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Background — Esophageal Cancer

* Induction therapy = pCR (25%)



Background — Esophageal Cancer

* Induction therapy = pCR (25%)
* 75% of patients have resistance to induction



Background

* Best prognosis = pCR
* Hypothesis: increasing pCR =2 increasing survival



Background

* Different Chemotherapies
* Different mechanism of resistance



Background

* Different Chemotherapies
* Different mechanism of resistance
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* Chemo “A” - no PET resp
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* Chemo “A” = no PET resp = Chemo “A” + XRT




e Chemo “A” = no PET resp = Chemo “A” + XRT = 5% pCR



5% pCR

* Chemo “A” = no PET resp = Chemo + XRT 2
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NULL HYPOTHESIS

5% pCR

e Chemo “A” = no PETresp = Chemo  + XRT = 20% pCR
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CALGB 80803

 Adenocarcinoma (n = 225)
* cT>2 or N>0
* Distal Esoph or GEJ

* Chemo = PET - Change chemo?—> Chemo + XRT = esophagectomy
* Carboplatinum + Paclitaxel = 97 (76%) esophagectomy
* FOLFOX = 101 (78%) esophagectomy

* Primary endpoint = pCR in nonresponders




CALGB 80803: PET-Directed Therapy

PET responders: 2 35% decrease
FOLFOX in SUV: continue initial chemo +

R-57% concurrent RT (50.4 Gy in 28 fx)
Induction Chemo: NR-30%

modified FOLFOX6 days

1,15, 29

T3/4 or N+ N =129
Esophageal/GEJ

Surgical resection 6
Adenoca PET Scan day weeks post-RT
PET Scan 36-42

pre-treatment

Induction Chemo:
Carboplatin/ Paclitaxel

: cross-over to alternative chemo +

Carbo/Taxol

concurrent RT
N=128 R- 50% (50.4 Gy in 28 fx)

NR-38%




Pathologic Complete Response Rates

Induction
MmFOLFOX n=129

PET Responder
73/129

Concurrent
FOLFOX

pCR: 24/64
(40.3%)

Induction
Carbo/Taxol n=128
PET Responder PET Non-Responder
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pCR: 7/56
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pCR: 7/41
(20.0%)
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Pathologic Complete Response Rates

Induction Induction
MEOLFOX n=129 Carbo/Taxol n=128

| |

PET Non-Responder
49/128

Concurrent
FOLFOX

pCR: 7/41

(20.0%)

Efficacy criteria met for both induction arms




CALGB 80803

* RO resection =93.5%
* 90-day mortality = 3.3% (5/6 started with CP)

e 5-year survival = 44.5%



Survival Results
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Survival Results by Treatment Group

Response group
CP nonresponder
— — — CP responder
FOLFOX nonresponder
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CALGB 80803

* pCR more likely with FOLFOX start (31% vs 14% CP)
* pCR rate for CP was odd in this study (CROSS was 29%)




CALGB 80803

* pCR does not tell entire story (Carboplatin Paclitaxel similar
survival)



OS by Induction Chemotherapy and PET Response

Events/ | Median OS | 2-year OS 5-year OS
Total (mos)

29/50 26.6

CP 2> CP
Responder

24/39 28.7

FF = FF
Responder




CALGB 80803

* Did PET-guided therapy improve outcomes?



OS by Induction Chemotherapy and PET Response

Events/ | Median OS | 2-year OS 5-year OS
Total (mos)
CP 2> FF 29/50 26.6
Non-Responder

CP 2> CP 37/64 38.7 56.9
Responder

FF = CP 24/39 28.7 61.5
Non-Responder

FF = FF 33/72 NE 76.1
Responder




OS by Induction Chemotherapy and PET Response

Events/ | Median OS | 2-year OS 5-year OS
Total (mos)

" CROSS trial
e “(Carbo-Platin) A5%

Responder

on Ree * 45% 5-year

Non-Responder

FF > FF 3 N ACA

Responder




CALGB 80803 - 7ake home messages

* PET between chemo and chemoradiation — predictive
resistance

* Changing therapy could help — better alternative chemo?



CALGB 80803 - 7ake home messages

e Starting chemo
* Squamous =2 should start with CP



Proportion Surviving
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CALGB 80803 - Take home messages

e Starting chemo

* Adeno =2 adds to signal FOLFOX advantage (better stratification)
* Ongoing studies (e.g. phase || PROTECT 1402)



Survival Results by Treatment Group
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Univariate
Hazard Ratio

Subgroup (95% Cl)
All patients HH 0.657 (0.495-0.871)
Sex

Female —+— 0.913 (0.482-1.729)

Male HH 0.612 (0.446-0.841)
Histologic type

Other | h | 0.627 (0.056-6.970)

Adenocarcinoma HIH 0.732 (0.524-0.998)

Squamous-cell carcinoma —— 0.453 (0.243-0.844)
Clinical N stage

0 i+ 0.414 (0.234-0.732)

1 - 0.793 (0.567-1.108)

Could not be determined } i { 0.552 (0.066-4.602)
WHO performance score

0 HH 0.617 (0.452-0.844)

1 —— 0.864 (0.433-1.726)

le Uh 1.0 Ildﬂ
- |
Chemaradiatheranv Surgery Alone

CROSS Study NEJM 2012

Better

Adjusted
Hazard Ratio
(95% Cl)

0.665 (0.500-0.884)
0.928 (0.487-1.766)
0.614 (0.447-0.845)
0.741 (0.536-1.024)
0.422 (0.226-0.788)
0.422 (0.239-0.747)

0.807 (0.576-1.130)

0.625 (0.456-0.857)
0.898 (0.753-1.631)

P Value for
Adjusted
Hazard Ratio

0.005
0.82
0.003
0.07

0.007

0.003
0.21

0.004
0.77
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