Distracting spontaneous refractory hypoglycaemia
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BACKGROUND IMAGING
Spontaneous hypoglycaemia in non-diabetic individuals warrants investigation. Among the usual suspects,
insulinoma is a more well described entity compared to the less commonly reported counterpart, proinsulin
secreting neuroendocrine tumour. A series reported proinsulinoma has a 2:1 female preponderance with mean age
of diagnosis at 56 years old (1). The lesion usually lies, unsurprisingly, at the body and tail of the pancreas, which
signposts to the diagnosis (1-3). However, other concomitant malignancy or extra-pancreatic location may cloud the
diagnosis. We herein report a case of such diagnostic conundrum.

CASE HISTORY
A 79 years old frail lady with history of dementia and hypertension presented with refractory hypoglycaemia over a
period of 3 months requiring multiple admissions. During her most recent admission, intermittent octreotide and
glucocorticoid were tried but she still required continuous dextrose infusion to maintain euglycaemia.

The severe spontaneous hypoglycaemia in this non-diabetic lady, warranted a series of investigations.

- TFT excluded thyroid dysfunction

- Short synacthen test excluded hypoadrenalism

- The anterior pituitary profile including prolactin, LH, and FSH were all normal.

- Two separate samples of IGF-I was 8nmol/L and 6.6nmol/L (10-25nmol/L).

- CT scan with contrast of the abdomen and pelvis revealed a heterogeneously enhancing mass (6.6cm) arising
from the lower pole of the left kidney consistent with renal cell carcinoma. Concomitantly there were extensive
peripherally enhancing heterogeneous mass lesions in the liver, the largest measuring at 12cm. The pancreas
was hormal.

- During the event of hypoglycaemia (blood glucose 1.6mmol/L), the blood tests revealed:

- IGF-II:IGF-1 ratio less than 10, which was inconsistent with non-islet cell tumour
induced hypoglycaemia (NICTH).

- Inappropriate elevation of C-peptide 4210pmol/L (174-960pmol/L)

- Inappropriate elevation of Proinsulin >200 (0-7pmol/L)

- Suppressed Insulin at 12 pmol/L(0-180)

In view of multiple comorbidities, a palliative approach was taken. The post-mortem confirmed a clear cell renal
carcinoma of the left kidney. Unexpectedly, the morphology and immunoprofile of the liver metastases were
consistent with proinsulin secreting neuroendocrine tumour.

The immunostaining showed focal strong insulin immunoreactivity, as well as widespread CD56, synaptophysin, and
chromogranin A, with negative staining for RCC.

CONCLUSION AND LEARNING POINTS Fig 1. CT abdomen and pelvis of
Proinsulinoma is a rare condition and can be masked by concomitant metastatic malignancy. Multiple hepatic transverse (A, B) and coronal (B) view
metastases is a well-known cause of spontaneous hypoglycaemia. However, in severe intractable hypoglycaemia, demonstrating the renal (red arrows) and

coexistence of insulin secreting tumour needs to be considered to avoid missing them. liver lesions (yellow arrows)

¢ o P @R 0 R A e 5% g L B
L3 @ . o) RO\ SR ) SV D " J S ’
St 3\ P 5o, o8 G Ly e e iy | S o5 5, W7 ‘4
$ i 3 AW Y ' & S v @ A4 ~ .
Lo By 819 e T A G T T i S e Y 2 el W R
= K o S R NS gl A S A 2 N pr R Pt
[ ] ] 4 R - : ¥ ’ ™ Q, e 1 AP Lt o — ) . A e - 4 °
Fig 2. Liver tumour O ARy 7 RS
° < &30S et 35 YAY ANT BL G B o S s R e~ AT 0'7“'? o
N e ) & ¥ R 4 3 RO ANy S W7V 7. Tra X Rl 75 2 N,
~ o B 2 ¥ A4S i_t., N U A Y - / 7 LA o 4 PY ‘A\ 7&)‘ o o
o ¥ ¥ A A A P Y S a8 NPy Tk e ‘
. . 257 S AN I ML O v o MRS e TP
- - ¥ F oy by /€ Y _ &t ite T - o X PR o o -
A: H&E staining (x10 WY N 1 5 sl B e el .
[] 3 SN & ° & > 4 ‘ RN ‘i'v;.,"f."*f:" L A9 ; i ‘Nf (Y i i L ".’} g
& ; s 2 = oy Ve A N : ‘u‘ o AL ". 1 "8 .
Yol S RF YL Do e e, A BT SR A 1 o
. . . ) o~ :’ _‘! Y f LI e j:;'ngﬁl \'.;. ’ j_?:;‘»s '/ ﬁk "';1Q‘k‘i\"\.2 \fb*?r. ’t (,‘; :5 Wea' .'< - {
: LA o, 0 e SV W B AR S N A" : ORI e A ~ i a1
i 4 NS P Y el M N AN T A Y %
- Y " : A I PR A '.:', (T A vt:t Pl N - Mg R T
- L. F05 1.y v i oy, A S [FP . Py 1y o R g = N G L A
: v S §F Ve 'Sdm )iV 9.5 & % 10 L & V. P Vs aah o L - - RN
. ) ) . <y i i '/':' ‘g - "’;-‘":’j'i.-a/ ""’/” g{,‘,:p / 4‘23@( g"j #g:‘"o$>. “‘:ﬂ)"’. "%"&4#‘ :'?';" &
. e g 3 i . 3y Do rmpy Ba s B OGP 4 P = R’ So < '
C: Insulin immunoreactivity (x20 N O R A iy [ o N s MY K T O
. 7 N | 3 &:’? B 7'/",,‘,« \,g:'\..iaz\ — x-.‘,ﬂ 4 % % £ k.;;-.._,; J/;‘)_ 8
. o Qe ; (/7 % . 74 D f - ks 5 s
. ‘E = » ‘.‘--:‘ ’39’ & r ’qf?]’ & ”/5/ '»,(:.-','—"‘\"Q/ ‘.‘{: ot S‘L. 5 = T ..“I 7" 1' ‘i[:’
OB P A Pl A KT N\ T S A VR T
5 S SUN I A7 afad N S e - e Ve - T
SV AR T 2 Y BT 0 AS, & N NS oo ity ) ¢
£ y A\ GG A o R T S Movioimae” S5 WL SNRem S ’y
L i D U RSP T T N
- e’ g B TINELY . P S e SR N . b A v
b »t /A AD ,g'gf‘fa; By L e b ‘.\.-_,0/;-; 219 MRS TPy AT £\
BT Jo ik AN ok &R TS SRR oAy S R v X
-7 iy 2 v 4 (o é <5 ,;“‘:?af ‘@P‘J‘;v: Weoelis B B 4% K|
o 1y b= A AN X ; \ 3% S N b Ve WAL Y N s T S
> 2ol . % 7 e, \‘;,' ’:-.’...?“. - ) Q;Q\'.oé '&??' &”. {;? '\!"‘:: o=
1 ' ' Y N y B WUl WF ¥ 988 Y, Y85
7y 7 % e D B i e Y CANRS. v P
-~ Y - /) '3 g ¥ %, /"//;\"‘-'ﬂ& " RN X PO h& w0
) =1 ny Ly s "%""8"&‘3‘ ~ ‘pb‘- alvet Py SWEal
= F | ¥ I P o v‘-’w.‘.'f:‘o}na T, W ,)"
|44 ." ] v. $ B ¢ - ";' - ] ol ro e : Q \.' \ < . : €Y
g " |, 7 & . L A :-#Af"u’z ‘ahs. ¥ \‘;“’ 2 1_“; 5 ‘:
‘ P 'y i ¥ (d ~ 1 2Ly A ?\‘\‘r’\ R A o"é)‘ & e -, & o b‘\o“\S'”‘ =~
3 B2J3 8 2 08 S 2 TN e SIS e SYNPEY o ERANS WA
F 7 V9. K 7 4 ?,’ P e ’a‘o'j‘b'i‘-’q'}\.*oﬂ‘.f:;4'{. e Y ‘ B A A g
C/ ~ s /’V ' T LY, o LS ";; 5 4 ’:,9 P, . . RN e j',..‘.“' . W
# | i ﬁb ) "’ ./"5’ ( '4.’ ‘{g‘;. ‘r T T !v t%" oy '-‘.. ) ::”);* FESS 3
7 ; ¢ /4 A % I ] ; A f T N 2 O o S
P P LAY g ¥ e SN S L5 X B e &3
7 ‘ 'il ‘, / { ’ /- ',.f“’zﬂ , s ’&_i .“ h: b \ M’QQ g ah ‘.“k\ § > 5 -
% A TR 90 Y2 v‘u"}“,nxls«: Bl in 1 g Y o R ”&5‘“ o
i o 3 i - \ . b 1y <4 J\. - \ > -
F 4 H AT i¥y 7 1”-' = - 0 ﬁ..’- A e "". i'-:‘ s 5“. BALCERoN,, lu.aL“‘\g | W {'\‘-"“'—Y
I by ' e XEN O % : . . -
) s AR : S Seh e . 2
ks v % » e : v . 1 -
v i ‘,’”‘ .':. f_-l‘,_n“o._ N ! ” . B S P ) N e $ 0
., 4 ., : ” - . _ .
° o i “ \ .‘. a® e , A ‘-- a A '.\- ¢ ° pg ¥ _. E s
?I '.- Sl ';_ [ 32. '.? ~ R . .“. ' “we ' Y S .".\ \'. ~ . ‘ s
-. ! & ' b - ‘ '.“ "...  § ".’ : o g :
Nt N * 0V am e " </ - 3 L\ ..- 4 ot S
< - . Y. BB s " W " - e o , 4 o gl
o i 7 s ' ¥ 3 PR o » 1 g (i oy )-‘ P ’, o'. .
stalning (X ' $ ST > L R | R A A ST 3
o e - A b - 2 ey Ll :
° > Aﬁ.‘ & 5 ‘.1..' Sl .; - A _\:. % » : K, ...’:“.0 =
o1 % s, T 3 P o _ Ky - i aw = - @ . v . > =
. ° ° o reo .o f vee | e < B A o - Q. 3 "
B: Synaptophysin staining (x10) ‘ ' O - % g R
- N ! . - * - . ‘o .
L] g g { . " . N ° o’ »
° e MV iy e ML - . & = : .. > & 7 s
[ Ry R e s ) | b, ’ L] v -
| oy s § e = b N i - b4 N 8 e k- 3 g * . - . - g * e -~ e
- %> =3 . o R 8 = [ e Ny i i o : " & v e * ’ b o8 o T Pl R Bl . & oy . - ) » e 2y Sael . - & Ty .
o - L4 L .> o . ’9 = A ¥ ; -~ ”\-" ‘v‘ & q“‘ = ...g‘% " + » P ” ? !. ._\"’ « f’?." .‘ s p "f ;‘.!‘é “:H‘ — 2 - gy . e - e - o - « etk . - g 4 i - “ . e, . . e 4 . F & « . .
° l“v . ,}! g .\f" N “ s * £ 976 ‘0': ] b - . ‘3’ ’ ‘o'; i g"' iy ‘-.\4"‘ k?‘!*"‘ 5 .j - r , ’ . W . ’ g & . ¢ ¥ . ..: 4 -’- - 3 B 1 ‘e ¢ e r . 0 W ; -
. nsu In “ I “ I |un0reac IVI y X ?}1?}@,\" L TNe «3;%-4\.‘;‘ @< e '§ n,_"_‘ “~'4"2~-”~""*v '.455"1"-‘5-"‘-{&""‘ P i : S s 2% ot : = 23 - ¢s_° Al o il 0 : “2. : T et e . ‘... * 9 ;'_. ot ,.-’..‘_ RS SR A S 13 o A -
g S 16 LIS G Lyl M AR N LSE SRR (s AR L T o S i s Tk ST W N o & © g ¥ s oot A : e * = T P, S Ry g Pl o A LA PR U K 7 IO o | P T ey
l}‘ * "b«z 4 # ’ ';.‘} ‘\9 ’ V;;_; "‘:O Ya'e ,,‘ 0‘ .}‘:9 '-:‘ ..“-r”i‘:. )‘, k: .. """’-"‘:f‘ .’x 53? ’*J A ‘:" . e 44 * f 5‘ ° ."L % = o « . . e 2 e " ’\ | i , # - :' out ..‘ - o . -o .l_ o, '. Y 4 ." ."- .. Pe . . l“ ., et LR .... - TR - = o ;
B T U S g Ba o Sl NN 507 o3 R e SR sy PR T e gt o T e, qu N - Sy et 1 N ST b Balv it "Wwitge, e Srgd 1o ML Gie e Ty
i IR R g NEIREN e T N ey T e I ad SOl Rt SN SR R A SO S e S A A TR S AT TRtk
[ = - WP R o ® S ‘ "o.. A Yo ¥ ~ e g ;s | PP A, > 3 : - Ve 3 : g’ v “eB . p ' -
‘? . By 7 L€ = 7‘ i i v (R & e ® v y " - g - 1] - '
P - s "w‘. - ~. » ¢ -~ - " v ; . - - % d d P t‘.t‘ L -
’"‘rvq.. . . -‘ R “. - : Y ol .:ﬂ « '_,- k = 5 Y = : ’ . N, . % .; - - ... o 4'
- B3N Al " > : e 2 o vl ) S > &% ¥, e - - P A o '
& ’l' -~ g y K i3 . - % - v . o il 3 e
b - P o = Gy oy R = ‘% 4 % I
- ‘p. : &Y g . b o g ® "» g -~
i ’ e o’ H O :. L .? - b / .
" b % 5 #e . :‘ i L v & _.: - s -
» . -y 5 _iee s 3 - s :
% .. # 3 - - e - w® s v
. g 7 b o A % . :\\“ 3 = % o -y o
.T » /;o, . "7:'. # ""ﬂ 2 2 .‘
- # > &4 - ® - . - » p
"*u i 'J }. S et X .J,- . o & F <
. -~ e - — > 3 @ o .
- ~.“' o . - ‘ - 5 - St - "‘ ’. g 3 K ‘
g 2, : e o ' % -
- - - - ., % -’ e t“-.*' A S . v 3
T - : CRTY o get N LS -~ . "’ Al -
"4 A . 0 e v >, . -
! b : & " ’-n“ “u‘ —-A‘ 7 -’ 25 '. X
‘ - ‘ -~ . .- ~ - - - ¢ :
” | - - . .,,:'."k.v 7 iy .;,: L > . . 3 - s 7
- o T . e Wl el o i .4 , A anr *

REFERENCE m
1. Murtha TD, Lupsa BC, Majumdar S, Jain D, Salem RR. A Systematic Review of Proinsulin-Secreting Pancreatic Neuroendocrine Tumors. J Gastrointest Surg. 2017 Aug
16;21(8):1335-41. North West Anglia

2.Fadini GP, Maran A, Valerio A, Meduri F, Pelizzo M, Miotto D, et al. Hypoglycemic Syndrome in a Patient with Proinsulin-Only Secreting Pancreatic Adenoma NHS Foundation Trust

(Proinsulinoma). Case Rep Med. 2011;2011:1-5. Society for
3. Pérez-Pevida B, Idoate MA, Fernandez-Landazuri S, Varo N, Escalada J. Hypoglycemic Syndrome without Hyperinsulinemia. A Diagnostic Challenge. Endocr Pathol. ‘ Endocrinology

2016 Mar 22,27(1)50—4 a world-leading authority on hormones

Neuroendocrinology and pituitary

Poster presented pOS t er®. oI
Seong keat Cheah A - PSS'ODOD’"IP

BES2017




	Número de diapositiva 1

