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> Oxaliplatin #®% £ folinic acid 1 5-fluorouracil B5 M - % FOLFOX A
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RaE&EEBE
Oxaliplatin EE R HARAERI EthEaES¥)E&ETT 7L - U cisplatin ]
carboplatin -

Oxaliplatin #EZ AR B E R EERE - RARIIBEMAE—RB5mg/m2)sk

—E—x# 130mg/m2 -

B GRS EEE
Oxaliplatin "E¥iMIEEBREEATEE M - RIE de Gramont 5%
£ A 5-fluorouracil [ folinic acid #8tE - FOLFOX4 AR ARKBERS
REEH BRBRESVTEEREREEH S22 || RN EE
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8. MEHAsv IR MR | BRIRE (BHE)EH)
9. MRHERACItIEREER M/ \EIRE

10. FAMEEALE

11. B a4 R & U E AR
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MinsEY) - AE_BEESY - JERIMMAY DNA £ - 2 DNA KIS
B - ERAIIRSET -

Bttt rEHESEE ER

> Bt pEENLM (B 37% R AZ RENRNM)

> HIMRERREE : BEM(64% ; 3/44Kk : 1%) - BMECHDEE (13%) ~ M/ Mk
WE (30% ; 3/4#K 1 3%) ~ [E M MIKIE ME (7%) -

ETESBENAEREIER

1. OHEMEZRGE : KE (10%) ~ BuRE (5%) ~ #AL (3%) - AEKE (5%) - e
2 (2%)
FEZMGR : 2% (3%) - FEEEE (1%) « BEZ (5%)
KHRADWE2L : IRK (5%)  EIMEE (3%)
B [BI0(64%) -~ FEE(46%) ~ IR+ (37%) ~ BW(31%) ~ FEFRE(31%) »
BRURIE(20%) - OPERIEMEIE(2-14%) ~ SBIEAR(7T%) - *g‘ﬁﬁﬁﬁ (5%) - &
AEE (2 1- 2%) - BBREGE%) - FTRR%) - BREEHR (1%) - Lits
ZEBEEREBBEY R -

5. M4 : FINEEREH S (ALT 36% ; AST 54% ; bilirubin 13%) & £5i (5%
o] Pk E -

6. REZRM BENE 3%) (B1F : EMP - BE - W4 - BN - ZREKE

7. NARBEEH  HE(11%) - @EE(7T%) - EEXRURAREREAE -
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TRZBABEER  BEEERNIRETSZNAE - WAL KIFHEXE -
B SEMREAARE (43% ; 3/A5K 3%) HERBBB_B  tEsx
gH0=E9 - %‘%?ﬁf“#bﬁﬁ%% TENSHERE  BAERBEMR -

9. IREP: EBMR (1%) - HEEE (1%)

10. Bld x4 . BIgcEEIS (5-10%)

11, WIREIEZRA - HEREZE (1%)

12. IR Z 4% - WEIREEE (13%) ~ ZWR (11%) ~ EFIRBEREE (7%) ~ 23K (6%)
IREESE (2%) ~ REM 2%) - HEEERRE (3/4 4k 1 1-2%)

13. EMZ4 : K1 (61%) - 38)%E (25%) ~ &E (14%) ~ 885 (13%) - olfEAHE=
REIFRERERRAEEMN - KK (11%) ~ 888 (%) ~ B EEAISE (9%
BIR AL - IBRR - KB

A BEEEYETHERERE - FIRENEIER - 815  EMASHEIER - RAERRIRAWER -
FE2ETHANEMZENNIERIER - ZYEFRANERERZEBENERGINERSHR
# (Common Terminology Criteria for Adverse Events, CTCAE) - % {88 FA2R R A B2 Ja & -
PRBLRETUNREEDR - SUDRHB[ERFNFALE - 2REMR) PR A - &

BGE&/ ) Ban(4 AT (5 4K) - 2RE 3R LHRIERE  FEENARERETHSHE
NIFEE ; BRE 4 RIBFE - ASFEERENTABREE -

T £ 3R 22
> BIgEAEEHSHAEE
B CrCl 230 mL/minute: FE4a T S A
m CrCl <30 mL/minute: ##AEIS 1 85 mg/m? F/VE 65 mg/m?
| *WEL: %% ( Takimoto 2003 ) : CrCl 20-59 mL/minute: OIBEAREE
DEEYATH 8 (FRERERPREI285E : 80 to 130 mg/m* & 3 B HEL)
> %KHUE’\JHH)J AT ETISHE
B KE PENEEMNINEEESE &
> HINsEA = EH SR
B Mild impairment: (defined in the study as total bilirubin 1 to 1.5 times
ULN or AST greater than ULN), f/E M| = 5%
B Moderate impairment (AST or ALT 2.5 to 10 times ULN and total
bilirubin 1.5 to 3 times ULN): & 45 %
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t (Hematologic toxicity) :

F oxaliplatin A1 5-FU( #fF/ -~ F folinic acid) - ®3 4 grade 3 5¢ 4
RIIE S 14 B M EKR D RE RN ML/ MRORL D E - BR 7 5-FU BMKE S FRVEI £
BHEIAEREIE 29 - oxaliplatin WEISTRERIBEL T RASFHEE -
ZEEHA oxaliplatin EERIMAE - [P 4 B M3K0REDE P 5 HERY BY M fE
KU MHMAR=NES  EREERmiRES

REREE - BREEMMRRE

IEfEF oxaliplatin - EB S oxaliplatin JAEEEE M ME A M (DIC)
TEEERE -

0

ERELRIERRE  BE
= DIC 77£ - oxaliplatin YA FE(F LE0 3
BIfEF Fod
Grade 4 EhHEMIKE B SEBREUEEERRER  TENREE  H
T (Neutrophils : ZIE M E MR REEI21,500/mm? - A% 1
<500/mm°) oxaliplatin B £F/EZE 65 mg/m? -
RIEPMRMIKENES | B FEEMENEAR  EETN—RAEE - HRES
Epye M MIKREZRI21,500/mm? - 2115
oxaliplatin H£FEZE 75 mg/m? -
Grade 35( Grade 4 /) | M BEREMEBEERER  EEN—REZE B
Al /D e 2 M/ R R E 2275,000/mm? - 231815
(Grade 3: platelets oxaliplatin B £F/EZE 65 mg/m? -
25,000/mm? to B g EAR - BB N —RAGZE - HFM/)
<50,000/mm?; MK EZ275,000/mm?> - 2411 oxaliplatin B £
Grade 4: platelets B&EZE 75 mg/m? -
<25,000/mm?) :
R IMMRE R B M MR 52 T %
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AENERSE - LA - AENET SRR R B -
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> BiEsEH (Gltoxicity) : ERBEM 2 F2EMRA/IEL - B - TEESE
HA S Rl Rt BR P - AR 2 grade3 WIRL ~ (BN ~ IEBRE - o4 TR
AFEBRM e B M LT BRI LE - BRERIIEIR/TRMH olSe S SRR K ~ MiE 45
fHZE - IBMEE - BMFE KNHMEPSRENEAR  BRBZHER
oxaliplatin #1 5-FU RS - BB oxaliplatin ;SRS E R AV
T BRERBMMNEES - WREBERMD - oxaliplatin JAEEFLE - WEEY

HRIERFETE -

EI1ER R
B - B - B | W 06 G154 loperamide ERISBER - LHAR
SBIKH RERE (MBS RARERRERSES
RED (IEE) K=
m BN BEGRLEHEESEN  TOBSE - BER

BIFRERBREEERIRED (BOARIL) FUEE -

Grade 3 g Grade
4 Si5BEM

W81 - 1 oxaliplatin &8 = 65 mg/m?® ( BiSE) 5-
FURIE ) -

MIER/B R

IEE T — BB 2R /BXMEE grade 1 LT RIEDHE
S MERRIEEI21,500/mm? (SEih 25 HHTAIE i S MR
D)

> &S (Neurotoxicity) : REBESMRERMNEIER - D= HNER

HEmRE -

B SUEEEY  BREREEREIESPIEITERBLZA - F Il - BE
BENKEEMNRHERS SR RINMETCHNERSE - IEHRKEHS
HIRMENRERS - S ARE TR EHREZE (2%) -

B EEMMESHEAENREREAR(750-850mg/m?) - BE BAERB
Qe - —Mms - REMMEEUEUEN - BRFIDaEREF I = E
B7g8HE  BENHESUIEZTERELNSHEFAE -
Gabapentin PO 100 mg bid, with increments of 100 mg PO daily as
needed HIE L AB - oJfEE oxaliplatin B9 H M -
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Bl {EH BRI

ZEMR B OERENEBEBER - BRI oxaliplatin BIZR&(E
Grade 2 Z 65 mg/m? (BIRE/D 5-FU ROEIS) -
B FiTREEAR - BB oxaliplatin BIE[MEEZ 7
mg/m? °
ZEMR ERFILAZ - NNZE  BEERENMREBAEE
Grade 3
Grade 4 EIER%E -

FaFIRAAREEESR | 1E oxalipaltin BERE S 2 BAVBU NGRS EFKER - &
ERaskBRSR/EUR ( oJBEEZMNEIEEAR )

sk P R /2K SRNETRE (SRITRERBE 2 /ISR 6 /M)
EE o LUg =T -
> Ol EIEIZRE (Reversible Posteriior leukoencealopathy

syndrome, RPLS) : [REETJ&EZ oxalipaltin SIREAKRINEEAZE - SIEEME 4
Bk - fEAR @ BEUERL - TR - SN - BE - HliE - KRR E e
FERAEAR - MRI O] DIFERR 24 RPLS - % RPLS B4 EFE - LEZRBH
2 BETRERSEI12X  EEBARER 6 284 - $ERBHaly - B
BERBREERRS -

BlfEF g

RPLS m XX oxalipaltin
N TR RHIBME - FEERE

> BERIE (Hypersensitivity) : - BEIREACEEEDAEBIAE - B8
RFERER DI LR - BEERIBRE 8 25 12 BERE 23R4 - tholss
£ 6 EERERIRYE  AOERASRERS: - BEKESEEMS - &
& A - BRI xREKE - BBREE—BEKE  ZBERLR
O] BE R ER S - B EAM platinum RZEYBHAYR A oxaliplatin
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B xRExEE - J 3T 58
B - B N —REEWNIEME  JUEEERRERZA

T—LEFRRA MRV A AL A SRS - Bl An 2
BREBHNE  S2F8 | BURIZLET KA IFEE
B IR T Sl I IR IR 2 -

> INERIE SINEBIEROIEEEREEARRERARN - BEUEREESIEEH R
NIRAE - RFRIZ2 oxaliplatin ZZHBEFIKG FERIKFERRESHE -

BlfER =i

v | RYBNE IE R SRR
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RIFDITIRAE - ZA/NRR ; EHEEEE grade 3~ 4 54 -
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> 1=AARRIE © oxaliplatin BB A B BEANARNRS - SERmHE

MRS - EANARBNERFERT - RRNRBEE - BELER

oxaliplatin -

Bl {EH BRI

AU A BRE AR KANEEE

>

= (Cardiotoxicity) : QT BHAE R o] gEE =14 /0\E KR E B21F Torsade
de Points FIEPRIEN - OJEER AR - FEFEA QT BHLEREENHEA -
[FERAER QT BHMNERAEA - DIKEREZRHEALESME - 8
5 MYE - SYREEMLE -

Bl {EH Fo
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ELEMBREHRIHMES | RBHS - £ oxaliplatin EERBEE W
-~ MRMEBEM ; EERMEMIETREAMRS - LI - EEH
oxaliplatin BB T ZFZ R B AERVEA S - PT Al INR fEf oJgEEE i M AH
B8 - fEH oxaliplatin © &7 Z2 2 /)i D RE AN % 7% 92 77 14 M/ MROBL/DME ; SR
& T BRI/ ViR /D AE B M/ MR D ERY R R B ELIRE RN L MR B -
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>

QT-prolonging Agents (Highest Risk): QT-prolonging Agents
(Indeterminate Risk - Avoid) may enhance the QTc-prolonging effect of
QT-prolonging Agents (Highest Risk). &3&: Monitor for QTc interval
prolongation and ventricular arrhythmias when these agents are
combined.
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> R EE SRR - FFRIZE 5-FU B9A% - ML trometamol & if 2 RS
folinic acid #& - DIKZ trometamol WEMZRHEA - 4 ZEmIaRE
oxaliplatin WL EMBARNEFE - &7 : (1) Oxaliplatin AZETE
fluoropyrimidines #1 5-FU ZRi#5%% - 45 oxaliplatin Z1#& - BIELt5EKE
B#%5F 5-FU - (2) & oxaliplatin A folinic acid tF8 - HBFERY LEEHE -

>  Oxaliplatin ZE21FA - EEEREILR - FUIEIRE cisplatin AO]ERZEE
RIEHER - #1E - BEFIESEE -

> GEBENBEZEVYIOIER  FTEREBESSEER - WNEERF/SEES
REE - FEREYRABFRENEMESEZHMANS -

i PR B2 RIIE B

> HEARERRZA (EAEEENN M) BB TRiA AR

> JAERITREE B BUAT K ERE MR (HBsAg) ~ B BUAT %0\ H1k8 (anti-HBc) ~ B 2
FRF®ETUES (anti-HBs) - @M EEEA HBV BERARSE - EiilE - FE
E TR AR EZ ST ENRBEYTEN -

> EREEAE

AR ERVAEAR

> MBLRIE - OVEARREE - SEERAOEAREY (81 la, Il EOLEAR
ZY) Sy EIRFE AT BEEE M QT prolong WZEY) - FETLEEENR

> MBRKEAORNEDE - FEINER INR F PT 2R -
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A B Oxaliplatin

Cisplatin + radiotherapy
H;N < /CI
HN7 | ol
Plasma membrane
ROt X {‘ o000 @ @
S Therapy-induced During secondary necrosis,
Cytosol ER stress leads to Cancer cell the cell membrane becomes
exposure of calreticulin permeabilized, leading to
HaN v cl on the plasma membrane 1 \ the release of HMGB-1
NG . m %
/Pt\ a0 %
HSN o] ¥ A .
£ ¢
Hydrolysis Induction of apoptosis s ! &
L leads to release of ATP b W\
R /
HsN N /HZO * Replication ¥* \;;\
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\_U/ \_U/ signal, leading * % Q TLR4 on DCs,
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BTG O of the tumor activation and cross-
‘I.Nl)\mv)\ lk}\l‘D\'l cell by DCs ATP acts as a

presentation by DCs
chemoattractant,

€|

Nucleus

leading to the
recruitment of

— DCs to the tumor

© Calreticulin site and inducing
& HMGB-1 DC maturation

¥ ATP

© 2014 American Association for Cancer Research
CCR Molecular Pathways A‘K{
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Platinum chemotherapeutics can induce a type of cell death that is
immunogenic and is independent of DNA-binding effects. Figure A, classic
pathway of platinum-induced cell death. Platinum compounds enter the cell
and bind to DNA, leading to activation of DNA repair mechanism and
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induction of apoptosis. Figure B, platinum compounds also interact with many
cellular proteins, thereby modulating several signal transduction pathways.
This results in the exhibition of the three characteristic hallmarks of
immunogenic cell death: (1) platinum compounds enter the cell and lead to
an ER stress response, which results in the exposure of calreticulin on the cell
surface. This serves as an “eat me” signal to dendritic cells (DCs) and
macrophages. (2) Platinum compounds induce the release of ATP from the
apoptotic cell in the extracellular space, which recruits DCs to the tumor site
and induces their activation. (3) This process culminates in the release of
HMGB-1 from the nucleus of the cell that is now undergoing secondary
necrosis, which further enhances DC activation and cross-presentation.

Oxaliplatin and cisplatin have formed different structures of the DNA adducts,
which differ by virtue of the diaminocyclohexane (DACH) ring. Mismatch
repair proteins recognize the cisplatin-DNA adducts, resulting in the eventual
engagement of apoptosis. However, cancer cells that have a defective
mismatch repair system escape this killing mechanism and exhibit resistance
to cisplatin. On the other hand, the hydrophobicity and bulkiness of the DACH
ring of oxaliplatin prevents the binding of the mismatch repair proteins, and
therefore, the cytotoxic effect of oxaliplatin is not dependent on a functional
mismatch repair system. This can partly explain the observation that cells that
have lost a functional mismatch repair system lose their susceptibility to

cisplatin but not to oxaliplatin
Ref: Clin Cancer Res. 2014 Jun 1;20(11):2831-7.
Pharmaceuticals (Basel). 2013 Aug 21,6(8):988-1038.
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1. Oxaliplatin AR EXNE oxaliplatin BEZHEA -
. WAGREMEY)  FBEMBESEREYIEFH -
3. AUBVELOKIEN  BEREBFNHAERALELE  TVE%
B - B2REIFREREREERBED (IBOREIEH) NEE -
4. ERFEFILBEMERKAE LS loperamide B2 IEEm 12 /)
5 - B2REIFREAREEABSRRED (BR) NS -
5. WXERILERATLIEE - BAEGRIFE 3 ERBES OETRE

6. WWEIREEXELERNIABRES RARNGERBZEFERE (X

M9 EAMW; Bt 6 BAN)  BRENEZEN -

7. FRLZEIEERM - 5 (EIRE LEEHR/NERS/NEME)
NEBGHP  [EMRIBHEER  UHKELAF - ARES
oxaliplatin A1 AR # & M FERYE AT IBINEDR INR F82R -

8. ALRIE - MEARRENWHEARAECHETOEEEA -
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A5 En R B
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% o

11. BEIBBLUFREAR IR - SB1ENERTRBENR SR
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(KRB~ REES - RBERARSZEN)
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