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Introduction

This report is based on autologous islet transplant (Auto-1tx) recipients registered in the
Collaborative Islet Transplant Registry (CITR), infused from 1999 through September 2015, with
follow-up data through December 2016.

Of 23 North American sites performing Auto-1Tx during this period, 11 reported data to CITR,
along with 4 European and Australian islet transplant centers. These sites registered 819 auto-
islet transplant recipients. Of these, 754 recipients were in North America, 63 in Europe, and 2
in Australia. Ninety-six (96) were aged less than 18, and 723 were 18 or older at the time of
their transplant. Eight (8) of the total recipients received a second auto-islet transplant. Exhibits
1-1A and 1-1B summarize the total allograft recipients and infusions included in this report. The
increase in islet autotransplant over time is likely reflective of increasing awareness and
acceptance of total pancreatectomy with Auto-ltx as a therapy for refractory pancreatitis.

Exhibit 1-2 shows the cumulative enrollment by date of transplant of all the Auto-ITx in CITR, by
less than 18 years old and 18 and up. Exhibit 1-3 shows the number of clinical sites by year
performing Auto-ITx. As with Allo-Itx, after the initial rise in annual transplants performed from
1999 through 2007, with subsequent leveling off thereafter. The light gray bars show the sites
already members of CITR or identified via an online survey conducted by CITR, while the dark
gray bars show the transplants registered in CITR. A few additional cases of Auto-Itx may be
performed at sites not affiliated with an islet processing center, but those would be few.

Exhibit 1-4A shows the number of new Auto-ltx recipients by year from 1999. Exhibit 1-4B
shows the number of new Auto-Itx annually reported to CITR by the European and Australian
sites. Total pancreatectomy with Auto-Itx has not been endorsed as a procedure for chronic
pancreatitis as largely abroad as in the US, with certain exceptions by country. The United
Kingdom specifically has utilized Auto-Itx but has been more limited in scope in recent years
due to limited funding for the procedure from the National Health System.

Exhibit 1-5 shows the second infusion by year. These are very few, performed only in cases
where a partial pancreatectomy with Auto-Itx is first performed, and then due to treatment failure
(persistent pancreatic disease), a completion pancreatectomy with Auto-Itx is then performed.

Exhibit 1-6 breaks down the new recipients by year adult vs. pediatric. Auto-Itx has been
increasingly utilized in the care of children with chronic pancreatitis over the past decade,
although the majority of cases are still performed in adult recipients
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Exhibit 1-1A
Auto-Islet Recipients

CITR-Consented North ) Total
Europe Australia

AUTO Recipients America Recipients
N 754 63 2 819
Exhibit 1-1B
Auto-Islet Infusions
Pediatric Adult
AUTO / / Total
Infusions Nort_h Europg Nort.h Europe_ Infusions
America Australia America Australia
N 96 2 665 64 827
Exhibit 1-2
Cumulative Auto-Islet Recipient Enroliment (by date of transplant)
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Exhibit 1-3
Clinical sites performing islet autograft transplantation, by year — North America
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Exhibit 1-4B

New islet autograft transplant enroliment, by year of first transplant —
Europe and Australia
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Exhibit 1-5
First and second autograft transplants, by year of transplant
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Exhibit 1-6
Adult and pediatric autograft transplants, by year of transplant
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Introduction

This chapter details the available demographic and medical history information on islet autograft
recipients registered in CITR.

Many of the data elements in the islet autograft segment of the CITR registry data are not
available particularly from the earlier eras (1999-2010). What results are available are
presented in this Chapter. Data missing is shown for each exhibit. More than 50% of the data
is missing except for gender, age and era. Less than 25% missing data is highlighted in green
text. Data missing at 25-50% levels are highlighted in yellow.

The gender distribution shows a substantial majority of females receiving auto-islet
transplantation across all age groups, and across all eras (Exhibit 2-1).

The vast majority of recipients identify as Caucasian or white (Exhibit 2-1) across all age groups
and eras.

Mean blood glucose was well in control, although it rose with increasing age (Exhibit 2-2) .
Basal C-peptide was also well above 0.3 ng/mL, with higher levels with increasing age. This
would be expected since Auto-Itx is only performed in recipients with functioning beta cells to
isolate and infuse. HbA1c, though statistically significantly different across the age groups,
ranged within normal levels. As a mixture of indications for pancreatectomy and auto-islet
transplantation, the CITR Auto-ltx group shows varying levels of insulin requirement prior to
infusion: none of the children <12 years old (yo) required any insulin, 4% of the 12-18 yo's had
required insulin, 2% of the the 18-<35 yo’s required insulin, and 5% =35 yo’s required insulin
(Exhibit 2-2).

Differences in FBG, basal C-peptide and HbAlc over the eras of the Registry may reflect recent
acceptance of performing Auto-Itx in diabetic patients with chronic pancreatitis when C-peptide

levels are high. In early eras, diabetic patients were largely not considered candidates for Auto-
Itx and total pancreatectomy alone was instead performed.

Both diagnostic and treatment ERCP as well as stent placement and nerve blockage increased
with increasing age, while drainage and enzyme replacement were equally prevalent across age
groups. Prior surgery was performed much less frequently among those <18 yo's, while
Puestow was more prevalent among the <18 yo’'s. (Exhibit 2-3

Total or completion pancreatectomy was done in 97% of the <35 yo's, and 87% of the 235 yo's.
Across the eras, total pancreatectomy increased notably over the recent eras, likely reflecting
only the varying age distribution in the recent eras. (Exhibit 2-4)

Pancreatitis as the reason for the pancreatectomy declined from 100% in young children to 84%
in 235 yo's (also reflected across the eras), while very few were done for treating cancer (Exhibit
2-4).

Pancreatitis duration did not differ remarkably across the age groups or by era (Exhibit 2-4).
Familial pancreatitis was highly prevalent among the <18 yo’s, sharply declining with increasing
age. Conversely, idiopathic etiology rose notably with increasing age, as did pancreas divisum
and sphincter of Oddi dysfunction. The differences in pancreatitis etiology across the eras are
not clearly interpretable.

Any nominal differences in the laboratory values by age or era are based on too small a sample
for any meaningful interpretation (Exhibit 2-5).
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