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Metastatic Disease (First-Line Therapy)

PRINCIPLES OF SYSTEMIC THERAPY

« Patients who progress with metastatic disease are not candidates for radiation unless required for palliative purposes.

Preferred Regimens
Good PS
0-1 modified FOLFIRINOX®>
« NALIRIFOX"1® (category 1)
* Gemcitabine + albumin-bound

paclitaxel® (category 1)

Only for known BRCA1/2 or PALB2

mutations:

+ FOLFIRINOX (category 1) or
modified FOLFIRINOX®>

« Gemcitabine + cisplatin8

* FOLFIRINOX (category 1) or

Other Recommended Regimens

+ Gemcitabine (category 1]

+ Gemcitabine + erlotinib®1? (category 1)

« Gemcitabine + capecitabine

+ Gemcitabine + albumin-bound paclitaxel +
cisplatin13.14

+ Fluoropyrimidine + oxaliplatin
» CapeOx'! (category 2B)
» OFF12 (category 2B)

« GTX'5 (category 2B)

Useful in Certain Circumstances

« Entrectinib (if NTRK gene fusion-positive)

« Larotrectinib (if NTRK gene fusion-positive)

« Selpercatinib (if RET gene fusion-positive)

+ Pembrolizumab!21 (if MSI-H, dMMR, or TMB-H
[210 mut/Mb])

« Dabrafenib + trametinib (if BRAF V600E
mutation-positive) (category 2B)19:20

Maintenance Therapy for Metastatic Disease on PANC-F (7 of 12)

€ Due to the high toxicity of this regimen, bolus 5-FU is often omitted.
f Although this combination significantly improved survival, the actual benefit was small, suggesting that only a small subset of patients benefit.
1 While NCCN recognizes that there is high-level evidence supporting the use of NALIRIFOX over gemcitabine and albumin-bound paclitaxel, it should be recognized
_ that this regimen does not appear to have an advantage over FOLFIRINOX and adds considerably more expense compared to FOLFIRINOX.
iNCCN Guidelines for Management of Immunotherapy-Related Toxicities.

Metastatic Disease (First-Line Therapy)

PRINCIPLES OF SYSTEMIC THERAPY

Subsequent Therapy on PANC-F (8 of 12

« Patients who progress with metastatic disease are not candidates for radiation unless required for palliative purposes.

Preferred Regimens

Other Recommended Regimens Useful in Certain Circumstances

Intermediate PS |+ Gemcitabine + albumin-bound * None « Entrectinib (if NTRK gene fusion-positive)
2 paclitaxel (category 1) « Larotrectinib (if NTRK gene fusion-positive)
« Capecitabine « Pembrolizumab’21 (if MSI-H, dMMR, or
« Gemcitabine TMB-H [210 mut/Mb])
« If unable to tolerate FOLFIRINOX, « Selpercatinib (if RET gene fusion-positive)
consider: » Dabrafenib + trametinib (if BRAF V600E
» 5-FU + leucovorin + oxaliplatin mutation-positive) (category 2B)19.20
(FOLFOX)22:23
» 5-FU + leucovorin + irinotecan
(FOLFIRI)62“~25
» CapeOx?
« Capecitabine (category 2B) * None « Pembrolizumab)21 (if MSI-H, dMMR, or

Poor PS
3

+ Gemcitabine

minutes (category 2B)

iNCCN Guidelines for Management of Immunothera

« Continuous infusion 5-FU (category 2B)

» 1000 mg/m? over 30 minutes, weekly
for 3 weeks every 28 days (category 1)

» Fixed-dose-rate gemcitabine (10 mg/
m?/min) may substitute for standard
infusion of gemcitabine over 30

TMB-H [210 mut/Mb])

« Larotrectinib (if NTRK gene fusion-positive)

« Entrectinib (if NTRK gene fusion-positive)
(category 2B)

+ Dabrafenib + trametinib (if BRAF V600E
mutation-positive) (category 2B)19:20

Maintenance Therapy for Metastatic Disease on PANC-F (7 of 12)

-Related Toxicities.

Subsequent Therapy on PANC-F (8 & 9 of 12)

<R1 EREBEETHEEICHT H—RBEE (NCCN Guidelines Version 1.2024_Pancreatic Adenocarcinoma &Y) >



PRINCIPLES OF SYSTEMIC THERAPY

Subsequent Therapy for Locally Advanced/Metastatic Disease and Therapy for Recurrent Disease

Preferred Regimens

Other Recommended Regimens

Useful in Certain
Circumstances

Good PS
0-1

« Entrectinib (if NTRK gene
fusion-positive)

« Larotrectinib (if NTRK
gene fusion-positive)

If no prior immunotherapy:

dMMR, or TMB-H 210
mut/Mb])

b Chemoradiation (PANC-F 10 of 12).

« Pembrolizumab’ (if MSI-H,

« Dabrafenib + trametinib (if BRAF
V600E mutation-positive)19:20

« Selpercatinib (if RET gene fusion-
positive)2®

If no prior immunotherapy:
« Dostarlimab-gxly’ (if MSI-H or
dMMR)

« Nivolumab + ipilimumab (if TMB-H
[210 mut/Mb]) (category 2B)

If prior gemcitabine-based therapy:

+ 5-FU + leucovorin + liposomal
irinotecan®’ (category 1 for
metastatic disease)

+ Bolus 5-FU + leucovorin

« Capecitabine

+ CapeOx

« Continuous infusion 5-FU

+ FOLFIRP1-33

« FOLFIRINOX or modified
FOLFIRINOX®:34

« FOLFOX

« OFF

€ Due to the high toxicity of this regimen, bolus 5-FU is often omitted.
f Although this combination significantly improved survival, the actual benefit was small, suggesting that only a small subset of patients benefit.
INCCN Guidelines for Management of Immunotherapy-Related Toxicities.

If prior fluoropyrimidine-based

therapy:

+ §5-FU + leucovorin +
liposomal irinotecan’? (if no
prior irinotecan)

+ Gemcitabine

» Gemcitabine + albumin-
bound paclitaxel

+ Gemcitabine + cisplatin
(only for known BRCA1/2 or
PALB2 mutations)

« Gemcitabine + erlotinib™3%

* Gemcitabine + albumin-
bound paclitaxel +
cisplatin’415 (category 2B)

Subsequent Therapy for Locally Advanced/Metastatic Di

PRINCIPLES OF SYSTEMIC THERAPY

and Therapy for Recurrent Di

« Adagrasib (if KRAS G12C
mutation-positive)

« Sotorasib (if KRAS G12C
mutation-positive)

+ Chemoradiation,” if not
previously given, only an
option for:

» Locally advanced disease if
primary site is the sole site
of progression

» Select patients with
recurrent disease in
combination with systemic
therapy

Preferred Regimens

Other Recommended Regimens

Useful in Certain Circumstances

Intermediate |+ None If prior fluoropyrimidine-based « Adagrasib (if KRAS G12C mutation positive)
PS2 therapy: + Dabrafenib + trametinib (if BRAF V600E mutation-
+ 5-FU + leucovorin + liposomal positive)19:
irinotecan? (if no prior irinotecan) | « Entrectinib (if NTRK gene fusion-positive)
+ Gemcitabine + albumin-bound « Larotrectinib (if NTRK gene fusion-positive)
paclitaxel « Sotorasib (if KRAS G12C mutation-positive)
« Chemoradiation® if not previously given, only an option
If prior gemcitabine-based therapy: | for:
« 5-FU + leucovorin + liposomal » Locally advanced disease if primary site is the sole site
irinotecan3? (category 1 for of progression
metastatic disease) » Selected patients with recurrent disease in combination
with systemic therapy
If no prior immunotherapy:
« Dostarlimab-gxly! (if MSI-H or dMMR)
« Pembrolizumab’ (if MSI-H, dMMR, or TMB-H [210 mut/Mb])
« Nivolumab + ipilimumab’ (if TMB-H [210 mut/Mb])
(category 2B)
Poor PS « Entrectinib (if NTRK gene |+ Capecitabine (category 2B) « Dabrafenib + trametinib (if BRAF V600E mutation
3 fusion-positive) « Continuous infusion 5-FU positive)19'2°
« Larotrectinib (if NTRK (category 2B) « Adagrasib (if KRAS G12C mutation-positive) (category 2B)
gene fusion-positive) » Gemcitabine « Sotorasib (if KRAS G12C mutation-positive) (category 2B)
» 1000 mg/m? over 30 minutes,
If no prior immunotherapy: weekly for 3 weeks every 28
« Pembrolizumab’ (if MSI-H, days (category 1)
dMMR, or TMB-H [210 » Fixed-dose-rate gemcitabine (10
mut/Mb]) ) mg/m?/min) may substitute for
« Dostarlimab-gxly’ (if MSI-H standard infusion of gemcitabine
or dMMR) (category 2B) over 30 minutes (category 2B)

b Chemoradiation (PANC-F 10 of 12).

JNCCN Guidelines for Management of Immunotherapy-Related Toxicities.
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PRINCIPLES OF SYSTEMIC THERAPY

Metastatic Disease (First-Line Therapy)

« Patients who progress with metastatic disease are not candidates for radiation unless required for palliative purposes.

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Good PS |+ FOLFIRINOX (category 1) or modified * Gemcitabine (category 1! + Pembrolizumabi-21 (if MSI-H, dMMR, or
0-1 FOLFIRINOX®® + Gemcitabine + erlotinib®1? (category 1) TMB-H [210 mut/Mb))
+ Gemcitabine + albumin-bound + Gemcitabine + capecitabine
paclitaxelB (category 1) * Gemcitabine + albumin-bound paclitaxel +
cisplatin131
+ NALIRIFOXH-16
Only for known BRCA1/2 or PALB2 « Dabrafenib + trametinib (if BRAF V600E
mutations: ) mutation positive) (category 2B)19:20
* FOLFIRINOX (category 1) or modified | Fluoropyrimidine + oxaliplatin
FOLFIRINOX®~ . » CapeOx 1 (category 2B)
+ Gemcitabine + cisplatin’-8 » OFF12 (category 2B)
+ GTX15 (category 2B)
Maintenance Therapy for Metastatic Di on PANC-F (7 of 12)

Subsequent Therapy on PANC-F (8 of 12)

€ Due to the high toxicity of this regimen, bolus 5-FU is often omitted.

f Although this combination significantly improved survival, the actual benefit was small, suggesting that only a small subset of patients benefit.

"'While NCCN recognizes that there is high-level evidence supporting the use of NALIRIFOX over gemcitabine and albumin-bound paclitaxel, it should be recognized
_ that this regimen does not appear to have an advantage over FOLFIRINOX and adds considerably more expense compared to FOLFIRINOX.

JNCCN Guidelines for Manaaement of Immunotherapv-Related Toxicities.

Metastatic Disease (First-Line Therapy)

« Patients who progress with metastatic disease are not candidates for radiation unless required for palliative purposes.

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Intermediate PS | « Gemcitabine + albumin-bound * None + NALIRIFOXi:16 (category 2B)
2 paclitaxel (category 1)

« Capecitabine
* Gemcitabine

Poor PS « Capecitabine (category 2B) + None « Pembrolizumabi?! (if MSI-H, dMMR, or
34 « Continuous infusion 5-FU (category 2B) TMB-H [210 mut/Mb])
* Gemcitabine « Larotrectinib (if NTRK gene fusion positive)
» 1000 mg/m? over 30 minutes, weekly « Dabrafenib + trametinib (if BRAF V600E
for 3 weeks every 28 days (category 1) mutation positive) (category 2B)19:20
» Fixed-dose-rate gemcitabine (10 mg/ « Entrectinib (if NTRK gene fusion positive)
m?#min) may substitute for standard (category 2B)

infusion of gemcitabine over 30
minutes (category 2B)

Maintenance Therapy for Metastatic Di on PANC-F (7 of 12)
Subsequent Therapy on PANC-F (8 & 9 of 12)

'While NCCN recognizes that there is high-level evidence supporting the use of NALIRIFOX over gemcitabine and albumin-bound paclitaxel, it should be recognized
that this regimen does not appear to have an advantage over FOLFIRINOX and adds considerably more expense compared to FOLFIRINOX.
JNCCN Guidelines for Management of Immunotherapy-Related Toxicities.

1 NCCN Guidelines Version 2.2023 Pancreatic Adenocarcinoma
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Subsequent Therapy for Locally Advanced/Metastatic Disease and Therapy for Recurrent Disease

Preferred Regimens

Other Recommended Regimens

Useful in Certain
Circumstances

Good PS
0-1

« Entrectinib (if NTRK gene
fusion-positive)

« Larotrectinib (if NTRK gene
fusion-positive)_

* Pembrolizumab’ (if MSI-H,
dMMR, or TMB-H [210 mut/Mb])

dMMR)

positive)

* CapeOx

« FOLFOX
« OFF

b Chemoradiation (PANC-F 10 of 12).

« Dabrafenib + trametinib (if BRAF
V600E mutation positive)19.20
« Dostarlimab-gxly! (if MSI-H or

. Selperca%i“nib (if RET gene fusion-

* Nivolumab + ipilimumabi (if TMB-H
[210 mut/Mb]) (category 2B)

If prior gemcitabine-based therapy:

* 5-FU + leucovorin + liposomal
irinotecan? (category 1 for
metastatic disease)

«+ Capecitabine

« Continuous infusion 5-FU

« FOLFIRI%®

+ FOLFIRINOX or modified
FOLFIRINOX®:29

therapy:
irinotecan)
* Gemcitabine

paclitaxel

mutations)

€ Due to the high toxicity of this regimen, bolus 5-FU is often omitted.
f Although this combination significantly improved survival, the actual benefit was small, suggesting that only a small subset of patients benefit.
JNCCN Guidelines for Management of Immunotherapy-Related Toxicities.

Subsequent Therapy for Locally Advanced/Metastatic Disease and Therapy for Recurrent Disease

If prior fluoropyrimidine-based

+ 5-FU + leucovorin + liposomal
irinotecan?’ (if no prior

* Gemcitabine + albumin-bound

* Gemcitabine + cisplatin (only
for known BRCA1/2 or PALB2

+ Gemcitabine + erlotinib®30

* Gemcitabine + albumin-bound
paclitaxel + cisplatin'®
(category 2B)

» Adagrasib (if KRAS
G12C mutation
positive)

« Sotorasib (if KRAS
G12C mutation
positive)

« Chemoradiation,P if
not previously given,
only an option for:

» Locally advanced
disease if primary
site is the sole site
of progression

» Select patients with
recurrent disease
in combination with
systemic therapy

14,15

Intermediate PS
2

Preferred Regimens
* None

Other Recommended Regimens

If prior fluoropyrimidine-based therapy:

* 5-FU + leucovorin + liposomal
irinotecan?’ (if no prior irinotecan)
+ Gemcitabine + albumin-bound paclitaxel

If prior gemcitabine-based therapy:

+ 5-FU + leucovorin + liposomal
irinotecan?® (category 1 for metastatic
disease)

Useful in Certain Circumstances

* Adagrasib (if KRAS G12C mutation

positive)
« Sotorasib (if KRAS G12C mutation
positive) X
. Dostarlimab-gxlx (if MSI-H or dMMR)
* Chemoradiation® if not previously
given, only an option for:
» Locally advanced disease if primary
site is the sole site of progression
» Selected patients with recurrent
disease in combination with
systemic therapy .
« Nivolumab + ipilimumab! (if TMB-H
[210 mut/Mb]) (category 2B)

Poor PS
3-4

« Entrectinib (if NTRK gene fusion-
positive)

« Larotrectinib (if NTRK gene fusion-
positive) .

* Pembrolizumab’ (if MSI-H, dMMR, or
TMB-H [210 mut/Mb])

« Dostarlimab-gxly! (if MSI-H or dMMR)
(category 2B)

b Chemoradiation (PANC-F 10 of 12).
JNCCN Guidelines for Management of Immunotherapy-Related Toxicities.

2

« Capecitabine (category 2B)
« Continuous infusion 5-FU (category 2B)
* Gemcitabine
» 1000 mg/m? over 30 minutes, weekly
for 3 weeks every 28 days (category 1)
» Fixed-dose-rate gemcitabine (10 mg/
m2/min) may substitute for standard
infusion of gemcitabine over 30
minutes (category 2B)

« Dabrafenib + trametinib (if BRAF
V600E mutation positive)!9:20

* Adagrasib (if KRAS G12C mutation
positive) (category 2B)

« Sotorasib (if KRAS G12C mutation
positive) (category 2B)

S

NCCN Guidelines Version 2.2023 Pancreatic Adenocarcinoma
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