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Supplemental Figure 1. Pancreatic sections of WT and KO mice at 1, 3 and 12 months of age immunostained with antibodies against (A)
amylase (green)/ counterstained with DAPI (blue), (B) insulin (green)/counterstained with DAPI (blue), and (C) CK19 (green), photographed
at 40X objective (scale bar=62.2 um).
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Supplemental Figure 2. (A) gPCR analysis of miR-29a expression in pancreata of WT mice 72h
post final L-arginine injection. (B) Representative H&E images of pancreatic sections of WT and
KO mice treated with PBS or L-arginine at 72h post L-arginine administration (scale bars = 40
um). (C) Quantification of inflammatory cell infiltration from H&E-stained pancreatic sections of
L-arginine dosed WT and miR-29a/b1 KO mice 72hrs post final injection. Graphs represent Mean
+ SEM; n=3 mice/group/timepoint, *p< 0.05, 2-tailed Student’s t test.
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Supplemental Figure 3. (A) Representative images for MPO staining in the lungs of saline (Cer-) or caerulein dosed WT and KO
mice at the indicated time-points (Scale bars = 50 um). (B) miR-29a expression in the lungs of WT and miR-29a KO mice
assessed by qPCR analysis. Results represent Mean + SEM; n= 3mice/group/timepoint, 2-tailed Student’s t test.



Supplemental Table 1. Summary of clinical characteristics of human subjects.!

Normal Chronic Pancreatitis (CP)

Pancreas

Normal 4 0

4

Pancreatitis 0
Sex

Male 2 3

Female 2 1
Average age at procedure 68.75 66.75
Age Range 61-77 56-76
Race

Non-Hispanic, White 4 4

1Source: Indiana University Simon Cancer Center Tissue Bank and Department of Pathology



Supplemental Table 2. Demographic and clinical characteristics of normal and human chronic pancreatitis
patients.!

ID Sex | Birth Ethnicity Race Procedure Year Histological Characteristics of
Year pancreas

NP-1 F 1932 Non-Hispanic White 2006 100% normal pancreas

NP-2 M 1947 Non-Hispanic White 2010 100% normal pancreas

NP-3 F 1951 Non-Hispanic White 2012 100% normal pancreas

NP-4 M 1936 Non-Hispanic White 2013 100% normal pancreas

CP-1 M 1961 Non-Hispanic White 2010 100% pancreatitis

CP-2 M 1949 Non-Hispanic White 2010 100% pancreatitis

CP-3 M 1955 Non-Hispanic White 2011 100% pancreatitis

CP-4 F 1935 Non-Hispanic White 2011 100% pancreatitis

1Source: Indiana University Simon Cancer Center Tissue Bank and Department of Pathology



Supplemental Table 3. miR-29a/b1 KO Strategy using CRISPR/CAS9.
Long ssODN with offset homology:

Color codes: Blue: 5’-homology; Green: loxP; Purple: EcoR1; Black: Floxed miR-29a/b1 genomic
region; Red: 3’-homology.

ccccacceccacctgetagatgaggtcageataggategectgaaattaggaactattgeacggacticaccticectctataacttegtatageatacattatacgaagttatGAATTCecg
taggaaggccacaaaaacagacgacaaagctictticaggaagetggtticatatggtggtitagatttaaatagtgattgtctagcaccatttgaaatcagtgtictiggtggagaactacttege
tgccgaccgeacaaagaaatgagtgtacagecctgaagtaagtgtccagtgtctaaaacaggctaccagagectgecctcgeccaccetgettacctctgtgttatggatagetgattagtcaac
caccgttagaattgcatactigttcatgtaataagcectictctggaagtggactccaccatgeteggatgaagacctacatatacgacagattgaaggectgggecttceccagtgeacatgaccte

ttgtgaccccttagaggatgactgatttctittggtgticagagtcaatagaattttctagcaccatctgaaatcggttataatgattggggaagageaccgttcagetgactacgttattgetgacg
ttggagccacaggtaagaattaagaaacaaataccaaaacatgataacttcgtatageatacattatacgaagttatGAATTCctaaggtacattttcticctatcttaaacttgactttcat

Genomic sequence of miR-29a/b1 (yellow highlight)

Cut

9601 CTITCRCCTTC CC CRAGAC GACARAAGCTIT CTTCAGGRAG CTGGETTTCAT ATGGTGGTITT AGATTTAAAT AGTGATTIGIC
GAAGTGGARAG G5 TTGTCTG CTGTTTCGAR GRAGTCCTTC GACCAARAGTZ TACCACCALR TCTAAATTTA TCACTAACAG
9701 TAGCACCATT TGAAATCAGT GITCTIGGIG GAGAACTACT ICGCﬁCCGﬂ CCGCARACAARG AARTGAGIGT ACAGCCCIGA AGTAAGIGIC CAGTIGICTAA
ATCGIGGTAN ACTTTAGICA CAAGRRCCARC CICIIGATGR AGCGRCGGCT GGCGIGITIC TTITACTCACAR TGICGGGACT TCATTCACAG GICRCAGATT
9801 AACRGGCTAC CRGAGCCTGC CCTCGCCCAC CCIGCTTACC TCTGTGITAT GGATAGCTGR TTAGTCRAACC ACCGTTAGAR TIGCATACTT GTTCATGTAR
TIGTICCGATG GICTCGGACG GGAGCGGEGETG GGACGRATGGE AGRCACAATA CCTATCGACT AATCAGTIGG TGGCARATCTT AARCGTATGAA CAAGTACATT
9901 TAAGCCTICT CIGGAAGTGG ACTCCACCAT GCICGGATGA AGACCTACAT ATACGACAGRE TTGRAGGCCT GGGCCTTCCC AGTGCACATG ACCICITGIG
LATTCGGRAGR GACCITICARCC TGAGGIGGTR CGAGCCTACT TCIGGARATIGTIAR TATGCIGICT ARACTICCGGA CCCGGRARGGGE TCACGIGTAC TIGGAGRACAC
0001 ACCCCTTAGR GGATGACTGA TTTCTTTTGG TGTITCAGAGT CAATAGAATT TTCTAGCACC ATCTGRARAATC GGITATAATG ATTGGGGAAG AGCACCGTTC
TGGGGAATCT CCTACTGACT ARAGARRACC ACAAGTCTCA GITATCTITAR ARAGATCGIGG TAGACTTITAG CCAATATTAC TAACCCCTIC TCGIGGCAAG
0101 AGCTGACTAC GITATTGCTG ACGITGGAGC CACAGGTAAG BATTARG, 5, GETACATITT CITCCTATCT TARACTTIGAC
TCGACTGATG CAATARCGAC TGCARAACCTCG GTGTCCATTIC TTAATTCTIT T CCATGTRAAAR GCGRAGGATAGR ATTTGRACTG

Cut



Supplemental Table 4. PCR confirmation of founder line with expected deletion.

Sample Exdel Seq candidate
CR1646-1 NO

CR1646-2 NO

CR1646-3 NO

CR1646-4 YES

CR1646-5 NO

CR16466] YES | VES |
CR1646-7 NO

CR1646-8 YES

CR1646-9 NO
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Supplemental Table 5. Sequence confirmation of founder line with expected homologous recombination.

Forward:

TGCNCGTGAATGTGTAAGCCTCGTGCTCACTGTCCCACGTCTGCTCTCGGGTGAGGGCTCAGTTACCATTTGGAGGGAAGAATGCCATGAGTGACCGACATGTCACA
CCCCCACCCCCACCTGCTAGATGAGGTCAGCATAGGATCGCCTGAAATTAGGAACTATTGCACGGACTTCACCTTCCCTCTATAACTTCGTATAGCATACATTATACGA
AGTTATGAATTCCCGTAGGAAGGCCACAAAAACAGACGACAAAGCTTCTTCAGGAAGCTGGTTTCATATGGTGGTTTAGATTTAAATAGTGATTGTCTAGCACCATT
TGAAATCAGTGTTCTTGGTGGAGAACTACTTCGCTGCCGACCGCACAAAGAAATGAGTGTACAGCCCTGAAGTAAGTGTCCAGTGTCTAAAACAGGCTACCAGAGC
CTGCCCTCGCCCACCCTGCTTACCTCTGTGTTATGGATAGCTGATTAGTCAACCACCGTTAGAATTGCATACTTGTTCATGTAATAAGCCTTCTCTGGAAGTGGACTCC

ACCATGCTCGGATGAAGACCTACATATACGACAGATTGAAGGCCTGGGCCTTCCCAGTGCACATGACCTCTTGTGACCCCTTAGAGGATGACTGATTTCTTTTGNTGT

TNNNANNNAANANNNNTNTCTAGCACCATCTGAAATCGGTTANNATGANTGNTGACA
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Reverse:

NGGCAGGCTAGGTGACTATCCCTATGTGAGCTGTTAGAACCTTATAGAAGTAAATATCCCCTGCTCCTCTCACATTGACTGGTCAGTCATTGGTTTGGCCCTTTATCCT
CTAGTTACCGTCAAATCTGCAACCCATACACACTTTCTAAAACACACCCACCATCACTATGTGAATAGTTAACCATGCTGTTGCTGGGGCACGTGTTAATGAAAGTCA

AGTTTAAGATAGGAAGAAAATGTACCTTAGGAATTCATAACTTCGTATAATGTATGCTATACGAAGTTATCATGTTTTGGTATTTGTTTCTTAATTCTTACCTGTGGCT

CCAACGTCAGCAATAACGTAGTCAGCTGAACGGTGCTCTTCCCCAATCATTATAACCGATTTCAGATGGTGCTAGAAAATTCTATTGACTCTGAACACCAAAAGAAAT
CAGTCATCCTCTAAGGGGTCACAAGAGGTCATGTGCACTGGGAAGGCCCAGGCCTTCAATCTGTCGTATATGTAGGTCTTCATCCGAGCATGGTGGAGTCCACTTCC

AGAGAAGGCTTATTACATGAACAAGTATGCAATTCTAACGGTGGTTGACTAATCAGCTATCCATAACACAGAGGTAAGCNGGGTGGGCGAGGGCAGGCTCTGGTA

GCCTGTTTTAGACACTGGACACTTACTTCAGGGCTGTACACTCATTTCTTTGTGCGGTCGGCAGCGAANTAGTTCTCCACCAAGAACACTGATTTCAAATGGTGCTAG

ACATCACTATTANTCTAAACCACCATATGAAACCANNTCCTGNNAAGCTNTGTCGACTGTTNNGTCG

8 (Eperimental Data) CRI646-6-Mir-3R
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CR1649-8

Forward:

CNGCACCGTGATGTGTAAGCCTCGTGCTCACTGTCCCACGTCTGCTCTCGGGTGAGGGCTCAGTTACCATTTGGAGGGAAGAATGCCATGAGTGACCGACATGTCAC

ACCCCCACCCCCACCTGCTAGATGAGGTCAGCATAGGATCGCCTGAAATTAGGAACTATTGCACGGACTTCATTAACACGTGCCCCAGCAACAGCATGGTTAACTATT
CACATAGTGATGGTGGGTGTGTTTTAGAAAGTGTG
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Reverse:
GTCAGGCAGGCTAGGTGACTATCCCTATGTGAGCTGTTAGAACCTTATAGAAGTAAATATCCCCTGCTCCTCTCACATTGACTGGTCAGTCATTGGTTTGGCCCTTTAT

CCTCTAGTTACCGTCAAATCTGCAACCCATACACACTTTCTAAAACACACCCACCATCACTATGTGAATAGTTAACCATGCTGTTGCTGGGGCACGTGTTAATGAAGTC
CGTGCAATAGTTCCTAATTTCAGGCGATCCTATGCTGACCTCATCTAGCAGGTGGGGGTGGGGGTG
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CR1646-6 FWD (5'):
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I
G
T
I
T
GATAGCTOATTART T
FUASRRRRAAAYR |
GATAGCTGATTAGT T

ccc T
[1] I
dd T
TTGT C
[11] I
TTGTTCATGT C

GTGGAC TATACGACAGA
IIII l 111
TGGACT T
CTTCCCAGT
(LLLELL)
CTTCCCAGT

A
[l
ATA
TTA GAGGA
L1
TTAGAGGA

GAAGG

CCA
(1111 I
CCA

CAGA
CACATGA GA

(11111 [l
GCACATGA GA

TGAA
TGTGA
IIIII
GTGA

C
I
C
C C
I I
cT C
C T
I I
C T

GACAGATT
[ i I

GACAGATT (@ (d

GGC cTCT cccc GACTGATTTCTTTTGGT
[l (11} 111 LILLEILLT] | |
GGC CTCTTGTGACCCC GACTGATTTCTTTTGNT

120
1e4
180
164
249
224
3e9
284
360

429

430

524

629

584
660



CR1646-6 REV (3’)

AATTCATAACT TCGTATAATGTATGCTATACGAAGTTA

GAATTCATAACT TCATATAATGTATGCTATACGAAGTTAT

G
|
G

Query 61
Sbjct A
Query 121
Sbjct 1z@
Query 181
Sbjct 188

Query 241

Sbijct 249
Query 421
sbjct 428
Query 481
Sbjct 48a@
Query 81
Sbjct ©ea

Query
Sbict
Query
sbjct

19

ALAGTAGT 724

|
AANTAGT

Query &61
Sbjct ©60

Query 721
Sbijct 720



CR1649-8 (5’) NOTE: appears to have sequence from the deletion.

Query
Sbjct
Query
Sbict
Query
Sbjct
Query
Sbjct
Query
Sbjct
Query
Sbjct
Query
Sbjct
Query
Sbjct
Query
Sbjct
Query
Sbjct
Query
Sbjct
Query
Sbjct
Query
Sbjct
Query
Sbjct
Query
Sbjct
Query
Sbjct

61

46

121

106

181

166

241

301

361

421

541

601

661

721

781

841

182

991
206

TGAGCTCTGCCACGCTGCACCGTGAATGTGTAAGCCTCGTGCTCACTGTCCCACGTCTGC
I CEVEELLE LOEEErr e e e e L e rinl
NGCACCGTGA-TGTGTAAGCCTCGTGCTCACTGTCCCACGTCTGC
TCTCGGGTGAGGGCTCAGTTACCA GCCATGAGTGACCGACATGTC
II[lIIIIIIIIIIIIIIIIIIIIIIII|IIIIIIIIIIII[[IIIIIIIIIIIIIIlII
TCTCGGGTGAGGGCTCAGTTACCATT GCCATGAGTGACCGACATGTC
ACACCCCCACCCCCACCTGCTAGATGAGGTCAGCATAGGATCGCCTGAAATTAGGAACTA
||[II||II|II|IIIIII|I]IIIIIII||I||IIIIII|[[|III|II|I|I|I||II
ACACCCCCACCCCCACCTGC TAGATGAGGTCAGCATAGGATCGCCTGAAAT TAGGAACTA
TT????????TI??CCTTCCCTCTATAACTTCGTATAGCATACATTATACGAAGTTATGA
TTGCACGGACTTCA- - == == === =-=eecmceemececocceecceecmeecnnae

GTACATTTTCTTCCTATCTTAAACTTGACTTTCATTA?????T???T???????T???I?
---------------------------------- TTAACACGTGCCCCAGCAACAGCATG
GTTAACTATTCACATAGTGATGGTGGGTGTGTTTTAGAAAGTGTGTATGGGTTGCAGATT
CLLEPELELECE e e L e L EE e e Lt Eirll
GTTAACTATTCACATAGTGATGGTGGGTGTGTTTTAGARAGTGTG

REPEAT NECESSARY.

60
45

120
105
180
165
249
179
3ea

360

420

480

629

660

720

780

900
205
960
250



CR1649-8 (3’) NOTE: appears to have sequence from the deletion. REPEAT NECESSARY.

Query 1 ATGCAATOGCCAGTAOTCAGOCAGECTAGGTGACTATCCCTATATGAGCTATTAGAACCT 6@
e SO AT AT IIS -
Query 61 TATAGAAGTAMATATCCCCTOCTCCTCTCACATTGACTEOTCAGTCATTAGATTTGACCCT 128
o s DHACHIMHIR GO O A
Query 121 TTATCCTCTAGT TACCATCAAATCTECAACCCATACACACTTTCTAARACACACCCACCA 158
i it i i DO e
Query 181  TCACTATOTOAATAGTTAACCATOCTOTTGCTGOGOCACOTOTTAATOARAGTCARGTTT 244
o e LU ™ 2

Query 241 AAGATAGGAAGAMAATGTACCTTAGGAATTCATAACTTCATATAATGTATGCTATACGAA 308
oy
Query 381 GTTATCATGTTTTGGETATTTGTTTCTTAATTCTTACCTGTGACTCCAACGTCAGCAATAL 368
SBJCE e e e e
Query 361 CGTAGTCAGCTGAACGGETGCTCTTCCCCAATCATTATAACCGATTTCAGATGGTGCTAGA 428
S e o
Query 421  AMATTCTATTGACTCTGAACACCAAMAGAAATCAGTCATCCTCTAAGGGGTCACAAGAGE 488
8 e o
Query 481 TCATGTACACTGAEGAAGGCCCAGGCCTTCAATCTATCATATATATAGGTCTTCATCOGAG 548
SBICE mmmmmmmmm e e
Query 541 CATGATGGAGTCCACTTCCAGAGAAGGCTTATTACATGAACAAGTATGCAATTCTAACGE 608
SBICE mmmmmmmmm e e
Query 681 TGGETTGACTAATCAGCTATCCATAACACAGAGGTAAGCAGGETGEGCGAGEGCAGECTCT 668
oy
Query 661 GGTAGCCTATTTTAGACACTGEACACTTACTTCAGGGCTGTACACTCATTTCTITGTECE 728
SBJCE e e e e
Query 721 GTCGGCAGCGAAGTAGTTCTCCACCAAGAACACTGATTTCAMATGGTGCTAGACRATCAC 788
SBJCE e e e e
Query 781 TATTTARATCTAAACCACCATATGAAACCAGCTTCCTGAAGAAGCTTTGTCGTCTGTTTT 548
8 e o
Query 841 TGTGECCTTCCTACGEGAAT TCATAACTTCGTATAATATATGCTATACGAAGTTATAGAG 908

3 et

Query 981  GOAAGOTOAAGTCCOTGCAATAGTTCCTAATTTCAGOCOATCCTATOCTOACCTCATCTA 954
e — iiinnihionoeiidoiiiige
Query 961  GCAGGTGOGOGTOEOGGTGTGACATATCGGTCACTCATOGCATTCTTCCOTCCARATEET 1828
o e SLIOTTIETE e





