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= Multicenter, randomized phase Ill trial

Patients 18-79 years of age with
histologically confirmed RO or R1
resected pancreatic ductal ~
adenocarcinoma; CA19-9 level
<180 U/mL < 12 wks post surgery;
ECOG PS 0/1; no prior
chemotherapy or RT (N = 493)

mFOLFIRINOX*

Q2W x 12 cycles

CTscans

every 3 mos
Gemcitabine 1000

Day 1, 8, 15 of 28-day cycle x 6 cycles
(

*0n Day 1of each cycle, oxaliplatin 85 mg/m, 3 ® to 150 mg/
20% grade 3/4 diarrhea rate in first 30 patients); continuous fluorouracil IV 2.4 g/m? over 46 hrs. 'n = 238 treated. n = 243 treated.

= Primary endpoint: DFS

= Secondary endpoints: toxicity, OS, cancer-specific survival, metastasis-free survival

Conroy. NEI. 20183792395 slide credit: clinicaloptions.com

Unicancer PRODIGE 24/CCTG PAG trial: Updated results
(Conroy et al, LBA 57)

stratifiod HR=0.66 [95%1 0.54-0.82) mFOLFIRINOX  Gemcitabine
500001

Median DFS ~ 21.4 months  12.8 months
5yearDFS  26.1% 19.0%

" o Median OS ~ 53.5months  35.5 months
" 5yearOS  43.2% 31.4%

mFOLFIRINOX also confers significant
improvements in metastasis-free survival (HR
0.64) and (cancer-Jspecific survival (HR 0.65)
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KONGRES * NEOAD!J TEDAVI
* Rasyonel
D 24 -27 subat 2022 | Gloria Golf Resort — ANTALYA * Metaanalizler
ST * Lokal ileri hst
. « Borderline rezektabl hst
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1 Girig " Adjuvant tedavi: neler biliyoruz?
* En sik 4. kanserden 6lUm nedeni Evolving standards of care for the adjuvant treatment of
« Cogunlukla sporadik resectable pancreatic cancer
* Ancak BRCA2 basta cesitli genetik yatkinliklar .. EOPACH
+ %10-20 kadari kilratif rezektabil onson)
* %50-60 zaten tanida metastatik CHELIRES
* %30-40 lokal ileri A p— PACT
« Ancak cerrahi sonrasi lokal ya da sistemik niiksler sik. (01.088) Nonenebiol  [flAckvantpomitaine
« 5 yillik sagkalim %5 St ”:':.)"::S%E:?EZ;T‘
: PRODIGE 24/CCTG PA.6: Adjuvant mFOLFIRINOX vs i
" itabine i i ' 1 Adj Folfirinox 2
o Gemcitabine in Resected Pancreatic Cancer s Ad)
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@Adj Folfirinox: sorunlar ®

« Tim adj tedaviyi alamayan hastalar

* (ttm sikluslari tamamlayanlarda 5 yillik OS daha iyi (%41 vs 27)
* 5 yillik OS=kr olabilir mi?

« 2-3 yildan sonra lokal niiks RT

* Geg niiks=indolen seyir

£ APACT: Adjuvant nab-Paclitaxel Plus Gemcitabine vs
[C Gemcitabine in Resected Pancreatic Cancer

= Multicenter, randomized, open-label phase Il trial

X nab-Paclitaxel 125 mg/m? on Days 1, 8, 15 +

Treatment-naive patients with Gemcitabine 1000 mg/m? on Days 1, 8, 15 )

surgically resected pancreatic / (n=432) Continue for 6 cycles unless
cancer, ECOG PS 0/1, CA19-9 level -

disease recurrence, death,
<100 U/mL; within 12 wks of —— unacceptable toxicity,
surgery \.

: 5 consent withdrawal, or
(N =866) CRnCaning 100(0 '“i/a’;‘) EEEBEEE patient/physician decision
n=

28-day cycle x 6 cycles

= Primary endpoint: DFS by independent review (first adjuvant trial in pancreatic
cancer using independently assessed DFS as the primary endpoint)
= Secondary endpoints: OS, safety

Tempero. ASCO 2019. Abstr 400D slide credit: clinicaloptions.com

&Apact—sonug: ©

Median DFs*, Mos
nab-paclitaxel + gemcitabine  19.4
— Gemcitabine $
HR: 0.88 (95% Cl: 0.729-1.063; P = .1824)
Number of events: 439

Median 05, Mos
— nab-paclitaxel + gemcitabine 40.5
— Gemcitabine
HR: 0.82 (95% Cl: 0.680-0.996; P = .045)
Number of events: 427;
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@ Adjuvant KRT-kime? ®

* Folfirinox alamayacak hasta
* R1 rezeke

* Nod pozitif

* Blytik tm

;

Spectrum of Pancreatic Cancer
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End stage

Rezektabilite: mutlaka multidispiliner takim ile s
“degerlendirilmeli

Borderline Locally Advanced
Resectable Resectable Unresectable

Celiac/SMA None <180° >180°
CHA None
PV <180°

>180°0r
SMV <180° e Nonreconstructable
Resectability Frequent >50% <5%

Anatomy vs biologic continuum!!
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Table 1. Current concept of resectability (definitions vary slightly between major assodations).

Resectable Borderline Resectable Unresectable/Locally Advanced
SMA/CA No contact <180 >180° involvement
PV/SMV No contact >180r No reconstruction possible

Potentially resectable

Figure 2. Computed tomography im: tumor in the uncinate process with tumor contact to the

e of about 2 cm (arrow: “borderline resectable”),

superior mesenteric vein (smv) over a

The type and extent of systemic therapy does matter in
the overall survival of localized pancreatic cancer

Observe m
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ESPAC4 Gem/nabpaclitaxel

s1
CONKOS

¥ FFNX
o
nomc:.

PRODIGE

6ﬁ Cerrahi Sonrasi erken donemdeki en sik progresyon sekli sistemik o

g progresyon, lokal rekkirens ise geg dénemin sorunu

Micrometastatic disease progresses early after pancreatectomy
of effecti ic therapy

requiring earlier

PP Y

urgery
Did not help!

(Groot VP, et al. Ann Surg. 2018,267:936-345.

[ When examining adjuvant

N e SSO
O trial data, it is importantto  Metastatic at — The
recognize the study restaging N Numerator
population at hand Adjuvant therapy:

only 50%-60% of the

starting number!*

Unresectable
in OR

= Death or inadequate
recovery to be able to
receive adjuvant
therapy

The Denominator

11D Ancrson
4 Am ol Surg 2012

Why do Neoadjuvant or Peri-operative
Treatment?

——\

« Potential downsizing to maximize margin-
negative resections (R0)

« Selecting for surgery patients with stable or
responding disease

« Early treatment of micrometastases

« Chemotherapy is better tolerated

Varachachary GR, et al. Ann Surg Oncol, 2006;13:1035-1046; Callery MP, st al. Ann Surg Oncol. 2009;16:1727-1733,
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* Metaanalizler ne diyor?
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. vival of different groups of pat Note that
survival estimates derive from this systematic review and referenced studies.
901:10.137 /joumal pmed.1000267.9007

Preoperative/Neoadjuvant Therapy in Pancreatic Cancer: Table 3. Estimates of ion and resection p i juvant treatment and restaging, and estimates of patients
A Systematic Review and Meta-analysis of Response and ; with complete response/partial response, stable disease, and progressive disease including the 95% confidence interval from the
N €sso random effect model and number of assessable studies for each group (n).
Resection Percentages
Sonja Gillen', Tibor Schuster?, Christian Meyer zum Biischenfelde®, Helmut Friess’, Jérg Kleeff'"** Complete  Partial Stable Progressive  Explored/  Resected/ RO/ Resected/
1 Department of Surgery, Technische Universitat Munchen, Munich, Germany, 2 Institute of Medical Statistics and Epidemiology, Technische Universitat Munchen, Group Response Response Disease Disease Al Al R Explored
Marich, G nd Oncoon, Minchen, Mich, Germany, Slogy, Department of == == = e —— =
Mediine, Cartas . Elzbeth's ecdca Conte, Tfts Universy Scho of Medicine,Boston Massachuset, United Sttes of Ameria
Table 6. Estimates of median survival times (m,) in months and survival probabilities.
Abstract
ic cancer has an P and prolonged survival is achieved only by resection with . n N
macroscopic tumor clearance. There is a strong rationale for a neoadjuvant approach, since a relevant percentage of Group Estimated Median Survival (m,) Estimated Survival Probability (Resected)
pancreatic cancer patients present with non-metastatic but locally advanced disease and microscopic incomplete resections Resected e Y Year (Ran
are common. The objective of the present analysis was to systematically review studies concerning the effects of () LoD (L) W) el ear(Can %)
neoadjuvant therapy on tumor response, toxiity, resection, and survival percentages in pancreatic cancer. Al patients 224 o5 78.9% (0%-100%) 49.2% (0%-82%)
(9-62) 6-21) =48.1% (28.7%-623%] 1¥=85.2% [80.5%-88.7%]
(n=70) (=51 (n=54 (n=37)
2010 yili metaanalizi: 1980 sonrasi calismalar alinmis, faz 3 galisma yok. Toplam 111 alisma (78 i izt BB i i 1) g oy fiied (:T?z‘:m‘m . iﬁ‘[‘:z’;’:}m .
prospektif) 4394 hasta. KT: %54 5-FU ve %45.6 Gemzar temelli. RT %93 neoadj. (farkli doz ve =27 =19 =18 (=11
semalarda) Tumor non-resectable before treatment (group 2 205 102 79.8% (0%-100%) 50.1% (0%-82%)
(9-62) 6-21) =92.1% [89.8%-93.9%] ¥ =886% [84%-919%]
(n=29) =29 (n-29 (n=21)
1, number of assessable studies for each group.
40i:10.1371 Joumal. pmed. 1000267006
1/3 rezeke edilemeyen hasta rezeke edili hale gelmis . . A : .
reseke elimis ve Kt ami hasta batan reeke ellp ¢ More Patients Will Receive Effective Systemic
alan kadar iyi gitmis Q . A
Sonu. reseke adlemeyen neoad tedavi verelim. 350 0 Therapy With the Neoadjuvant Approach esso
l 30-40% 1 50-60% 100
Newly
locally advanced/ ‘metastatic diagnosed
unresectable 9

Rl = cscctable
— NeoAdj
Chemo ,

15
Progression

Adjuvant
chemo

15

Relapsed
35

[

50
Adjuvant
chemo

adjuvant
<50% receive chemo. 100% receive chemo.
> 15% futile surgery 15% spared futile surgery

Meta-analysis comparing upfront surgery with neoadjuvant i‘ €sso
treatment in patients with resectable or borderline resectable
pancreatic cancer

ink’, J. G. Daams*,

E. Versteijne' @, J. A. Vogel?, M. G. Besselink?, O. R. C. Busch?, J. W. Wil
R. Rasch! and G. van Tienhoven', on behalf of the

C. H.J. van Eijck’, B. Groot Koerkamp®®, C.
Dutch Pancreatic Cancer Group

Departments of 'Radiation Oncology, *Surgery and *Medical Oncology, Cancer Centre Amsterdam, Academic Medical Centre, and *Medical Library,
Academic Medical Centre, Amsterdam, and ‘ Department of Surgery, Erasmus Medical Centre, Erasmus University Rotterdam, Rowerdam, The
Netherhnds

Correspondence 1 D E. Versteijne, Department of Radiation Oncology, Cancer Centre Amsterdam, Academic Medical Centre, Meibergdreef9, 1105 AZ,
Amsterdam, The Netherlands (e-mail: e.versteijne@

2018 metaanaliz. Rezektabl ve borderline rez hastalar. 18bin kayittan 122si incelenmis sonug
olarak 38 alisma 3484 hasta alinmis. Faz1-2 retro ve pro calismalar. Sadece 3 randomize kontrolli
calisma var. genellikle gemcitabin temelli KT. 35 galismanin 29'unda RT var. (30-54 Gy). Adj ted
orani neaodj alan grupta %33, upfront cerrahi kolunda %68.

Versteijne . et al. Br J Surg. 2018:105:46-958.

Neoadjuvant Therapy Appears to Provide Better
Survival Than Upfront Surgery

Meta-analysis of 38 studies, 3484 patients

Resectable Borderline Resectable
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* Rezeksiyon orani upfront cerrahide %81.3, neoad; kolda %66 (p<
0.001)

* RO orani neoadj ted ile %86.8vs 66.9. (p< 0.001)

* neaodj kt ile rezeks orani %66, rezektabilda %67 borderlineda %65,
rezektabil hst RO rezeksiyon %85 ve borderline rezektabilda RO %88

« upfront cerrahide rezeksiyon orani %81.3, rezektabil %76.8
borderline rezektabil %85.3, RO oranlari rezektabil %71 borderline
rezektabil %63.9.

6 Toksisite r

« Upfront cerrahi kolunda %15 cerrahi yapilamamig (%42 uzak met, %25
hst progresyonu)

* Neoadj kolda %17.8 cerrahi yapilamamis (%64 hst progresyonu, %18
yan etki, kotli PS)

* Totalde yalniz %3.2 hasta neoadj kt toksisite nedeni ile cerrahi olmadi

* En sik AE: Gis (bulanti kusma diare), hematolojk (I6kopeni,
trombsitopeni)

* En az G3 toksisite orani %64 (en toksik folfirinox)
« Cerrahi morbidite mortalite fark yok
* Neoadj RT sonrasi fibrozis rezeksiyon sonrasi fistul gelismini azaltablir

A\ ulusa

&
®

Overail Survival (probabiity)

Tine imanthe) Tene (months)

@ Lokal ileri hastalikta neoadj tedavi 2

* %30-40 hasta tanida lokal ileri (metastaz yok ancak kiiratif rezeksiyon yapilamiyor)
* NCCN: Biopsi tanisi, Cal9-9 ve PS.

* Cerrahi sansi %4-75.

« yanit: gériintileme, Ca 19-9, PS, kilo kaybi.

* Radyolojik progres yoksa mutlaka agiimal

* Heiadelberg ve ark. 575 hasta. Neaodj Folfirinox vs gem-RT. Rezeks orani: %61 vs
%52. ancak mOS KT rejimler arasi fark yok mOS rezeke edilende 15.3 vs 8.5.

« Johns Hopkins data. 415 hasta. Folfirinox ve gem temelli tedavi. Rezeke edilen
hasta orani %20, RO orani %89. mOS rezeke edilenlerde daha iyi (35 vs 16 ay)

* Alman RCT. Folfirinox vs gem-nabpakli RO rezeksiyon oranlari benzer (%74 ve %68)

b

' Neoadjuvant therapy improves overall survival in
recent randomized trials in resectable and borderline
resectable pancreatic cancer

Stage Treatment Overall Phase
Survival HR | of Study

Prep-02/JSAP-05* Resectable ~ Gemcitabine+S1 0.72 1/

SO

N =364 Rezeks benzer 36vs 26 ay

PREOPANC® Resectable/ Gemcitabine/XRT 0.78 mn
N =246 Borderline RO: %71 vs 40 17.6vs13.2ay

ESPAC-5¢ Borderline  FOLFIRIONOX, 0.28 L}

N=288 Gem/Cape, C-RT  Rezeks benzer, 2yil OS %77 vs 40)

+Unno etal, CO 37, 2019, suppl 4, abstr 189; > Versteine et a, 1CO, 2020 < Ghaneh et al, ASCO, 2020

Prep-02/JSAP-05: Phase 2/3 Neoadjuvant Study
in Resectable Pancreatic Cancer
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N =364

R Prep-02/JSAP-05: Study Results

E

s RO rezeksiyon ve morbidite benzer

E ”

- ° - Neoadjuvant  Upfront

A Then Surgery  Surgery

B

L HR 0.72

£ Median OS, months 367 267 P 0
Two-year survival, % 63.7 525

R A Node positive, % 506 815 <.01

Livernetastesss 300 415 01
relapse, %

Unno M, st . ASCO* G1 2019 Abstrac 189




PREOPANC-1: Neoadjuvant Chemoradiotherapy vs ey (A 8 :
" TABLE 1. Baseline Patient and Tumor Characteristics by Treatment Regimen - - PREOP2 - = pisdill
isti Preoperative CRT, No. (%) Immediate Surgery, No. (%) o Fe
= g reon
No. of patients 119 127 2 g [t
o o
Female sex 55 (46) 53 (42)
Median age at random assignment, years (IQR) 66 (59-71) 67 (60-73) e ? v
Median BMI, kg/m (QR) 25 (22-28) 25 (23-28) 1 % o 1) % @ VD
N Time Since Random Assignment (months) Time Since Random Assignment (months)
Initial WHO performance status' =
e L e
[ 69 (58) 49 (39) ) e e 3 O r AN e s Y
1 49 (41) 78 (61) Resection raf ) 058
2 1 00 RO resection 100 <.001
Pancreatic head tumors 97 (82) 117 (92) Median DFS, 032
Resectable pancreatic cancer” 65 (55) 68 (53) —
L Median diste 24
Borderline resectable pancreatic cancer 54 (45) 59 (47) -
Median initial maximum tumor diameter, mm (IQR) 30 (25-38) 30 (23-35) Median loco . .0034
Regional suspicious lymph nodes 27 (23) 44 (35) Serious AEs, ey o .096
Median CA 199, kUL (IGR) 111 (26-603) 257 (83-727) o & n o 0 % a2 o & m oW oM o2 % a
Time Since Random Assignment (months) Time Since Random Assignment (months)
IULUISEIVIIGI ISLUTSHILE 11 € 1ILE1 Va1, PS1HUPEI GUVE LUllpiLativis -
Versteijne. JCO. 2020;38:1763. Slide credit: clinicaloptions.com edmwgey 27 8% B 3 2 N 8 2 1 mekeepmi? @ s % 0 % & 3 2
TABLE 3. Intention-to-Treat Analyses of Primary and Secondary End Points for Both Subgroups of Patients With Resectable and Borderline Resectable
Pancreatic Cancer
Resectable Pancreatic Cancer (n = 133) Borderline Resectable Pancreatic Cancer (n = 113) - H H H H
- L - i $1505: Picking a Winner Neoadjuvant i esso
Preoperative Immediate Preoperative Immediate PSSP S S L
| outcome CRT (n=65) Surgery (n =68)  HR (95% CI) P CRT(n=54) Sugery n=59)  HR (95% CI) P Regln’
Fimay v Primary Endpoint: Two-year 0S
Mc,:::mzs. 146 156 096 (0.64 to 1.44) 830 176 132 0.62 (0.40 to 0.95) 029 o0e AtRisk Failed 2yr0S moS
R
Secandary E mFOLFIRINOX 55 32  431% 22.4mths
WMedan OFs, 92 93 088 (060 t0 1.28) 520 63 62 059 (03910089 013 J 80% Gem/nab-P 47 28 469% 236mths
months
Median NR 200 0.59 (0.33 t0 1.04) .067 277 118 0.54 (0.3210 091) 022 $ T
LFF1, A 60%
months 8
Median 170 135 093 (0.59 to 147) .770 215 122 069 (0.42 10 1.15) 150 L
DMFI, E 40%
manths o .
No. (%) No. (%) OR (95% CI) No. (%) No. (%) OR (95% CI) 20%
Resection rate 44 of 65 (68) 540f68(79) 054 (02510 1.19) .170 28 of 54 (52) 380159 (64) 060 (0.2810 1.27) 190
RO rate 29 of 44 (66) 32 of 54 (59) 1.33 (0.58 t0 3.04) .540 | 22 of 28 (79) 50f38(13) 24.20 (6.57 to 89.12) 001
Clinicaltrial. gov. NCT02562716.. 0%
Safety o 6 36 a2

Patients with  350f 65 (54)  310f68(46) 139(07010276) .39 270(54(50) 210f59(36) 181 (08510 385  .130
(@l

grades)

DFS, disease. {
interval, NR. not reached; OR, 0dds ratio; OS, overall sunvival SAE, serious adverse event,

freeinterval; HR, hazard ratio; LFFI, locoregional failure-free:

18 2 30
Months After Reistration

Rezeks orani %73 ve 70 benzer, sagkalimlar benzer 2 yillik hedef OS ulasimalamis
Merkezi radyoloji degerlendirme sonrasi uygun olmayan hastalar var

A Alliance A021501: Neoadjuvant mFOLFIRINOX With or
0 Without RT in Borderline Resectable Pancreatic Cancer

= Multicenter, randomized phase Il trial

Restage Restage Restage
I |

Adult patients with mFOLFIRINOX MFOLFIRINOX FOLFIOX

borderlne resectable _~ LR 4cycles — Bl —— s
pancreatic

adenocarcinoma;
ECOG PS0/1 \ mFOLFIRINOX mFOLFIRINOX  [HEG BN  FOLFOX
(N=126) 4 cycles 3 cycles +RT S 4 cycles

= Primary endpoint: binary 18-month OS rate

= Key secondary endpoints: EFS, safety, RO resection rate, pCR rate

Katz. ASCO GI 2021, Abstr 377.

0]
slide credit: clinicaloptions.com

Alliance A021501: OS and EFS

mFOLFIRINOX mFOLFIRINOX + RT
(n=65) (n=55)
0s
=Events 35 40
= Median OS, mos 29.8 17.1
= 18-mo OS rate, % 66.4 47.3
EFS
=Events 45 44
= Median EFS, mos 15.0 10.2
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6 Rezektabil hst, ®

* Un rezektabil ve borderline rezektabl hastalarda alinan cesaret verici
sonuglar,

« upfront cerrahide R1 riski,

« op sonrasi koti cerrahi morbidite, kot PS ve genel durum nedeniyle
alinamayan ya da tamamlanamayan adj KT sikluslari

* Neoadj tedavi verelim istegi doguruyor

A
E
@ €sso

« KT neoadj daha etkili hentiz tm hiicrelerine kan sunumu intakt.
(postop tm vaskdlarizayon bozuluyor)

 Rezektabil da olsa mikrometastatik hst uzun dénem SK engelliyor
erkenden eradike edelim.

 Ancak galisma yapmak zor
* Hasta sayisi yetersiz kaliyor

ulusa
CERRAHI ONKOLOJI
0

* Gesitli modaliteler denenmis:

\ What about the RO resection and nodal down-staging
] rates with neoadjuvant therapy?

o
Stage Treatm RO Node neg
% %

Prep-02/ISAP-05° Resectable = Gemcitabine+S1 - 60 vs 82
N =364

PREOPANC® Resectable ~ Gemcitabine/XRT 66 vs 59¢ -
N=133 RO rezeksiyon ve sagkalim farki anlaml degil

SWOG 1505¢ Resectable ~ FOLFIRIONX vs. 85 & 85 40 & 45
N =102 gem/nabpaclitaxel

PACT-15 (italyan calismas! ) rezektabil adj (gem/PEXG) vs neoadj KT (PEXG) 1yilik EFS %23-50-66. median
0520-26-38 ay

AUnno et al. JCO 37. 2019, suool 4. abstr 185: b Versteine et a, JCO. 2020: ¢ Sohal et al. ASCO, 2020: d adiotheraoy was inthe treatment

L
65 Rezektabl hst-Klavuzlar: 2
* ASCO ve ESMO 6nermiyor

* NCCN yuksek riskli rezektabil hst 6neriyor (asiri kilo kaybi, siddetli agn,
yiiksek Ca19-9, goruintiileme)

- N0 NEONAX tral
. ITT-Population (n=118) | EONAX tra Tumor response in arm A (RECIST 1.1)
DeSIgr Baseline characteristic Arm A: perioperative |Arm B: adjuvant ;@ esso
i % (n=59) % (n=59)
Intervention: [Male 57.6 (34) 62.7 (37) »perative WEET D (REERTT ikil) Am‘v;'::::::mm
controlled, o |Female 42.4 (25) 37.3(22) oz A A ey P
against a fix [Caucasian 98.3 (58) 100 (59) — J———
Age, median, years (range) |65 (48-82) 68 (41-88) * ORR 289% Surgi "
. . - urgical outcome
Main inclusic [BMI, median (kg/m?, range) |25.1 (18-35) 24.9 (18-39) -4 <« PD  6.7%
« Histologicall, [ECOG 0 78.0 (46) 78.0 (46) - lower than expected (1 Rerection statiss A B peeperei [ e B sdfand.
ECOG 1 22.0(13 22.0 (13; Resection rate 69.5 (41) 78.0(46)
pancreatic ¢: + Resection rate was lower in
« ECOG0-1 |Pancreatic head tumor 69.5 (41) 78.0 (46) juvant amA
" Drop outs 30.5(18) 22.0(13)
« Bilirubin < 2. |Pancreatic body tumor 18.6 (11) 15.3(9) m;mn i P
Pancreatic tail tumor = |11.9 (7) 6.8 (4) I I I I I I + More intraoperative Inesectabily s10) 170(10)
N =127 (arr [cT172 — [57.6 (34) 462 (29) resectabilly in am & e Choke e s
22 sites in € |cT3 40.7 (24) 45.8 (27) seoo000 7@ 000
ne. 1.7(1) 5.1(3) Rosectons el
Translationa C:? ggg (gg) g;g (zg) * More RO resections in arm A :3 a; 2 Eif’ g;g :?g
- e . : )) 3¢ )) R2 49(2) 43(2)
”‘” n.e. 11.9(7 153 (9
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DFS in the ITT population
——— hm A s am
T Nt sdmartam

H
H
Arm A Arm B’ E
(n=55) (n=59) H
DFS @18 mo 28.7% 19.3% T!- AIO NEONAX t
" . rial
mDFS 114mo Primary endpoint:

DFS in the mITT population

A

Perioperative gemcitabine/nat o o el
exhibited a long mDFS and a |

rate @ 18 months in the ITT p.

DFS @ 18 mo
mDFS

g
3
H
H
H
%
£
H
&

A 55% DFS rate @ 18 months in the
mITT population was not achieved in
both arms.

& DFS ITT vs mITT population

”E NC
¥

DFS: Perioperative Arm A DFS: Adjuvant Am B

.~ ITTmOFS 114 mo. (1=59)
= mITT. mDFS 14.1mo.
)

—— ITE:mDFS 5.9 mo. (n=59)
Ly~ miTTmDFS 17.0 mo. (n=25)

Proporton of paients wihout event

Progerion of patients wihout event

Time (in months)

Teme (i months)

Any chemotherapy
exposure 91.5% 42.4%

There is a major difference in the ITT/mITT DFS curves in the adjuvant arm B due to many patients not
starting adjuvant treatment for various reasons

B

ANO NEONAX trial
o)

L
65 Neonax: sonug 2

* NEONAX 18 aylik %55 DFS oranina ulasamadi (Arm A: 32.2%, Arm B:
41.4%).

* Neoadjuvant Iki siklus Gem-Nabpakli tedavi ile :

* Tm yaniti iyi (ORR 28.9%)
Tm progres orani disuk (6.7%)
RO orani yuiksek (87.8%; upfront surgery: 67.4%)

* Periop KT tamamlama: 90%
Adjuvant arm B: sadece %42 basladi %27 tamamladi

* mDFS periop KT 11 .4 ay adj KT 5.9 ay ( cerrahi dncesi daha faydali)
* Neoadj KT standart olmali

L
BgNeonax:sorunlar

* Pre-specifying the patient population of interest (mITT vs ITT) makes a
big difference in interpreting study outcomes!

* Confirmatory: a lot of patients (>50%) in whom up-front surgery is
planned never make it to adjuvant chemotherapy (or even to
successful RO/R1 resection, for that matter)

« » Meanwhile, in the neoadjuvant arm, the dropout rate (~*30%) prior
to surgery, due to a variety of factors, represents... a mixed blessing

< » There may be some putative advantages to neoadjuvant therapy,

including higher RO resection rates (87.8% vs 67.4%); but any actual
survival benefit of neoadjuvant rx a/w contemporary regimens

SO

« Demislerdi. requires much further validation
a 8 2 New Intergroup Phase Il Trial: Perioperative vs =0
= Neonax:sorunlar € Adjuvant Therapy for Resectable Pancreatic Cancer

 Higher than expected rates of unresectability in this “resectable”
patient population (17% in up-front surgery arm) — highlights need for
central radiology review in such studies!

* Unresolved questions:

« Duration of neoadjuvant rx (impact of 2 cycles of preop chemotherapy?
Would more be better?)

« Selection of gemcitabine/nab-paclitaxel in this trial given negative APACT
adjuv trial results (Tempero et al, J Clin Oncol 2019 [abstr]) vs SWOG 1505
periop data (Sohal et al, JAMA Oncol 2021)

* Role of radiation in periop/adjuvant setting (awaiting results of RTOG 0848)
« Can we use circulating tumor (ct)DNA to risk-stratify in future trial design?

][] [
Perdoperative —
Therapy
s = =
P A FOUFRINOX FOLFIRINOX Surgery FOLFIRINOX
)
=T (.
o,
oy Revew )\ .
2\
HA 4 cycles. 4 cycles 4 cycles.
(—— FOLFIRINOX FOLFIRINOX FOLFIRINOX

Sagng scan | [ sa0ngscan |

(seem
Stratification by:

Location of tumor: pancreatic head vs nonhead tumors
ECOGPS:0vs 1
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« Neoadj tedavi Lokal ileri hst (borderline rezektabl ve unrezektabl) igin
stel\(ndart olmali. Neoadj KRT KT’e gore Ustlin ¢linkii lokal gliglii lokal
etkisi var.

* Rezektabl hst: neoad] tedavi cerrahi komplikasyonu artirmadan RO
rezeksiyon artiriyor. Mikrometastazi erkenden azaltip OS katkisi

yapiyor.
« Literatlir daha gok 5FU ve gemzar temelli KT igeriyor.
* RCT az.
« Ancak hangi modalite. (%20 hasta yanit vermeyeblir)
* Neoadj Folfirinox igeren RCT sonuglari bekleniyor

* Mutlaka multidisipliner takim
* Mutlaka deneyimli merkez
 Sadece goruntileme degil, Ca 19-9 dlzey ve PS 6nemli

* Neoadj tedavi sonrasi progresyon bulgusu yoksa mutlaka rezeksiyon
karari cerrahi explorasyonla verilmeli.

. National NCCN Guidelines Version 2.2021 NGO Guideines ndex
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Decisions about diagnostic management and
resectability should involve multidisciplinary
consultation at a high-volume center with use of
appropriate imaging studies.
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Chemoradiation'V:¥X or ive and best supportive care!

SBRTY in selected patients| |P20" PS }

who are not candidates for| [2nd disease

r possibly
combination therapy progression

largeled mmpy‘ based on MSUMMR status and/
or gene profiling, lly indicated

Palliative and best supportive care®
Poor PS — [and

or
Palliative RT"

fer single-agent chemotherapy*
u indicated to assess
tive RT! At Staninn (PANC-AY

LOCALLY WORKUP
I ADVANCED Refer to high-vol
) efer to high-volume
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LOCALLY  FIRST-LINE THERAPY®* suassousur THERAPYS¥
Neoadjuvant Therapy (Resectable/Borderline Resectable Disease) v Consider resection, if feasible -» Adjuvant therapy, if cl
+There is limited evidence to recommend specific neoadjuvant regimens off-study, and practices vary with regard to the use of No disease o
‘and radiation. is sometimes included. When therapy, at o o orosaiony | Qpserve
a high-volume center is preferred. If treatment at or through a high-volume center is Clinical trial (preferred) prog Qontinue systemic thera,
preferred, when feasible. Participation in a clinical trial is encouraged. N Y Py
sysmmlc therapy Good, or
Preferred Regimens Useful in Certain Circumstances 3y (Clinical trial
. FELFIRINDX or modified FOLFIRINOX? + subsequent + None +None ::g:fe‘r]:l?l s emotherspy! Clinical trial (preferred) Graoate pragrossion — o <™
A Imo) followe h "
in-bound paclitaxel Good mo) followed XX o Disease __[Systemic therapy"
chnmoradlannnb pe mm‘mce}' stereotactic body RT progression
Only for known BRCA1/2 or PALB2 mutations: status (PS)" (5$RT') in 5-:I : " Palliative
3 FOLFlRINOX or modified FOLFIRINOX? £ subsequent atients (locally advance s Declining PS |and best
chemoradia “‘"{"“:‘ Systomic the sole site of progression eclining supportive
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cheme
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Locally Advanced Dis

(First-Line Therapy)

Preferred Regimens. Other Recommended Regimens
Good PS |+ FOLFIRINOX or modified « Gemcitabine + erlotinib®® + Induction chemotherapy with
FOLFIRINQ)(“

+ Gemcitabine + capecitabine®

any of the preferred/other

Ibumin-bound . rogimens (24 cycles folowed
paclitaxel‘v” « Capecitabine (category 2B) by chemoradi
« Continuous infusion 5-FU (category 28) (in selected patients, Iocally
O tor known BRCA1/Z or PALE2 * Fixeddose-rate gemcitabing, docetaxel, advanced disease without
+ FOLFIRINOX or modified capecitabine (GTX regimen)'! (category 2B) systemic metastases)’S
FOLFIRINOX®6 * Fluoropyrimidine + oxaliplatin (5-FU + leucovorin + Chemoradiation®, or SBRT!

- Gemcitabine + cisplatin'® + oxaliplatin [OFF]'2 or CapeOx'%) (category 2B)  (in select patients who are not
candidates for combination

therapy)

Poor PS_ |+ Gemitabine “None *None
» 1000 mgim2 over 30 minutes, weekly
Pweeks 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)
« Capecitabine (category 2B)
« Continuous infusion 5-FU (category 2B)

Ungomg TTrials of Interest in the Neoaajuvant and

Adjuvant Settings

Trial Phase Treatment Notes

Gem + nab-pacli = Unr ble, locally advanced
NIEEEEER m pamrevlumab (anti-CTGF Ab) disease
Alliance A021806 W Perioperative vs adjuvant = Resectable disease
(NCT04340141) FOLFIRINOX

PANDAS-PRODIGE 44 Neoadjuvant mFOLFIRINOX +

(NCT02676349) ] RT = Borderline resectable disease
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