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Children’s Oncology Group

C5VD JEEDE 4 YA 7LD T £ Tlo, IR A5 T 85, Bl E-ik TRE) kR
W, ALSERES 4 A O T G 4 BISILINIZIEI T D 2 L 2T D, IO FEMIZ W T
M. W IBOHEOFWHA KT 4 BB Ehi-n,

C5VD FEVED 2 YA 7 VT EAHZE O 21TV, ETAEETHE, WOz RB N T
b NS OBREZ24T > THW, RIEFE T, ITEOLFIREEITAD L9, B
THA 7N EFNPITIEE 6 A 7w (Tt CSVD @ 494 7V H) RICHRHIEIER
FIILOLT I L DNEBOBREEITHITH LT 5,

SNERGUIERTE L, TE D720 BN LSRR 2 H 9 _&E CTHh D, KEOIEN T, FiiER
Bek 3 B AL SRR A T 5 2 E R RETH 5, UIEREE 42 B LIPNICBIER#E AL 2tk
BERE SR TEFNE, 7a b a/WIGFEaBS] & i &, Z D% OEFHITIERI S ED
Mz Ehbhbd, ZO%AS, AHEPO731 kO 7 v | sWiEFGRILE OB CRF 12 CRGE
B a5,

FHF OB 2 D3, RO EFH A 7 VEBOALFERRIEE R 5,

HE SN IBEOETH O IEEN RO EE THIEMMI. A FOFEELE BB,
EFS I b L2RW, ZDX D REFNIZKT 2 Z0HOBFITHE IR T LT, ERED
MW X 0 IR EIT o TXUy,

FRZERE O 8 HIEGNCR L CIE, £, Bl L2 W OREFRED 204 7 VRS L,
{LFFEIC L VIR A SR LI, i~OABRB NF TRy, 3 4 A7 1o
CSVD {b2EtiE#% bR A DR RFE L Tl 0 | B0 % DR CIHBREOGAE &l S
DIEFITIX. BALORNFIMNFZE DRV IRIBIC T2 7o DIBBRAE 2 YIR L. & D% & T
T 2 VA 7 NVEL 4 T4 70D CSVDALERRIER, FFRAEETT S 2 & 72 AT O UIER
DERER AR, RAONIATIEG O UIERZATV, REDICFEIEY A 7 V2R ET 5, ERRE
MRBHEFTLHHEE. ZOUWREITO, 0B, FHESNIALBFREOREOBIELZH
&R MEBRZEDYIRP ER TE 2HE L, BRI —ZAD LY BVEBETINEZ{ToTh &
VY,

Regimen H for Responders

Cycle 1 2 Eval | 3 4 5 6 7 8 9 10

Week 1 4 7 10 13 16 19 22 25 28

Chemotherapy | VIT | VIT C5VD | C5VD | C5VD | C5VD | VIT | C5VD+ | C5VD+ | VIT
DXRZ | DXRZ

Responders will receive a total of 8 cycles post VIT window.

Regimen H for Non-Responders

Cycle 1 2 Eval |3 4 5 6 7 8

Week 1 4 7 10 13 16 19 22

Chemotherapy | VIT | VIT C5VD | C5VD | C5VD | C5VD | CSVD+ | C5VD+
DXRZ | DXRZ

FEFEBBN L TiE, VITES#%, CS5VD 25601 7 5735,
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Children’s Oneology Group
461 EVIZVRF : EREFEEOFEHILY ., | SETEFEBEELIEII ="y 7%
i lANE )

2m U A7 EFICKT 5 HHEEE ] ([CBiT2%E
FBIHAT N B2V A 71D Day 1 8L Day 812, 1.5 mg/m*dose (10 kg \ZHi7= 72
VMEBNZRT LTIk 0.05 mg/kg/dose)  [FxRIREE : 2 mg]

B A7 FPOKT D THH Y 1~ Roipk| RokE

BIFAIN~FEAFA TN, BEFAIN~FETHA TN BEIVA I A~F 109 A
7 JV® Days 2, Days 9 3 XU Days 16, RHENZE 5 A 7 VBLOE 8§ 1 71D
Days 1 3 & U° Days 8 IZ. 1.5 mg/m%dose (10 kg (23 7= 72 WIEEBIIZ%F L TiX 0.05
mg/kg/dose) [FHRHEEGE : 2 mg]

B R Y FEEGONT D Y+ ROIRR| #ho&s
F3VA T N~F 8V A 7 /L®D Days 2, Days 93 LN Days 162, 1.5 mg/m?/dose (10kg
VI R VEBNS S LT 0.05 mg/kg/dose) [ R GE ¢ 2 mg]

462 AV THv 90 SR ARFRE
PITZZoZ L« https://members.childrensoncologyeroup.org/prot/reference materials.asp

7o ko LiEREY 7 3 o (Standard Sections for Protocols) PN—FBiEIFiAME I LY
AU T OGS TR T D HEEIERICE T AXERIET A KT A

463 T Al AR :Day 8 X ODay 812, 304 AEEE (ADVLO9ISHRER THHKE5ES
B 5)
2m ) A 7EFICKT 5 THHIER CB T 5kE5
TIYA TN 2942700 Day 1 8L W Day 812, 35 mg/m¥dose (10 kg IZfE72 720>
FEBNZ% LTI 1.2 mg/kg/dose) [ AFEGE : 2.4 mg/m?]

FALEYARE. EL2URFURBIOA Y ) FHr0lE% 8 BRELMICE 5T 5,
BB, TR Y AROFEERNCY 728 RT3 (1 mgke, &K 50 mg) ZRETEE
+B L,

m U A7 BEGHATHT D Y« FyigE] #oksE

BIHATINLBLIOE 10T A 71D Day 1 B X Day 812, 35 mg/m*dose (10 kg {2
e IR VEBNZ R L TIE 1.2 mg/kg/dose) [RAREEE : 24 mgm?] , 723, HEHEYE
DHEHZ LD | ARPCIBR/FBHEED EDOY A 7 NVICENWTHERETAHIENTE B,

ThAvaYLRAE, BV UVRFUBEIOA Y )T ORE5% 8 REELNICEET 5,
RE, Tru ) LAADESENIY 720 FF 22 (1 mgkg, &K 50 mg) ZR1RS
THIE,

463 YATTFv . 6REHAEERE
KOGBHMB L OBREGEDOHIET A RF A
VAT T F o BRERIRETORILE ¢ 1.010 K
Hours -2 to 0: Prehydrate with 300 mL/m? Ds ¥4 NS + MgSOs 8 mEqg/L + KCL 20 mEq/L.
Hours 0-6: Infuse CISplatin + mannitol 8000 mg/m? in 750 mL/m? NS @ 125 mL/m?%hr.
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Hours 6-24: Ds/ANS+ MgSO, 8 mEq/L + KCL 20 mEg/L to run at 125 mL/m? hr.

i) A GO D T Y 1« ROk ho#s
BIVA TN~ AYA TN VA TN~ T AT, §IVA 7~ 1094
27 @ Day 112, 100 mg/m*dose (10 kg tZ3ifli 7= 2 W EBNZ % L T 3.3 mg/kg/dose)

) A GO IS D T T 4 B U ENE ] Hoks.
W3 A 7~ 8 YA 7 LdD Day 112, 100 mg/m*/dose (10 kg Wil 72 72 W EBNT % L
T 3.3 mg/kg/dose)

4.6.4 7w$mv7/w 2~4 55 [ CREMR IS
iU AT FEGHIRIT D (MY ¢ o ROIERE ] okl
%3#4&»~%4%4&w\%6%4&w~%7%4&w\%9%4&»~%1mﬂ4
27 @ Day 2 (2, 600 mg/m*/dose (10 kg {23l 7= 72 WE BN %F LTl 20 mg/kg/dose)

) AV EFGHRIT D WD « o RUIERE | %Hoks
%3#4&»~%8%4&»@Dw2k\mm@MMMeUomu%k@wﬁmmﬁb
T 20 mg/kg/dose)

465 KXy ve 15 oERRINE S
B U AV ZEGORAT D (O Y 4~ R UTask] %oy
EIVATNA~EATA T FH A TN~FETYA T, IV A TN~ 10T A
Zv® Day 1 3L Day 2 (2. 30 mg/m¥/dose (10 kg (275 7= 2 WEFNZ 6k LTI 1
mg/kg/dose)

U A7 RGOS D MY 4~ FUIaHE] %oks
B3V A TN~ 8T A 7 /LD Day 1 8L Day 212, 30 mg/m?¥/dose (10 kg (i 7= 73
VMEBNZ R L CiE 1 mg/kg/dose)

4.6.6 dexrazoxane : FXx V)L EL UGS OEFINT 5~15 4 CREIRIZERTE
dexrazoxane D EBRIEND R V)L E Y O EFEKET £ CORBERIX. 30 LI E
#—50

EU AT ZZGOR AT D T Y+~ FUIgE] #oks
EOYAIN~EI0V A IV TDH Day 1 BE TV Day 2D R VB U HE 154558
(2. 300 mg/m*dose (10 kg IZ{ifi 72 72V MEBIIZ % L Tl 10 mg/kg/dose)

B U RV IEFGHHRIT D WY« » FUIBE] Boks5
BT AIN~ESYA TNV TOHDay 1 BL U Day2 D N VL 8E 15 580,
300 mg/m*dose (10 kg (235 7= 72 VW MEBIIZ 5 LTIk 10 mg/kg/dose)

EHICESWEBREELTEIZOWTIE, FS0EZBRBEINV,
LAV HDIEE~ T (TDM) %, BT 8 X—2R-t (F 46 7H~E 469 EABRDOZ
&) .
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Childven’s Oncology Group

(T« Fowsm ) BIROE 29 A 70

€31

467 VVAVH—-BYRTEH (F458)

B AZEROTRTUSVITIZE D THHIEE 22V A 7851, 0%, [WHIRE] A 71~ BER ST
DS U8B 51T 5, TEEMARORENR D oND FEMIZ OV T, ABTROIBI ®EE = T

X FOMOZETIRBAESR) , Ao—X (FIHIEHR) X, 6 /M2 BREME: LCiThbh s, &Y

A 7 N DERER, _@«w‘/@: V—%2EATH L (TRROVA I NVEICEER DOB

Begin each cycle of Regimen W on or after Day 1 only when the absolute neutrophil count is > 750/pL and the platelet count is > 75,000/uL, whichever occurs later. This
Therapy Dehvery Map is on one (1) page

Responders will receive 6 cycles of C5VD
with 2 cycles of VIT(see Section 4.6.8.a~
4.6.8.¢). Non-responders will receive 6
cycles of C5VD and no further VIT (see
Section 4.6.9.a and 4.6.9.b).

DRU
VinCRIStine | IV push over | 1.5 mg/m*dose OR Max1mum dose: a. History, physical, ht/wt, BSA, VS
(VCR) 1 minute** (0.05 mg/kg/dose for<10kg) | 8 2 mg b. CBC (diff/plt) (Weekly)
**or infusion via c. Electrolytes, Ca™, Mg™, POy, creatinine, ALT/AST, bilirubin, total
minibag as per protein/albumin, AFP , triglyceride, urine glucose
institutional policy d. Tumor disease evaluation (End of Cycle #2 only), see Section 7.5.
Irinotecan IV over 50 mg/m?*dose OR 1-5 Maximum dose: e. Liver transplant consult should be performed should be obtained
(IRIN) 90 minutes (1.67 mg/kg/dose for < 10 kg) 100 mg ASAP post diagnosis but no later than end of Cycle #4.
f.. POST-TEXT grouping End of Cycle 2 (see Section 7.5).
Temsirolimus | IV over 30 35 mg/m%dose OR 1.2 mg/kg | 1&,8 | See Section 4.6.4 for | OBTAIN OTHER STUDIES AS REQUIRED FOR GOOD
minutes for < 10 kg based on diphenhydramine PATIENT CARE
ADVLO0918 premedication
administration details
Circle Cycle #: 1 (Weeks 1-3) 2 (Weeks 4-6)
Enter calculated dose above and actual dose administ
1 mg mg mg a,b,c
2 mg
3 mg
4 mg
5 mg
8 mg mg b
15 b
21 Repeat cycle or start post window therapy. d,e, f

See Section 5.0 for Dose Modifications for Toxicities and for general Supportive Care Guidelines see
https://members.childrensoncologygroup.org/prot/reference materials.asp under Standard Sections for Protocols
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468a VVAVH-BY AZER (F4B) o7 206K I 0> FUBRERENF. CSYDICX 3%
3. B4, ES, EeH1o

VIT (2 & B 0IHITERNZS) U2 ESNT S L TIiE, VT, CSVD B I VITIZ X A1b5EE (C5VD 2856 -1 Z 4, iBIno BELE A=y L
VIT % 2% A 7 V) %175, EEOUREIIIFBMT, TETHIZOThOBIZTR->Th L0, 69170
(CSVD D 4V A 7 V) ORTETIZHITL, FOHBEBMD VIT 25422 L8 E LW, SAEREIREZIZ, TX37F
R ERIE R BT RE Th D, £ 0OEE, FHE 3 BRUNICLERER BT A - LA TRETH Y . FIFE 42 DOB
HEAPICER L2 IE R 6, Ra—R (BHIZX 73 TEEEH# DGR 13, 24 BM/168 B ik L TiThbh s,
BYA I NVOEREE, ZOR—VDavr—3ERAT22 L (FROVA 7 VEICEE) .

Begin each cycle of continuation on Regimen W on or after Day 1 only when the absolute neutrophil count is > 750/uL and the platelet count is > 75,000/uL, whichever
occurs later. This Therapy Delxvery Map is on five (5) pages.

DRUG ROUTE . . || DAYS | IMPORTANT NOTES i :
ClISplatin IV over 100 mg/m?/dose OR 1 Recommended administration a. History, physxcal ht/wt, BSA A
(CDDP) 6 hours (3.3 mg/kg/dose for < 10 kg) guidelines: Urine S.G. should b CBC (diff/plt) (Weekly)
be < 1.010 prior to starting CDDP. c. Electrolytes, Ca**, Mg**, POy, creatinine, ALT/AST,
See Section 4.6.3 for pre- and post- bilirubin, total protein/albumin, AFP
hydration & mannitol guidelines. d. Tumor disease evaluation (End of Cycle 4 only), see Section
5-Fluorouroracil | Slow IV push | 600 mg/m?/dose OR 2 7.5.
(FU) over 2-4 (20 mg/kg/dose for < 10 kg) e. Liver transplant consult should be performed ASAP post
minutes diagnosis but no later than the end of Cycle #4.
VinCRIStine IV pushover | 1.5 mg/m*dose OR 2,9and | Maximum dose: 2 mg f. Consent for PLUTO registry should be obtained within one
(VCR) 1 minute** (0.05 mg/kg/dose for <10 kg) | 16 *#or infusion via minibag as per month of liver transplant, see (See Section 13.4)
institutional policy g. See Section 14.0 for details regarding path slides/tumor
DOXOrubicin IV over 30 mg/m*dose OR 1&2 tissue.
(DOXO0) 15 minutes (1 mg/kg/dose for < 10 kg) h. POST-TEXT grouping (when scans are performed - End of
Cycle 4 if appropriate), see Section 7.5).
OBTAIN OTHER STUDIES AS REQUIRED FOR GOOD
PATIENT CARE
Circle Cycle #: 3 (Wks 7-9) 4 (Wks 10-12) 5 (Wks 13-15) 6(Wks 16-18) Ht cm Wt kg BSA m?
Enter calculated dose above and actual dose administered below
1 mg mg | ab,c
2 mg mg mg
9 mg b
16 mg b
21 Start next cycle. Repeat the use of this TDM for Cycle 4; use TDM d,e, f,gh
4.6.8.b for Cycle 5 (VI chemotherapy).

See Section 5.0 for Dose Modifications for Toxicities and for general Supportive Care Guidelines see
https://members.childrensoncologygroup.org/prot/reference materials.asp under Standard Sections for Protocols
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468b VYAV H-BY RZER (B 418) \THT AREGIER : MY ¢ v RUTRERESE. vITiZk 3
BIYA I

VIT (2 LD WA TR LIEGFNI L TR, B2V T, COVD R VIT IZ &AL IE (C5VD %3t 6 P27/ BAND VIT BELEIA = v L
Z 2 YAIN)EATI A TDM i3, VIT A7V DB D D ThD, BFEOMREIIFBEIL, TiEThE VT ho
REHIZAT R0 TRV, 55 6 VA2V (C5VD D 4 YAV B) DT ETITHATL, ZDOHIEBMD VIT 25352 ENEEL
W, SVBHYEIERR 1L, TEBIET RINALFRIEEL BB T & ThHD, Z<DOHE . Fiitk 3 BAEUMNMLZRELZBR T2 DOB
INAIRE T D, A —A (FIHIA T SHBIELELEE DI 1T, 24 1E/168 H EifkitL TiThoh s,
Begin this cycle of Regimen W on or after Day 1 only when the absolute neutrophil count is > 750/uL and the platelet count is > 75,000/uL, whichever occurs later. This
Therapy Delivery Map is on five (5) pages.

_DRUG DOSAGE , | IMPORTANT NOTES VATIO!
VinCRIStine 1.5 mg/m?/dose OR 1&38 Maximum dose: 2 mg a. History, physical, ht/wt, BSA, VS
(VCR) over (0.05 mg/kg/dose for < 10 kg) **or infusion via minibag as per b. CBC (diff/plt) (Weekly)
1 minute** institutional policy c. Electrolytes, Ca*™*, Mg*™, PO,, creatinine,
Irinotecan IV over 50 mg/m?/dose OR 1-5 Maximum dose: 100 mg ALT/AST, bilirubin, total protein/albumin,
(IRIN) 90 minutes. | (1.67 mg/kg/dose for < 10 kg) AFP . triglyceride, urine glucose
OBTAIN OTHER STUDIES AS
REQUIRED FOR GOOD PATIENT
CARE
Temsirolimus IV over 30 | X mg/m*/dose OR x mg/kg 1& 8 Maximum dose: 2 x
minutes for < 10 kg based on
ADVL0918
Cycle #: 7 (Wks 19-21) Ht cm Wt kg BSA m?
R ; —— :
Enter calculated dose above and actual dose administered below
1 mg mg mg a,b,c
2 mg
3 mg
4 mg
5 mg
8 mg mg b
15 b
21 Start next cycle; pt will get C5VD in
Cycles 6 & 7, as outlined in TDM 4.6.8.c.

See Section 5.0 for Dose Modifications for Toxicities and for general Supportive Care Guidelines see
https://members.childrensoncologygroup.org/prot/reference materials.asp under Standard Sections for Protocols.

LY R W ORRIRROAY A 7 /W%, Day 1 £ 73U BHERAF TEREA 750/L BAE, M/ MREAS 75,000l LLEL IR o B A DB (DFRMENE) |
Day 1 UEIZBRAET 2, AIBR~ v 7L, 53— VitbizoTna,
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4.6.8.c

VPAVH-BY AZES (B 48) (TR H6ER 1Y 2 > FUIBEREDH. C5VD+DXRZIZL D
BEVAINBLOEIVA IV
VIT 2 & B OB RNBES UFESNCH LT, BV T, CSVD BXOVITIZ & B{b3HE (CSVD 28 6 91 7 4, BINO VIT %
2HATN) EITH, BEOTRE LI EIL. TETHITVDTIOBEIIZITR>THL IV, EedA 74 (C5VD D 494
Z)VE) ORTETITHITL, FOBBND VIT 2B575 2 LRRE LV, HARHEREIE. T 370 BHic/ b3k B4
RETHDH, HLDOEFE. FINEIBBUNMUEEREESERTAZLNTRETH Y., g 42 ARNICERL2ThER bR

W, AT —R (FBEOIZH T3 FTHEFE DG 13, 24 /168 B L CTiIThih b, £ A 7 LVOERE, ZoX—Ypay

BELERITIA =V YL

DOB

—EHATHI L (TROVA 7 VEITER) .

Begin each cycle of Regimen W on or after Day 1 only when the absolute neutrophil count is > 750/uL and the platelet count is > 75,000/uL, whichever occurs later. This Therapy

Delivery Map is on five (5) pages.
DRUG | ROUTE | DOSAGE IMPORTANT NOTES ONS
CISplatin IV over 100 mg/m?/dose OR 1 Recommended administration guidelines: a. History, physical, ht/wt, BSA, VS (Start of each
(CDDP) 6 hours (3.3 mg/kg/dose for < 10 kg) Urine S.G. should be <1.010 prior to starting cycle and end of therapy)
CDDP. See Section 4.6.3 for pre- and post- b. CBC (diff/plt) (Weekly & end of therapy)
hydration & mannitol guidelines. c. Electrolytes, Cat++, Mg++, POs creatinine,
5-Fluorouroracil | Slow IV push 600 mg/m?dose OR 2 ALT/AST, bilirubin, total protein/albumin, AFP
(FU) over 2-4 (20 mg/kg/dose for < 10 kg) (Start of each cycle & end of therapy)
minutes d. Tumor disease evaluation (End of therapy only), see
VinCRIStine IV push over 1 | 1.5 mg/m?*dose OR 2,9and 16 | Maximum dose: 2 mg Section 7.5.
(VCR) minute** (0.05 mg/kg/dose for < 10 kg) **or infusion via minibag as per institutional | e. Audiogram (End of therapy only)
policy f. Echocardiogram or MUGA (End of therapy only)
DOXOrubicin IV over 30 mg/m?*dose OR 1&2
(DOXO0) 15 minutes (1 mg/kg/dose for < 10 kg) OBTAIN OTHER STUDIES AS REQUIRED FOR
Dexrazoxane Slow IV push 300 mg/m?%dose OR 1&2 # immediately prior to DOXO . The GOOD PATIENT CARE
(DXRZ) over (10 mg/kg/dose for < 10 kg) elapsed time from the beginning of the
5-15 minutes®# DXRZ to the end of the DOXO infusion
should be 30 minutes or less.
cm Wt kg BSA m?

Circle Cycle #:

8 (Wks 22-24) 9 (Wks 25-27) Ht

U

Enter calculated dose above and actual dose administered below

1 mg mg mg | ab,c

2 mg mg mg mg

9 mg b

16 mg b

21 Repeat cycle or (End therapy after Cycle 10). *(@a, b, c,d, e, ) * End of therapy only

See Section 5.0 for Dose Modifications for Toxicities and for general Supportive Care Guidelines see
https://members.childrensoncologygroup.org/prot/reference materials.asp under Standard Sections for Protocols
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468d VYAV H-BYRZREG (F4E) ([T H8GIRE AT 14 v ROBRERESH, VITIZX
B0y

VIT ([Z X DU PR UGN LTl F2V 1T, C5VD B VIT (LK A5 (C5VD %371 6 20 BIND VIT BELEEA = v L
% 2V ATN)EATD, AR TDM X, VIT A7V DHRIZEETHH D ThD, BEEOVIREIITFSBHEE, iEchbhidvyho
REHAT 2> TH IV, 85 6 HA27/1 (CBVD D 4 A7)V B) DR T ETITHEATL, TDRIBIMD VIT &8 5322 NEFEL
W, AR EIERTR 1T, TEBIZT BRI L HRIEA R T & Th5, Z<OHE. Filith 3 BHELINILRIEZ BT DOB
BHARE T D, AT —R (FBEIHNH T-SHVHIEEE D16/ 13, 24 /168 B BfkEL TiThha,
Begin each cycle of Regimen W on or after Day 1 only when the absolute neutrophil count is > 750/uL and the platelet count is > 75,000/uL, whichever occurs later. This
Therapy Delivery Map is on five (5) pages.

'DRUG ROUTE D AY! IMPORTANT NOTE ‘, VATIO!
VinCRIStine IV push over | 1.5 mg/m*dose OR 1&8 Maximum dose: 2 mg a. History, physical, ht/wt, BSA, VS,
(VCR) 1 minute** (0.05 mg/kg/dose for < 10 kg) **or infusion via minibag as per performance status
institutional policy b. CBC (diff/plt) (Weekly)
Irinotecan IV over 50 mg/m?/dose OR 1-5 Maximum dose: 100 mg c. Electrolytes, Ca™, Mg"™, POy, creatinine,
(IRIN) 90 minutes. (1.67 mg/kg/dose for < 10 kg) ALT/AST, bilirubin, total protein/albumin,
AFP, triglyceride, urine glucose
OBTAIN OTHER STUDIES AS
REQUIRED FOR GOOD PATIENT
CARE
Temsirolimus IV over 30 35 mg/m?/dose OR 1.2mg/kg | 1& 8 See Section 4.6.4 for
minutes for<10 kg diphenhydramine  premedication
administration details
Cycle #: 108 (Wks 27-30) Ht cm Wt kg BSA m?
Dae : p dose modifications
Enter calculated dose above and actual dose administered below
1 mg mg mg a,b,c
2 mg
3 mg
4 mg
5 mg
8 mg mg b
15 b
21 Start next cycle; pt will get C5VD in Cycles
9 & 10, as outlined in TDM 4.6.8.¢.

BHEICESWEREBERIZOWVWTIEIE 5.0 2, —BRERIEREDOTA RIA i2onTiE, UTFZ2R I,
7ua b aViEREE 2 g 2 (Standard Sections for Protocols) PY® https://members.childrensoncologygroup.org/prot/reference materials.asp
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4692 VAV H-BY RAZER (5 48)
PN~ YA TN
VIT \ZLAFEITER BB LD THEFNTHT LTI, $8 TL CEVD IZ AL RIER 1T, IS O DI E/- 3T, 768
THIUTOTIOBEINAT > T IO, 8 6 A2 (C5VD D 4 A2V B) DK TETICHEITTAIENEE L, /RS
BIBREE 1L, TELET RN FAIIELZ BB T & THD, ZLDGEA . Filitk 3 BRI LR ELZHRTALN TR T
HY, FirE 42 B URICER LRI, Ra—X (FEEFIFYIA TS HTHIEE# OISR 13, 18 EM/126 B RfkkEL
TiThbhd, HEYVAINVDEfFE, ZO_X—VDat’—5FE R L (FROVAINEICER),

cFIEI Y ¢ v RUIRRIERDBI. CSVDIZ L BE3I VA

BELELIZA= v L

DOB

later. This Therapy Delivery Map is on two (2) pages.

Begin each cycle of Regimen W on or after Day 1 only when the absolute neutrophil count is > 750/uL and the platelet count is > 75,000/uL, whichever occurs

Circle Cycle#: 3 (Wks 7-9)

6 (Wks 16-18) Ht

DRUG ROUT DOSAGE IMPORTANT NOTES OBSERVATIONS
CISplatin IV over 6 hours | 100 mg/m?*/dose OR Recommended administration a. History, physical, ht/wt, BSA, VS
(CDDP) (3.3 mg/kg/dose for < 10 kg) guidelines: Urine S.G. should b. CBC (diff/plt) (Weekly)
be < 1.010 prior to starting c. Electrolytes, Ca**, Mg**, POq, creatinine,
CDDP. See Section 4.6.3 for ALT/AST, bilirubin, total protein/albumin, AFP
pre- and post- hydration & d. Tumor disease evaluation (End of Cycles 4 & 6
mannitol guidelines. Only), see Section 7.5.
S-Fluorouroracil Slow IV push 600 mg/m?/dose OR 2 e. Audiogram (End of Cycle 6 only)
(FU) over 2-4 minutes | (20 mg/kg/dose for < 10 kg) f. Echocardiogram or MUGA (End of Cycle 6 only)
g. Liver transplant consult should be performed
VinCRIStine IV push over 1 1.5 mg/m?%dose OR 2,9 and 16 Maximum dose: 2 mg ASAP post diagnosis but no later than end of
(VCR) minute** (0.05 mg/kg/dose for < 10 kg) **or infusion via minibag as Cycle #4. ‘
per institutional policy h. Consent for PLUTO registry should be obtained
DOXOrubicin IV over 15 30 mg/m/dose OR &2 \{v;tzin one month of liver transplant, see Section
(DOXO0) minutes (1 mg/kg/dose for < 10 kg) i. POST-TEXT grouping (when scans are performed
- End of Cycle 4 & 6 if appropriate), see Section
7.5.
j. See Section 14.0 for details regarding path
slides/tumor tissue.
OBTAIN OTHER STUDIES AS REQUIRED
FOR GOOD PATIENT CARE
4 (Wks 10-12) 5 (Wks 13-15) BSA m?

cm Wt kg

Date Du

Enter calculated dose above and actual dose administered below
1 mg mg |ab,c
2 mg mg mg
9 mg b
16 mg b
21 Begin next cycle or proceed to Cycle 7 (see TDM 4.6.9.b). d,e f,g hi,j

See Section 5.0 for Dose Modifications for Toxicities and for general Supportive Care Guidelines see

https://members.childrensoncologygroup.org/prot/reference_materials.asp under Standard Sections for Protocols.
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v : B (1~—) 2BBOZL,
ureSearch F7ThEMEMEOAERIE LTS, EAKH (1Y) £SO L. AHEP0T31

469b VUAVH-BY ATER (FE458)

FAINVBLOE ST A IV

VITIZ & BRI RMBP Y Ul o FEGNIHR L CiE, HiEVW T CSVD I L AL3ERIEE 1TV, BHBO 2V( 7 VTl
dexrazoxane Z 15, ARHIOIREIL, TEAFITREUICILERELZBRIRETH D, £ OBRE. FiiE 380
PP REAZ BB T2 Z E N FRETH V. FFE 42 BUPICER L2l b, Ka—X (FEEFHT
LOHIREEOIEE) X, 18 EM/126 BEMESE L TiThvd, &V A4 ZNVOEERE, ZoX=Y0a—%2FHT52

L (TEROHA ZVBICHER o

Y 0 v FUIRERIERSBI, CS5VD+DXRZIZXBHE T

BELEZEA =¥ L

DOB

Begin each cycle of Regimen W on or after Day 1 only when the absolute neutrophil count is > 750/uL and the platelet count is > 75,000/uL, whichever occurs

later. This Therapy Delivery Map is on two (2) pages.

7 (Wks 19-21) 8 (Wks 22-24)

DRUG ROUTE DOSAGE A MPORTANT NOTES BSERVATION!
ClISplatin IV over 6 hours 100 mg/m*/dose OR 1 Recommended administration guidelines: Urine a. History, physical, ht/wt, BSA, VS,
(CDDP) (3.3 mg/kg/dose for < 10 kg) S.G. should be < 1.010 prior to starting CDDP. performance status
See Section 4.6.3 for pre- and post- hydration & | b. CBC (diff/plt) (Weekly)
mannitol guidelines c. Electrolytes, Ca**, Mg*™*, PO,
S-Fluorouroracil | Slow IV push over | 600 mg/m?/dose OR 2 creatinine, ALT/AST, bilirubin, total
(FU) 2-4 minutes (20 mg/kg/dose for < 10 kg) protein/albumin, AFP
VinCRIStine IV push over 1.5 mg/m?dose OR 2,9& 16 Maximum dose: 2 mg d. Tumor/ disease evaluation (End of
(VCR) 1 minute** (0.05 mg/kg/dose for < 10 kg) **or infusion via minibag as per institutional therapy only), see Section 7.5.
policy e. Audiogram (End of therapy only)
DOXOrubicin IV over 30 mg/m¥dose OR 1&2 f. Echocardiogram or MUGA (End of
(DOXO) 15 minutes (1 mg/kg/dose for < 10 kg) therapy only)
Dexrazoxane Slow IV push over | 300 mg/m*dose OR 1&2 # immediately prior to DOXO. The elapsed
(DXRZ) 5-15 minutes* (10 mg/kg/dose for < 10 kg) time from the beginning of the DXRZ to the OBTAIN OTHER STUDIES AS
end of the DOXO infusion should be REQUIRED FOR GOOD PATIENT
30 minutes or less. CARE
Circle Cycle #: Ht cm Wt kg BSA m?

Enter calculated dose above and actual dose administered below
1 mg mg mg | ab,c
2 mg mg mg mg
9 mg b
16 mg b
21 Repeat cycle or (End therapy after Cycle 8). *@a,b,c,d, e, f) | *End of therapy only

See Section 5.0 for Dose Modifications for Toxicities and for general Supportive Care Guidelines see
https://members.childrensoncologygroup.org/prot/reference materials.asp under Standard Sections for Protocols
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50 EHCESWEREEEF
51 EREH

511 74T T ZAF N
(B HE)

52 INE I A RIS

52.1 KRR
(HE)

522 FAEXRERHEF//AAZNERERROZEL
REINE AZL DT A 7 VB, DEREENAT%RRN, FI3EHEN2T%RITET L,
IR CTHAHAIE. 1TEMRBRICERELITY. DEMREEZ ORHBEEZITERERICEENR
DENAEESIE. FE AT ORERFIET A,

(B HE)

53 VRIIFV
(&)

5.4 B YRFY
(EHE)

55 AV I)THhHY

551 THFl

AV T A OREIMED BB L OBRHMO THAICET 2 HEFEEIZOWTIEL, COGY =7
A + (https://members.childrensoncologygroup.org/prot/reference materials.asp) @ 7w b = L&
#7723 > (Standard Sections for Protocols) | NORHERIET A R4 2RI,

BERHABOLEFEB IO 4 TV A/ BET7RREFVLAEZHANTH, AV /T h o5 |ZEE
L7277 L — R3EHIZ4DO THRBRD bNHEEIE,. <A 74 TiE. AV T o5&
Z25%E L. 37.5 mgm*dose (1.25 mg/kg/dose) &+ _&ETHD, BRRNAERDIEFELSLIOE
TA4XRVAETRRIEVLERN, AV )T OBREERB%EEL TSV L— F3E7-134
DO THFNERTAHIEEIE. THUEDA ) )T O&%EEZTo IR bR\, AV )T
DG EFIETAEAEIL. VITVA 7V EERE L, CSVDIZ L BLFERIEY A 7 VEBtET 5,

5.6 FARY AR
561 5L DBREEDER

i (RERE, FEZRERFMAEMEICESL) Z2RBALEMIHE LTI, UTOLICERGER
EETD,
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Children's Onecology Group

Tr—R1~2F ol b 2AOEREEZGET 5,
JL—FK3
BIERHIUE, A VRV EEE IR OBERBEORELBEIAT 5,
ZL—RUTIEETIETT AV AROREEKIET S,
R T, RBPOEREZRDT, MIES/ NV a—203250mg/dL (7 L— R2) FREICHE
Fah <, REDOTLY v AROBEAEHBETS, 2B, 7Ao¥v0Y A
BERIL, BIEERDOZODA LAY CEIIRAFERRBREOHH 2/ L T
Ly,
TAYB Y AABHEANASO T N3 — 2O IARICEEERFTTZ LIV A RY
VAR AT B ZENH BT, A VARY U EERE L TWAIZEhh 5T
T L— RIOBMENFEERA LZGAE. BROBERREZFERTS, SiZED
OEIMFEPIRERTMETH D WS T 2N, BOFERBERICLDIEEERALD
REThHDH, BROERFREZFEAL COEMESBERBETIHAE, 7401
UARZEBIBEEZTRIELRTNIER B0,
ARV UBIUOROERAFAREZRE L THL 7 b— F3OEMENRE T DIEFT. T
Ly Y AREENPSENTRETH D,

7 L — R4,
BERHIE, A VR REE IR OB RRBE ORE 2G5,
JL— R2UTICEETAETTF LY R ) ARDBEZKRIET S,
AR T, RBNOEREZEROT, MEZ L3 —23250mg/dL (7 L— F2) REICHE
BFIhTthiud, B5E21L-VVEEL TR ) ARDOBREZERT S, 28,
ThYal) ARBERT, SIEEEOTZDDOAL VR VERITROBERBREOMHH A
fgE LT,
ARV UBIXOROBERFELZ#GERES L TH Y b— FMOFEMENEERRE TS
AT, YUEEGEZ T u Fa LRENSBRTRETH B,

EOFERFIEOMEICETHHRETA R
FEERBERO/NENSWBEOCRED T CRIEICHT 2R EHMBTIZ L L, /NERS
WEEDEIDIZHEN, A FRALI VERTZOMOROMBERTEELHFEHRT S, 1R &
BHid. ZERERFIMPEME 126 mg/dL SR, HgbA1C 8% KIGEZIAEEEL L, /NEERFOHEMED
FBED T TITI,

562 TAvual AR TAIEARIMNI L AHREEDER

Thvm ) AT DEARIGZREBR LCEMIH LTI, UTORIIREELZEET D,

7 L— K1
— MO E =3 FZ., 38CHR (1004 - FREE) O FRMMERE
BILT

7 L— kK2

B, BIFL., RS, 38°CLLE (100.4 - FLI L) DIEpiEzREn

Page 32

131



%ﬁ%?%SQQECEL KT v b IR OB A HIGE LTS, SIS (1 ~4—2) #8HMo &, AHEP0731

Children’s Oncology Group

UT7xrb KT UEhiEhg Lz %ﬁ%b%ﬁﬁﬁf&mmﬁmbtﬁﬁi Rl E kL,
30~6043 ] (SChis 0D HIE L |- ié)@&%ﬁé 2 Rili D[ T 1 S B OR93043 BT H2
SRR AR 515 2 8T WA S 2 & Al TﬁﬁoWMMEWWﬁ%méh
TN s REEFEF L, /X§»ofCi&<77%ﬁxam5mwg®wmm#ﬁ;@x
K5 520 mg) ZAHELEL TV 5D, 7?%%//mx747%a%m =F Y 1~2 mg/kg
(e K450 mg) A FFIRNRE 92, s o 73 BHIKE L8 f’i?éﬁé’é%“ﬂf "HEZR IR Y 6047 LA E
DT TT 9,

ZAUCRE S R, 7 b RI~2OEASSD B ERE L2580k, 7% A4 0.2
my@(%ﬁ&ﬁﬁmm)@ﬁmm&bitiﬁﬁ@%&k@ﬂ%kﬁhm¢éo

T VR —AEANSOGIZHR LT, &GOl ik 217 5 55, B REOBEIIRETH D,

JL— 13
RERENE OGS RRB DA BRI | 7 LV — I VIR, S,

CHELIZAMEFIEL, ST = — T ERET D,

Tzt RT I U mg/kg (K 5850 mg) OEARNEE, T A4
0.2mg/kg (K54 10mg) OFFIRNEES (F71k, TOR%IR) | KBTI DA
YRR, B L OISR HIVEE OMOIER B R E5T 5, ABREERGTT 5,

T AT Y DNADOEE RIS,

71— K4
TF745%v—

ELICRMEPFIEL, AT = — 7 2RkET D,

U7zt KT I UERE] mgkg (KIS ESOmg) OFARNERSE, TXHAF 0
0.2mg/kg (FRRFEEE&E 10mg) OFARNEE (F721X, TOREE) | BILOWEEEHIIEE
DD T 7 4 7 F —IpRIELZEST 5, EOAHIUL, TERT U U F T RE SRRA
ERET5H, BBEEOTDDAREBLETH D,

e T A AADEEE RIS,

563 HRICLDEEEDOEE

g (k. FERIREE, FE) NEB LSS, Tovn ) AZXOBEERIEL THRESZIT
90_®4A/hﬁ\mﬁ<&%&5 i@?éT EMEND D EHIETENT=HEIE. TAVR
U AADFEZFIET 5, 1HEHE S ENPFERZHER T ETEEICERE L b O Tiddau &
LEBEE. AEOT LAY B Y AR A ) THVBLOTEY B FICL2BIREET .
564 HFERFLIIRBICIZIBREEDER

FERESS & 7= 13395 2 FH U7 EFN o3 LTI, UT®w4h74/%ﬁ%#éo;thK\
FhAhiul ARZEHARNE, BELABIOVELIZOBENEE (DERNOKEE-ITEE) |
L. BT OREREE T,

7 L—FR1~2
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TAhva Y AAOEE T B,

7 L— K3~4
T —RIUTIREETAETTFLAY LY AROBERKRIET 3,
THURNIZEE 2075611, REDT A e ) ARORE2HT 5,
THUMIZEERRD bR WVEETE, 7o) AX0O®REEZHIETS,
Q1B NICEENTRO bR WHEAIE, T4 AROEEEZFIET S,
BREFIC, 77— R3~MOFEESFERS L. 7THELURNICEENRD 672 WEHEAIL.,
Fhal) AAOEEEZFIET S,

56.5. ZEERFaL AT —LOERICLZBREGEOEE
AV AT =D EREPRD GNTIEFNIH LTIE, ATOHA RT3 A4 &2 ERT 2,

71— K2
F o) AADRE RS 5, HBRNOEIELESMEOEDAHILE, HMG-
CoABTERERIEIIC & 5 R B R 5.

7 L— K3
HMG-CoAR TR ERIC L DIREZFET 5, 0B, REEX, HHRNOEIBMIE
BEEDOENDIZHE - TR 5,
EEMTEORENRKE L 722 DIFHREREN L2~ 4ABE THI EEZ NI, =
DS, Ba b ATa—/VIENS L— R3UFICHERE I TORIE, 724380 AX
WL DIREEMRET A ENTE B,

7L—FK4
FAhYa Y AAOBEERKRIET S,
HMG-CoAiR TR AERIC L 218 ZFBT 5, 0B, BEEIX, EERANOEIRME
HEDOED I > THRETT 5,
BEMETEOZENEE & 725 DIXBRERB» L2~ 4BRE% THI EEZLND, B
VAT a—/VIENZ L— R3UTIZEE L L E, REDT LAV Y AADOEELH
45,
HMG-CoAR BRI EREZ 0 LI-FREFIC, v — MO EERFBERR LHE
i, Toavu ) ARDEEERIET S,

56,6 ZEERENY Z7UEY ROLERICIBAREEDER

FUZ Ut ROLEFEPBD LNEFICKH LTIE, ATFOHA FT7A4 02 EHT 5,

71— K2 :
Tovu ) AAOEREEMEET D, bUZ V&Y RMEXN301~400 mg/dLOEFA 1L, FEsk
NOBEIBIEEMEOE D N H L, HMG-CoABTRERERIZ L 2BELZRET 5,
FU 7 V&Y FEA401~500 mg/dLOFE 1L, HMG-CoARE TR ERIZ L 215E %
1T Z e HEREINS,

7 L— R3~4
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7 L— R2LUFIZ A9 aif?Ayu U I ADFe AR IET 5,

HMG-CoAM TR IR L AR A BlhG3 %5, Zeds, #5003, Sy o @ ig e

HEFH [ OB D L2 - TR J“Zé

F‘Jj;'(@m‘%%%ﬂtﬂ . Vb R3ETFAOEEN TS U= A6 08, TRERE T 3o #&
A 2 Jit s PN oD v 1 e B P 2 O 8l o L2 i - RN 5,

ﬁ L— R2PLFICEET A ETTF L a ) AAOE S KIET 5,

HMG-CoAia Jrlifsf S A OFH U7 IR R, 7 b— R3E 121340 LSO EFREL

L=, 7avul) A AOES k45,

6.0  EIRAMHH

T OWTIE, AEEEZZRENL, TOMOTTORHHIL. COG 7 =7 A b ()
FoRE/NR ﬁ‘hmn& =7 CHE S AU D IR o0 [ 3K 5 ) (Drug Information for

Commercial Agents used by the Children’s Oncology Group) | &SI/~ == 7 M TR

ThHhDH [T ma b VEERE 7 v g v ( Standard Sections for Protocols ) PN 0)

https://members.childrensoncologygroup.org/prot/reference _materials.asp |
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7.0 BT REFMEAERB LT —#

7u haVIEROERS., IEEGROHER OB AOR X, ERT VA UIZhoTz
R a—VE T VTS SN REREEREICE SV THRET D, COG &R F#F 5.1410k B &
FERA R, BEBLIOFEICETIn AT 0 v 7 20 b LIIERHR. FIEB LW E TR
22— /LVORBEICERTAEYARBEEICIVARTETHIHESE. 7u ha/LZED
DITIRER L OV ETITRETHI O o3 7RGl (FK 72 Bl E T, Fc oW TidER K 1
BREIET) BIFEEND (Fobamicky, PRICZEESNTHEEAEZEL) &

UTORRIC LV EICEEDRZVEY . R—ZA5 4 VEEOTRTOREIL, 71 hailigEo
BREAATIZSER L2 T L2 6720,
<. (W)

75 BV ARZH-EABICHLEL SNABROTEME. BERRER X OYRETE
ELIITHERDRWVWRY | FIRET A 7 VORI ERT 5,

Physical exam (Ht, Wt, BSA, VS)
CBC, differential, platelets

Urinalysis

Electrolytes including Ca™, PO4, Mg*™
Creatinine, ALT/AST, bilirubin

Total protein/albumin

Urine glucose

Triglycerides, Cholesterol (Total, HDL,
LDL)

Primary tumor evaluation (CT and/or
MRI)®

Metastatic tumor evaluation (CT chest)®
Abdominal ultrasound®
PRETEXT/POST-TEXT Grouping®
Echocardiogram or MUGA!°
Audiogram

AFPIZ

Liver transplant consult X4
PLUTO registry consent X!
Pathology slides

Tumor tissue

Pregnancy test for females of
childbearing potential

>
=
SIS I
=

PAIPE 5 o< 3| < 3| < 8.
=

S
=

XS

0!

S
=

0!

allolo!
P I
St}

0!

P P 4

e}

4
>
e
b || >4

e
e«

g
%S

X?

S

>

REANCSEFCTERT D, 7 L— F2ULEOEMEEZREER LEN, BLOSRELEZZHEOEMZOVTIL,
IEMICIEEET 5, ST, BV 7 VOBBIMCSEFATER L. BIES X SR T SHEDERIC
DWTIL, 78 FaVEEF LERGICKLETH D SR SN R TEET S,

N—F v GEEER) OBEEREICBVWC, Fb—R3EZ3doma L AT e—/VitfE, b LLiESV—K3%k
F4OF/ RV VY FRESRER SNTZHEEIX. BRI L— FEERTI D, 3LUNICEERETCHRES
1795,

N
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3 BEEEOFEG, AT, O R (FE720 MUGA) 8 LU — A4 275 Latd, S0 28 B UAPICE
9%, WREENC O a—RAE (E721E MUGA) B U — V47T A a7 ) 2 L iRt & h b, B
BIREAITHOYE (F3220A 2O &) 1, WERNCEETAECINLOMZEN L Th vy, §2
oA 7 VORISR U 7e g 7n & 7,

4 [FBH O T — g ik BEIHTE LI RINICT ) RETCHY ., LA DE AT A 2 (Thbb,
CSVD D2 YA ) T ETILZERTH GF1313HEBROZ L)

5 WEEHRZE OFEE VIT O 24 7 WiRICIT e, E 0%, FHEORENTTON S £ T, EZH T 4 94
TN, 6V A I A DO 8 A Y RIS TEMIITIREE 4 VA I T A 2 AEB L O 10 A
I NRICE T D, TS TOMEEARESD . F ikl Uik, BMo/BT £ TAN v &3 5 0
ey B Is3mARMO k)

6 FMEMRALEE (EREIER) BoOSREMEAR (GF 140 HEBROZ &)

7 WSRO Fd B, FENE S, ABTROIBL 3R £ 7213 O hoi% Y4 5 allRic B Stk
FUE, BT A ENTEDS GENCOWTIE, Pu haadBBoo b)) |,

8 FEAC DWW, 1SS0 A B Mo = b, BFEHRA L, WIE O U/S CHEE ISR bR AL O S ERE
1T, MMM Lizh, ERTFIRCL VRESRIZES. FOREROLER RN,

9 PRETEXT/POST-TEXT 433fd, 2Wiikeds X OMRRTIC 380 S 6 9 TO A v VRS, SR E, SARER X
ONARMENITH (5 102 FHB L OMEE 1 2&Bo &) |,

10 — AR Rolz ), Bk, BEE—O€F YT o 2 HEHT5,

11 FFRBAI 5 1 A BIIZ, PLUTO ~O% RIS 2 RIE A5 e b 7eny (8 B4THEBBOZ &)

12 ACZEFEEBRAATT O fic Bl A < — A T A VIED AFP & 95, BWOT- O EREIT o 25E1E, LERIEOE

\Z AFP DA AT 9,

1385 3 YA 7 VBRI T Week 6/7 12, WITRIT% 0O AFP % FHld 5.,

AFIZIZ, TEEHMHBIOEIREWICER T AFEE OARTHENLTNWD, HREORERE
1T, BEHEOMOBRELERTDHZ &,

7.6 BEFFEEICRVTHERE SN 5 BRRFHME. ERARREI X OYRZERHE
C e (B - -

7.6.2 ALFEREESRE S TOESFNIHESE S 5 BRI
IE/ SRR, CBC ., AFP, ®fHE., 7 L7 F = (EE{LTLHET)
e Year | off therapy (Months 1, 2, 4, 6, 8, 10 and 12)
e Year 2 (Months 15, 18,21 and 24)
e Year 3 (Months 28, 32 and 36)
e Year 4 (Months 42 and 48)

Year 5 AR BEIRZEIL., BFHEYEMOHBIZ L VITY, #HEINAEEZBHGEIEIC OV
TiL. COG DERNELT A KF A > (http://www.survivorshipeuidelines.org ) ZHMR XLz v ),

ZWTREIZ AFP @ E&H (100 ng/mL #8) 73388 LIV RERITHL., B2 EBRBEIIRETH D,
BEEYEOHENCE Y. CT (EE/ME) |« EHEFERERS IOV EIIRE X BREEZIT
STH L,

MR AFP 2MEME (100 ng/mL AR6) &R L7ERCSK LT, 1REK TROKRGIO 1 £/
i3 » AR EIC, TRLER LR OBERAERICEGRE [CT (EE/ME) I OVEi3m
X BRRE] 2179,
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, 7 LIRFEED JELTW5B, g (1—2) 28Rz k. EP
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F—TF T T AREIIIRERT NS 1 ERICERTHIZ L LTHR, ZoMich, 1BEHENE
BROOYIET CEM LTIV, BENARBRE LF-EMICOWVWTIE, 1 Fi2 1 B4 —VF 75 ABRE
DEmEERET D,

DT o—BEE (F71% MUGA) 1%, FEFIIAES Y OBREEZITHEMIST L. 18EKTHE
BEAIOAFERITI1IEICIEYTI & & L, FORITIBEHEYEMOHEPIC L EHE LTI,

BENGEDONDEE1E. CBC. AST. ALT. AFP B X' CT (EI/MEs) oMmELZEM TS,
AFP O FH OB THTIEDRER L B2 SN DD TIZ2 WA, miENZ -~ AFPEXHEZR L
723BE1E. AFPEIE® 1 EMIC 1 EITS Z &2 EET 5D, AFP O EHPFRD L ER T,
REBOEITEHERT AT OBHBRE BEHBLUME CT) 2BET & Ths,

8.0 Zu b o) URERO IR EAER K OGREBR IR B
8.1 7u harigEORIEERE

a) EITHEORENRRD ONTZHE

by FURITHNZIBNT, 6 %A 7 NVOLFEEER GRS O IEESUIBRARE ThH o 56

) mYURIEEFO THIHIERE) ol (RECIST 12X % CR £72i% PR) (ZBWT, 10
YA 7 NVOCFEEER 5% L IEENUIBRTE Ch - 5HE

d BV RIEEFRD AR EBDHNCBNT, 8 VA 7 V(LR IER % L IEE
BYURARETH -T2 HH

e)

) WEOERELIIRIBFHONTHNEBVAEDLD 42 BLIRICT 1 b 2/ VBN B tA
N hoT2GE

g) FURIFIEEEY R FNZBWT, BIBRE 42 BLUNICUIBRZEFRENFR S
o TS

h) BE/BEOHMB/EEOWBLUNOEREE LY 7 a b /WEENMES SNEGE

i) EtEINEIBEORTHE ;

) EESEZEFICKTEIREORETHD LT LSS

k) ke MEEME Y DI AR

78 b MERRIEAIC OV, R IEEE (U TFE3E0C L) CABT 5 % CHUMR
£5AT5. REOHEIDRNRY | BT —5 DIVENLETH S,

8.2 RER LB

a) T

b) BEREE

¢) EEOERLBRE LMo COGREBE~DBERE (FlxiX, FEE)

dy A#%OT— XX 5 FEOMIE

e) REREHND 104F%

f) FIRDEN- T2 DRADOEREER L CREREINES T, MIBFIHOKR, I
FIEODWIBHEE TE RV, ERIIMOREZEI VA L 5a
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9.0  FEFHFHIBEE

9.1 %ﬁﬁ%ﬁ%i@ﬁ%@%
AR~ OIS 3 4R, £ otk 2 ERAEERIE & U, BB TR B RIS BEd D AR &2
Do RO EFEREOFR BABBAEGIEIL, LLTD L0 THD,

Ne

=N Il

J& ﬂ%&&éﬁw ) R G (51 S

1 WD AFP 25 100 ng/mL LA L. E 72 1 BIBERAT 3 Bil/4E
MWWﬁ%ﬁb&ﬁotWWﬁQWHW

2 S THA - 9 PFH - JE SCU il & 7o 139 451 1 4 - 17 f5il/4F
JE SCU #i

3 Y A 7 B 36 f4l/4

4 E U A7 ORIV WG E 7R AFP AY | 16 BlAE (32 41,2 4F)
100 ng/mL i C db> > 7 JiEH])

9.2  WEHISITFRIE

RS 45

BAEW DOFRER ~DOXEMIRNE 3 W & L, ZD% 2 FEROBHREZIT O, HAECEE LS
Mt A Xy b, I REZOHBINICHE T b0 EBE 2 bNDE, RBRTIFA OB

(1) AFP 7% 100 ng/mL PAb. F 723 EEYIRORTC AFP #E 21T 72 - 795 H] 1) PEH 4
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