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Recurrent Squamous
Carcinoma of the Cervix

* First-line systemic therapy at recurrence

 Second-line systemic therapy, new agents

e Supportive care—practicalities and ethics
— Radiation at recurrence
— Active measures vs symptom control




25-Year-Old Background

3cm 1B1 squamous cell carcinoma cervix
Radical hysterectomy and LN dissection
2/17 obturator lymph nodes positive

Postoperative radiotherapy (RT)
+ weekly cisplatin 40 mg/m?

— No major complications, emesis +




15 Months Later....Pelvic Pain

e Opiate analgesia

e Stent right ureter
— GFR 75 mL/min

* RT consult
—“In-field, limited scope, try chemo first”




Which Systemic Treatment Would You Try?

1. Cisplatin and topotecan

2. Cisplatin and paclitaxel

3. Carboplatin and paclitaxel

4. Cisplatin doublet + bevacizumab




Trials of Doublet Chemotherapy

e GOG 169: Cis vs Cis + Paclitaxel
Moore DH, et al. J Clin Oncol. 20041

« GOG 179: Cis vs Cis + Topotecan
Long HJ, et al. J Clin Oncol. 20052

Both showed better PFS and RR with doublet
OS advantage in GOG 179 but not 169
GOG 169 became reference arm for GOG 204

1. Moore DH, et al. J Clin Oncol. 2004;22(15):3113-3119.
2. Long HJ, et al. J Clin Oncol. 2005;23(21):4626-4633.




GOG 204 Cisplatin

+

Paclitaxel or Topotecan or Gemcitabine or Vinorelbine

— First trial where majority of patients had prior cisplatin
— No significant difference in OS, PFS, RR, or QoL

— Small nonsignificant advantage for paclitaxel
Monk BJ, et al. J Clin Oncol. 2008

 No randomized trial data for carbo + paclitaxel

— Several small series, response rates 20% to 60%

Monk BJ, et al. J Clin Oncol. 2008;26(May 20 Suppl): Abstract 10505.




GOG 179 Cisplatin vs CisTopo

Overall Survival by Previous Treatment

PFS
4.6 months

OS
9.4 months

Proportion Surviving

Rt/Cisplatin  Treatment A D Total
No Cisplatin 5 41 46
No Cisplatin/topotecan 13 28 41
Yes Cisplatin 10 62 72
Yes Cisplatin/topotecan 10 61 71

Long HJ, et al. J Clin Oncol. 2005;23(21):4626-4633.
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GOG 179 Overall Survival

Interval From Diagnosis to Study Entry

Time Interval Rx Alive Dead Total
+ —— Dx< 16 months Cisplatin 5 44 49
+ —— Dx< 16 months Cisplatin/topotecan 8 55 63
© —— Dx> 16 months Cisplatin 10 59 69
© —— Dx>16 months Cisplatin/topotecan 15 34 49
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Long HJ, et al. J Clin Oncol. 2005;23(21):4626-4633.




Other Data from GOG Trials

All outcomes are adversely affected by

— Prior cisplatin chemotherapy

— Short interval from prior treatment (GOG 179 and 169)

— PS (1vs 0) (GOG 204)

— Relapse in irradiated field (GOG 204)

* So does cisplatin make any difference in some patients?




25, SgCa Cervix, Surgery + Ad] ChemoRT

<6 months later

Pelvic relapse in radiation field
Opiate analgesia, stent in R ureter
RT consult—*limited scope, try chemo first”

PS 2




Which Systemic Treatment Would You

. Cisplatin doublet
. Single-agent topotecan or paclitaxel
. Topotecan and paclitaxel

. No systemic chemotherapy, just ASC

*|f no suitable clinical trial open




Nonplatinum Chemotherapy

e Single agent
— Paclitaxel Topotecan  Gemcitabine

* Docetaxel + gemcitabine (SCOTCERV1)
Symonds RP, et al. J Clin Oncol. 2007*

— RR 30%, toxicity

* Paclitaxel + topotecan
— 2 experimental arms of GOG 240

1. Symonds RP, et al. J Clin Oncol. 2007;25(18S): Abstract 5548.




What Actually Happened?

October 2006

Relapse <6/12 after adjuvant chemoRT

November 2006

Weekly paclitaxel commenced, well tolerated

February 2007

Pain-free, PS1, MRI minor response

April 2007

Progressive disease (PD), no symptoms, near sigmoid
Defunctioning surgery imminent...




May 2007

Defunctioning colostomy
* Postoperative DVT
« Otherwise great recovery
« Pain controlled

Primary totally unresectable

Suspicion secondary peritoneal nodule superiorly

DVT — deep vein thrombosis




What Would You Do Now?

. Second-line chemotherapy now

. Radiation to pelvic mass

. Nothing right now, await symptoms
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Trials of Targeted Agents

GOG 227c — Single-agent bevacizumab
— 5/46 responses 3/12 PFS 7 X VTE/ICVS

Monk BJ, et al. J Clin Oncol. 20091

GOG 240

— Paclitaxel + Cis OR topotecan, each +/- bevacizumab
ongoing

Cetuximab
— No enhanced RR added to cisplatin
— Toxicity+ in phase Il trial with doublet

Small molecules also potential (lapatinib/pazopanib)

Caveat: Thrombosis, fistulation, diarrhea...eligibility

1. Monk BJ, et al. J Clin Oncol. 2009;27(7):1069-1074.




June 2007/

 Increasing analgesic need
 Obturator nerve leg weakness
e PS3

What would you do now?

1. Try second-line chemotherapy

2. Palliative radiotherapy

3. Analgesia and active supportive care




Progression After First Relapse

Aim is palliative: PFSin trials 3 - 6 months
— OS 7.3 months in GOG 227c!

No standard chemotherapy
— Decision rests on PS, symptoms, disease sites

Radiotherapy usually helpful for symptom control
— Long-term toxicity concerns diminished

Early clinical trial appropriate if eligible

1. Monk BJ, et al. J Clin Oncol. 2009;27(7):1069-1074.




What Happened Next

June 2007 3 weeks IP
— RT 15 Gy fractionated
— Improved pain, recovered mobility

July 2007 1 week IP
— UTI, sepsis, blocked stent—fixed
— SD on CT scan cf. May

August 2007
— General deterioration in PS, infection, admitted




What Do You Think Now?

1. Offer symptom control only

2. Offer ASC but no second-line chemo

3. Second-line chemo is still an option




The Hardest Decisions....

Sep 2007

— VRE, SABO/ileus, no distant metastases
— TPN Instituted
— Single-dose second-line chemo (both patient’s wish)

Would you have started TPN? 1) Yes 2) No

TPN = total parental nutrition, VRE = vancomycin-resistant enterococci.




October 2007

— Hospice admission, TPN, antibiotics, LMWH
— PS3 but visits out, good QoL to mid-November

December 2007 RIP

LMWH = low molecular weight heparin, QoL = quality of life




Ongoing Dilemmas

1. Inrecurrence
— Should every patient get cisplatin or carboplatin?
— How many lines therapy after recurrence really help?

2. Local relapse is very difficult and symptomatic

3. Special complications of cervix cancer
— Require intensive medical management
— Challenge trial eligibility and applicability

4. True ASC may prolong survival too
— But raises ethical and judgement issues






