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1. Case presentation
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3. Therapy and Clinical course
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4. Conclusion
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Case

o F/47

e Chief complaint
Dark-colored urine, nausea * 1 week

Weight loss (5 kg/6 months)

Case

e Past medical history

Old pulmonary TBc (12 years ago, s/p medication)

e Family history
Father: Parkinson disease

Mother: Hypertension

e Social history
Smoking: Never-smoker

Alcohol: Non-drinker
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Case

¢ Review of systems
Generalized Weakness (+)
Nausea (+), Abdominal discomfort (+)
Poor oral intake (+), Weight loss (+)
Fever (-), Chill (-)

Pain: VAS 0

o Performance status

e Physical examination
Icteric sclera

Soft and flat abdomen

e Vital sign

BP: 133/82 mmHg,
HR: 81/min,

RR: 18/min, BT: 36.9°C

ECOG 1
Laboratory study
+ WBC 5,410/uL * Glucose 103 mg/dL
« ANC 4,180 /uL, 77.2% + HbAlc 5.5%
*Hb 8.5 g/dL « BUN/Creatinine 7.5/0.56 mg/dL
+ Platelet count 301,000 /uL + Amylase/Lipase 26/40 U/L
« AST/ALT 207/391 IU/L « CA19-9 1.7 U/mL (Lewis a-/b+)
« Total bilirubin 5.1 mg/dL « CEA 0.95 ng/mL
« Alk. Phos 208 IU/L
+Gamma-GT 369 IU/L <Urinalysis>
« Albumin 3.8 g/dL + Urobilinogen 1+(1.0)
* PT (INR) 1.08 + Bilirubin 2+
« Color Dark Yellow
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Abdomen-pelvis CT, Coronal view (2018.10.20)
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EUS (2018.10.31)
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Progress

e Detailed history taking for pancreatitis/pancreatic cancer
Never-smoker, never-drinker (religious)
NO DM history
NO obesity (BMI 20)
NO previous episode of acute/recurrent pancreatitis
NO chronic epigastric or abdominal pain

NO chronic indigestion or steatorrhea

NO family history of pancreatitis or pancreatic cancer

NO family history of other malignancy

Progress

@ Initial diagnosis
1) Pancreatic cancer, head, resectable, cT3NO, Stage IIA
2) Malignant biliary obstruction d/t CBD invasion of pancreatic cancer
s/p PTBD insertion at Lt. IHD

3) Idiopathic chronic pancreatitis with multiple pancreatic duct stones

® Plan

Consider surgical resection
PET-CT

Gene mutation analysis for chronic pancreatitis
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Progress

e Gene mutation analysis report
- dAEHE: Direct sequencing
- EMQM™X}: 1. PRSS1 gene (7q34)
2. SPINK1 gene (5932)
- #MQ[X|: 1. PRSS1 gene : Exon 2 & 3 & 5
2. SPINK1 gene : Exon 4

< 4>
1. PRSS1 gene pathogenic variant (NM_002769.4) :

Not detected

2. SPINK1 gene pathogenic variant (NM_003122.4) :
¢.194+2T>C (heterozygote, rs148954387)
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Progress

e Final diagnosis
1) Pancreatic cancer, head, metastatic, cT3N1M1, Stage IV
with bone metastasis at C7 vertebra
2) Malignant biliary obstruction d/t CBD invasion of pancreatic cancer
s/p PTBD insertion at Lt. IHD
3) Idiopathic chronic pancreatitis with multiple pancreatic duct stones
with heterozygous SPINK1 mutation (194+2T>C)

e Plan
Biliary metal stent insertion

Palliative chemotherapy

Gene mutation analysis for family members

ERCP (2018.11.12)
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Progress

Total Bilirubin level
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Progress

e Palliative chemotherapy
First-line FOLFIRINOX #2 (~2018.11.26)

Well tolerable to chemotherapy (ECOG 0)

e Plan
Continue FOLFIRINOX and response evaluation

Gene mutation analysis for family members
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SPINK1 gene mutation (AR)

« Common in hea|thy individuals (,,.2%) Witt et al. nature genetics  volume 25 « 2000
+ <1% of carriers develop pancreatitis

« Increase the risk for chronic pancreatitis (CP) (~12-fold)

+ Among idiopathic CP series, 16~23% had SPINK1 mutation

« p.N34S (m/c), ¢.194+2T>C (aka. IVS3+2T>C) (common in east Asia)

+ Loss of function: intrapancreatic trypsin activity inhibition
+ Lowering the threshold for developing pancreatitis from other
genetic or environmental factors
+ Heterozygote SPINK1 mutation: can be considered as benign
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Germline Variants and Risk for Pancreatic Cancer
A Systematic Review and Emerging Concepts

Wei Zhan, *7- Celeste A. Shelton. MS, 71 Phil I Greer, MS, T
Randall E. Brand. MD. 7} and David C. Whitcomb, MD, PhDT}

Pancreas = Volume 47, Number B, September 2018

TABLE 4. Pathogenic Germline Vanants (Bin 1)

¢DNA
Gene Suclestide Change rsid Population Reference
M cS932G>T rOSTTT9852 US, Europe 2415
™ C8266A =T 37163837 us 2t
BRCAI .5263_5264mns(C rs80357906 (Ashkenpr Jewish) US, Canadn, Poland, Isracl 27-34
BRCAI ¢.68_60delAG* rs3R6833308 (Ashkane Jewish) US 1536
BRCAI c.66_67del AG* 7968566035 ( Ashkenmzi Jewish) US, Tamel, Canuda 28-30,33,34,37.38
BRCA2 c.5940de T rs80359550 [ Ashkeniz Jewish) US, lsrael, Canada 28.29.31.33-35,5743
BRCAD ¢.659]_6592delTG 80359605 Gernany, UK 44-46
BRCA2 92276 > A sRO359187 Germany, UK 4446
BRCA2 ¢ L0095l Cins GAATTATATC'T 15276174803 Grermmy, UK 4446
CDEN2A cASTG =T mdS4T70000 us 354749
CDEN2A eITTT>A rs 104894909 % LS 15.4748,50,51
CDKN2A c3DIG>T s 104804004 US, July 3547485052
CDKNZA 225 243del19 730881674 Netherlnds, US 3548.30,53-35
CDKN2A e.[4BC>T sR64622636 Gienuany, US 3556
CDEN2A  c-MG>T e 18001586 s 354850
CHEK2 e | 100delC 355607708 Crermany, Poland, US 43257
PALB2 c.5309_S10delGiA 313726124 Czech Republi, Poland, US 324758
PALE2 ¢, S08_S0%elAG' - Europe 59
PALB2 ¢, 172 1758delTTGT 180177143 Poland, US 273260
LSPINK] clM+2T>C 15148934387 Jupan, Germaiiy 6].62 |
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Metastatic pancreatic adenocarcinoma associated with chronic calcific (!)r_ﬂ.m.-
pancreatitis and a heterozygous SPINKI N34S mutation™

RA Motun ef al [ Fancreatology 16 (2016 869872

S20 vear old female

Metastatic Pancreatic i cocoidChineeman
Adenocarcinoma in a Patient
With Chronic Calcific
Pancreatitis and a
Heterozygous SPINKT
¢.194+2T7>C Mutation
Pancreas = Volume 47, Number 4, April 2018

Conclusion

e We experienced a case of

- Young female who do not have any clinical risk factor of pancreatic

cancer or chronic pancreatitis

- Simultaneously diagnosed metastatic pancreatic

cancer and chronic pancreatitis

- Detected heterozygous SPINK1 gene mutation
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