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HRIAEE A2 12 Z m Liposomal Doxorubicin * Liposomal Irinotecan * Liposomal
Daunorubicin * Liposomal Vincristine * Liposomal Mifamurtide * Liposomal
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Neth -  IRELERIFHESHRE A ELEREZ R - BEREENES LS
WA AT B H P8 ES - Liposomal Doxorubicin ( Doxil ) Sz ¢ & &m0
Doxorubicin O\BEEMREKREE - Liposomal Doxorubicin A RAIEZEES ¥ -
BEARLRERUNEREFRETENLRE - BEEREBESNEIFA - AR
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HRFEMS - =HI NAPOLI-1 58 BREGER Liposomal Irinotecan #5 & 5-FU/LV B2 5-FU/LV
X Gemcitabine AEE AERFIBERNER fﬁﬂ%ﬁ?ﬁi,u%qﬂﬁ’wﬁl% ° 5%,
S FA/~ M Liposomal Irinotecan BZE W= F BAEGHANEERETH -

- BEFE MR IR B2 55 — 4% (Metastatic pancreatic adenocarcinoma);& & s oAl A
L gemcitabine & & e B 5 14 Rl = -

US FDA
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Irinotecan RTC trial NALIRIFOX vs NALIRIFOX: irinotecan
liposome with | NAPOLI-3 (pts : Gem+NabP liposome 50 mg/mz IV
oxaliplatin, 5FU/LU| 770): ORR: 41.8% vs 36,29 | ° minutes followed

by oxaliplatin 60
for the first-line NALIRIFOX vs MPFS: 7.4 months vs mg/m2 IV 120
treatment of Gem+ Nal-paclitaxel | 5.6 months (P value minutes, followed by
metastatic (GN) 0.0001) leucovorin 400 mg/m?2
pancreatic mOS: IV 30 minutes,

) A =~ 6 followed b
adenocarcinoma FHAS NAPOLI3 M2 5 11.1 vs 9.2 months y
fluorouracil 2400

Lancet . 2023 Oct | 'rinotecan &l (Gem+NabP) (p = mg/m2 IV 46 hours
Liposomal Irinotecan '

7;402(10409):1272- 0.0403) every 2 weeks.
A head-to-head L&
1281 . ADR: NALIRIFOX Gem+NabP: Nab-
B FIE NCeN more than paclitaxel 125 mg/m?2
guideline i Wi tE 8 % IV 35 minutes,
Gem+NabP) :
#3315 category 1 Y ) followed by
B ADR (=10% Grade 3 gemcitabine 1000
or 4) were mg/m2 IV 30 minutes
neutropenia, low K, ondays 1, 8, and 15 of
lymphocytes, Hb each 28-day cycle.
Metastatic NAPOLI-1 nal-IRl + 5-FU/LV vs | nal-IRI +5-
pancreatic ductal | nal-IRI + 5-FU/LV (n | FU/LV FU/LV : nal-IRI 80
adenocarcinoma | =117)vs nal-IRI(n | ORR: 7.7%v.s 1% mg/m2 (70
(mPDAC) = 151), or 5-FU/LV mPFS : 3.1v.s 1.5 mg/m?2 of the
previously treated | (n = 149) mons ( HR: 0.57 irinotecan free
with gemcitabine- | nal-IRI monotherapy | P = 0.0001 ) base) plus 5-FU
based therapy. 2400 mg/m2 and
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Feb;108:78-87
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557

R#E NAPOLI-1 &Y
#3R  nal-IRI EA
B3 5-FU/LV fHTE %2
iSRRI A
HESTEREER -
A2 Liposomal
Irinotecan ( nal-
IRI') EF

:nal-IRIT120 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;

mOS : 6.1vs4.2
mons

(HR:0.75 - P =
0.039 )

nal-IRI vs FU/LV

mOS :

49 vs 4.2months
( p=0.94).

ADR : neutropenia

(27%), diarrhoea

([13%), vomiting

(11%), and fatigue

(14%).

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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> Bttt PEEMER (30%~90% ) FEREIFMHE -
» IHEMIKERREE  [/IMRIET (41%~55% ; 3~4 4 : 2% ) ~ SPHFERIE MEK

W (52%~56% ; 3~4 & : 20%~26% ) ~ Bl (91%~97% ; 3~4 4k :
6%~10% ) - HI : 11% (3/4#& : 2% ) - MEARRIE/E : 64%ZE 81% ( 3/4
B 11%ZE 27% ) > PHEFRRIARRR MEF 38R © <3% (3/4# : <3%)
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> EEME KA R0 R R AR RER M
B % irinotecan (liposomal) £2 oxaliplatin * fluorouracil 1 leucovorin &
A - DIUKE fluorouracil A leucovorin Bt & AMNBEA - EEERENER
A ap RO PRI AR eURLAMEE - B33E BN AR B P M BRI EKOR /D B M E AN 2 an R P M 3R
RIAR BB DB 38 & - SRS P MRS EER 1500/mm3EJZHjIEEP’f¢?r’HZHi
B /D M BB - FEEDf=/E A irinotecan (liposomal) - & & HA R FE E HA BRI M
il R
> BEEsEMH
B X irinotecan (liposomal) £2 oxaliplatin - fluorouracil #1 leucovorin ¥ &
B - DIUKE fluorouracil A leucovorin Bi& @ AMNBA S - EREREMNGE
KREMHER - SRBHEENREA - BE %R irinotecan (liposomal) - EH
R2 24 RBEENIEER - BEEMEA irinotecan (liposomal) - #HMEATTE
EHrEEAIEE - LR loperamide #1T/8% - HNTAZENRHEE - W

RERETIE - BEH atropine #1785 -
> BREER: R BN EE  BORMAAEE LT -
> HMZZRGEERDD .

1. DHEMEBZRG : KE (16%) ~22E (11% ; &= : 4% ) -

MEZ4 188 (14%) FHZ (11%) -

hiEZ4 /S (<56% ) ~ EE (<62%) -

R RADWEL : IRK (8%~11% ; BRE : 3% )  BEELMIE

(43% ) ~EMEE (32% ) - EM#H (32-62% ) - EME (35% ) - &I

W (27% ) ~ BB (29% ) ~ BEEFE (17%~22% ) -

5. EBBA% BB (35% &E :3%) B0 (51%~59% ; 3~4 4K -
8%~12% ) ~ M&ht (40~52% ; 3~4 4 : 9% )  I8E (59%~72% - 3~4
R 13~22% ; BEEM 1 30% 0 3~4 4R 1 3% ; RN 43% - 3~4 &
9% ) ~ B (25% ) ~ BRRRRE (37%~44% ) ~ BIEK (28%~32% ;
3~4 88 4% ) -

6. MHZE4%4 : GPT £FH (40%~51% ) ~ ALP EFH(45%) - GOT £H
(38%) - 1ZZEZEOKIE -

7. PR ET  <56% - K5 <62% -
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8. MARBRALEEIER : MR (18%) - lERE =R L RERER L EIE
Hﬁ |

10. U?”]if?&n Uﬁ'ﬁ(8%) *Hfﬁx(Z%) °

11. 88)% - 11% 2 23%

AR BEREEVETHRKRSRE - FIRENEIER - 821  ZYASHEIER - RAERRIROER - U2
MMERNWEMZEY AT RERITER - ZYEIFRNERESHEEBEMNRARGRI R RSHEE
(Common Terminology Criteria for Adverse Events, CTCAE) - & & Az s A EEEBEE - AT
TRESUNREESIR - SUEOIRBERELXFANFRIE  2BEM (1K) - PR QK - BREC &K )
Han(4 MWIET (54) - E384E 3 R LEIERR - FEENARBHETHISRENIEE ; HRE4
RIBT - RZBEERNTABERERE -
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> CrCl=30 mL/minute : {FEEEAHREREEZ - EYFH NEWRER - BEN
PEBIEEMNREA - UAEELE] Irinotecan ] SN-38 M EE ¥ AFE
EEVES

> CrCl<30 mL/minute : ERAE - FAIbHE HEARERBAREER
> WIEEARZAE . SIEHNE
> HFEMEEEE (ERAR)

1. In combination with oxaliplatin, fluorouracil, and leucovorin (first-line treatment;
NALIRIFOX regimen

tEYaTIE 50 mg/m2 IV every 2 weeks

—REERE 40 mg/m2 IV every 2 weeks
F_RHEIERZFE 32.5 mg/m2 IV every 2 weeks

FE_REIERZE 25 mg/m2 IV every 2 weeks

2. In combination with fluorouracil and leucovorin

EEmA UTG1AT*28
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teeaml S 70 mg/m2 IV every 2 50 mg/m2 IV every 2
weeks weeks
F—RE=E 50 mg/m2 IV every 2 43 mg/m2 IV every 2
3 i weeks weeks
F_RHE=E 43 mg/m2 IV every 2 70 mg/m2 IV every 2
3 i weeks weeks
E5/IEFHREAR REAMNERE
> st EIFAROE ERENEE
2l1EH EIE
> {BEAISTAS Atropine 0.25~1mg IV or SC for B2 igE - WH
- £/ loperamide JaEER ISR
» Grade2~4 1 diarrhea 7ZRE 5 {FH Onivyde - E£I%E Grade1
& MR TREEEIZR Onivyde
BEMMX | > —EBERFABEMMXMBEERER  SRZAIBEXKAEFER
TEMIBH N
. > HBREH
- > BT EHIEIEEEAE Grade 3 DI ERBOEITEERFH - B
£ i€ gradel & M R4 TREEHZEHI Onivyde
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. &E—RH Onivyde #&REZ 7 EH
S5 &E—RAE Onivyde BREZ 4 [@H

> HHIOEE .
Onivyde BRI ARIMFTR AT £ - ARHRNZEEEMEHREREIF
A hEEEAEHBRNRE —RBAEN 1 BRAAZHE

M EIEH
> FREENBEZEYIOME FTEABESIEER - WNEAMN/EES
RNEE  FEREYHEOERBEELENEZFMER -

® ZMBCRP/ABCG2, CYP3A4 (major), OATP1B1/1B3 (SLCO1B1/1B3), P-
glycoprotein/ABCB1 (minor), UGTTAT# -

® CYP3A4 strong inducer : oJgeP&{E I IrinotecanMSN-38RVRE - W0 :
Phenobarbital, Carbamazepine, Phenytoin or Rifampin -

® CYP3A4 strong inhibitor : ol gE3E MMM IrinotecanFISN-38RYERE - -
Clarithromycin, Ketoconazole, ItraconazoleZ %

B PR 52 A1 TR B

» CBC MEk7#AMM/NMRETEL - FFBTIRE - MPEREE -

> CaEpaiR OB R RENIR (HBsAg ) ~ SR R#Z/bvinge (anti-HBc ) ~ £
FRFREMIR (anti-HBs ) ke - AlEMIBES HBV BERRVIRH - FERETE
et E R BB EN RS EMIEN -

e

> Onivyde 2—EB8IBERRERE 4B Topoisomerase 1 inhibitor-Irinotecan -
Irinotecan M tAE M ACHY) : SN-38 S ol topoisomerase I-DNA €5
s - FBILEED A DNA BRBEHERE - ERCUDRESYFIEE DNA E
HWER - BREIBDARASEEYIEESLEHR  FTEEEHENE— it
¥i1E S HRAMREER - SR IFAIMRAMNESR - SRARET -
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ONIVYDE mz25tE irinotecan AE - BB _F2{EIEE #SHC /5 ol £R:E irinotecan SR EEER
RIFBER -
(reference : https://www.onivyde.com/en-us/hcp/treatment-information/how-onivyde-

works/liposomal-technology

Polyethylene glycol (PEG)
helps prevent the ONIVYDE _——0
liposome from being rapidly =

cleared from the body, so ~o B
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
-80,0007

ol : : *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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1. EREE

> BEERMIER - BItEE 71 - 2 Atropine 0.25~1mg FFAREE FF
MIESTEPh AERE R MR RRYsE L -
>IERMIEE  MREERORMIBAKESR ( Loperamide ) B (£

dmg) - AEEWE/NSIKRA—3E (2mg ) BE) 12 /J\H%%B&EHF@
> k&8 ( Loperamide ) BEAEEEGHER 48 /\F - ZTEXEH
8% (16mg) -
GIEBRERIRKDNERENHER -
Eﬁéﬁ”ﬁ:rﬁgﬂgﬁﬁ,ﬁifﬁ<EmH&> BIERABRREIRSR

2. EOBEXELEBRENIMBRES  MARREZHB 2 FEEBER

BB ENL B R EE - LMEFEERAEZ 7 EH - S1%%E Onivyde
‘AR 4EH

3. WREREACDIGE  FSEFE—EHREZ oETRHI -

4. ERIEZEDEERRRRZE S - BN ERE - EATE RN EET
o EETF - gEFrHAE - BN - AIZER....E - AREHEARE
38°CRAERINIT - ZBFS E[ElE2 -

5. BBEMUNMXAERBEHERE - [TIREEKZE - A5 IIE AR R

% o
6. BIfFFZEAR 3/4 RAINRZEITFRBRZRIZH ARESAE
7. BRAREDAIIEE  ZIMIKETE - FFI0EE - BRI AMBEKIE
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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

