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Focus of Discussion

- What is a J pouch?
» Risks of a pouch?

» Diagnosis

» Types of Pouchitis

» Therapy of Pouchitis

» Alternative therapies




What Is a J Pouch?

w’? llepanal Anastomosis
1

A

' |

Small
I Intastine

Risks of J pouch
*  Dehydration

IR
L

1A

* Proctocolectomy with ileal Pouch-Anal «  Pouchitis
Anastomosis (IPAA)

«  Surgery for both UC, FAP patients or even

. Diarrhea

«  Stricture

¢ Obstruction

* ltcan be donein 1, 2 or 3 steps depending * Increased risk of infertility
on how sick the patient is. - Development of CD in the Pouch (10%)

Akiyama S, Rai V and Rubin D. Pouchitis in inflammatory bowel disease; a review of diagnosis, prognosis and treatment Interest Res. 202 Jan;19(1); 1-11;
Lightner AL et al. Results at Up to 30 years after lleal Pouch-Anal Anastomosis for Chronic Ulcerative Colitis. Inflammatory Bowel Disease. 2017 May ;23(5): 781-790.



Understanding J Pouch Anatomy
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What Is Pouchitis? |

* Pouchitis is an idiopathic inflammation that is confined to the ileal pouch.

— Symptoms include increased bowel movements, loose stools, abdominal pain
and cramping, straining to have a bowel movement, hematochezia, mucous
discharge and tenesmus.
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Vidal de Negreiros et al. Pouchitis: insight into the pathogeneis and clinical aspects. Am J Trans Res. 2022; 14(7) 4406—4425.




Causes?

We know pouchitis can affect all patients with J-pouches.
*  However, patients who had a pouch for FAP have much lower rates of Pouchitis.

* In a retrospective cohort study by Mohammad Ali Abbass, the rate of pouchitis is
about 15% in pts with FAP compared with UC patients.

* As such, it is believed that there are molecular and immunological mechanisms that
lead to inflammation in pts with UC.

*  We also know pouchitis responds to antibiotics, so there is a dysbiosis and
microbiological cause to it

« There likely exists an underlying host susceptibility and immunigenetic component

Vidal de Negreiros et al. Pouchitis: insight into the pathogeneis and clinical aspects. Am J Trans Res. 2022; 14(7) 4406—4425; Abbass MA, Lavryk
OA, et al. Nonspecific, Acute Pouchitis in Patients with Familial Adenomatous Polyposis: Less Common that we think. Dis Colon Rectum. 2022 June
1;65(6):846-850.



The small intestine is meant to be a Not Stagnant. This is a J pouch
Flowing River.

e )

A key factor in the development
and treatment of pouchitis is
related to the changes that
happen in the Gut Microbiome
when the small intestine is used
as a reservoir.

In studies, patients with an
inflamed pouch have been found
to have higher serum levels of
antibodies against bacterial
antigens which further supports
the relationship between
dysbiosis and pouchitis.

Vidal de Negreiros et al. Pouchitis: insight into the pathogeneis and clinical aspects. Am J Trans Res. 2022; 14(7) 4406—4425.



Facts to Consider Telling
Your Patients

*  Pouchitis can occur in up to 70% of patients and the cumulative incidence of pouchitis
within 2 years after IPAA is 48%.

* The prevalence of pouchitis increases with time, with cumulative incidence rates of
25% at 1 year, 35% at 3 years and 45% at 5 years

- Antibiotics are the mainstay of treatment for acute pouchitis and have been shown to
induce remission at rates of approximately 80% after a single course

«  The cumulative risk of isolated acute pouchitis is 29%.

- After initial successful treatment, however, approximately 60—-70% of patients
will develop at least one recurrence and up to 10-20% of patients will develop
chronic pouchitis.

Barnes EL et al. Incidence, Risk factors and Outcomes of Pouchitis and Pouch-Related Complications in Patients with Ulcerative Colitis. Clin Gastroenterol Hepatol.
1021 Aug;19(8): 1583-1591; Lightner AL et al. Results at Up to 30 years after lleal Pouch-Anal Anastomosis for Chronic Ulcerative Colitis. Inflammatory Bowel
Disease. 2017 May ;23(5): 781-790; Akiyama, S, Rai, V and Rubin, D. Pouchitis in inflammatory bowel disease; a review of diagnosis, prognosis and treatment Interest
Res. 202 Jan;19(1); 1-11; Ferrante M, Declerck S, De Hertogh G, et al. Outcome after proctocolectomy with ileal pouch-anal anastomosis for ulcerative colitis. Inflamm
Bowel Dis. 2008;14:20-28; Shen B. Acute and chronic pouchitis — pathogenesis, diagnosis and treatment. Nat Rev Gastroenterol Hepatol. 2012;9(6):323-33.



What Patients Are at
Higher Risk of Pouchitis?

- Patients with PSC are at higher risk of Pouchitis with a cumulative risk of
79% at 10 years versus 46% without PSC.

« Pts with EIM’s are at higher risk of developing pouchitis.

* Anti-tnf exposure prior to colectomy also is a risk factor for pouchitis after
surgery.(aOR1.63; 95% CI)

* Having a 3 stage IPAA
* NSAIDs
*  Smoking

* Pancolitis

Akiyama S, Rai V and Rubin D. Pouchitis in inflammatory bowel disease; a review of diagnosis, prognosis and treatment Interest Res. 202 Jan;19(1); 1-11.



Diagnosis of Pouchitis




Don’t Forget the Differential

* Infections: CMV or C. difficile
*  Pouch-outlet obstruction

* Anastomotic stricture

« Cuffitis

 lrritable Pouch Syndrome

- SIBO

* Crohn’s Disease of the Pouch
* Immune Mediated Pouchitis

+ Pelvic floor dysfunction

Akiyama S, Rai V and Rubin D. Pouchitis in inflammatory bowel disease; a review of diagnosis, prognosis and treatment Interest Res. 202 Jan;19(1); 1-11.



Diagnosis of Pouchitis

. Multi-factorial diagnosis work up: Endoscopic Findings, Histologic Findings (plan for endoscopic evaluation)

. Symptoms: Pouch Disease Activity Index: Proposed in 1994 by Sandborn and colleagues.

. Rule out infection such as C. Diff, perform a fecal calprotectin

. Consider autoimmune work up with IgG4 and pAnca if you are concerned for underlying autoimmunity in patients with pouchitis.

Stool frequency
Usual postoperative stool frequency
1-2 stools/day = postoperative usual
3 or more stools/day = postoperative usual
Rectal bleeding
MNone or rare
Present daily
Fecal urgency/abdominal cramps
None
Occasional
Usual
Fevar (temperature = 100% Farenheit)
Absent
Present
Endoscopic criteria
Edema
Granularity
Friability
Loss of vascular pattern

PDAI is comprised of 3 components:
« Symptoms (0 — 6 pts)
* Endoscopy (0-6 pts)
» Histology (0 — 6 pts)
Mucus swudatos + Total 18 points
et hisotogi crieria >7 defined as Pouchitis

Polymorph infiltration

HERERERERER B0 NBQO RO RKNEO

;Mngi;;?t? :w:?:tD:::::ss é <3 defined as Remission
VieeT e Por lowpower field (average) X 3 defined as improvement
Siow T :

Pouchitis is defined as a total PDAI score = 7 points.
Adapted with permission from: Sandborn W, Tremaine W1, Batts KP,
Pemberton JH, Phillips SF. Pouchitis following ileal pouch-anal anas.
tomosis: a pouchitis disease activity index. Mayo Clin Proc 1994;69:
409-415.

Sandborn WJ, Tremaine WJ, Batts KP, Pemberton JH, Phillips SF. Pouchitis after ileal pouch-anal anastomosis: a Pouchitis Disease Activity Index.
Mayo Clin Proc. 1994 May;69(5):409-15.



Types of Pouchitis

Types of Pouchitis:

* Acute pouchitis:

— Symptoms lasting < 4 weeks and respond to a 2 week course of antibiotics.
(80% of pts respond to initial episode)

*  Chronic pouchitis:

— Symptoms lasting longer than 4 weeks despite standard antibiotic courses and needing
treatment with chronic antibiotics or other medical therapy.

- 10%-15% of patients will develop either antibiotic dependent and antibiotic-refractory pouchitis.
— Consideritifa pthas had 3—4 acute episodes in 12 months

Vidal de Negreiros et al. Pouchitis: insight into the pathogeneis and clinical aspects. Am J Trans Res. 2022; 14(7) 4406—4425; Akiyama, S, Rai, V and
Rubin, D. Pouchitis in inflammatory bowel disease; a review of diagnosis, prognosis and treatment Interest Res. 202 Jan;19(1); 1-11.



Chronic Pouchitis

Antibiotic —-Dependent

Antibiotic Refractory

Pouchitis that responds favorably with
symptomatic or endoscopic response to
conventional antibiotic therapy.

Have recurrent relapses

(> 3—4 episodes per year)

Or develop recurrent sx 4—6 weeks after
stopping antibiotics requiring maintenance
treatment with antibiotics

* Pouchitis that fails both symptomatic and
endoscopic response to 2—4 weeks of
conventional antibiotic therapy, even if it
had previously responded to antibiotics.

« Have persistent symptoms and objective
inflammation on pouchoscopy despite
multiple antibiotic courses

Shen B, Gochlar GS, Rubin DT, et al. Treatment of Pouchitis, Crohn’s Disease, cuffitis and other inflammatory disorders of the pouch: consensus guidelines
from the International lleal Pouch Consortium. Lancet Gastro Hep. 2022: 7: 69-95.




Treatment of Pouchitis: Should | Treat
Prophylactically With Probiotics After Surgery?

«  Should I start patients on probiotics or antibiotics prophylactically after stoma closure to prevent
pouchitis? Data is limited

- Study with VSL #3 ( Lactobacillus, Bifidobacterium, and Strep Salivarius)

20 pts on VSL#3 20 pts on placebo
Pouchitis at 12 mos 2 (10%) 8 (40%

1989-2001 1996 — 2001 1989-1996

117 pts post op 39 pts L.rhamnosus GG 78 pt no probiotic

Cumulative pouchitis risk at

o = o _
3years 7% (p=0.011) 29%(p=0.011)

Shen B, Gochlar GS, Rubin DT, et al. Treatment of Pouchitis, Crohn’s Disease, cuffitis and other inflammatory disorders of the pouch: consensus guidelines
from the International lleal Pouch Consortium. Lancet Gastro Hep. 2022: 7: 69-95; Gosselink MP, Schouten WR, van Lieshout LM, Hop WC, Laman JD,
Ruseler-van Embden JG. Delay of the first onset of pouchitis by oral intake of the probiotic strain Lactobacillus rhamnosus GG. Dis Colon Rectum. 2004
Jun;47(6):876-84. doi: 10.1007/s10350-004-0525-z. Epub 2004 Apr 19. PMID: 15108026.



Do | Start Antibx After IPAA?

- Sulfasalazine studied for prevention

— Scaioli et al. performed a retrospective pilot study examining the
role of sulfasalazine as primary prophylaxis for pouchitis.

» Sulfasalazine 2000 mg per day was given to 55 patients who
underwent IPAA for ulcerative colitis.

* The incidence of pouchitis was significantly reduced in the
sulfasalazine arm compared with the control arm (15% versus
64.5%; p <0.001).
* Per International consortium guidelines, use of
antibiotics post op for prophylaxis is not recommended.



Should | Use Probiotics After
Initial Pouchitis Episode?

« According to the International Consortium of expert panelists:

— It is recommended for at risk patients
« Patients with PSC
« Patients with other EIM’s such as arthritis

+ Patients with other autoimmune disorders.
* In my practice, | do use Visbiome (was VSL #3) for pouchitis after initial episode.

— Study done in 2000, the efficacy of VSL #3 was evaluated in 20 pts on VSL #3 and 20 pts
on placebo.

— Recurrence of pouchitis within 9 months in placebo group was 100% (P<0.001) while those
on probiotic was 15%.

Gionchetti P, Rizzello F, Venturi A, Brigidi P, Matteuzzi D, Bazzocchi G, Poggioli G, Miglioli M, Campieri M. Oral bacteriotherapy as maintenance treatment in
patients with chronic pouchitis: a double-blind, placebo-controlled trial. Gastroenterology. 2000 Aug;119(2):305-9; Shen B, Gochlar GS, Rubin DT, et al.
Treatment of Pouchitis, Crohn’s Disease, cuffitis and other inflammatory disorders of the pouch: consensus guidelines from the International lleal Pouch
Consortium. Lancet Gastro Hep. 2022: 7: 69-95.



Initial Episode of Pouchitis:
What Do | Do?

Topical budesonide can be
used as a second-line
therapy for the treatment
of acute pouchitis for
those who do not respond
to antibiotic therapy.

Routine use of probiotics
for the treatment of
pouchitis is not
recommended due to the
lack of evidence.

First episodes of acute
Therapy for acute pouchitis can be treated
pouchitis with ciprofloxacin or
metronidazole.

Cipro 500 mg bid
Rifaximin not (preferred over
recommended for Metronidazole due to > Metronidazole 500 mg bid
monotherapy decrease in PDAI and
more tolerable)




Chronic Antibiotic
Dependent Pouchitis .|

Induction
* 4 wk course of combination antibiotics. Recommend
combination therapy of Cipro 500 mg bid with
— Flagyl 500 mg bid or
— Tinidazole 500 mg or
— Rifaximin 500 mg bid

Shen B, Gochlar GS, Rubin DT, et al. Treatment of Pouchitis, Crohn’s Disease, cuffitis and other inflammatory disorders of the pouch: consensus guidelines
from the International lleal Pouch Consortium. Lancet Gastro Hep. 2022: 7: 69-95.



CADP: Should | Use
Probiotics for Maintenance?

Maintenance:
- Probiotic: VSL#3 6g — 9 g a day.

— Data at 9 months — 1 year of use showed maintenance of remission of
85%—-100%.

— However, a post marketing real world study that patient compliance with
long term probiotic was not maintained

— Data remained mixed yet er The International Consortium, use of
Probiotic is recommended

Shen B, Gochlar GS, Rubin DT, et al. Treatment of Pouchitis, Crohn’s Disease, cuffitis and other inflammatory disorders of the pouch: consensus guidelines
from the International lleal Pouch Consortium. Lancet Gastro Hep. 2022: 7: 69-95.



CAPD: Maintenance
What About Antibiotic Usage?

* Retrospective observational study of 39 pts with CADP for at least 1 year between
1/2005 — 4/2017.

—  Abx: Cipro, Metronidazole, Rifaximin, Cefalexin, Trimethoprim, Co-Amoxiclav

Remission 102 Pouch failure Long term side Resistance to an
months median 6 yrs effect antibiotic over time
39 pt 8 (21%) 7 (18%) 28% 78%
* Nonabsorbable antibiotic or low doses systemic antibiotic
—  Rifaximin 200 mg daily (up to 1800 mg daily). However, consider cost and how easy it is to get it covered

Rifaxmin 200 mg/d

51 pts 33 (25%) 19 (58%) 2(6%)

* In my practice, | do use Cipro 250 mg—500 mg daily (risk of tendinopathy) and
*  Metronidazole 250 mg to 500 mg daily (risk of dysguesia and neuropathy)

Shen B, Gochlar GS, Rubin DT, et al. Treatment of Pouchitis, Crohn’s Disease, cuffitis and other inflammatory disorders of the pouch: consensus guidelines from the
International lleal Pouch Consortium. Lancet Gastro Hep. 2022: 7: 69-95; Segal JP, Poo SX, McLaughlin SD, Faiz OD, Clark SK, Hart AL. Long term follow up of the use of
maintenance antibiotic therapy for chronic antibiotic-dependent pouchitis. Frontline Gastroenterol. 2018;9(2):154. Epub 2018 Jan 31.



Chronic Antibiotic
Refractory Pouchitis

Induction
* 4 wk course of combination antibiotics. Recommend combination therapy of Cipro
500 mg bid with
— Flagyl 500 mg bid [36 (82%) of 44 pts achieved remission] or
— Tinidazole 500 mg [14 (87.5) of 16 pts achieved remission] or
— Rifaximin 500 mg bid [16 (88.8%) of 18 pts achieved remission]

Shen B, Gochlar GS, Rubin DT, et al. Treatment of Pouchitis, Crohn’s Disease, cuffitis and other inflammatory disorders of the pouch: consensus guidelines
from the International lleal Pouch Consortium. Lancet Gastro Hep. 2022: 7: 69-95.



CARP Induction

Oral or topical budesonide can be used for chronic antibiotic-refractory pouchitis,
especially in patients with comorbid primary sclerosing cholangitis.

— | use budesonide 9 mg daily for 2—4 weeks and then taper by 3 mg depending on the taper
The anti-integrin agent vedolizumab is preferred over anti-TNF agents
Anti-TNF agents (e.qg., infliximab and adalimumab)
The anti-1L-12/23 agent ustekinumab

Failure of a specific agent (e.g., a biologic) before colectomy does not preclude the
use of the same agent for pouchitis

Immunomodulators can be used. In my practice, | do not use them for pouchitis due
to side effect.



Chronic Antibiotic
Refractory Pouchitis

Maintenance:

. Low-dose oral budesonide (3mg — 6mg/day) can be used for maintenance therapy if they responded to initial oral
9 mg doses. However, must monitor long term steroid side effects.

. If patient responded to biologic, then continue same biologic as maintenance therapy

. Immunomodulators, such as mercaptopurine and azathioprine, have been used for maintenance therapy of
chronic antibiotic-refractory pouchitis according to the expert international panel.

. Topical cyclosporin or topical tacrolimus have been used for the treatment of chronic antibiotic-refractory pouchitis.
What do | do?

. | do not usually use immunomodulators for Pouchitis maintenance due to side effects since many biologics are
considered safer. Also lack of data with only some case series available.

. | do not use topical cyclosporine or tacroliumus in my practice for pouchitis. Again, no RCT and limited case
series available.

Shen B, Gochlar GS, Rubin DT, et al. Treatment of Pouchitis, Crohn’s Disease, cuffitis and other inflammatory disorders of the pouch: consensus guidelines
from the International lleal Pouch Consortium. Lancet Gastro Hep. 2022: 7: 69-95.



Treatment type

Pouch condition

Response or remission rate/
duration of treatment

Primary outcome

S

Oral antibiotics (ciprofloxacin or metronidazole)
Hurst RD, Molinari M, Chung TP, Rubin M,
Michelassi F. Prospective study of the
incidence, timing and treatment of pouchitis in
104 consecutive patients after restorative
proctocolectomy. Arch Surg. 1996;131:497-500

Acute pouchitis

96%/up to 14 days

Response to oral antibiotics determined by
resolution of symptoms.

Metronidazole 250 mg three times daily for 7
days. Metronidazole was switched to
ciprofloxacin 500 mg twice a day for 7 days
if patients failed metronidazole or had its
side effects.

Oral antibiotics

Mimura T, Rizzello F, Helwig U, et al. Four-
week open-label trial of metronidazole and
ciprofloxacin for the treatment of recurrent or
refractory pouchitis. Aliment Pharmacol
Ther. 2002;16:909-917.

Chronic pouchitis
induction

44(82%) of the 44 pts achieved remission
/28 days

Remission defined as a combination of PDAI
clinical score of < 2, endoscopic score of < 1
and total score of < 4.

A combination of metronidazole 400 or
500 mg twice daily, and ciprofloxacin
500 mg twice daily for 28 days

Oral budesonide

Gionchetti P, Rizzello F, Poggioli G, et al. Oral
budesonide in the treatment of chronic
refractory pouchitis. Aliment Pharmacol

Ther. 2007;25:1231-1236

Chronic pouchitis
Induction for CARP

15 (75%) of 20 pts achieved remission
/8 weeks

Remission defined as a combination of PDAI
clinical score of < 2, endoscopic score of < 1
and total score of < 4.

9 mg/day for 8 weeks

Infliximab

Barreriro-de Acosta, et al. Efficacy of IFX rescur
therapy in pts with crhonic refractory pouchitis.
IBD. 2912118:812-817

Chronic pouchitis

8(21%) of 33 pt had complete response
63% partial response at 8 wks

27% complete response at 52 weeks
18% partial response at 52
40% withdrew due to AE or no efficacy

Complete response defined as cessation of
diarrhea and urgency. PR defined as marked
clinical improvement but persisting symptoms.

5 mg/kg at weeks 0, 2, 6, then every 8 weeks

Vedolizumab

Gregory, et al. Efficacy of Vedo for Refractory
Pouchitis of IPAA. Results from multi-center
cohort. IBD. Vol 25, issue 9 Sept 2019, pf 1569
- 1576

Chronic pouchitis

Retrospective study of 83 pts
71.1% clinical response

19.3 % clinical remission
17.6% mucosal healing

Clinical response defined as any improvement
in symptoms including a decrease in bowel
movements, pain, or fistula drainage.

300 mg at weeks 0, 2, 6, then every 4-8 weeks

Akiyama S, Rai V and Rubin D. Pouchitis in inflammatory bowel disease; a review of diagnosis, prognosis and treatment Interest Res. 202 Jan;19(1); 1-11.




Vedolizumab

Gregory, et al. Efficacy of Vedo for
Refractory Pouchitis of IPAA. Results
from multi-center cohort. IBD. Vol 25,
issue 9 Sept 2019, pf 1569 - 1576

Chronic
Pouchitis

Retrospective study of 83 pts
71.1% clinical response

19.3 % clinical remission
17.6% mucosal healing

Clinical response defined as any
improvement in symptoms including a
decrease in bowel movements, pain, or
fistula drainage.

300 mg at weeks 0, 2, 6,
then every 4-8 weeks

Ustekinumab

Ollech JE, Rubin DT, Glick L, Weisshof R,
El Jurdi K, Israel A, Krugliak Cleveland N,
Hyman N, Sakuraba A, Pekow J, Cohen
RD, Dalal SR. Ustekinumab Is Effective
for the Treatment of Chronic Antibiotic-
Refractory Pouchitis. Dig Dis Sci. 2019
Dec;64(12):3596-3601. doi:
10.1007/s10620-019-05697-1.

Chronic
Pouchitis

Retrospective single center of CARP
12 (50%) of 24 pts had clinical
response at 12 months
Endoscopic improvement

Clinical response defined as any
improvement in physician global
assessment and the number of bowel
movements per 24 hours.

One 90 mg IV loading dose
infusion followed by 90 mg
injections every 8 weeks

Akiyama S, Rai V and Rubin D. Pouchitis in inflammatory bowel disease; a review of diagnosis, prognosis and treatment Interest Res. 202 Jan;19(1); 1-11.




Are There Any
Alternative Therapies?

«  Diet modification
— FODMAP foods can increase stool frequency and decrease consistency
— Foods low in antioxidants may be related to increasing pouchitis

* Fecal transplant

— A systematic review of nine studies of faecal microbiota transplantation in the treatment of
chronic pouchitis reported clinical response in 14 (31-:8%) of 44 evaluated patients at various
time points after the transplantation, and clinical remission in ten (22-7%) patients.

— There exists some case series that show benefit, other small studies that show no
therapeutic effect

— Data is inconclusive, as such the International Consortium does not recommend at this time.
Shen B, Gochlar GS, Rubin DT, et al. Treatment of Pouchitis, Crohn’s Disease, cuffitis and other inflammatory disorders of the pouch: consensus guidelines

from the International lleal Pouch Consortium. Lancet Gastro Hep. 2022: 7: 69-95; Akiyama, S, Rai, V and Rubin, D. Pouchitis in inflammatory bowel
disease; a review of diagnosis, prognosis and treatment Interest Res. 202 Jan;19(1); 1-11.



» Hyperbaric Oxygen

— Per Consortium can be used for chronically refractory
pouchitis patient which ischemic features (symmetric
distribution on endoscopy).

— There is some data that shows that in 21 pt with
medically refractory pouchitis or fistula in pouch
dropped the PDAI from 9 to 5 after 30 sessions were
administered over 8 weeks.

Fahad H, Dulai PS, Shen B, Kockhar G. Hyperbaric Oxygen Therapy is Effective in the Treatment of Inflammatory and fistulizing and pouch complications.
Clin Gastro and Hep. Vol 19, Issue 6, June 2021 pg 1288-1291; Shen B, Gochlar GS, Rubin DT, et al. Treatment of Pouchitis, Crohn’s Disease, cuffitis and
other inflammatory disorders of the pouch: consensus guidelines from the International lleal Pouch Consortium. Lancet Gastro Hep 2022: 7: 69-95.
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Akiyama S, Rai V and Rubin D. Pouchitis in inflammatory bowel disease; a review of diagnosis, prognosis and treatment Interest Res. 202 Jan;19(1); 1-11.



Summary

» Pouchitis is very common in IBD pts
s/p Proctocolectomy with IPAA

*  Pouchitis can be divided into Acute
and Chronic

«  Chronic Pouchitis will need an
induction and maintenance therapy.

*  More studies need to be done on
potential medical therapies,
especially head to head RCT

WEAREALMOST DONE




THANK YOU SO MUCH FOR
YOUR ATTENTION!!
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