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Il5 NCCN guideline
M e &R S5
category 1 HY%E
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5.6 months (P value
0.0001)

mOS:

11.1 vs 9.2 months
(Gem+NabP) (p =
0.0403)

ADR: NALIRIFOX
more than
Gem+NabP):

ADR (=10% Grade 3
or 4) were
neutropenia, low K,
lymphocytes, Hb
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Irinotecan RTC trial NALIRIFOX vs NALIRIFOX: irinotecan
liposome with NAPOLI-3 (pts : Gem+NabP liposome 50fr*;|9/m2d v
90 minutes,
oxaliplatin, SFU/LU| 770): ORR: 41.8% vs 36.2% | . es 1OI0We
by oxaliplatin 60
for the first-line NALIRIFOX vs mPFS: 7.4 months vs

mg/m2 IV 120
minutes, followed by
leucovorin 400 mg/m2
IV 30 minutes,
followed by
fluorouracil 2400
mg/m2 IV 46 hours,
every 2 weeks.
Gem+NabP: Nab-
paclitaxel 125 mg/m2
IV 35 minutes,
followed by
gemcitabine 1000
mg/m2 IV 30 minutes
on days 1, 8, and 15 of
each 28-day cycle.
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Metastatic
pancreatic ductal
adenocarcinoma
(mPDAC)
previously treated
with gemcitabine-
based therapy.

Eur J Cancer. 2019
Feb;108:78-87
Lancet. 2016 Feb
6;387(10018):545-557
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NAPOLI-1

nal-IRI + 5-FU/LV (n
=117) vs nal-IRI (n
= 151), or 5-FU/LV
(n = 149)

nal-IRI monotherapy
:nal-IRI120 mg/m2
(equivalent to 100
mg/m?2 of the
irinotecan free base)
q 3 weeks

5-FU/LV : 5-FU
2000mg/m2 + LV
200 mg/m2 every
week for the first 4
weeks of 6-week
cycles;

nal-IRI + 5-FU/LV vs
FU/LV
ORR:7.7%v.s 1%
mPFS : 3.1v.s 1.5

mons ( HR: 0.57
P =0.0001)

mOS : 6.1vs4.2
mons
(HR:0.75-P=0.039 )
nal-IRI vs FU/LV
mOS
49 vs 4.2 months
( p=0.94).
ADR : neutropenia
(27%), diarrhoea
([13%), vomiting
(11%), and fatigue
(14%).

nal-IRI + 5-
FU/LV : nal-IRI 80
mg/m2 (70
mg/m?2 of the
irinotecan free
base) plus 5-FU
2400 mg/m2 and
LV 400 mg/m2
every 2 weeks

mTTP : median time to progression ; ORR: Overall response rate; DOR: duration of response,

CR :complete response, DOR : duration of response, OS : overall survival, DC: Disease control, RCT:

randomized controlled trial, AR :adverse reaction.
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B X irinotecan (liposomal) £2 oxaliplatin - fluorouracil #1 leucovorin
BaEA - DU fluorouracil 1 leucovorin & ERREA - B8 4R
SME K EmR PR AR E - B35 Ban a0 SR 4 FR R EKORL 2D R AE AT
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1. In combination with oxaliplatin, fluorouracil, and leucovorin (first-line treatment;
NALIRIFOX regimen
el 50 mg/m2 IV every 2 weeks
FE—REISMREE 40 mg/m2 IV every 2 weeks
FE_REISREE 32.5 mg/m2 IV every 2 weeks
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BE=REISREE 25 mg/m2 IV every 2 weeks
2. In combination with fluorouracil and leucovorin
EB®mA UTG1A1*28
FEIRTH & 70 mg/m2 IV every 2 50 mg/m2 IV every 2
weeks weeks
FE—RE 50 mg/m2 IV every 2 43 mg/m2 IV every 2
=13 o weeks weeks
& RE| 43 mg/m2 IV every 2 70 mg/m2 IV every 2
SEE weeks weeks
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> FREENBEZEYIOMFE FTEABESIIEER - WINERIF/E
BENEL - FEREYHEFREBELENESFAER -

® ZKMBCRP/ABCG2, CYP3A4 (major), OATP1B1/1B3 (SLCO1B1/1B3), P-
glycoprotein/ABCB1 (minor) UGTTATHHES -

® CYP3A4 strong inducer : TlgeP&E Il IrinotecanMSN-38RYRE -
40 : Phenobarbital, Carbamazeplne, Phenytoin or Rifampin -

® CYP3A4 strong inhibitor : TIgEIG MM IrinotecanFISN-38ATEE -
a0 : Clarithromycin, Ketoconazole, ItraconazoleZ %

i A SRR B

> CBC M3k #EMM/NrETE - FFBINEE - MPBHEE -

> JAERIEROBIREZEIR (HBsAg ) ~ SBFFKZOHES (anti-HBc ) .
OB FREMIR (anti-HBs ) Hiks - BIEMEBEER HBV RO -
ETRRBTLUREESETENHRBEMEN -
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Irinotecan - Irinotecan At A E MR H ) : SN-38 SOl 4RI
topoisomerase I-DNA 8 &¥)& S - BHLEE7FA0 DNA SRBE/MERE - B
S5 F'aﬁ%ﬁ’\%ﬂﬁ&ﬂ DNA EfpIER - EEﬁAﬂﬁ“'LEM%mHH AREBNIMIBIE
SLETR Y F— Mt S BAMER - 5IE&IEARAE
2 EE&%EH’F}%E °
ONIVYDE W25t 8 irinotecan A[E - EEZ _Ez{EAEE IS EC /5 O (R irinotecan & iR1E
RRNRIRBRR -

(reference : https://www.onivyde.com/en-us/hcp/treatment-information/how-onivyde-

works/liposomal-technology

Polyethylene glycol (PEG) p
helps prevent the ONIVYDE _——9
liposome from being rapidly —0 A
cleared from the body, so ~o/
it can stay in circulation longer?

Aqueous space
surrounds the irinotecan
molecules'

Liposomal

encapsulation

helps protect irinotecan from
being converted to its active
metabolite (SN-38) before it can
reach the tumor site!'3

Irinotecan molecules
-80,000°

o : : *The clinical significance of this is unknown.
In a pre-clinical study in equivalent doses,

ONIVYDE showed higher and sustained
intratumoral levels of irinotecan and
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	Metastatic pancreatic ductal adenocarcinoma (mPDAC) previously treated with gemcitabine-based therapy.
	Eur J Cancer. 2019 Feb;108:78-87
	Lancet. 2016 Feb　6;387(10018):545-557
	根據NAPOLI-1的結果，nal-IRI單用與5-FU/LV組在整體無疾病進展時間與整體存活率無差別。不建議Liposomal Irinotecan（nal-IRI）單用
	 致吐性：中度致吐風險 （30%~90%）需要投與止吐劑。
	 抑制血球生長程度：血小板低下 （41%~55%；3~4級：2%）、中性顆粒白血球減少 （52%~56%；3~4級：20%~26%）、貧血 （91%~97%；3~4級：6%~10%）。出血：11%（3/4級：2%）。淋巴細胞減少症：64%至81%（3/4級：11%至27%）。中性顆粒細胞減少症併發燒：≤3%（3/4級：≤3%）
	 其他各系統副作用如下：
	 Onivyde是一個包覆在脂雙層結構的Topoisomerase 1 inhibitor-Irinotecan，Irinotecan和他的活性代謝物：SN-38會可逆性的和topoisomerase I-DNA複合物結合，防止已分開的DNA鍊再重新連接，導致已切分開複合物和雙鏈DNA斷裂的積累。由於哺乳動物細胞不能有效地修復這些斷裂，主要是這類藥物專一性針對在S期細胞週期，引導終止細胞的複製，導致細胞死亡。
	ONIVYDE 的設計與irinotecan不同。其聚乙二醇化脂質體配方可保護irinotecan免於從體內快速清除。
	(reference : https://www.onivyde.com/en-us/hcp/treatment-information/how-onivyde-works/liposomal-technology

