NCCN Clinical Practice Guidelines in Oncology v.1.2009

fisk B e AL T

Lk

U

5

AP



n BREVERIARRZES R, RERBEXRRILI20FEKS
i o
n EIRFFE200 N TBRIE,CTABIERFRET ES S

(A

LE i) 7.3% 3.3% 7.8% 35.9% 47.1%

SEEAEFR  5%-35% 2%-15% 2%-15% 1%-5% <1%




FAR:

v FARFEMN10-15%;

v RJG24EN B & Z80%95%;

v RIGSFEEFHE 15-20% .

v GBI ARRISELEERLFNO.
JREBIETT— 07« A WK &RT)

AT

AN 7 IR T
RIT R

HRVETT
SCRFIRTT

(W |

mEEEERE. MK, &5)

= v 3

Wiy —JLF I EPSIF I R



FERR & L7 R M-NCCN V. 1. 2009

Systemic therapy is used in the neuadjuvantlur adjuvant Isetting and in the management of locally advanced unresectable and metastatic

disease.

= Goals of systemic therapy should be discussed with patients prior to initiation of therapy and enrollment in a clinical trial is strongly
encouraged.

= Close follow-up of patients undergoing chemotherapy is indicated.

4 Gemcitabine §t 1000 mg/m 2 over 30 minutes, weekly for 3 weeks every 28 days, is considered standardlfrunt-line therapy for patients

with metastatic disease (category 1).

o Gemcitabine ¢r gemcitabine-based combination therapy without RT may be considered as an alternative to 5-FU-based chemoradiation
for patients with locally advanced, unresectable disease or as adjuvant therapy.

« Fixed-dose rate gemcitabine (10 mg/m%minute) may substitute for standard infusion of gemcitabine over 30 minutes (category 2B).

* Gemcitabine combinations have shown a favorable or potentially favorable impact on time to progression or survival (overall or 1 y) for

patients with good performance status:

¥ Gemcitabine|+ erlotinib’

y+ Gemcitabine|+ cisplatin?

L _Gemcitabine|+ fluoropyrimidine?:3

= Becond-ling therapy may consist of gemcitabine for those patients not previously treated with the drug. Other options include
capecitabine4 (1000 mg/mZ2 PO twice daily, days 1-14 every 21 days) or 5-FU/leucovorin >or CapeOx® . Results of the CONKO 003 trial
demonstrated a significant improvement in overall survival with addition of oxaliplatin to 5-FU /leucovorin.

e The CONKO 001 trial demonstrated significant improvements in disease-free survival and overall survival with use of post-operative
gemcitabine as adjuvant chemotherapy versus observation in resectable pancreatic adenocarcinoma’

= The use of gemcitabine based chemotherapy is frequently combined, sequentially, with 5-FU based chemoradiotherapy.

= No significant differences were observed in the RTOG 97-04 study comparing pre- and post- chemoradiation 5-FU with pre- and post-
chemoradiation femcitabine for post-operative adjuvant treatment. However, overall survival was significantly increased in the
gemcitabine arm compared with the 5-FU arm in the subset of patients with tumors of the pancreatic head.®
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"For any tumors where there is a higher likelihood of an incomplete (R1 or R2) resection, it is suggested that chemoradiation be given prior to surgery.
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Baseline pretreatment
e CT scan
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No evidence
of recurrence
or metastatic
disease

Clinical trial preferred
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Systemic gemcitabine followed
by chemoradiation (5-FU-based)
or
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emcitabine preferred

or
e 5-FU
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No.of Patients

Disease-Free Survival
Median(95%CIl),MO

Overall Survival,Median,mo

Gemcitabin | Observati | Gemcita | Observation P Gemcitab | Observatio | P value*
e on bine value* ine n
All 179 175 < 3.4(11.4 | 6.9(6.1-7.8) <.0 221 20.2 .06
pat;ent Q

RO 145 148 13.1(11.6 | 7.3(5.9-8.7) <.001 21.7 20.8 18
-14.6)

R1 34 27 15.8(7.5- | 5.5(4.1-6.9) <.001 221 14.1 .07
24.1)

N- 52 48 24.8(6.8- | 10.4(6.4-15.5) .003 34.0 27.6 .04
42.7)

N+ 127 127 12.1(10.7 | 6.4(5.7-7.2) <.001 18.5 18.2 44
-13.4)

T1-2 25 24 48.2(0- |10.0(4.4-15.5) .02 50.2 27.6 .28
96.8)

T3-4 154 151 12.9(11.5 | 6.7(5.9-7.5) <.001 20.5 19.1 A1

-14.3)
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Good
performance
status

Permanent
Metastasis — | stent if
jaundice!

Poor
performance
status

Unresectable,
Adenocarcinoma
confirmed

Good
performance
status

No
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jaundice

Permanent
metal stent!

Poor
performance
status
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Clinical trial preferred
or

emcitabine™ (category
or
Gemcitabine-based

combination therapy"

@tahine" (category 1

or
Best supportive care®

Clinical trial preferred
or

Chemotherapy
(gemcitabine based)™
+ chemoradiationik!
or
@tabine“

or
Gemcitabine-based
combination therapy"

@tahine N (category 1
or

Best supportive care®
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Borderline

» Severe unilateral or bilateral SMV/portal impingement

» Less than 180 degree tumor abutment on SMA resecta biE,bfc
» Abutment or encasement of hepatic artery, if reconstructik no jaundice

» SMV occlusion, if of a short segment, and reconstructible.

e TAIL

» SMA or celiac encasement less than 180 degree

"For any tumors where there is a higher likelihood of an incomplete (R1 or R2) resection, it is suggested that chemoradiation be given prior to surgery.
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Candidate for
neocadjuvant therapy

Planned
neoadjuvant
therapy® Resectable

(category 2B) Biopsy. EUS directed biopsy
b {pr&f&rred}f if necadjuvant

OR therapy is planned + staging
laparoscopy9 (category 2B)

resectable bt | —»
no jaundice

Planned
resection Locally advanced

(category 2B)

Metastatic disease
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) No (%)
ASEFRL (Tl baseline Gemcitabine Observation Group
characteristics of eligible patients Sroup (controb)
No. of patients 179 175
Age. Median 62 (34-82> 61 (36-81>
(range) > y
sex Women 74 (41) 77 (44)
men 105 (59) 98 (56)
Days from surgery to median 22 24
oLzl Interquartile range 15-32 15-34
Days from resection to start of adjuvant 36 (28-43)
Chemitherapy. median (interquartile range)
KPS.; median (range’ 80 (60-100> 80 (50-100>
Resection status 1{V) 145 (81 148 (85>
R1 34 (19 27 (1%
Primary tumor size T1 7 (&4 7 (&4
T2 18 (10 17 (10
T3 146 (82) 146 (83)
T4 8 (& 5 (3
Nodal status NO 52 (29 a8 (27D
N1 126 (70 124 (71
[\ 4 1D 3 (2
Grading 1 10 (& q (5
2 103 (58 95 (54)
3 63 (35 68 (39
IInknown 2((2) 2((2)
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in the Total Population And in Patient Subgroups

AALE 47 51

No.of Patients

Disease-Free Survival

Overall

Median(95%Cl),MO Survival,Median,mo
Gemcita | Observ | Gemcit | Observa P Gemcit | Observ P
bine ation | abine tion value | abine ation | value*
ANl 179 175-.13.4C¢1 | 6.9¢6.1- | <.00{ 22.1 20.2 .06
patient 1. 4- 7.8) 1
s | ] | ]
15.3)
RO 145 148 13,11 | 7.3(5.9- | .00 21.7 20.8 .18
1.6- 8.7 1
14.6)
R1 34 2% 15.8(%7.| 5.5¢4.1- | <.00 22.1 14.1 .07
5-24.1) 6.9) 1
N- 52 48 24.8(6.| 10.4¢6.4 | .003 34.0 2%.6 .04
8-42.%7)| -15.5)
N+ 127 127 12,1(1 | 6.4(5.7- | .00 18.5 18.2 44
0.7- 7.2) []
13.4)
T1-2 25 24 48.2(0 | 10.0(4.4 | .02 50.2 2%.6 .28
-96.8) | -15.5) Oettle, H.etal.JAMA 2007;297:267-277
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Toxicity in Percentage Gemcitabine Observation
of Cycles by ( (n=1092cycles
Gemcitabine Group and |n=1116cycles>
cOntro| Group Any | Grad | Grad | Any | Grad | Grade
grad (e 3 e d grad (e 3 4
e e
Hematologic | Hemoglobin 27.9. 0.6 |0 3.3 0.1 0
Leukocytes 30.8 2.4 0 2.1 | 0.1 0
Platelets 6.4 | 0.5 0.3 1.0 | O 0
No.nhematol Nausea/Vomiting | 21.2| 1.3 0 2.8 | 0.2 0
O81e Diarrhea 9.0 (0.9 |0 5.1 (04 |0
Edema 8.9 |04 0,1 0.4 0.1 0
Infection 3.9 0.4 0 1.7 0.3 0
Biochemical | Alanine 20.5 | 0.5 0.1 12.5| 0.5 0.1
transaminase
/aspartate
transaminase
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Burris Ha 3rd, Moore MJ, Anderson J, et al. Improvements in survival and clinical benefit with gemcitabine as first-line
therapy for patients with advanced pancreas cancer: a randomized trial. J Clin Oncol, 1997; 15(6):2403-13
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Burris Ha 3rd, Moore MJ, Anderson J, et al. Improvements in survival and clinical benefit with gemcitabine as first-line
therapy for patients with advanced pancreas cancer: a randomized trial. J Clin Oncol, 1997; 15(6):2403-13
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L-OHP/FA /5-FU (OFF) + BSC vs BSC
—Ziayy GEM 21

L)
(CONKO 003) Germany (ASCO 2005)

165 VIGEM Zuis)y R e iR i, FablEs:
FU 2g/m> (24h)/FA 200 mg/m> (30min) on
d?, d8, d15, d22 in + L-OHP 85mg/m> (2h)
d8 and 22. =BSC.
gE 3.
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Clinical trial preferred
or

Gemcitabine™ (category 1)
or

Gemcitabine-based
combination therapy™

Gemcitabine™ (category 1)
or
Best supportive care®

Clinical trial preferred
or

Chemotherapy
(gemcitabine based)™
+ chemoradiationl*:
or

Gemcitabine™

or
Gemcitabine-based
combination therapy™

Gemcitabine™ (category 1)
or
Best supportive care®

Clinical tral
or
Fluorinated pyrimidine-based
therapy™P+ oxaliplatin

or

Best supportive care®

Clinical trial

5% Recurrence
Fluorinated pyrimidine- or metastatic
based therapy™P —* |disease

+ oxaliplatin See above
or pathway
Best supportive care®



Systemic therapy is used in the necadjuvant or adjuvant setting and in the management of locally advanced unresectable and metastatic

disease.

e Goals of systemic therapy should be discussed with patients prior to initiation of therapy and enrollment in a clinical trial is strongly
encouraged.

« Close follow-up of patients undergoing chemotherapy is indicated.

« Gemcitabine at 1000 mg/m2 over 30 minutes, weekly for 3 weeks every 28 days, is considered standard front-line therapy for patients
with metastatic disease (category 1).

« Gemcitabine or gemcitabine-based combination therapy without RT may be considered as an alternative to 5-FU-based chemoradiation
for patients with locally advanced, unresectable disease or as adjuvant therapy.

s Fixed-dose rate gemcitabine (10 mg!m%’minute} may substitute for standard infusion of gemcitabine over 30 minutes (category 2B).

« Gemcitabine combinations have shown a favorable or potentially favorable impact on time to progression or survival (overall or 1 y) for
patients with good performance status:
» Gemcitabine + erlotinib’
» Gemcitabine + cisplatin?
» Gemcitabine + fluoropyrimidine2:3

e Second-line therapy may consist of gemcitabine for those patients not previously treated with the drug. Other options include
capecitabine“ﬁﬂﬂu n-'ugh'n2 PO twice daily, days 1-14 every 21 days) or 5-FU/leucovorin®or Caperﬁ. Results of the CONKO 003 trial
demonstrated a significant improvement in overall survival with addition of oxaliplatin to 5-FU /leucovorin.

« The CONKO 001 trial demonstrated significant improvements in disease-free survival and overall survival with use of post-operative
gemcitabine as adjuvant chemotherapy versus observation in resectable pancreatic adenocarcinoma’

¢ The use of gemcitabine based chemotherapy is frequently combined, sequentially, with 5-FU based chemoradiotherapy.

« No significant differences were observed in the RTOG 97-04 study comparing pre- and post- chemoradiation 5-FU with pre- and post-

chemoradiation femcitabine for post-operative adjuvant treatment. However, overall survival was significantly increased in the

gemcitabine arm compared with the 5-FU arm in the subset of patients with tumors of the pancreatic head.®
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