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Cisplatin Hydration Electrolyte Comments
(mg/m3) Additives
> 80 4000 mL* NS | KCI 20 mEq inpatient or medical
over4 h MgSO41g daycare unit admission to
Mannitol 30 g | monitor urine output
60-80 2000 mL* NS | KCI 20 mEq inpatient or medical
over 2 h MgSO41g daycare unit admission to
Mannitol 30 g | monitor urine output
40-60 1000 mL* NS | KCI 10 mEq includes regimens with
over 1 h MgS0O,0.5g | cisplatin administered over
multiple days
<40 500 mL* NS None includes regimens with
over 30 min cisplatin administered over
multiple days
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A B Oxaliplatin
Cisplatin + radiotherapy
@ ©
OGO & B0 > BB Therapy-induced During secondary necrosis,
Cytosol ER stress leads to Cancer cell the cell membrane becomes
exposure of calreticulin permeabilized, leading to
HsN Y al on the plasma membrane 1 \ the release of HMGB-1
N/ ¥
/Pt\ =k
H3N Cl ) X -
Hydrolysis Induction of apoptosis
+ leads to release of ATP
HaN N /H2O * Replication S tfe gungicel * 2
Pt inhibition : * T i -
HaN / \H2O « Cell-cycle Preapopto‘t/c/early N w e a5
anest apoptotic cell o= ) j Necrotic cell
* DNA repair [m:,“ ) .
T I l = o e * Cell death Calreticulin acts G %/@/ﬁ, HMGB-1 is
Zz % %Y % % as an “eat me b = recognized by
N7 \_U/ N signal, leading T % Q TLR4 on DCs,
/ ~+ to engulfment Apoptotic cell leading to enhanced
15¢7 B ) /’n T r(\/r of the tumor activation and cross-
LY ! |
A y\u‘ 'y\' BB cell by DCs ATP acts as a presentation by DCs
Nucleus chemoattractant,
leading to the
recruitment of
— DCs to the tumor
© Calreticulin site and inducing
@ HMGB-1 DC maturation
¥ ATP
© 2014 American Association for Cancer Research
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1. CisplatinZ@i@fZ25 DNA XE#2R#0HI DNA &5 ; FERheE 4 ; 81 DNA i
BEHBAESHKE DNA IRt ; tWolgEEERERES ; IENEBENARS G
ERAEBREN 1413 ; MELAEZ KW (cross-link)DNA - {Bcisplatin &4
SR AR e R - IJH:,.\\, B8 - cisplatinZ2 ] &5 & E— DNA ##_ERImi{E
TS IENZ (guanines) » fE M EEDNAZER R B EZ -

2. 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
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.

Ref: Clin Cancer Res. 2014 Jun 1;20(11):2831-7.
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