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Objectives Results

IC/BPS Is a chronic disorder mainly characterized by bladder inflammation and 1. Chronic administration of CYP induces vesical pain up to 3. Antigenic recall with OVA increases T lymphocytes,
pelvic pain. The efficacy of current treatments for IC/BPS is still largely _ -
iInsufficient, in particular for pain relief. Therefore, an anti-nociceptive approach 10 days(z) without any Changes 1N Inflammatory parameters
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© Animals: Female Sprague-DaWIey rats (~ 7 WeekS Old) (Before CYP) (After CYP) (Before CYP) (After CYP) Data represent mean values + SEM (n=9-15/group) " p>0.05, Mann Whitney test CYP CYP
¢ Antigen priming was performed Intraplantar for ovalbumin (OVA) antigen or In bladder section of OVA immunized rat, OVA recall showed an increase in T
subcutaneous for BCG vaccine. In naive rats, three administrations of CYP induced a decrease in nociceptive lymphocytes density compared to irrelevant antigen (Fig. 3A). No inflammatory
) Chronlic cystitis was ir;_duc(eSd bzﬂf i)njeccfionti or CYP (4Odr_1t1_g/kg, p-, DO, D3 and D6), threshold (Fig. 1A) and an increase in AUC 1-60 g (Fig. 1B) compared to saline effect was observed as reflected by the lack of effect on bladder weight or bladder
control rats receiving saline (5 m under the same conditions. : : :
¢ Antigenic recall Wgas performed i?\travesically, 3, 6 and 7 days after the first CYP s wall thickness (Fig. 3B and 3C, respectively).
Injection with specific cognate antigen or irrelevant antigen. For OVA experiment, OVA _ _ _ _ _ o _ _ _
was the cognate antigen and BSA was the irrelevant antigen (Irr. Ag). For BCG 2. Intravesical recall with OVA alleviates CYP-induced 4. Intravesical administration of BCG induces analgesic
. Expe_rlment, BCG me_dac was the cognate antigen, _and OV_A was the irrelevant antlge_n. chronic vesical pain via endogenous opioids pathway effects
ociceptive behavioral response to mechanical stimuli was measured using
calibrated von Frey filaments of binding forces ranging from 1 to 60 g. Vesical sensitivity A B C D A B
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// f p N Compared to irrelevant antigen, OVA recall significantly increased nociceptive Compared to Iirrelevant antigen, BCG recall significantly increased nociceptive
! month Antigenic recall Von Frey threshold (Fig. 2A) and decreased AUC (Fig. 2B) in CYP treated-rats. Naloxone threshold (Fig. 4A) and decreased AUC (Fig. 4B) in CYP treated-rats. This result
or vehicle (i.ves) 125 e (an opioid receptor antagonist) treatment reversed this analgesic effect (Fig. 2C demonstrated an analgesic effect of antigenic recall with a commonly used

CO”CIUS'O”S and 2D). vaccine.

Three CYP administrations induced chronic bladder pain and inflammation . In this model, a secondary T cell response to vaccine antigens locally administered into inflamed mucosa, prevents from pain. This analgesic effect
assoclated with the recruitment of T lymphocytes induced by intravesical OVA was reversed by naloxone-methiodide (a general opioid receptor antagonist unable to cross blood-brain barrier), indicating that vesical pain
Inhibition was dependent on the local release of endogenous opioids. Theses effects were also observed using BCG vaccination providing new insight into BCG therapy for relieving bladder pain in IC/BPS patients.
Considering the universality of BCG vaccination programs worldwide, our results open new therapeutic avenue Iin the treatment of chronic bladder pain. This strategy might be rapidly developed since
the therapeutic protocol consisting in intravesical administration of live mycobacterium into the bladder is already commonly used for bladder cancer treatment.
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