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Version 7.0

—_ .
F#ic Version 6.0
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Pancreatic Cancer Treatment Guideline (page 1) ¢
CLINIGAL WORK UPE
PRESENTATION
. See
, If necessary See Page 3
B biopsy Metastatic €
g diseases confirmation
) disease
] No
. loAbd CT or No Jaundice
, MRI(if not metastatic] Surgical
performed — . §
2 | previouslyy disease candidate antibiotic coverage: Locally
| Clinical e CXR ztbiliary drainage advanced
suspicion of | [#CA19-9 Unresectabl
| pancreatic | |#GOT.GPT, ( ERCP or PTCD}: e
cancer T-Bilirubin metastases
D S o ERCPa | [E woder =
: Bilirubin: by metwstatic] | clmicatly | | comisint i
ancreatic
; PEUSGion | | poncreas dinemse || mdicated ot | | aear mezical
, [PPET (option) ifnot consultation is
imaging performed | | recommended
i previously
1 necessary s
, biopsy ee 1
! disease
. £ %% 2% 1. 2017 NCON

= BBRRA 5 4 31 AR
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< FEHE: Resectable disease:
» Abd CT or MRI(if not performed —*| Page ¥
< previously)«
» CXRs
Clinical suspicion of » CA19-9¢ «!| Borderline resectable disease:
pancreatic cancer - » GOT, GPT, T-Bilirubin, D- Bilirubin¢' [ "] Page 4
or I < e
evidence of dilated EFHAEE: - ‘ -
pancreatice % EUS« €| Locally advanced disease
» PET« —*| Page 5¢
# ERCP with stent placement(for «
Obstructive Jaundice)« —
< Metastatic disease:
—* Page 5¢
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i2 :T Resectable disease /o & /5

- o -
2. Resectable disease Unresectable disease at surgery
3§54 & %48 % Consider biliary bypass,

|
€ Gastrojejunostomy, if clinically indicated
<« RO, LN -)~'H B A
< # e RO, LN{+)] i fLme
< .

WA RL T Consider staging SRl AR
o laparoscopy as
3 clinically indicated«

o
o

Resectable Neoadjuvant therapye Abd Disease Locally advanced disease or<

disease< CT or¢ progression Metastatic diseases
] MRI¢ precluding surgery« R Page 5¢
« FREFHE I
o

*CRITERIA DEFINING RESECTABLE DISEASE STATUS AT DIAGNOSIS¢

¢ 1 Arterial: No arterial tumor contact (celiac axis [CAJ, superior mesenteric artery [SMA], or common hepatic artery [CHA]).

2. Yenous: No tumor contact with the superior mesenteric vein (SMV) or portal vein (PV) or <180° contact without vein contour irregularity.

4 #73 Borderline resectable disease /v > 3

5g

i% #z Locally advanced disease and metastatic disease ¥ /5

4. Locally advanced disease and metastatic disease-

N Consider resection,
if feasible

Continue systemic
therapy+

Pancreatic Cancer Treatment Guideline (page 3) <

SALVAGE THERAPY+

WORKUP< TREATM

Palliative C/T or

R/T or surgery< F
— *‘_'—‘ Palliative best supportive caret! Locally advanced
Palliative CCRT disease ¢

‘ AT e ‘

Biopsy a confirmed
assessment<
surgery<'
CT guid -
(CT goude or Metastatic disease¢ l
5 Lapa or EUS
FNAor ECOG >2¢ Palliative C/TIRT+
Metastatic -
lesions Other cancer confirmed: Palliative and best
P ) supportive cares

biopsy)

“CRITERIA DEFINING LOCALLY ADVANCED DISEASE STATUS AT DIAGNOSIS
Arterial:

(1) Head/umeinate process:
®  Solid fumor contact ~180° with the SMA or CA.
Palliative C/T or R/T or<' P (2) Pancreatic body/tail:

®  Solid tumor contact of >180° with the SMA or CA-

®  Solid tumor contact with the CA and aortic involvement.

If jaundice: Biliary drainage®’
(ERCP or PTCD)«

Best supportive cares

L

Venous ; Not currently amenable to resection and primary reconstruction due to complete occlusion of SMV/PY.:
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FTH &
1. Neoadjuvant Therapy (Resectable/Borderline Resectable Disease)
2. Adjuvant Chemotherapy regimins #7#j : Capecitabine ~

14-31

mFOLFIRINOX

Concurrent Chemoradiation Regiemns

Advanced/Metastastic regimens: Gemcitabine + albumin-bound
paclitaxel ~ Gemcitabine + albumin-bound paclitaxel+TS-
I+Leucovorin(GASL) ~ Liposomal irinotecan+ Fluorouracil +
leucovorin + oxaliplatin (NALIRIFOX) -
Gemcitabine+Fluorouracil+Leucovorin(GFL)

5.  Target therapy

W

. Resectable/Borderline resectable

Neoadjuvant RT: 36Gy in 2.4Gy fraction, 45-54Gy in 1.8-
2.0 fractions then followed by surgery 4-8 weeks after the
end of RT

. Locally advanced/unresectable

Definitive RT:
Standard fractionation: 50-60 Gy in 1.8-2.0 fractions
Hypofractionation: 25-45Gy in 5 fractions (SBRT)

. Resectable

Adjuvant RT: initial 45-46Gy in 1.8-2.0 fractions, then
additional 5-9Gy as boost

. Palliative RT: Non-metastatic/Metastatic: 25-36Gy in 5-6

fractions for palliation of symptoms or durable local tumor
control

. Recurrent

45-46Gy in 1.8-2.0 fraction
25-45Gy in 5 fractions (SBRT)
30-45Gy in 3 fractions (SBRT)
Clinical trials:

. IORT

® {:HE

1. Resectable/Borderline resectable
Neoadjuvant RT: 50-60Gy in 20 fractions, 50-60Gy in 1.8-2.0
fractionsthen followed by surgery 4-8 weeks after the end of RT

2. Locally advanced/unresectable
Definitive RT: Standard fractionation: 50-60 Gy in 1.8-2.0 fractions
Hypofractionation: 60-66Gy in 20-22 fractions, or 36-40Gy in 5
fractions (SBRT)

3. Resectable
Adjuvant RT: initial 45-54Gy in 1.8-2.0 fractions, then additional 9-
10Gy as boost

4. Palliative RT:
Non-metastatic/Metastatic: 25-40Gy in 5-8 fractions for palliation of
symptoms or durable local tumor control

5. Recurrent
45-60Gy in 20 fraction
36-40Gy in 5 fractions (SBRT)
30-45@Gy in 3 fractions (SBRT)
Clinical trials

6. IORT: 20-25Gy in one fractions

o W'J“$ % 7-11 7%
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7.

10.

11.

Resectable/Borderline Resectable (Neoadjuvant):

* 36 Gy in 2.4 Gy fractions to 45-54 Gy in 1.8-2.0 Gy
fractions (doses higher than 54 Gy may be considered on a
clinical trial).

* Elective nodal irradiation (ENI) is controversial for
resectable/borderline resectable/locally advanced disease.
Locally Advanced (Definitive):

* 45-54 Gy in 1.8-2.0 Gy fractions.

* Hypofraction/SBRT: 5-15 fractions (total dose 25-50 Gy),
caution is warranted utilizing higher doses and normal tissue
constraints must be respected.* Normal tissue constraints by
QUANTEC NORMAL TISSUE COMPLICATION
PROBABILITY MODELS

Resected (Adjuvant):

*45-46 Gy in 1.8-2.0 Gy fractions to the tumor bed,
surgical anastomoses (hepaticojejunostomy and
gastrojejunostomy may be omitted

if clinically appropriate), and adjacent lymph node basins,
potentially followed by an additional 5-9 Gy to the tumor
bed and anastomoses, if clinically appropriate.

Recurrent Pancreatic Cancer (pancreatic bed):

*45-54 Gy in 1.8-2.0 Gy fractions.

Palliative (Non-Metastatic and Metastatic):30 Gy in 10
fractions is commonly used, although specific dose and
fractionation recommendations should take into account
burden of metastatic disease, normal tissue tolerance, and
expected survival.
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ER S X Resectable disease
> Abd CT or MRI(if not performed > Page 3
previously)
» CXR
Clinical suspicion of > CA19-9 Borderline resectable disease
pancreatic cancer > GOT, GPT, T-Bilirubin, D- Bilirubin > Page4
or -,
evidence of dilated o Ak B
pancreatic » EUS ‘
» PET -
» ERCP with stent placement(for
Obstructive Jaundice)

Locally advanced disease
Page 5

\ 4

Metastatic disease
Page 5
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2. Resectable disease

Resectable
disease

Clinical Guideline 2026 version 7.0

\ 4

e N
Neoadjuvant therapy
TR

Unresectable disease at surgery
N + 781525 Consider biliary bypass,
Gastrojejunostomy, if clinically indicated
— RO, LN(-) s R AN
£ s RO, LN(+) IR A e
Consider staging | RI,R2 p| B ES R b
| laparoscopy as
clinically indicated
y
Abd Disease Locally advanced disease or
CT or progression Metastatic disease
MRI precluding surgery 2 Page 5

A

*CRITERIA DEFINING RESECTABLE DISEASE STATUS AT DIAGNOSIS
1. Arterial: No arterial tumor contact (celiac axis [CA], superior mesenteric artery [SMA], or common hepatic artery [CHA]).

2. Venous : No tumor contact with the superior mesenteric vein (SMV) or portal vein (PV) or <180° contact without vein contour irregularity.

3
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3. Borderline resectable

Borderline
resectable

\ 4

1. EUS-guided biopsy preferred
(if not previously done)
2. Consider staging laparoscopy

Clinical Guideline 2026 version 7.0

\

Cancer not Repeat biopsy
confirmed

Biopsy Consider ERCP with
positive ¥ stent placement

Neoadjuvant therapy

2L Page 3

*CRITERIA DEFINING BORDERLINE RESECTABLE DISEASE STATUS AT DIAGNOSIS

1. Arterial:

(1) Pancreatic head/uncinate process:

®  Solid tumor contact with CHA without extension to CA or hepatic artery bifurcation allowing for safe and complete resection and reconstruction.
®  Solid tumor contact with the SMA of <180°.
® Solid tumor contact with variant arterial anatomy (eg, accessory right hepatic artery, replaced right hepatic artery, replaced CHA, and the origin

of replaced or accessory artery) and the presence and degree of tumor contact should be noted if present, as it may affect surgical planning.
(2) Pancreatic body/tail:
®  Solid tumor contact with the CA of <180°.

2. Venous:

(1) Solid tumor contact with the SMV or PV of >180°, contact of <180° with contour irregularity of the vein or thrombosis of the vein but with

suitable vessel proximal and distal to the site of involvement allowing for safe and complete resection and vein reconstruction.

(2) Solid tumor contact with the inferior vena cava (IVC).
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4. Locally advanced disease and metastatic disease

Locally advanced
disease

Metastatic disease

*CRITERIA DEFINING LOCALLY ADVANCED DISEASE STATUS AT DIAGNOSIS

1. Arterial:

(1) Head/uncinate process:

®  Solid tumor contact >180° with the SMA or CA.
(2) Pancreatic body/tail:

®  Solid tumor contact of >180° with the SMA or CA.

Consider resection,
if feasible

ECOG=2

v

Continue systemic
therapy

Clinical Guideline 2026 version 7.0

\ 4

CCRT

\ 4

e %
B a T 'R

\ 4

>

ECOG>?2

\ 4

Palliative C/TERT

A 4

Palliative and best
supportive care

® Solid tumor contact with the CA and aortic involvement.

2. Venous : Not currently amenable to resection and primary reconstruction due to complete occlusion of SMV/PV.

5
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5. Recurrence after resection
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Recurrence after
resection

Local recurrence

A\ 4

Systemic therapy*RT

_| Surgical consultation

\ 4

Metastatic disease
with or without
local recurrence

"| *If pancreas only

\4

Palliative and best supportive care

\ 4

Metastatic disease




.2 =4
v Chung Shan Medical University Hospital ) pﬁ)ﬁy/r‘»% J}'Ej 5l Clinical Guideline 2026 version 7.0

= 9’% 1%’/'\%-;‘ pa
AR AIRG AR OEREEY Y 0 BT ERMEIFEA G- fA e B LRI G REFORERE
e E A e i 2 R gl > RRF S Sl A F R R R R BRR o o R R R T
Bipl o A PN Y A o RROR Y e 4 R N R DB IR o K 920 LR 5 UK 0 VIR e el 2
FAEEING 0% RINE 20% ~ I 10 % o
LR S AP R R G AR R T - e R A g IR R I R 2R - ek o ME R {ei) 1 7
LEER G RBEREDEY LENBRARBRA I F R REHEE L AL AT R ER
A E BB F A G SRR 0 8 T MR R

e E e A (work-up)
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(z )P AR442 5 M (Endoscopic Ultrasound EUS) : * > [P < o] 2 &P A2 R % 27 ¥ Bk o 330 5 B L5800k 08

()2 + 4 %4 & (PET scan) @ # & 2 BB A0 2 MG e BT BT § &5 ¥ H22 8 950 L 0 kL 50K 0
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=~ %% A 3 8th AJCC T-N-M A ¥

Primary Tumor(T)
TX | Primary tumor cannot be assessed T-N-M Stage Grouping
TO | No evidence of primary tumor T N M Staging
Carcinoma in situ Tis NO Mo 0
This includes high-grade pancreatic intraepithelial neoplasia (Panln- Tl NO MO 1A
Tis 3),intraductal papillary mucinous neoplasm with high-grade Tl NI MO 1B
dysplasia,intraductal tubulopapillary neoplasm with high-grade Tl N2 MO 11
dysplasia, and mucinous cystic neoplasm with high-grade dysplasia. T2 NO MO IB
T1 Tumor=2 cm in greatest dimension T2 N1 MO IIB
Tla | Tumor =0.5 cm in greatest dimension T2 N2 MO 11
T1b Tumor >0.5 cm and <1 cm in greatest dimension T3 NO MO 1IA
Tlc | Tumor 1-2 cm in greatest dimension T3 N1 MO 1B
T2 | Tumor >2 cm and =4 c¢m in greatest dimension T3 N2 MO TII
T3 Tumor >4 cm in greatest dimension T4 Any N MO I
4 Tumor involves :Celiac axis,superior mesenteric artery, and/or Any T Any N M] vV
common hepatic artery,regardless of size
Regional Lymph Node (N) Distant Metastasis (M)
NX | Regional LNs cannot be assessed MO No dls‘[al-lt
metastasis
NO | No regional LN metastases M1 | Distant metastasis
N1 Metastasis in1-3 regional LNs
N2 | Metastasis in 4 or more regional LNs




v Chung Shan Medical University Hospital 8% pﬁ%/ . %‘ 5}'& 3l

I ~ }%/r -r ‘!B

Clinical Guideline 2026 version 7.0

+ i /r%"aﬂ—\ﬂ W i TnE 0 ¥ (T A F‘iﬁf\’giﬁ.ﬁv’{@ EPER A0 ? ﬁﬁ)"’ 5—’}1‘}‘4&"@}%"& i‘%ﬁ
SARESTS LRI iﬁif}%%?ﬁ%ﬁuﬁ CRFIFEHT R L F AL B2 lrvk*”/f ML B e
g BJR 2 PR B GE (TR 5l g 2§ omp &@?%;;iﬂ/{f;&[%ﬂ,;ﬂ; 0y ;i_}i;‘ér\r_‘;%‘ro

TERFFSALE 7 2 s W KGRI X LR VEY > BlAc PARBRIES SR E D L - Ry
FEIR e fE o R T UGl Tt L RS R R S TG A EET o H PR L Lk
SRS R APTE AR 0 A2 K ARG o RBRAREATEITRAS S BHR ISR D ST
(= Vs 2 5% 5 ~ %R E S 2 R

L e B3 REROR R Rk a0 BE AN SRR F R FF A
AN L TR R 2 BT {@?i’ﬁiyﬂﬁ; EFF R BRI R L

-

B FEMERY CRARDE T PR R SRR FERER Y P RERRAY PR A

10



Chung Shan Medical University Hospital LR e R #.E; 5l Clinical Guideline 2026 version 7.0
2. NGB A AFRLEER > RRFES S ARG AL B (ERCP) & Vi & k%25 B T
(MRCP) » £ B 4Bt B 17 5% 00556 B 2o PG A fEd & 1 o
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()i &4 pr
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AR MR A F Y RIS LR Finp A S rtkic Rk o g AMERy Y RAARRY ERE A
w4 o

SEERARC EH > T EF NGRS A E R

4. 10RT(Intraoperative Radiation Therapy)re x &4 75 R

ff % # 7 2& (R or R2 resection) w 56 » #1507 4 3 e fo 0441
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Neoadjuvant Therapy (Resectable/Borderline Resectable Disease)

Clinical Guideline 2026 version 7.0

Regimen modified FOLFIRINOX
o Route of ) .
Drug Combination Dosage . . Times Frequency/Duration Notes
administration
Oxaliplatin 85 mg/m2 v drip 2hrs, on Day 1
. : 2 ks x 6-
Leucovorin 400 mg/m?2 v drip 2hrs, on Day 1 every \?Vée SX o
: : : 12cycles(If clinical condition
Irinotecan 150-180 mg/m2 v drip 90mins, on Day 1 .
is indicated)
Fluorouracil 2400 mg/m2 v drip 46hrs infusion
Ref Cecchini, M., Salem, R. R., Robert, M., Czerniak, S., Blaha, O., Zelterman, D., ... & Lacy, J. (2024). Perioperative modified FOLFIRINOX for
ef.
resectable pancreatic cancer: a nonrandomized clinical trial. JAMA oncology, 10(8), 1027-1035.
Regimen Fluorouracil (5-FU) + leucovorin + irinotecan + oxaliplatin (FOLFIRINOX)
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Oxaliplatin 85 mg/m?2 v drip 2hrs, on Day 1
Leucovorin 400 mg/m2 v drip 2hrs, on Day 1
) drip 90mins,
Irinotecan 180 mg/m2 v every 2 weeks
on Day 1
Fluorouracil 400 mg/m2 v bolus, on Day 1
Fluorouracil 2400 mg/m2 1A% over 46 h infusion
Ref Conroy, T.,, Desseigne, F., Ychou, M., Bouché, O., Guimbaud, R., Bécouarn, Y, ... & Ducreux, M. (2011). FOLFIRINOX versus gem citabine for
ef.

metastatic pancreatic cancer. New England journal of medicine, 364(19), 1817-1825.

14
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Regimen Gemcitabine + cisplatin
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
Gemcitabine 1000mg/m2 v on Dayl, Day 15
every 4 weeks x 2-6 cycles
Cisplatin 50mg/m2 v on Dayl1, Dayl5
Ref. Volker Heinemann et al. Randomized Phase I1I Trial of Gemcitabine Plus Cisplatin Compared With Gemcitabine Alone in Advanced Pancreatic
Cancer. J Clin Oncol 24:3946-3952; 2006.
Regimen Gemcitabine + albumin-bound paclitaxel
Drug Combination Dosage R.01.1te Of, Times Frequency/Duration Notes
administration
nab-paclitaxel 125mg/m2 v on Days 1, 8, and 15
every 4 weeks
Gemcitabine 1000mg/m?2 IV on Days 1, 8, and 15
Ref Von Hoff. D. D., Ervin, T, Arena, F. P, Chiorean, E. G., Infante, J., Moore, M., ... & Renschler, M. F. (2013). Increased survival in pancreatic
cancer with nab-paclitaxel plus gemcitabine. New England journal of medicine, 369(18), 1691-1703.
Regimen TS-1 + Gemcitabine + Oxaliplatin + Leucovorin(SLOG)
Drug Combination Dosage Route of administration Times Frequency/Duration Notes
35mg/m2 BID
TS-1 (Max daily dose PO Day 1-7
120mg) every 2 weeks
Folinic acid 20mg/m2 BID PO Day 1-7
Gemcitabine 800mg/m2 v Day 1

15
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Oxaliplatin 85mg/m2 v Day 1
Ref Chiang, N. J., Tsai, K. K., Hsiao, C. F, Yang, S. H., Hsiao, H. H., Shen, W. C., ... & Chen, L. T. (2020). A multicenter, phase I/l trial of biweekly S-1,
ef.

leucovorin, oxaliplatin and gemcitabine in metastatic pancreatic adenocarcinoma—TCOG T1211 study. European Journal of Cancer, 124, 123-130.

16
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Adjuvant Chemotherapy regimins

1. CONKO-001 w2k » 3 ¥ 20k SOLHORAE L F 0 #TIS #® % gencitabine fEZ R Fink c FEHMBRRAp - 7 ¥y
disease-free survival (DFS)% overall survival (0S) -

2. ESPAC-3 =3 %% 87 » #is#& * 5-FUleucovorin 4p+* # * gemcitabine > Z# 52 (0S) ZABEF LB - 5 B RopF > ¢ =
R AEE 23.0 B & 23.6 B oo

3. ESPAC-4 3% % 3*i¢ * capecitabine (A& 5 1660 mg/m?/p > % 1-21 % » & 4 x5 - BHAE) > HFwpy

gemcitabine °

Regimen Tegafur/gimeracil/oteracil 4§ = &
o Route of ) Frequency/
Drug Combination Dosage o . Times . Notes
administration Duration

BSA=1.5m2: 120mg/day
BSA1.25-1.5m2:

TS-1 100mg/day PO Day 1-28 every 42 days
BSA<1.25m2 : 80mg/day
or
BSA=1.5m2: 120mg/day
BSA1.25-1.5m2:
TS-1 Day 1-14 every 21 days

100mg/day PO
BSA<1.25m2 : 80mg/day
Ueno, H., loka, T., Ikeda, M., Ohkawa, S., Yanagimoto, H., Boku, N., ... & Tanaka, M. (2013). Randomized phase Il study of gemcitabine plus S-1,

Ref. S-1 alone, or gemcitabine alone in patients with locally advanced and metastatic pancreatic cancer in Japan and Taiwan: GEST study. Journal of

Clinical Oncology, 31(13), 1640-1648.
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Regimen Capecitabine
Route of . Frequency/
Drug Dosage o i Times . Notes
administration Duration
Capecitabine 850 mg/m2 PO BID PO on Days 1-21 every 4weeks
Ref Kim, H. S., Yi, S. Y, Jun, H. J., Lee, J., Park, S. H, Lee, J. K., ... & Park, J. O. (2010). Definitive chemoradiation therapy with capecitabine in
ef.
locally advanced pancreatic cancer. Anti-cancer drugs, 21(1), 107-112.
Regimen Gemcitabine
Route of ) )
Drug Dosage . i Times Frequency/Duration Notes
administration
Gemcitabine 1000mg/m2 v D1, 8, 15, days Q28days x6c¢ycles
Helmut Oettle et al. Adjuvant Chemotherapy With Gemcitabine vs Observation in Patients Undergoing Curative-Intent Resection of Pancreatic
Ref Cancer. (JAMA. 2007; 297:267-277).
ef.
H Ueno et al. A randomised phase III trial comparing gemcitabine with surgery-only in patients with resected pancreatic cancer: Japanese Study
Group of Adjuvant Therapy for Pancreatic Cancer.(British Journal of Cancer 2009, 101, 908 — 915) .
Regimen modified FOLFIRINOX
o Route of ) ‘
Drug Combination Dosage . . Times Frequency/Duration otes
administration
Oxaliplatin 85 mg/m2 v drip 2hrs, on Day 1
. . every 2 weeks x 6-
Leucovorin 400 mg/m2 v drip 2hrs, on Day 1 Y o
: - - 12cycles(If clinical
Irinotecan 150-180 mg/m2 v drip 90mins, on Day 1 e
condition is indicated)
Fluorouracil 2400 mg/m2 v drip 46hrs infusion
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Ref Cecchini, M., Salem, R. R., Robert, M., Czerniak, S., Blaha, O., Zelterman, D., ... & Lacy, J. (2024). Perioperative modified FOLFIRINOX for
CI.
resectable pancreatic cancer: a nonrandomized clinical trial. JAMA oncology, 10(8), 1027-1035.
Regimen Gemcitabine + Tegafur/gimeracil/oteracil 4§ = % #]
o Route of ) Frequency/
Drug Combination Dosage . i Times ) Notes
administration Duration
Gemcitabine 1000mg/m2 IV drip 30min, on Day 1, 8
BSA=1.5m2:
100mg/da
gy every 21days x 3-
BSA1.25-1.5m2:
S-1 Day 1-14 6cycles
80mg/day PO
BSA<1.25m2 :
60mg/day
Ueno, H., loka, T, lkeda, M., Ohkawa, S., Yanagimoto, H., Boku, N., ... & Tanaka, M. (2013). Randomized phase III study of gemcitabine plus S-1,
Ref. S-1 alone, or gemcitabine alone in patients with locally advanced and metastatic pancreatic cancer in Japan and Taiwan: GEST study. Journal of
Clinical Oncology, 31(13), 1640-1648.
Regimen Gemcitabine + capecitabine
Drug Route of . Frequency/
S Dosage o . Times ) Notes
Combination administration Duration
Gemcitabine 1000mg/m2 v Day 1, 8, 15 days
- - every 4 weeks x
o 1,660 mg/m?2 was given in
capecitabine . PO Day 1-21 6cycles
two divided doses per day
Ref. Neoptolemos, J. P, Palmer, D. H., Ghaneh, P, Psarelli, E. E., Valle, J. W., Halloran, C. M., ... & Biichler, M. W. (2017). Comparison of adjuvant
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gemcitabine and capecitabine with gemcitabine monotherapy in patients with resected pancreatic cancer (ESPAC-4): a multicentre, open-label,
randomised, phase 3 trial. The Lancet, 389(10073), 1011-1024.

Cunningham D, Chau I, Stocken DD, et al. Phase Il randomized comparison of gemcitabine versus gemcitabine plus capecitabine in patients with
advanced pancreatic cancer. J Clin Oncol 2009;27:5513-5518.

Concurrent Chemoradiation Regiemns

Regimen Capecitabine
Route of _ Frequency/
Drug Dosage . i Times . Notes
administration Duration
o ] o adjuvant gemcitabine
Capecitabine 625-825 mg/m2 PO BID PO on Days 1-5 With radiation .
treatment advised
Ref Kim, H. S., Yi, S. Y, Jun, H. J., Lee, J., Park, S. H,, Lee, J. K., ... & Park, J. O. (2010). Definitive chemoradiation therapy with capecitabine in locally
ef.
advanced pancreatic cancer. Anti-cancer drugs, 21(1), 107-112.
Regimen Gemcitabine
Drug Route of . Frequency/
o Dosage o . Times . Notes
Combination administration Duration
HRQL data support
the use of
Gemcitabine 300 mg/m2 v weekly With radiation

capecitabine- over
gemcitabine-based

chemoradiation.
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Ref Hurt CN, Mukherjee S, Bridgewater J, et al. Health-related quality of life in SCALOP, a randomized phase 2 trial comparing chemoradiation
ef.
therapyregimens in locally advanced pancreatic cancer. Int J Radiat Oncol Biol Phys 2015;93:810-818.
Regimen TS-1
Route of . Frequency/
Drug Dosage o i Times . Notes
administration Duration
o from day 1 to 14 and _ oy
Capecitabine 40 mg/m2 BID PO With radiation
from day 22 to 35
Ref Kim, HM., Bang, S., Park, J.Y. et al. Phase Il trial of S-1 and concurrent radiotherapy in patients with locally advanced pancreatic cancer. Cancer
ef.
Chemother Pharmacol 63, 535-541 (2009).
Advanced/Metastastic regimens
Regimen modified FOLFIRINOX
o Route of ) Frequency/
Drug Combination Dosage . . Times . Notes
administration Duration
Oxaliplatin 85 mg/m2 v drip 2hrs, on Day 1
Leucovorin 400 mg/m?2 v drip 2hrs, on Day 1
: ) X every 2 weeks
Irinotecan 150-180 mg/m2 v drip 90mins, on Day 1
Fluorouracil 2400 mg/m2 v drip 46hrs infusion
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Ref Cecchini, M., Salem, R. R., Robert, M., Czerniak, S., Blaha, O., Zelterman, D., ... & Lacy, J. (2024). Perioperative modified FOLFIRINOX for
ef.
resectable pancreatic cancer: a nonrandomized clinical trial. JAMA oncology, 10(8), 1027-1035.
Regimen Fluorouracil (5-FU) + leucovorin + irinotecan + oxaliplatin (FOLFIRINOX)
o Route of ) Frequency/
Drug Combination Dosage o . Times . Notes
administration Duration
Oxaliplatin 85 mg/m2 v drip 2hrs, on Day 1
Leucovorin 400 mg/m2 v drip 2hrs, on Day 1
Irinotecan 180 mg/m2 v drip 90mins, on Day 1 every 2 weeks
Fluorouracil 400 mg/m2 v bolus, on Day 1
Fluorouracil 2400 mg/m2 v over 46 h infusion
Ref Conroy, T, Desseigne, F., Ychou, M., Bouché, O., Guimbaud, R., Bécouarn, Y., ... & Ducreux, M. (2011). FOLFIRINOX versus gemcitabine for
ef.
metastatic pancreatic cancer. New England journal of medicine, 364(19), 1817-1825.
Regimen Gemcitabine + albumin-bound paclitaxel
o Route of ) Frequency/
Drug Combination Dosage o ) Times ] Notes
administration Duration
nab-paclitaxel 125mg/m?2 vV on days 1, 8, and 15
— every 4 weeks
Gemcitabine 1000mg/m2 v ondays 1, 8, and 15
Ref Von Hoff, D. D., Ervin, T, Arena, F. P, Chiorean, E. G., Infante, J., Moore, M., ... & Renschler, M. F. (2013). Increased survival in pancreatic cancer
ef.
with nab-paclitaxel plus gemcitabine. New England journal of medicine, 369(18), 1691-1703.
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Regimen Gemcitabine + albumin-bound paclitaxel+TS-1+Leucovorin(GASL)
o Route of ) Frequency/
Drug Combination Dosage o . Times ) Notes
administration Duration
nab-paclitaxel 125mg/m?2 IV on day 1
Gemcitabine 800mg/m2 v on day 1 every 2 weeks
Leucovorin 30mg BID PO day 1-7 Until progression
TS-1 60-100mg/day PO day 1-7
Su, Y. Y, Bai, L. Y, Huang, C. J., Chiu, C. F, Wang, H. T,, Du, J. S., ... & Chen, L. T. (2024). 1528P TCOG T5221 trial: A phase II randomized study
Ref. of gemcitabine and nab-paclitaxel in combination with S-1/LV (GASL) or oxaliplatin (GAP) as first-line treatment for metastatic pancreatic cancer.
Annals of Oncology, 35, $932-S933.
Regimen Gemcitabine
o Route of ) Frequency
Drug Combination Dosage o ) Times ] Notes
administration /Duration
Gemcitabine 1000mg/m2 vV D1, 8, 15, days every 4 weeks
Helmut Oettle et al. Adjuvant Chemotherapy With Gemcitabine vs Observation in Patients Undergoing Curative-Intent Resection of Pancreatic
Cancer. (JAMA. 2007; 297:267-277).
Ref. H Ueno et al. A randomised phase Il trial comparing gemcitabine with surgery-only in patients with resected pancreatic cancer: Japanese Study
Group of Adjuvant Therapy for Pancreatic Cancer.(British Journal of Cancer 2009, 101, 908 — 915) .
Regimen Gemcitabine + cisplatin
L Route of . Frequency/
Drug Combination Dosage o ) Times ) Notes
administration Duration
Gemcitabine 1000mg/m2 v on Dayl, day 15 every 4 weeks
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cisplatin 50mg/m2 v on Dayl, day15
Ref Volker Heinemann et al. Randomized Phase III Trial of Gemcitabine Plus Cisplatin Compared With Gemcitabine Alone in Advanced Pancreatic
ef.
Cancer. J Clin Oncol 24:3946-3952; 2006.
Regimen TS-1 + Gemcitabine + Oxaliplatin + Leucovorin(SLOG)
o Route of ) Frequency/
Drug Combination Dosage o . Times ) Notes
administration Duration
35mg/m2 BID(Max
TS-1 . PO Day 1-7
daily dose 120mg)
Folinic acid 20mg/m2 BID PO Day 1-7 every 2 weeks
Gemcitabine 800mg/m?2 v Day 1
Oxaliplatin 85mg/m?2 v Day 1
Ref Chiang, N. J., Tsai, K. K., Hsiao, C. F., Yang, S. H., Hsiao, H. H., Shen, W. C., ... & Chen, L. T. (2020). A multicenter, phase I/II trial of biweekly S-1,
ef.
leucovorin, oxaliplatin and gemcitabine in metastatic pancreatic adenocarcinoma—TCOG T1211 study. European Journal of Cancer, 124, 123-130.
Regimen Tegafur/gimeracil/oteracil 4§ * % &
o Route of ) _
Drug Combination Dosage . . Times Frequency/Duration Notes
administration
BSA=1.5m2:
120mg /day
BSA1.25-1.5m2:
TS-1 PO Day 1-28 every 42 days
100mg/day
BSA<1.25m2 :
80mg/day
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or
BSA=1.5m2:
120mg /day
BSA1.25-1.5m2:
TS-1 PO Day 1-14 every 21 days
100mg/day
BSA<1.25m2 :
80mg/day
Ueno, H., loka, T, Ikeda, M., Ohkawa, S., Yanagimoto, H., Boku, N., ... & Tanaka, M. (2013). Randomized phase Il study of gemcitabine plus S-1,
Ref. S-1 alone, or gemcitabine alone in patients with locally advanced and metastatic pancreatic cancer in Japan and Taiwan: GEST study. Journal of
Clinical Oncology, 31(13), 1640-1648.
Regimen Gemcitabine + Tegafur/gimeracil/oteracil 3§ * % #|
o Route of ) Frequency/
Drug Combination Dosage o ) Times ) Notes
administration Duration
Gemcitabine 1000mg/m2 vV drip 30min, on day1,8
BSA=1.5m2:
100mg/day
5.1 BSA1.25-1.5m2: PO day1-14 every 21days
80mg/day
BSA<1.25m2:
60mg/day
Ueno, H., loka, T, Ikeda, M., Ohkawa, S., Yanagimoto, H., Boku, N., ... & Tanaka, M. (2013). Randomized phase Il study of gemcitabine plus S-1,
Ref. S-1 alone, or gemcitabine alone in patients with locally advanced and metastatic pancreatic cancer in Japan and Taiwan: GEST study. Journal of

Clinical Oncology, 31(13), 1640-1648.
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Regimen

Gemcitabine+Oxaliplatin+Fluorouracil+Leucovorin(GOLF)

Drug Combination

Route of . Frequency/
Dosage o . Times ) Notes
administration Duration

fixed-dose rate (10

Gemcitabine 800 mg/m2 v o )
mg/m2/min) infusion
Oxaliplatin 85mg/m2 v 2-h infusion Q2W/4-6¢ycles
Fluorouracil 3000mg/m2 v 48-h infusion
Leucovorin 150mg/m2 v 48-h infusion
Ref "Ch’ang, HJ., Huang, CL., Wang, HP. et al. Phase II study of biweekly gemcitabine followed by oxaliplatin and simplified 48-h infusion of 5-
1.
fluorouracil/leucovorin (GOFL) in advanced pancreatic cancer. Cancer Chemother Pharmacol 64, 1173—1179 (2009).
Regimen Liposomal irinotecan(Onivyde)+ Leucovorin+Fluorouracil
o Route of ) _
Drug Combination Dosage . . Times Frequency/Duration Notes
administration
Onivyde 60-80 mg/m2 vV drip 90 mins, on day 1
; . . Q2W/cycles until
Leucovorin 400 mg/m?2 vV drip 30 mins, on day 1 .
progression
Fluorouracil 2400 mg/m2 vV 46-h infusion
Wang-Gillam, A., Li, C. P, Bodoky, G., Dean, A., Shan, Y. S., Jameson, G., ... & Wong, M. (2016). Nanoliposomal irinotecan with fluorouracil and
Ref. folinic acid in metastatic pancreatic cancer after previous gemcitabine-based therapy (NAPOLI-1): a global, randomised, open-label, phase 3 trial.

The Lancet, 387(10018), 545-557.
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1.22 5-FU % leucovorin & & & * > ¥ 3% i gemcitabine /o (S 12 3 & B 1 2 #H 'Fi”i\:ﬂfjlff% > (107/8/1)

hE i 2.2 oxaliplatin ~ 5-FU {r leucovorin & % - 1% 5 5 {2 9% 35Uy = 4 5 4 % - sk o (114/12/1)
3EEEmFAPALR Y o
Regimen Liposomal irinotecan+ Fluorouracil + leucovorin + oxaliplatin (NALIRIFOX)
L Route of ) Frequency
Drug Combination Dosage . . Times ) Notes
administration /Duration
Liposomal irinotecan 50mg/m2 v drip 90mins, on day 1
Fluorouracil 2400mg/m2 v drip 46hrs infusion Q2W/Until
leucovorin 400mg/m2 v drip 2hrs, on day 1 progression
oxaliplatin 60mg/m?2 v drip 2hrs, on day 1
Ref NALIRIFOX versus nab-paclitaxel and gemcitabine in treatment-naive patients with metastatic pancreatic ductal adenocarcinoma (NAPOLI 3): a
' randomised, open-label, phase 3 trial  Published online September 11, 2023 https://doi.org/10.1016/S0140-6736(23)01366-1
1.22 5-FU % leucovorin & & i * > ¥ 3% X iF gemcitabine /o (SR #F & B i 2 # 'I:*_’J%Hﬁuﬁf’;,- > (107/8/1)
RS 2.#2 oxaliplatin ~ 5-FU 4v leucovorin & * » i% % & # ‘f’ig%’gfjl«‘f%%\; Ao A - e R o (114/12/1)
3EEENFHPOELS R Y o
Regimen Gemcitabine+Fluorouracil+Leucovorin(GFL)
o Route of ) Frequency/
Drug Combination Dosage o . Times ) Notes
administration Duration
Gemcitabine 800mg/m?2 v drip 30mins, onday 1 | weekly for 3 of every
Fluorouracil 2000mg/m2 v 24-h, infusion 4 weeks
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infusion with

Leucovorin 300mg/m?2 v .
Fluorouracil
Ref Marantz, A., Jovtis, S., Almira, E., Balbiani, L., Castilla, J. L., Fein, L., ... & Lastiri, F. (2001, June). Phase II study of gemcitabine, 5-fluorouracil,
ef.
and leucovorin in patients with pancreatic cancer. In Seminars in oncology (Vol. 28, pp. 44-49). WB Saunders.
Regimen Modified FOLFOX
. Route of ) .
Drug Combination Dosage o . Times Frequency/Duration Notes
administration
L drip 120 mins, on Day
Oxaliplatin 85 mg/m2 v i
. . . 2w x 612 cycles
Leucovorin 200 mg/m2 v 46-h infusion Q Y
5-FU 2600 mg/m2 v 46-h infusion
Ref Al-Batran S-E, Hartmann JT, Probst S, et al. Phase Il trial in metastatic gastroesophageal adenocarcinoma with fluorouracil, leucovorin plus
ef.
either oxaliplatin or cisplatin: a study of the Arbeitsgemeinschaft Internistische Onkologie. J Clin Oncol 2008;26:1435-1442.
Regimen 5-FU + leucovorin + irinotecan (FOLFIRI)
o Route of . Frequency/
Drug Combination Dosage o ) Times ] Notes
administration Duration
irinotecan 180mg/m2 vV on day 1
leucovorin 400mg/m?2 v drip 2hrs, on day 1
Q2W/cycle
5-FU 400mg/m2 v bolus . .
Until progression
5-FU 2400mg/m2 v 46-h infusion
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Cindy Neuzillet et al., FOLFIRI regimen in metastatic pancreatic adenocarcinoma resistant to gemcitabine and platinum-salts. WJG;2012

Ref.
September 7 ; 18(33): 4533-4541.
Immunotherapy
Regimen Pembrolizumab (if MSI-H, dMMR, or TMB-H [>10 mut/Mb])
.. Route of ) .
Drug Combination Dosage o . Times Frequency/Duration Notes
administration
pembrolizumab 200 mg v every 3 weeks
or
pembrolizumab 400mg v every 6 weeks
Ref Storandt, M. H., Tran, N., Martin, N., & Jatoi, A. (2023). Pembrolizumab near the end of life in patients with metastatic pancreatic cancer: a multi-

ef.

site consecutive series to examine survival and patient treatment burden. Cancer Immunology, Immunotherapy, 72(7), 2515-2520.
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Target therapy

If NTRK gene fusion- positive

Regimen Entrectinib
Entrectinib
- . body surface area [BSA]>1.5 m2: 600 mg orally once daily
# F’(g v

BSA 1.11 to 1.5 m2: 500 mg orally once daily
BSA 0.91 to 1.1 m2: 400 mg orally once daily

Doebele, R. C., Drilon, A., Paz-Ares, L., Siena, S., Shaw, A. T, Farago, A. F,, ... & Demetri, G. D. (2020). Entrectinib in patients with advanced

Ref.
or metastatic NTRK fusion-positive solid tumours: integrated analysis of three phase 1-2 trials. The lancet oncology, 21(2), 271-282.
Regimen Larotrectinib
Larotrectinib
I BSA>1.0m2:100 mg » & % & =X
5r®¢ = .
BSA<1.0m2:100 mg/m2 > = % & =
PRAAERGPET B IAREMAL I AR TRENE Y
Ref O'’reilly, E. M., & Hechtman, J. F. (2019). Tumour response to TRK inhibition in a patient with pancreatic adenocarcinoma harbouring an NTRK
(J

gene fusion. Annals of Oncology, 30, viii36-viii40.

If RET gene fusion- positive

Regimen

Selpercatinib

Selpercatinib

<50kg,120 mg orally twice daily, about every 12 hours
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>50kg, 160 mg orally twice daily, about every 12 hours

Ref.

Raez, L. E., Kang, H., Ohe, Y., Khanal, M., Han, Y., Szymczak, S., ... & Gilligan, A. M. (2024). Patient-reported outcomes with selpercatinib
treatment in patients with RET-driven cancers in the phase I/II LIBRETTO-001 trial. ESMO open, 9(5), 103444.

Patients who have response or stable disease after 4—6 months of chemotherapy may undergo

a chemotherapy holiday or maintenance therapy.

If previous platinum-based chemotherapy:

Regimen Olaparib 300mg BID
Fo® e Ola?arib 300mg BID . ‘ i |
FFRAE 5 300mg e F P UvPRA K o WER TR > & p A E 600mg
Ref Ahn, E. R., Rothe, M., Mangat, P. K., Garrett-Mayer, E., Calfa, C. J., Alva, A. S., ... & Schilsky, R. L. (2024). Olaparib in patients with pancreatic cancer

with BRCA1/2 mutations: Results from the targeted agent and profiling utilization registry study. JCO Precision Oncology, 8, €2300240.
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N~ SR R R
1. Resectable/Borderline resectable
- Neoadjuvant RT: 50-60Gy in 20 fractions, 50-60Gy in 1.8-2.0 fractions
- then followed by surgery 4-8 weeks after the end of RT
2. Locally advanced/unresectable
- Definitive RT:
- Standard fractionation: 50-60 Gy in 1.8-2.0 fractions
- Hypofractionation: 60-66Gy in 20-22 fractions, or 36-40Gy in 5 fractions (SBRT)
3. Resectable
- Adjuvant RT: initial 45-54Gy in 1.8-2.0 fractions, then additional 9-10Gy as boost
4. Palliative RT:
- Non-metastatic/Metastatic: 25-40Gy in 5-8 fractions for palliation of symptoms or durable local tumor control
5. Recurrent
- 45-60Gy in 20 fractions
- 36-40Gy in 5 fractions (SBRT)
- 30-45Gy in 3 fractions (SBRT)
- Clinical trials:
6. IORT: 20-25Gy in one fraction
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L
Irradiation type Dose (Gy), or
WVolume (partial organ unless dosg/volume Notes on
Organ segmented otherwise stated)' Endpoint paramelers' Rate (%) dosg/volume parameters
Liver Whole liver - GTV ID-CRT or Classic RILD'! Mean dose <30-32 <5 Excluding patients with pre-existing
Whole organ liver disease or hepatocellular
carcinoma, as tolerance doses
are lower in these patients
Whole liver - GTV IDCRT Classic RILD Mean dose <42 <50
Whole liver - GTV ID-CRT or Classic RILD Mean dose <28 <5 In patients with Child-Pugh A
Whole organ preexisting liver disease or
hepatocellular carcinoma,
excluding hepatins B
reaclivation
Whole liver - GTV ID-CRT Classic RILD Mean dose <36 <50 as an endpoint
Whole liver -GTV SBRT (hypofraction) Classic RILD Mean dose <13 <5 3 fractions, for primary liver cancer
<18 <5 6 fractions, for primary liver cancer
Whole liver — GTV SBRT (hypofraction) Classic RILD Mean dose <15 <5 3 fractons, for liver metastases
<20 <5 6 fractions, for liver metastases
=700 cc of normal liver SBRT (hypofraction) Classic RILD Dy <15 <5 Critical volume based, in 3-35
fractions
Kidney Bilateral whole kidney' Bilateral whole organ Clinically relevant renal Mean dose <15-18 <5
or 3D-CRT dysfunction
Bilateral whole kidney' Bilateral whole organ Clinically relevant renal Mean dose <28 <50
dysfunction
Bilateral whole kidney* ID-CRT Clinically relevant renal V12 <55% <5 For combined kidney
dysfuntction V20 <32%
V23 <30%
V28 <20%
Stomach Whole organ Whole organ Ulceration D100 <45 <7
Small bowel Individual small bowel loops ID-CRT Grade = 3 acute toxicity’ V15 <120 cc <10 WVolume based on segmentation of
the individual loops of bowel, not the
entire potential peritoneal space
Entire potential space within ID-CRT Grade = 3 acute oxicity’ V45 <195 cc <10 Volume based on the entire potential

peritoneal cavily

space within the peritoneal cavity
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NCCN Clinical Practice Guideline in Oncology-Pancreatic cancer v.2.2025
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