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Variable increasing the risk of failure

Variable Reference

Female sex Fernandez-Gomez J. Eur Urol 2008

Older age Joudi FN. J Urol 2006

Multifocality Fernandez-Gomez J. Eur Urol 2008

Recurrent tumours Fernandez-Gomez J. Eur Urol 2008

Associated CIS (prostatic urethra) Palou J. Eur Urol 2012

Lymphovascular invasion Resnick MJ. BJU Int 2011

Detectable disease at 3-months check-up cystoscopy Solsona E. Urol 2000

Depth and multifocality of lamina propria invasion van Rhijn BWG. Eur Urol 2012

Timing of failure Gallagher BL. Urology 2008

Two or more prior courses of BCG Rosevear HM. J Urol 2011



High Risk: BCG era «rules of three»

1\3 survive
1\3 survive without bladder
1\3 die of their disease



Definition of BCG unresponsive

✓ Persistent or recurrent CIS alone or with recurrent Ta/T1 disease within 12 months
of completion of adequate BCG therapy

✓ Recurrent HG Ta/T1 disease within 6 months of completion of adequate BCG
therapy

✓ T1 HG disease at the first evaluation following an induction BCG course



BCG unresponsive

The management of BCG unresponsive NMIBC

has been identified

as an unmet clinical need

by the FDA 



BCG unresponsive

28 patients reccurent after induction
- 2 early radical cystectomy, no MIBC
- 26 pt: BST

- 18 disease free
- 3 delayed RC
- 1 Progression – CT
- 4 lost in follow up

55 patients reccurent after induction and 1° maintenance cycle
with BCG:
- 16 pt (29%): early radical cystectomy, 7 (44%) MIBC
- 39 pt (69%): BST

- 9 disease free
- 14 delayed RC
- 4 Progression - CT

2004-2015 83 patients HG NMIBC recurrence: Eur Urol, 2019



Critical Issues

✓ The current definitions take into account the timing of failure

✓ They not reflect the type of BCG schedule administered or the primary
indication for BCG.

✓ Published differing outcomes for patients who receive just induction BCG
compared with a maintenance schedule.



Critical Issues

✓ Comparing salvage therapies in patients failing BCG has been
hindered by the lack of standard definitions and studies that
combined different classes of BCG-failure

✓ Given the high risk of disease recurrence, a placebo-controlled
arm is not ethical in BCG unresponsive disease, so experimental
single armed trials with new agents are now being conducted

Mukherjee N. Urol Oncol 2018



BCG unresponsive: intravesical therapy

FDA validated



Gemcitabine in BCG unresponsive
ICH Experience

8 weekly instillation 2000mg Gemcitabine

Start 2011-ongoing

N°Pt. 33

CR 15(45%)

DFS 12m 10 (30%)

DFS 24m 7 (21)

NR 18(55%)

OUTCOME

Died 6 othes causes , 7 for disese

Alive M+/N+ 7

Alive NED 11 (5 after recurrence NMIBC)



Combo Therapy

Cockerill 2015

37% 2-year DFS

Administered sequentially
Induction 6–8 wk No MNT

Lightfoot 2014

48% 1-year DFS 
38% 2-year DFS

Administered sequentially 
Induction 6 wk MNT 1 yr

Gemcitabine 1g / Mitomycin C 40mg

BCG unresponsive

78% 88%



Combo Therapy

Gemcitabine 1g / Docetaxel 37,5mg

BCG unresponsive

82% 66%

Steinberg 2015

54% 1-year DFS
34% 2-year DFS

Administered sequentially 
Induction 6 wk MNT 24 mo

Milbar 2017

42% 1-year DFS
24% 2-year DFS

Administered sequentially
Induction 6 wk MNT 24mo



Nuove Opzioni Terapeutiche in Chemioterapia 
nella Lotta al Carcinoma Uroteliale: BCG Naive

Denmark
P.I. Jensen
Condition: Recurrent NMIBC Ta LG or HG
Status: Active, not recruiting



Nuove Opzioni Terapeutiche in Chemioterapia 
nella Lotta al Carcinoma Uroteliale

BCG Naive BCG Unresponsive



Nuove Opzioni Terapeutiche in Chemioterapia 
nella Lotta al Carcinoma Uroteliale: BCG Naive

UK, multicenter
P.I. Mostafid
Condition: NMIBC LG 
Status: Active, not recruiting

82pt, 2:1 RCT
- Chemoresection
- TURBT * early instillation (3 mo

cystoscopy follow up + biopsy)

Chemoresection: MMC 40mg, 4 once 
weekly

- Primary outcome: CR with 
chemoresection

- Secondary outcome: compliace, 
salvage surgical rate, PFS



Nuove Opzioni Terapeutiche in Chemioterapia 
nella Lotta al Carcinoma Uroteliale: BCG Naive

France, multicenter
P.I. Irani
Condition: Primary or recurrent paillary
aspect NMIBC

54pt, 
- IPOI: 1h before TURBT
- IPOP: post op within 24h

- Primary outcome: PFS 12 mo.



Nuove Opzioni Terapeutiche in Chemioterapia 
nella Lotta al Carcinoma Uroteliale: BCG Naive

USA, multicenter
P.I. Ofelein
Condition: NMIBC Ta LG 
Status: Recruiting

- Proliposomal intravesical Paclitaxel

Escalation dose of Paclitaxel every 2 wks
for 6 wks:
- 25mg – 50mg – 75mg – 100mg –

150mg
- Until DLT 



Nuove Opzioni Terapeutiche in Chemioterapia 
nella Lotta al Carcinoma Uroteliale: BCG Naive

USA, multicenter
P.I. Humphrey
Condition: NMIBC

3 arms:
- MMC immediate instillation
- Gemcitabine 2000mg immediate inst.
- No intervention

- Primary outcome: adverse events
- Secondary. Outcome: bladder stones



Nuove Opzioni Terapeutiche in Chemioterapia 
nella Lotta al Carcinoma Uroteliale: BCG Naive

Multicenter
Condition: Recurrent NMIBC LG 
Status: Active, not recruiting

120pt, RCT (MEDAC MMC)
- 60 pt intervention group (neoadjuvant

chemoresection 3 instillation weekly for 3 
wks, follow up with cystoscopy at 4 wks)

- 60 control group TURBT + adjuvant

- Primary outcome: 2 year RR
- Secondary outcome: Tumor response rate



Nuove Opzioni Terapeutiche in Chemioterapia 
nella Lotta al Carcinoma Uroteliale: BCG 

Unresponsive

Korea
P.I. Ku,SAMIANG
Condition: Ta, T1 refractory BCG 
Status: Active

88pt, RCT
- Experimental arm 75mg Nanoxel
- Comparative arm: MMC 40ml

- Primary outcome: RFR 1 yr



Nuove Opzioni Terapeutiche in Chemioterapia 
nella Lotta al Carcinoma Uroteliale: BCG 

Unresponsive
USA, multicenter
P.I. Mckerninan
Condition: BCG refractory NMIBC 
Status: Active

24 pt, RCT
5 arms:
- GC 2000mg + CARBAZETAXEL 2.5mg 

1wk for 6 wks
- GC 2000mg + CARBAZETAXEL 5mg 

1wk for 6 wks
- GC 2000mg + CARBAZETAXEL 5mg + 

CDDP 66mg 1wk for 6 wks
- GC 2000mg + CARBAZETAXEL 5mg + 

CDDP 80mg 1wk for 6 wks
- GC 2000mg + CARBAZETAXEL 5mg + 

CDDP 100mg 1wk for 6 wks

- Primary outcome: adverse events
6wks, complete response at 6 wks



Nuove Opzioni Terapeutiche in Chemioterapia 
nella Lotta al Carcinoma Uroteliale: BCG 

Unresponsive

USA, multicenter
P.I. Ruinsky
Condition: CIS NMIBC unresponsive to 
BCG 
Status: Active



ONCOFID: Overview

Phase I study

PI: R Hurle

EU Multicenter study

ICH experience

ONCOFID, registered as
EUDRACT 2016-004144-11 
European registry

Oncofid-P-B* is a conjugate of paclitaxel and 
Hyaluronic Acid (HA) for the treatment of NMIBC 

by intravesical instillation

• Conjugation of paclitaxel with HA:

• Conferes tumor targeted activity (CD44)

• Improves paclitaxel solubility

• Reduces paclitaxel Toxicity

• Conferes muco-adhesive properties



Oncofid-P-B: clinical overview

•A Phase 1 multiple escalating dose (150-750 mg, 6 weeks) in 16 BCG 
refractory CIS patients completed

• 60% CR at EoT

• A Phase 2 (600 mg, 6 weeks + 6+6 months) in 60 Ta G1-G2 
patients (marker lesion) completed

• 45% CR at EoI (naïve 60%)

• DFS 15.7 months

• Good efficacy and excellent safety (17 DRAEs, G1-G2)/591 
instillations) led to test Oncofid-P-B administered weekly for 12 
consecutive weeks in BCG unresponsive CIS patients 



Oncofid-P-B 12-week study

Trial design: 

Open label, multicenter, multinational, Phase 1 study*, to 
evaluate the safety and efficacy of Oncofid-P-B in 20 
patients with CIS ±Ta/T1 who are unresponsive* or 
intolerant to BCG and unwilling or unfit for cystectomy



Materials & Methods

Treatment Schedule: 
◦ 12 consecutive weekly instillations (intensive phase) followed, in CR patients, by 12 monthly instillations 

(maintenance phase)

Primary end-point:
◦ Overall safety profile 

Secondary endpoints:
◦ Efficacy after the intensive phase and after the entire treatment period
◦ Compliance (drug time retain) 
◦ Rate of discontinuation
◦ Systemic absorption

The complete response (CR) is defined as a negative cystoscopy including biopsy
of the urothelium and negative cytology.



Results

Descriptive analysis

N° patients enrolled 21*

N° patients treated 20

Mean age 72,8 (SD 7,58; 65-83)

Sex 16 M, 5 F

Race All white caucasian

Diagnosis 17 pure CIS
4 CIS + Ta



Safety Results

During the induction phase, seven mild-moderate (G1- G2) DRAEs
including haematuria, proteinuria, nausea and urticaria were
reported

There were no DRSAEs or withdrawals due to treatment

In all plasma samples analysed, the drug concentration was always
below the LOQ



Efficacy Results

15 out of 20 patients (75%) reached a CR at the end of 
intensive phase

None of the non-responders developed disease
progression



Conclusion

Excellent safety profile of Oncofid-P-B

Favorable preliminary efficacy data,

It confirming its potential as therapeutic option in BCG unresponsive
CIS patients, also with a prolonged treatment schedule, and deserves
further clinical evaluation



Thank You for Your Attention

rodolfo.hurle@humanitas.it


