provencio M, CruzMora MA, Gomez-Codina J, et al.: Consolidation treatment with Yttrium-90
ibritumomab tiuxetan after new induction regimen in patients with intermediate- and high-risk
follicular lymphoma according to the follicular lymphoma international prognostic index: a
multicenter, prospective phase Il trial of the Spanish Lymphoma Oncology Group. Leukemia &
Lymphoma.2013;Early Online:1-5 (3Ciik 3-3)

VY~ 7 GOy R EMMEAIRENEZ L, PEEIEY 22 (FLIPI>2) OIEMK
MY o oREERE 30 Bl A xS LT, Zevalin #ifH D EED A LM & oM A M Uiz, TR
AR E L TAY A 7 )LD R-CHOP 245 L PRU &7 o =& 2 A 7 )LD CHOP

10




NEMES U, 12 BHIC Zevalin Hi[E DEEN TN T,
Zevalin Hi[E O EFEIZ LV . PREFE D 61.1% (12/18) 7 CR/CRu IZH&#L L, BEELHRIX
PIE E R AT D 40% (12/30) 75 76.6% (23/30) (2 L 7=,

)15 B8 i 35\ 5 1% Hh[E & Itk
% (n=30) % (n=30)
CR/CRu 40% (12) 76.6% (23)
PR 60% (18) 16.7% (5)

SD 0% (30) 6.7% (2)
PR 7> 5 CR ~MHHi=R — 61.1% (12/18)

BB P IE 26 » HIZBWT, PFS Ffii, OS FRfEEL b REIETHS -, 7o,
40 » HE TICHE LT-BEORIBERGE TOFHHIMIX 19.8 » A Th - 7=, 1BWEICEE
LEEEFIER LN TWRW, IERERZECCRERAREEZRL, KOLEEORWE
EHELT - BUEOMEEFRETH - 7=,

VY X7 2 E T EmE ATEWIZE: < Zevalin HIE D EIT . BIERA OGBS A BE T,
EWIOPFS L 0S2#b72b Ll &nnn, HIEU A7 OEIRMEY o EBE O Y)EITE#IZ
BWTHRIERIETH D Z ERRB I T,

3) HEE/EY X7 ORIGFIBIMEY U NEBREEMBL L4V A7V FMR (7
NMNESGEV+I bRV b+ VR v ~T) BEREABERED Zevalin HiE D
PIESE I AR
Zinzani PL, Tani M, Pulsoni A, et al.: A phase II trial of short course fludarabine, mitoxantrone,
rituximab followed by *°Y-ibritumomab tiuxetan in untreated intermediate/high-risk follicular
lymphoma. Ann Oncol. 2012; 23: 415-420 (3C#k 3-4)

BRI m Y A7 (FLIPL >2) O EITHIE MY N ERE S Hlic, 4% 4 70
® FMR (fludarabine + mitoxantrone + rituximab) # #5.. EffE A X7z B (2 Zevalin H
M OBEEEIT T LA OEIMEE L2 EZ B LIZ.FMRIZ 28 BHfgIC 4 VA 7 L& 5
L. PRULEDORISHES NT-BEIZ Zevalin Hi[E DR EN ElE S 7z,

FMR T L % E iR A TR #% 69%72% CRIZIE L., £%) (CR+PR) . 53 it 51 44 (= H1 [
DIFRIENFEN S T2 FE R, PR BFE O 86%74% CR IZHAHE L7, I #& M7 CR 3% 96% (49/51)
Zm B L7,

RS AR Hh [ & It
% (n) Zevalin #& 5- & 0 4 kR E A
CR/CRu 69% (38/55) 96% (49/51) 89% (49/55)
PR 27% (15/55) 4% (2/51) 3% (2/55)
PR 7> 5 CR ~ D #i5 a5 — 86% (11/13) —

BEHAR Pl 28 & AICB W T, 3AEHET OS (1T 100%, 3 FEHEE PFS £ (X 81% TH »
7~

Zevalin IBIRZICERILLT-AEEFLRIL, Bl —@BHomiEHEETcHY, AEFELRICEVIA
PR DN N EEIZ 7 o T BRI W e v o 72, HiE O FEER D CR X PFS L, R-CVP ®
R-CHOP L' YV A N X2 EMEAFLE L LT, FMR LY A DR ERl-> T, H
EENIEIEY A7 ORIBEERMED BT D FMR & ifiE A% @ Zevalin #iEH
BRI, ARMEREL, BARRBFEIETHD Z ERRB I N,

4) WBREY Y NEBFEICHTIHENGERE LTO Y Y F U~ 7 HHEHLERER
@ Zevalin 8% : Sarah Cannon Oncology Research Consortium |2 X 2 & I #H3 Bk
Hainsworth JD, Spigel DR, Markus TM, et al.: Rituximab plus Short-Duration Chemotherapy
Followed by Yttrium-90 Ibritumomab Tiuxetan as First-Line Treatment for Patients with
Follicular Non-Hodgkin Lymphoma: A Phase Il Trial of the Sarah Cannon Oncology Research

11




Consortium. Clin Lymphoma & Myeloma. 2009; 9: 223-228 (3CHk 3-5)

RIBEOWENMEY VRERE A G255 E LT, VY XU~ 7 & e g A3k
% @ Zevalin iIBE DO H I & ZEEERF LT,

EMEARELE LT, VX ~T 27T HEIC 4 3147V %5 L, %lé“mu\f R-CHOP
NITR-CVP # 21 HEBIZ 3 YA 7 v HE Lctk, Zevalin 1R 21T - 7o, BEHEE T 41 61,
EHRE ATRIESE T 40 5], Zevalin i6R 2= 1T - BEFIX 9B Th -7z, BAEE NIBHEEZ D
CR [T 30% T, Zevalin iGHEIZ L D PR HBE D 62%A CR IZHEHE L., &EAY7Z CR RIT 72%
Zm B L7,

B8 NGB IR Zevalin 159 %
% (n=40) % (n=39)
CR/CRu 30% (12) 72% (28)
PR 65% (26) 26% (10)
SD 5% (2) 0% (0)
PD 0% (0) 2% (1)
PR 75 CR ~D iR — 62% (16/26)

BB P JE 67 » A OKFRT, PFS FREIIARRIZE, 34 PFS 3L OV 5 4 PFS X%
NEN 75% K R 64% T > 7=, 54 0S HK|L I6UTH -7,

Zevalin JBEZICHH L 7= Grade 3-4 OFMITEHEMFENICER LBV ., Mikz=EUND
BEEZIIROON o7, AHOY VX~ 7 + BEMEEAMEEER O Zevalin 16 13
AEENEL, MO CRELEMOPFS #8726 L=,

5) RIGEIEHMEY L ERFICHT D 3 YA 7V R-CHOPIZ & 2 EfFE AREHRD
Zevalin {89 & Rituximab ;BN 51293 5 4 O AARER

Jacobs SA, Swerdlow SH, Kant J, et al.: Phase Il Trial of Short-Course CHOP-R Followed by
y_ibritumomab Tiuxetan and Extended Rituximab in Previously Untreated Follicular Lymphoma.
Clin Cancer Res. 2008; 14: 7088-7094 (Cfik 3-6)

WIFEOUERAMEY o EEBRF 60 il At L L LT, 3% A Z /LD R-CHOP |Z & % B A5
FERR O, Zevalin B L UV VX U~ TIBNMEBE SO LB ARSI LT,

EAEE AR E L CR-CHOP 2 21 HEBIZ 3 VA 7 &5 L=, D, Zevalin BB %
TV, TOL1LHEBEB» SV Yo ~T70BMNES (7T BEIC4T A4 70) 2R L, Bk
BT 60 B, EMARE ATEHESE THRE X 56 B, Bk AZm L CHRENE T LI-BFEIT 55
BTH o7,

ZevalinjgE & U Y o< 7B 512X 0 . PET BB @ 89%7° PET fEMEICHAH: L

D CR 1L 89%IZ 72 o 7o WBRSE T A ORIT 24T o 72 R PET HIIEIC L % CR #i
67%7> 5 96%IC 1] b L7z,

PET & D ifE F R-CHOP & A % Zevalin+ R BN
CR BekEE a2 (n=60) 62% (37/60) 89% (53/60)
bhse 7B (n=55) 67% (37/55) 96% (53/55)
fifa s (PET BEME—PET B21E) — 89% (16/18)

BRI P JAE 19 » H OFFS T, 24 PFS B R 2 4F OS RIXZE N E 1 78.4% K Y 100%
Tholz, Zevalin IBHFIZBEE LR bHEEOSWEMITEHMEICER T O TH - 712,

KIGEOUERIPEY o REBRZEIC 3 A 7 LD R-CHOP E R A5 4. Zevalin 153E L U
VXU T EMEGOMAGHOEIZLY, O CREEZERTE DI ENRENT,

6) MY U NEROCBBEFEY U NEIZHT D, FIEEEE LTO R-FM (7 F
SV, IFHrhur+ I VXTwS) BEEEAREE O Zevalin HiE D
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& Rituximab #EFHRIE DM A A D EIBROZ &M L A2k

Karmali R, Kassar M, Venugopal P, et al.: Safety and Efficacy of Combination Therapy with
Fludarabine, Mitoxantrone, and Rituximab Followed by Yttrium-90 Ibritumomab Tiuxetan and
Maintenance Rituximab as Front-Line Therapy for Patients with Follicular or Marginal Zone
Lymphoma. Clinical Lymphoma, Myeloma & Leukemia. 2011; 11: 467-474 (3CH#k 3-7)

A RE ST ) A 7 OIERME Y o EEE 20 I R OB Y o ERE 2Bl 2SR E L
<. R-FM (Rituximab + Fludarabine + Mitoxantrone) % 28 H 2 4-6 Y1 7 L ¥ 54 % g][A]
FARE ANVRIE & i L 7o, EAJRIE T PR XL CR 235 5 7= B3 12 Zevalin M 1k %
W, HiEOEEDO 6 P HENS, VY X ~7 (B 1REE5X4H) 26 7 HEIC2EM
WHT HHEFIRIE AT o -, HBEOEIEAZZ T - BEIL 19 6], ZOB%MEFERIENER S h
7FRETISHITH o2,

R-FM |2 & % ) [B] B MR 38 ATEH#Et4% D CR 31X 45% Td o 7=, Zevalin Hi[E DFEEIZ LD |
PR & @ 60%7% CRIZHER# L, ik D CR FRIL 79%IZ 1 b L7,

R-FM 58 fift 35 A 15§k 12 H [ 6 R 1 1%

% (n=22) % (n=19)

ORR % 95% (21) 100% (19)

CR 45% (10) 79% (15)
i (PR—CR) - 60% (6/10)

B P9 49.6 » HIZE I D PFS 1 fEIX 47.2 » A .OS FREIZREIZETH - 72,
Zevalin {REA = 1J - BF (n=19) OE L HFEFRIIMEHFEETH -7, R-FM IZ X D HfE
W OAJEE & Zevalin Hi[E o & VE J O 2 £ 0 Rituximab #EEFEE A MAS YL L T, B
MaEMilzEE, CREZRALELITEMRDEHMET D LK,

7) MR Y oNEICK T B HEEEARE L LTO Zevalin 16K : EERSHMERE IAH
ERRFBR D 30 7 H BBFfAEORER
Scholz CW, Pinto A, Linkesch W, et al.: *®Yttrium-Ibritumomab-Tiuxetan as First-Line Treatment
for Follicular Lymphoma: 30 Months of Follow-Up Data From an International Multicenter Phase
II Clinical Trial. J Clin Oncol. 2013; 31: 308-313 (3t 3-8)

RIGHOUERNE Y > R JE S 59 ] 2 kF 5212 Zevalin HANZ K B IR 21TV, £ D%,
56 7 H DK T CR PO/ NRAFIREDGIE L HIE S NTZEBFIZH LT VYR ~vT
Wk o HEOREE R 1RERSG X4 H%Z2 8HMEICAY A7 V) ZBMLT,

Zevalin HANC X 216 FE A= T BED 6 » A1%I231F 5 CR+ CRu %1% 56% (33/59) , PR
(X 31% (18/59) Th o7z, B Il 30.6 » H ORFRICE VT, PFS 1 ff 1% 25.9
r AL WIBHEE COWR P RE R O EAFE P Rl RBETH - T,

Zevalin HANERE A T BEO ERAFFRIT—BMEOMEEETH - 70, MmE#EMEL
44T grade 3-4 OF EFEF LTI L e o7z, Zevalin BANZ L 2R IX, IERMEYD v~ EE
FOMEREAJRE S LT, AFERmBO TRIFT, RO PFS X TINT #8767 EH0
CRICRUEN/RENT=, HICEEIOBRE, ERREMELZAT2EEF, (LFEIELHELES
W7 EETHDI EEZ BN D,

< AR 2 B R AR >
HENENNR D il R w5 5 D A SCHR T 78 0,

S ICH-GCP #EHLO HIRFRERICH>W T, TOER#HTHZ &,
(2) Peer-reviewed journal D#RFEL, A &# 7 U o A EDOHERD

13



1) MERiEMHY CNBICBERERIEZT O BO#HBIRRE : st X2BRE
Witzig TE, Fishkin P, Gordon LI, et al.: Treatment recommendations for
radioimmunotherapy in follicular lymphoma: a consensus conference report. Leuk
Lymphoma 2011; 52(7): 1188-99 (=it 3-9)

MREBEICHNARERELTOROTNI ) AL —HRINDERAGE—
AT BN Y B 2 EHIRISIR R LT D i N RHE SIS R E IS LD
RESNTE LD T, EE SN REFIEDOERM T IELHRIRT VT ) XL ER LT

HLOTHD, B Y R EOPENERIZIB W T, T E R E TR~ AL E ST CTF
BERREEZRLTEBY, FRICGRLET VI XANRERENT,

{u’eated Advanced Follicular Lymp@

v

Chemotherapy Needed?

v v
M v v v
[r.cramo] (i
/ V - =¥
Refractory
(SD or PD)
|
[ [ ‘ ) \
‘ v \L i’ v
r— Savade
Maintenance Therapy
Figure 3. Recommended treatment algorithm for the use of RIT in patients with previously untreated FL. Patients with low-bulk,
asymptomatic FL. who do notneed immediate chemotherapy are candidates for single-agent rituximab, radioimmunotherapy, or observation.

Patients with bulky or symptomatic disease should receive rituximab-chemotherapy (R-chemo) prior to consideration of RIT consolidation.
CR, complete response; PD, progressive disease; PR, partial response; R, rituximab; RIT, radioimmunotherapy; SD, stable disease.

R-Chemo

BB RIET. 77 — A T A4 U T ZFNISHEW TR Y 8 E B E & 1R
THBRIC RAEMENE LS AYDRIBWIELE LTHALN T WD, o B 5k o ML,
ETCORBENNAKREREARL LT, 1EHMEE CERTE D2 &, BHERBERITM
WEMEOARTHRBIZA SNV & IR Y N ED L9 722 B SRR Z PE o & v
PRI ERE W ETh D, ARl slT, ZEARRERZFEOBRESEH T
EREN D72 WERE L, ZOBREORWEMIZIEIR LR NI ETHD, 0. Hhw
ERIERI R G% O 8~12 WX, B 25 £ 2T X 90 efhoigiFE21T7o5 2 &
MNTERWn, L2AL, IRNETOBRBECHIZONZVEEZTS, VYU ~T 04
BERENTRNPoTZEBFIZE > T PR ERIEBIIFEREREO -2 EEZ 200
TW5,

BREZTDEREORNEEZRRKBICT 2., BEKROBZITB W T, IBERRO
WEEZMT DL RIBHFET NI AL EZFHATHIENEETH L, WRMEY
fERBEDIRE T 7 BT M REEEZ RN ERAT 2 ERHfERIR
Lo, RYMOMFRICLY  BEERBDHROMINE GVEREMENG LI,
EHIMIChblotHBEa s ba— VT A5 ERRHGICHEELZNETHDL, T2,
Ty—ANTAVORFICHIG LI BEICH O ClREREREEZIT Y & & 01b
FHEIBICLOVEONTEDENTICHEBIN DO TR E L T HEEYEAFHIMNOE
FBlzokns,
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2) RGN Y N EEEICKT 2 BN RERRIC X 2 HE O RIEICET 2R/ #K
Wl Ea—eXAZ  « TFIYTR
Rose AC, Shenoy PJ, Garrett G, et al: A systematic literature review and meta-analysis of
radioimmunotherapy consolidation for patients with untreated follicular lymphoma. Clin
Lymphoma Myeloma Leuk. 2012; 12: 393-399. (3C#k 3-10)

A v b U T A-90 i T ¥ #E-131 TG & #U72 1 CD20 Hi4R (*°Y-ibritumomab tiuxetan.,
Bl Tositumomab) % F 7= fi i S0 8 VAR (T & % IS b R 1L O A 350 2 3l 5 720
Cochrane Central Register of Controlled Trials (CENTRAL). MEDLINE, American Society
of Hematology (ASH) FREOIWEFIZIBW T, RIGFERMEY >3 E (FL) B
i & Uiz RIT HuE WL O LMAHEE KRR 2 R Lz, BH OTRRKATOFHIES
Ha, MRV YA B, BIEEAL (PFS). &4 F (0S) L7 —2 a2l
L. 72805851 (random effects models) % W THe A HEE M (pooled estimates)
EHERH L,

AL T F VR ANG T 8 R (n=783) 1T\ T, M mEinR% D CR
#1X 69.0%~96.5%, 2 4F PFS X 64.8%~86.1%, 5 & PFS 3 |% 47.0%~67.3% D #jiH T
oo,

MAEHEEMIZ, CR £, OR BN Z N LI 82.7% (95%Cl;67.4%-91.7%) . 96.2%
(90.4%-98.6%). 5 4 PFS Z }x TN 5 4 OS FILZ L4 57.6% (47.8%-66.9%) % TF 90.1%
(83.9%-94.1%) TH - 7=,

(3) #REFE~OFEER R E L TORERN

<HMEAMT I T D R EE >

1) Williams Hematology 8" Edition (2010) (i 3-11)
PART XI Malignant Lymphoid Diseases
CHAPTER 101 FOLLICULAR LYMPHOMA
THERAPY OF ADVANCED STAGE FOLLICULAR LYMPHOMA
RADIOIMMUNOTHERAPY (p.1570)

TS 0 R YA

WIFEDERANE Y > N BE ST D A A RIEICR LT 6 DO I AHBUBRAS
WS TW5, BEMIEHE E CVP, CHOP 5 L O fludarabine %5 D&k & 72 (b ik & @
BFHBEST SN TV AR, 2 TORBRICE W THRD TEWERZER (90-100%)F L 5
EEMEE (50-96%) N BRI, WL O DORBRICBWTIL b F£42 2 2 5 MHE A7
M RE N B Sz, WML FRIEICOR 2R LIt Y R EEBEEICR T 5
Zevalin Hi[E D LEOAG HMEN ., FH IO EAELLRER TR Sz, ZoRBRIZHE WD
T, BEx & fpi A5 (chlorambucil, CVP, CHOP, fludarabine combination, rituximab
combination) ZICE D EM L L IXERTM L 2o 7o 414 N1, Zevalin HuE & J
ERED U< ITRRBBEEICEI D YT oz, Zevalin HifE V5 13 4 B3 5 o 1
AR il A A IC S E L (365 4 A vs. 13.3 # H) . T ORI RITHRE DN EAE

(2937 H vs. 6.2 7 J) Tholhmamf (53.9 » H vs. 295 » J) THolhiZ
Db LT, AERENED LN, & 5|2, Zevalin Hu[E D 13 E MR E AL PR IE
BITEYEIR L Te o - BE D TT%% 552 EM I di5 0 L 7=,
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W O E BRI E MG ERNT 250 TH Y  JR¥E% 4 ~ 7 T Bk
Yo —7r7 L, BHEIC 2 ~4lEBESLE LTS, BEDOK 20%I2 CSF OB XL
[0 1IN A

2 ) DeVita, Hellman, and Rosenberg's Cancer: Principles & Practice of Oncology
9th Edition (2011) (SCik 3-12)
PART EIGHT PRACTICE OF ONCOLOGY
Section 12 : Lymphomas in Adults
CHAPTER 127 NON-HODGKIN LYMPHOMAS
SPECIFIC DISEASE ENTITIES
Follicular Lymphoma
Summary: Initial Treatment of Follicular Lymphoma (p1876)

EH  BIREEY o) EO FEITE R

PR e R U o R ORI, B ISR BIBERNBREINDLIRETH D, W)
PR, BEICHEREMENRO 5D Ky OERMEY > R EBRFICH L Tk, £< ORFE®R
RENGFET L2 EEHONTH D, EHITINLOBEFICK L, [(REORESIZI T
HAREZRIR Y | BRRREBR A~ DS % 58 < #ELE 9~ 5, MR BRI IE B o BE 1T
KTH—ODBRIRBETHIN, DL I RBEOAEGFRNLBESIND Z LI ER W,
VY X v~7, RKEREBREZ R > COWARWAFICH T HEAOBRFELE L Cid, A
HTHDH, Lol FERPBHN TV D EESCKEI RELERAN AL S BEITIE, s
RIIENMHETHY VYR ~T T AFNAAHIETY) o7 s k@ﬁ?ﬁﬁft%{éﬁ
EPREYITHD, THDDBEFITE - T, M GREFIEXIZY Y XU~ THERIRIE %8
MTHZ LX) HENRETHONTZIRE I VEERLDICTHZENEETH S
EZEZONTWDL FIENREE LTDOA T 4 A XA TV F o0 iDL 9
7RSI FIEOEBNL, REWREIZ 2 > THR,

<HARIZBT LHFEE>

1) FERIERY WETH 3Rk (2012 4) (S 3-13)

57 AR A 3E
3 PR, B)Miiu & m HLs iz x 3 2 HuiA K, 1.3Ef A M H1 CD20 Hiik (p.297)
2 e R T RAE B HL CD20 Hufd: °Y-ibritumomab tiuxetan (F W7 U v A v F U & A)
HIEVEE CTH 7 2L E O 2Rk LT o8 latt: v >3 E (FL) B =2 x4
ELEMMERR (FITR®REB) 1280 T, Y-ibritumomab tiuxetan Hi[E#¢ 512 X % HiH
DFIEREIL, VAL & i U CEEAFHIM (PFS) RABICER Tz LRE# S
ﬂfb‘é LS FIEEETI YU~ NS Tz BERICB W X
£728%) (CR) WEHREL PFS RICAEEVNRBOLNT, £/, BELAFRICBIT 84
ﬁ: (0S) RIZHEENRD LR -7-2 L L v, PY-ibritumomab tiuxetan o [ &
FBRALETHL OO, YIENREICY VX v~ T 20 LIZBE TORF, LOVY V¥
U THERHRIE L O EET L L OB RSN TN D
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(4) FRTMBMEOBEITA KT A v ~DRHIRD

<WNMZBTHHTA FTA %>

1)

K [E, National Comprehensive Cancer Network Clinical Practice Guidelines
in Oncology (NCCN guidelines®), Non-Hodgkin’s Lymphomas, Version 1.
2013

Follicular Lymphoma (grade 1-2); SUGGESTED TREATMENT
REGIMENS (3Ciik 3-14)

IREAMEE (grade 1-2) JEAAME Y > /N EOHERE S D IREETEIOHIZIS W T, flE

BIROHEDREIELE LT, Ay MU U LAQIE#RA 7V VEYT FUFEX DM
FEERRNHEE SN TS (S L~JL : category 1),

<JR 3>

2)

HH

AR ZER SEL0, VYU~ 7 HFAREZEMREARRKLE L TUTbi:

%

First-line Consolidation or Extended Dosing (optional)

- Chemotherapy followed by radioimmunotherapy “*" (category 1)

- Rituximab maintenance 375 mg/m? one dose every 8 wk up to 2 y for patients initially
presenting with high tumor burden (category 1)

Selection of patients requires adequate marrow cellularity > 15% and < 25% involvement of lymphoma
in bone marrow, and platelets > 100,000. In patients with prior autologous stem cell rescue, referral to a
tertiary care center is highly recommended for radioimmunotherapy.

¢ If Radioimmunotherapy is considered, bilateral cores are recommended and the pathologist should
provide the percent of overall cellular elements and the percent of cellular elements involved in the
marrow. Cytogenetics £ FISH for known MDS markers. As of 2010, updates suggest a trend towards an
increased risk of MDS with RIT treatment.

The full impact of an induction regimen containing rituximab on RIT consolidation is unknown.

References

Morschhauser F, Radford J, van Hoof A et al. Phasellltrial of consolidation therapy with
yttrium-90-ibritumomab tiuxetan compared with no additional therapy after first remission in
advanced follicular lymphoma. J Clin Oncol 2008; 26: 5156-5163. (3Lt 3-1)

Hagenbeek A, Radford J, Van Hoof A, et al. *°Y-Ibritumomab tiuxetan (Zevalin®) consolidation
of first remission in advanced-stage follicular non-hodgkin’s lymphoma: Updated results after a
median follow-up of 66.2 months from the international, randomized, phase 111 First-Line
Indolent Trial (FIT) in 414 patients [abstract]. Blood 2010; 116: Abstract 594 (SCHik 3-16)

Bk, ESMO Clinical Practice Guidelines (SZfik 3-15)

Newly diagnosed and relapsed follicular lymphoma: ESMO Clinical Practice Guidelines
for diagnosis, treatment and follow-up (Annals of Oncology 22 (Supplement 6): vi59-
vi63, 2011)

1B F ] 0D F)[E1 15 i HiL [ 8D R 1 D T 36U T AL P FR 151 O B 5o 8 1R 13 18

AEDORRT 4y MIHESLL TR (ZREF AL ~UL: T, #5527 1L — F : B)
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Lt hTwnag,

<JR 3>
treatment plan; first line, consolidation/maintenance.
+ Rituximab maintenance for 2 years improves PFS (75% vs 58% after 3 years, P <0.0001) [I, B]
[21].
- Radioimmunotherapy consolidation prolongs PFS after chemotherapy but its benefit following
rituximab combinations has not been established [I, B] [22].

References

[22] Morschhauser F, Radford J, van Hoof A et al. Phase IlI trial of consolidation therapy with
yttrium-90-ibritumomab tiuxetan compared with no additional therapy after first remission
in advanced follicular lymphoma. J Clin Oncol 2008; 26: 5156-5163. (3Cfik 3-1)

<HRKIZBIAHA RT A ZE>

RIEZHTA RTA IR ITEN TR,

(5) BEHENEITHR DA TORKFERRE X OFRMEHFEE (L5 (1) B
) 1z HoNnT

1) ARIRIZ I T 2 B IR 7l R il i
FEHENEITR D R RERIL S S LTV,

2) ARFRIZH T 2 BRPR AL 5208
LANKITAR D B R M IIHERR S T,

(6) EFiod (1) 226 (5) ZEEXBEADZYPEIZHONT

<HERhRE - HIRIZHONT >

BET HHERN 1T [CD20 5t oo A% HEE A4 2 i %U DI N KT D R
MABOHEDIEE] THY . KBITE W TYZEIRED AR Z TG LTV SEANT 2
W, FIT & BRI2H VT, f?7)/ﬁlw%%iﬂgM$f@%%ﬁﬁ CHEET %)
HARRD DA T LD FORIZE W TR BN 3 5 HiLE % 1k 0 8 1 537K 38
nNTWn5sb,

FIT R BB I NTZDE, VXU~ NZNIEEIRFICEHRA I TEW o
R THY, ZoBRIZBWTI YR =T L @ﬁﬂA@T%ﬁ”ﬁJ\éhf: %
BIROK 14% E ViehoToZ L, 2O X D R BREFICBIT 2R A M Aa
IREN TN RWEDHHRH 7=, LLRRG, NTﬁ%@LMﬁEF%(ﬁ 2 4]
M RE 7.34) 2R5L, TNOHDOEFIZT. AEEITRVLOOBIERE L L T
A M SFELU EIER T2 L9 rﬁ%%‘%ﬁﬂ% BN TWVWD, I HIZ, I CTHEix
OFEMAHRBR P ITONTER, VY v~T7 25T bFRIBEIC L) BEffE AR EY %<
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FIZBHIZBNTS, BU 7 U U HIBEORIEZIAR TH L EBRRENTND Z L»
5, AEEETLHEE - DHRITZUER LD THDLLEEZADND,

<HZERE - HEIZ>WT>

Wk TRBINTWDLE Y 7 U i OWREO BIEA &I, THER SUTEER %O
Jathk v o oRBE] O@ERIZHE STV D 20Yttrium-ibritumomab tiuxetan O &%
5. (11.1 MBg/kg (=0.3 mCi/kg)) 2% T2, AMITEBNTH, Bk EFH
UKBERGHELEHT LW, ROME - HEEZEHLET D,

Day 1 : rituximab 250mg/m? IV + **Indium-ibritumomab tiuxetan 130 MBq IV

Day 7-9  : rituximab 250mg/m? IV + *°Yttrium-ibritumomab tiuxetan 14.8 MBg/kg

(=0.4mCi/kg) IV

RO REREIT A TER I N TV D 3 TR MO RN B MM IE R
VR UNER T OHIEHEOHBNTH Y, BY 7 U & BMIEHE T
L7z Z2DOREMHEICONTIE, BARAIZBWTHHELSNATWD,

YT 7 ) o EORIECER L EoreMiconTid, EifERAEES AV
THEBESNTE FITHBROBRICL D&, ERAERRII - BEOMKEHEETHY | B
MIEETIT AL RV RADOEEERIIHRBIL WA, B 7 v —7 v 7 TR
S 47z MDS/AML K O R VEBEMEIE S O BB 13, B U 7 U U HUE DR IERE TOR0
ZWMHMDP ST b OO, FEtH R A EEIT RN o T,

DR COMFEREBRET DL, BV ) U REICL IR VERRAEFSF
RITEREBEMEICERT 26D Th 223, 4 FERBEAE 2 ML/ MR A E 72 & OB 7
L— RiZ. HuE D RE & BTG TR & 22w, MEOFIET, &1, BhisEE
NHDOEIENBIETA2MHEEANROND OO0, ZbIXEERRER S DT, BIKEARIC
tTaoEHETELEINTNS,

b, B 7V OHEMBFEEHMEOREE L THEH L L 202 MEICKRE
EWIROONT, BEELIEHEHARIIZY b DLEE XD,

<EERIIPLE S ITIC N T >

BT 7 Uz XD HIEDREEIL, BAREIC LY EMAE N ETHERRMEY
NEBFHEOENRRIZB T 2582 TNEELm L3522 LT, R T# (EHEEALF
WM, RIBFEETOWMRE) OdENYIRFTE 5,

4. FEfi T _XERBOME L LD HIER

BT 7 U Az X BMERMEY N IEDORFEHN T D E AR E AL O ME DL,
ATITBEICARBEZ B TWAIREETHY . ENTHEHERZEOH 2 HiEHELS AW TT
DONWDHEERTHDHZ D, BIMBERABROVLE IR WEEZ D,
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