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Abstract
To report a rare clinical case of a pediatric patient with PRSS1 gene-associated hereditary
pancreatitis on the background of Cushing's syndrome with severe hypercoagulability who was
successfully treated with nutritional therapy for acute pancreatitis. ostreotide, antibiotic and
anticoagulant Lovenox. Exploring the causal relationship of hypercoagulability between
pancreatitis and Cushing's syndrome.
The study analysed a patient female 5-year-old with a history of drug-induced Cushing's
syndrome from 2 years of age. At this time, the child developed an acute illness with symptoms of
persistent abdominal pain and vomiting. Combined with elevated pancreatic enzymes, abdominal
CT scan showed acute pancreatitis (CTSI = 6 points). The child was treated at the Department of
Gastroenterology, National Children's Hospital with a diagnosis of severe acute
pancreatitis/Cushing's syndrome. During the treatment, the child appeared hypercoagulable on the
test, the D-Dimer index increased from the 3rd day of the disease; Fibrinogen increased above 5 g/l
on day 7 of illness and clinical. However, the hypercoagulable state persisted, with continued
thrombus formation in the right brachial vein on day 15 of illness while the pancreatitis improved.
Coagulation tests showed elevated von Willerbrand factor (233.8%). Hypercoagulability with
increased VWF may be associated with Cushing's syndrome in comorbidities. Because of wanting to
find out the relationship of blood clotting status of patients with acute pancreatitis on the
background of Cushing's syndrome, the patient underwent genetic analysis and found a PRSS1 gene
mutation, associated with hereditary pancreatitis. The child was treated with fasting, parenteral
nutrition, antibiotics, and Lovenox anticoagulant. The patient was stable and discharged after 33
days of treatment.
The results of study showed that the Hypercoagulability may occur in the early phase of severe
acute pancreatitis. However, Cushing's syndrome can also cause hypercoagulability with increased
VWEF factor. Treatment of severe acute pancreatitis along with Lovenox anticoagulant treatment
helped the patient improve.

Keywords: Hypercoagulable state, acute pancreatitis, PRSS1 gene-associated pancreatitis,
Cushing's syndrome, von Willerbrand factor.
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MOI LIEN QUAN GIUA TINH TRANG TANG PONG MAU TREN BENH NHAN
VIEM TUY CAP DI TRUYEN DO POQT BIEN GEN PRSSI
TREN NEN HQI CHUNG CUSHING

Ping Thiy Ha", Vit Hai Yén, Lwong Thi Minh, Nguyén Thi Thu Trang
* Bénh vién Nhi Trung wong

Nhdn ngay 4 thang 12 nam 2022
Chdp nhén dang ngay 20 thang 12 nam 2022

Tém tit

Béo cdo ca 1am sang hiém gip mot bénh nhi bi viém tuy di truyén lién quan dén gen PRSS1 trén nén
héi chtng Cushing c6 tinh trang ting dong ning né, duoc diéu tri thanh cong bang ché do dinh dudng
viém tuy cap, ostreotide, khang sinh va chong dong Lovenox. Tim hiéu mdi quan hé nhan qua cia tinh
trang tang dong gitra bénh viém tuy va hoi chirng Cushing.

Phan tich mo ta ca bénh nhi nit, 5 tudi, tién sir chan doan hoi chung Cushing do thudc tir 2 tudi. Dot
nay, tré dién bién bénh cap tinh véi triéu chimg dau bung ting con kéo dai va nén nhiéu. Két hop xét
nghiém c6 men tuy tang cao, chyp CT 6 bung c6 hinh anh viém tuy cap (CTSI=6 diém). Tré dugc
diéu tri tai khoa Tiéu hoa, bénh vién Nhi Trung wong voi chan doan Viém tuy cap muc do nang/ Hoi
ching Cushing. Qua trinh diéu tri, tré xuat hién tinh trang ting dong trén xét nghiém, chi sé D-
Dimer tang cao tur ngay thtr 3 cua bénh; Fibrinogen tang trén 5 g/l vao ngay tho 7 ctia bénh va
Iam sang. Tuy nhién, tinh trang ting dong kéo dai, tiép tuc hinh thanh huyét khdi ¢ tinh mach nong
canh tay phai vao ngay thir 15 cua bénh trong khi tinh trang viém tuy da cai thién. Cac xét nghiém
dong mau cho thdy yéu t6 von Willerbrand ting cao (233, 8%). Tinh trang tang dong voi tang yéu t6
vWF ¢6 thé lién quan dén hoi ching Cushing bénh nhan mac kém. Vi muon tim hiéu mdi lién quan
clia tinh trang d6ng mau cta bénh nhan c6 viém tuy cap trén nén hoi ching Cushing, bénh nhan da
dugc 1am phan tich gen va tim ra dot bién gen PRSS1, lién quan dén viém tuy di truyén. Tre da dugc
diéu tri nhin an, truyen dich nuo6i dudng, khang sinh, chong dong Lovenox. Bénh nhéan da 6 6n dinh va
ra vién sau 33 ngay diéu tri.

Tu két qua nghién ctru trén cho thay tinh trang ting dong co thé xay ra trong pha sém cla viém tyy
cap nang. Tuy nhién, hoi ching Cushing ciing co thé gdy tinh trang tang dong voi tang yéu t6 vWF.
Diéu tri viém tuy cip ning cung véi diéu tri thuéc chdng dong Lovenox gitp bénh nhan cai thién
bénh.

Tir khéa: Tinh trang tang dong, viém tuy cdp, viém tuy di truyén lién quan gen PRSSI, héi chimg
Cushing, yéu t6 von Willerbrand.
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1. Pat van dé

Hoi ching Cushing 1a mot rbi
loan ndi tiét dic trung bdi mot loat cac
triéu chimg va bt thuong xay ra do co
thé tiép xtc lau dai v6i ham luong
glucocorticoid cao trong mau [1]. Céac
nghién ctru 1dm sang gan day da chi ra
nhiéu bat thuong trong cac théng sb
dong mau va tiéu soi huyét & bénh nhan
CS, trong d6 tinh trang ting dong biéu
hién khuynh huéng xuat hién huyét khoi.
Tinh trang ting dong nay lién quan dén
du thira cortisol gdy ra huyét khoi theo
mét s6 co ché phtc tap bao gdm ting
ndng d6 cac yéu td dong mai, chu yéu la
yéu t6 VIII va yéu té6 von Willerbrand
(VWF) va suy giam kha nang ti€u soi
huyét. Biéu hién 1am sang cua tinh trang
ting déng c6 thé nhe nhung ciing c6 thé
rit ning né [2]. Viéem tuy di
truyén (Hereditary Pancreatitis - HP) la
mot tinh trang lién quan dén viém tuy tai
phat va lam ting nguy co ung thu tuy.
Gen phd bién nhét lién quan dén HP la
gen PRSSI1. Mot dot bién (thay doi)
trong gen PRSS1 theo kiéu di truyén troi
lam tang nguy co viém tuy va ung thu
tuy & ca tré em va ngudi 16n. V& mat 1am
sang, HP duogc dac trung hda bdi viem

tuy cap tai phat, khoi phat sém bat

thuong (5-23 tudi) va cudi cung phat
trién thanh viém tuy man tinh. Pang luu
¥, nguy co tich ung thu tuyén tuy & bénh
nhan HP 1 44% & d6 tudi 70. Ngoai ra,
nhirng c4 nhan mang cac bién thé PRSS1
p.N29I hoic p.R122H c6 thé xuét hién
viém tuy cap ¢ moi ltra tudi tir 1 tudi dén
> 60 tudi [3,4]. Ngoai ra, dot bién & cac
gen khac ciing c6 moéi lién quan véi HP,
chang han nhu SPINK1, CTRC, CASR
va CFTR; tuy nhién, hién van khong rd
liéu dot bién trong cac gen ndy co lam
tang nguy co ung thu tuy hay khong [5].
Tinh trang ting dong trén bénh nhan
viém tuy cling dugc mo ta trén y van
nhiéu. Tuong tac qua lai giita tinh trang
viém, hé thong dong mau va hoat hoa té
bao ndi md mach méau giy ra cc bién
chtg ctia viém tuy cép, trong dé c6 tinh
trang ting dong gay ra hinh thanh huyét
khdi trong pha sém ctia viém tuy cap (6).
Viém tuy cip duoc biét dén khong phai
la mot bién chung ctua hoi chung
Cushing. Méi lién quan giita hai bénh
nay rat hiém & tré em [7]. Tuy nhién, tai
giai doan som cua AP, ca phan ung tai
tuy va toan than co6 lién quan dén bién
d6i mach mau, bao gdm kich hoat va tén
thuong ndi mo, réi loan diéu hoa truong

lyc mach, tang tinh thAm thanh mach,
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tang di chuyén bach cau dén cac mo va
kich hoat déng mau. Két qua 1a ting
dong lam cho tinh trang viém tuy nang
Ién [6]. Cung voi tinh trang tang dong do
hoi ching Cushing gay ra, tinh trang
viém tuy khong tu gioi han duoc, s€ tro
nén nang va kéo dai hon, gay kho khan
trong diéu tri.
2. Phuong phap nghién ciru
2.1. P6i twong nghién ciru
Bénh nhan nhi 5 tudi bi viém tuy di truyén
lién quan dén gen PRSS1 trén nén hoi
ching Cushing do thudc tiru 2 tudi.
2.2.Thoi gian va dia diém nghién ciru
Nghién ctru dugce thuc hién tai Khoa Tiéu
hoa, Bénh vién Nhi Trung wong
Thot gian thang 8 ndm 2022
2.3. Thiét ké nghién ciru
Nghién clru mo ta ca bénh
2.4. Phuwong phap nghién ctru
Nghién ctru phong van va mé ta truc tiép
dién tién ca bénh trong qua trinh diéu tri va
phan tich so sanh v&i cac nghién clru trudce
da cong bd.
3. Két qua
3.1. Két qua dién tién ca bénh

Tré nit 05 tudi c6 tién sir chan
doan hoi chung Cushing do thudc tir khi
tré 2 tudi, Tién st gia dinh co6 anh trai va

em gai cling c6 biéu hién CS; trong vong

18 thang nay tré chi dung thudc
Hydrocortisone khi sét cao, non, tiéu chay
va tré¢ khong duoc tai kham. Cach vao vién
15 ngay tré biéu hién ho, sét, me tré tu cho
dung Hydrocortisone 10mg (50mg/kg/ngay
chia 3 1an) va khang sinh Clarithromycin
udng. Trude vao vién 1 ngdy, tré xuét hién
dau bung cap tinh ving quanh rén va
thuong vi ting con dit doi kém theo non
nhiéu.

* Khi tré¢ nhdp vién (D1): Tinh trang tinh
than tinh nhung mét, dau nhidu ving
quanh ron va thuong vi. Cac dau hiéu sinh
t6n ban dau: huyét ap 115/60 mm Hg, nhip
tim 125 CK/phut, SpO2: 95%, nhi¢t dd co
thé 37,1°C.

Trong lugng co thé cua bénh nhén 14 23 kg
va chiéu cao 12 100 cm (BMI: 23 kg/m2).
Két qua ngay dau nhap vién (D1) cho thay
WBC 15,97 G/L (TT 64,6% ), Hgh129 g/L
(Hct 36%), Tiéu cau 317 G/L; GOT 55,4
U/L, GPT 173,1 U/L, lipase 1201,6 U/L, p-
Amylase 270,71 U/L, Ure 7,6 mmol/L,
Creatinin 36,3 umol/l, glucose 6,50
mmol/L, Na +/ K + / Cl- 138/ 3,2 / 106
mEq /L, total cholesterol 2,61 mmol/L,
HDL-cholesterol 1,110 mmol/L, LDL-
cholesterol 1,26 mmol/L, triglyceride 0,55
mmol/L, CRP: 20,08 mg/L, dinh lugng
Cortisol 169,02 nmol/L (binh thuong 69-
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630 nmol/L), dinh lugng ACTH 0,220
pmol/L (binh thuong 1,6-13,9 pmol/L); BE
-5,6 mmol/l, p02 197 mmHg (khong thd
oxy). Tong phan tich nuéc tiéu cho thiy
khong c6 duong ni¢u hodc protein ni¢u.
Khang thé khang nhan, khang thé khang ty
thé va yéu t6 dang thap am tinh. Dién tAm
d6 va siéu am tim binh thuong, X-quang
phéi co hinh anh tran dich mang phdi 2 bén
(10-15 mm). Chup CT 6 bung sau khi nhap
vién 12 gio da dugc thuc hién cho théy tuy
to, dau tuy 26 mm, than 17 mm, dudi 28
mm, bd tuy md, 6ng tuy khong déu 2-5
mm, khong c6 so6i, nhu mé khéng dong
nhit, co6 cac ving nho rai rac ving dau,
than va dudi tuy ngdm thubc kém sau tiém,
quanh tuy thAm nhiém va ty dich day 20
mm, dich lan quanh tuy vao géc ré mac
treo va ranh dai trang 2 bén, khong thay
huyét khdi tinh mach lach va tinh mach
cua; gan, tii mat, lach, than va tuyén
thuong than ctia bénh nhan binh thudng
(hinh 1).

* Bénh nhan duoc chan doan viém tuy cip
dua trén cac tricu chang lam sang, p-
Amylase va lipase tang cao, va két qua CT 6
bung. Muc @6 nghiém trong bénh viém tuy
cAp cua bénh nhan di dugc wdc tinh theo
diém s Pediatric JPN cia tré em la 3 diém,
két qua chyup CT diém CTSI 1a 6 diém. Tre

d3 dugc didu tri giam dau, bu dich — cén
bang dién giai, khang sinh du phong
(Cephalosporin), Hydrocortisone dudng tinh
mach va nhin an udng dwdng miéng. Tuy
nhién, cac triéu chiing va ddu hiéu cua bé
gai da khong cai thién trong hai ngay dau.

* Va0 vién ngay thtr 3 (D3): Bénh nhan van
con than phién vé nhiing con dau bung
nhiéu dir doi, sét bat dau cao sau khi nhap
vién (nhiét d6 cao nhéat 39,4°C). Céc dau
hiéu sinh tén: huyét 4p 100/70 mm Hg, nhip
tim 140 CK/phut, SpO2: 95%, nhiét d6 co
thé 38-39,4°C. Cé4c xét nghiém cho thay:
WBC 28,3 G/L (TT: 20,9 G/L), hemoglobin
130 g/L (hematocrit 36,9%), tiéu cau 145
G/L, GOT 29,8 U/L, GPT 55,4 UI/L, p-
Amylase 77,63 U/L, Lipase 232,1 U/L, Ure
2,2 mmol/L, Creatinin 32,0 umol/l, glucose
5,50 mmol/L, Na+/K +/Cl-133/3,8/
104 mEq /L, calcium 1,92 mmol/l, LDH
422,7 U/L, CRP: 159,64 mg/L; PT 19,2 s,
(chung 13s) APTT 31,3s (chang 25,1-
35,5s), Fibrinogen 2,80 g/L. (binh thuong
1,88-4,13 g/L). Sau 48 gio nhap vién CRP
tang > 150 mg/l va hoi chimg dap tng viém
toan than > 2 tiéu chuan vi vay tré da duoc
thém khéang sinh metronidazole, tré van tiép
tuc diéu tri giam dau, Hydrocortisone duong
tinh mach (25 mg/lan x 3 lan/ngay), va tiép

tuc nhin an udng duong miéng.
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* Ngay vién ngay tha 5 (D5): Bénh nhén
con mét, dau bung va st cao. Cac xét
nghiém cho thidy: WBC 19,72 G/L (TT:
1552 G/L), hemoglobin 117 g/L
(hematocrit 35,4%), tiéu cau 370 G/L, GOT
24 U/L, GPT 42,1 U/L, protein 53,2 g/l,
Albumin 29,2 g/l, p-Amylase 118,6 UI/L,
Lipase 6485 U/L, Ure 2,9 mmol/L,
Creatinin 30,7 umol/l, glucose 5,04 mmol/L,
Na + / K + / CI- 139/3,9 /108 mEq /L,
calcium 2,13 mmol/l, LDH 457,1 UIL,
CRP: 100,02 mg/L, dinh lugng Cortisol
3902,8 nmol/L, PT 18,3s, APTT 36,7s,
Fibrinogen 3,27 g/L, D-Dimer 16598 ng/ml
(DIC 4 diém). Dé loai trir sy tién trién céc
bién ching tai chd cua viém tuy cp nhu ap-
Xe, nang gia tuy va tu mau, CT bung da
dugc thuc hién cho thdy tuy nhu mo giam ty
trong lan toa, khong rd 6 hoai tir, con phan
md ngam thubc rd ving than tuy, ong tuy
khong thay gian, c6 dich quanh tuy va rénh
dai trang tréi, dich khoang mang phdi hai
bén 7 mm. Tré di duoc giam liéu
Hydrocortisone duong tinh mach (10
mg/lan x 3 lan/ngay), khang sinh chuyén
sang carbapenem phéi hop metronidazole,
Octreotide (2ug/kg/gid) va tiép tuc nhin an
uéng duong miéng do dich da day van ra

dich xanh vang.

*Vao vién ngay thr 7 (D7): Bénh nhan con
dau bung it, khdng nén, sét giam, bung
chuéng nhe. Cac xét nghiém cho thay WBC
20,44 G /L (TT: 14,44 GJ/L), hemoglobin
116 g/L (hematocrit 34,3%), tiéu cau 463
G/L, GOT 26,8 U/L, GPT 27,4 U/L, protein
55,8 g/l, Albumin 29,9 g/l, p-Amylase 76,02
U/L, Lipase 411,6 U/L, Ure 2,3 mmol/L,
Creatinin  30,7,0 umol/l, glucose 4,40
mmol/L, Na + / K + / Cl- 134/4,2/103 mEq
/L, calcium 2,10 mmol/l, LDH 487,5 U/L,
CRP: 70,32 mg/L, dinh lugong Cortisol
1773,38 nmol/L, dinh lugng Pro-calcitonin
0,0672 ng/ml, BE 0,2 mmol/l, p02 106,5
mmHg, PT 18,2 s, APTT 36,1s, Fibrinogen
4,07 g/L, D-dimer 15953 ng/ml. Ngay thi
10 (D10) tré dau bung khi tham kham,
khong sét, xuat huyét dugi da dang mang &
cang tay va thanh bung. Céc xét nghiém:
WBC 20,73 G /L (TT: 14,97 GIL),
hemoglobin 123 g/L (hematocrit 37,9%),
tiéu cau 145 G/L, GOT 26,2 U/L, GPT 18,5
U/L, protein 62,8 g/l, Albumin 31,2 g/l, p-
Amylase 62,03 U/L, Lipase 263,6 U/L, Ure
3,1 mmol/L, Creatinin 34,4 umol/l, glucose
4,40 mmol/L, Na + / K +/ Cl- 134/4,2/103
mEq /L, calcium 2,10 mmol/l, LDH 490,6
U/L, CRP 49,52 mg/L, dinh lugng Cortisol
1773,38 nmol/L; PT 13,8 s, APTT 30,2 s,
Fibrinogen 6,70 g/L, D-dimer 10700 ng/ml.
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Tré dugc diéu tri phdi hop thém Lovenox
400U1/0,4 ml x 100 Ul/kg x 2 lan/ngay. Tré
da duoc theo dbi yéu té6 Xa (duy tri 0,5-
1U1/ml) 4 tiéng sau miii thir 3, tiép tuc dung
khéng sinh, giam lidu Octreotide, chuyén
Hydrocortisol sang duong udng
(Hydrocortisol vién 10 mg x % vién chia 3
lan)va cho an trd lai (sita Peptamen) va phoi
hop Creon uéng (do dinh lwong pancreatic
elastase trong phan: 75.5 ug/ml (binh
thuong: >200ug/ml), chymotrypsin: 12,5
ug/ml (binh thuong >6,4 ug/ml).

* Vao vién ngay thal5 (D15): Bénh nhén
khong con dau bung, khong nén nhung xuét
hién khdi dic o canh tay phai. Céc xét
nghiém cho thdy WBC 12,41 G/L (TT: 7,58
G/L), hemoglobin 127 g/L (hematocrit
38,9%), tiéu cau 314 G/L, GOT 26,2 UIL,
GPT 18,5 U/L, protein 70,6 g/l, Albumin
35,6 g/l, p-Amylase 24,3 U/L, Lipase 120,5
U/L, Ure 4,1 mmol/L, Creatinin 37,5
umol/l, glucose 4,40 mmol/L, Na +/ K +/
Cl- 134/4,2/102 mEq /L, calcium 2,03
mmol/l, LDH 590,8 U/L, CRP: 49,52 mg/L,
dinh lugng Cortisol 706,8 nmol/L, dinh
lugng Pro-calcitonin 0,282 ng/ml, PT 13,7
s, APTT 39,5 s, Fibrinogen 4,36 g/L, D-

dimer 8030 ng/ml. Siéu 4am phan mém canh
tay phai nhan thay c6 huyét khéi tinh mach
nén, tré van tiép tuc diéu tri Lovenox.

* Vao vién ngay thu 24 (D24): Bénh nhén
c6 két qua xét nghiém PT 19,9s, APTT 30,2
s, Fibrinogen 3,20 ¢/L, D-dimer 1536
ng/ml, dinh Iwgng VonWillerbrand 223,8 %
(43,6 — 155,8%), yéu t6 VIII — C 167,8%
(59,6 -167%), dinh lugng anti Thrombin 111
129% (60,5-128,3%), Protein C 102%
(59,1-147,5%), Protein S 99% (53,0-
134,9%). Ngay thtr 30 cua bénh PT 12,3s
(chuing 13,3s), APTT 29,6s, Fibrinogen 4,36
g/L, D-dimer 670 ng/ml, siéu am 6 bung
khong thidy bat thuong. Dinh luwong
pancrearic elastase trong phan 246,11 (>200
ug/mL), dinh Iuwgng Chymotrypsin trong
phan 19,94 (>= 6,4 ug/mL).

* Ngay tha 29 (D29): Bénh nhan phuc hdi,
hét dau bung va c6 thé dn udng binh thuong
va bénh nhan duoc xuit vién vao ngay 33
(D33) va duoc chuyén dén bac si noi tiét dé

diéu tri va theo doi thém.

3.2. Két qua theo ddi chi sé6 Bach ciau va CRP theo thai gian

Qua két qua hinh 3.1 cho thdy chi sb Bach vau va CRP bénh nhan tro vé binh thuong sau 30

ngay diéu tri.



Pang Thity Ha va cdc cong sw/ Tap chi Khoa hoc Kiém dinh Vic xin va Sinh phdam y té, Vol. 2, No. 4 (2022)

30 180
160
25
140
20 120
100
15
BO
10 G0

LA

Bach cau-34

[

D2 4 Dé& D& g 011 D13 D14 Dle D19 D23 D30 D4E2
Hinh 1. Két qud dién bién cdc chi sé Bach cau va CRP theo thoi gian
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4. Ban lun qua va 1/10.000 tré em mdi nim bi anh
Viém tuy & tré em ngay cang gia hudng do cac yéu t6 nguy co nhu dot bién

ting ty 16 mic bénh trong nhimng thap ky gen va cac bat thuong bam sinh [8].
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Nhiéu bai bao cdo vé cac bién chimg lién
quan dén viém tuy nhu viém tuy hoai tir,
nang gia tuy, gidn éng tuy, xuat huyét tha
phat do v& gia phinh mach hay bién
chung thiéu mau cuc bd va tinh trang r6i
loan d6ng mau giy ra huyét khdi tinh
mach (chu yéu lién quan dén huyét khoi
tinh mach lach) 1a nguyén nhan chinh gay
ra bénh tat va tor vong [9]. HOi ching
Cushing duoc dic trung bdi ndng do cua
hormone cortisol cao qua muc, tiép xuc
kéo dai v&i corticosteroid c6 thé 1am ting
nguy co viém tuy cap. Tuy nhién, hai tinh
trang nay hiém khi xay ra cung nhau.

* Nghién ctru nay chiing t6i mo ta ca bénh
hiém trén bénh nhan nhi 5 tudi, vao vién
vi tinh trang dau bung cap tinh mtc do
nang vung thuong vi, kém theo xét
nghiém men tuy P-Amylase = 270,71
U/L; Lipase = 1201,6 U/L; hinh anh chup
CT — scanner 6 bung vao ngay tht 2 cua
bénh c6 hinh anh tuy to, dau tuy 26 mm,
than 17 mm, duéi 28 mm, bd tuy mo, éng
tuy khong déu 2-5 mm, khong c6 soi, nhu
md khong ddng nhét, c6 cac ving nho rai
rac ving dau, thin va dudi tuy ngam
thuéc kém sau tiém, quanh tuy tham
nhiém va tu dich day 20 mm, dich lan
quanh tuy vao gbc r& mac treo va ranh dai

trang 2 bén. Ap dung tiéu chuan

INSPPIRE (8), bénh nhan cta ching to6i
duoc chan doan viém tuy cép. Cac hé
thdng thang diém thuong duoc sir dung dé
danh gia mic d6 ning cua viém tuy cap
phd bién nhu Ranson, Glasgow sira doi,
DeBanto di chtmng minh con nhiéu han
ché khi danh gia mic do ning cua viém
tuy cdp ¢ tré em. Nam 2014, Suzuki da
dua ra thang diém Pediatric JPN scoring
system phu hop dé danh gia mac do ning
cua viém tuy & tré em, giap cai thién diéu
tri [10]. Ap dung thang diém nay, bénh
nhan chung t6i dugc 3 diém (BE= -
5,6mmol/l; CRP = 20,08mg/l; tudi <7
tuéi), vi vay, bénh nhan cua chung t6i bi
viém tuy c.'flp muc d§ nang. Bén canh do,
x¢ét nghi¢ém men tuy Lipase trong 24 gio
dau tién ctia bénh nhan 1a 1201,6 U/L (gia
tri binh thuong phong xét nghiém cua
chung téi 1a 5-31U/1) theo tac gia Coffey
va cong su, ndong do Lipase huyét thanh
cao hon gap 7 lan gidi han trén cta muc
binh thudng trong vong 24 gid tir khi xuat
hién triéu chung dy doan mirc d6 nghiém
trong cua viém tuy cap [11]. Chang toi da
diéu tri bénh nhan theo phac d6 viém tuy
nang.

* Trong qua trinh didu tri bénh nhan,
chung t6i nhan théy bénh nhan xuét hién

tinh trang tang dong, trén xét nghiém, chi
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s6 D-Dimer ting cao tir ngay thtr 3 cua
bénh; Fibrinogen tang trén 5 g/ vao ngay
thr 7 ctia bénh va lam sang, bénh nhan c6
huyét khdi tinh mach canh tay phai vao
ngay tho 15 cua bénh. Trong AP thuc
nghiém va trén ngudi, cac bat thuong cua
qué trinh déng cAm mau dugc bao cdo &
tat cac cac giai doan [12]. Pay 1a két qua
su tuong tac qua lai gilta qua trinh viém,
dong mau va rdi loan chirc niang té bao
ndi md. C6 mot mdi quan hé mat thiét
gitra con duong dong mau va qua trinh
viém, sy phat trién ctia qua trinh viém dan
dén kich hoat con dudng déng mau
[13,14]. Tinh trang viém gay ton thuong
ndi mo, ting néng do fibrinogen va biéu
hién yéu t6 hoa hop mé trén bé mit té bao
bach cau, diéu chinh sb luong tiéu cau va
phan ung tiéu cau, giam céac yéu t6 dicu
hoa chéng déng mau [15]. Nguoc lai,
phuc hop TF/VlIla kich thich tin hi¢u PAR
(thu thé hoat hoa protease) gay giai phong
cac cytokine gay viém [16,17]. Ngoai
tham gia qua trinh dong mau, yéu té6 Xa
va thrombin (yéu t6 Ila) cling quay lai
kich hoat qué trinh viém [18]. Hoat hoa
PAR dong vai tro quan trong trong viém
tuy va cdc bénh viém nhiém khac [19].
Két qua ctia qua trinh rdi loan dong mau

1a s6 luong ti€u cau giam va tang hoat hoa

tiéu cau, ndng do TF trong huyét thuong
tang, PT, fibrinogen va yéu té X giam xay
ra trong giai doan dau. Néu nhu qua trinh
viém khong duoc gioi han, r6i loan dong
mau tiéu thu s& xay ra, dan dén cac san
pham phan giai cua fibrin/fibrinogen, ma
dang chu y nhét 1a D-Dimer ting 1én dang
ké, tiép sau d6 l1a tién trién thanh DIC
[20]. Nong d6 D-dimer ting cao trong
SAP c6 thé xay ra ngay khi nhan vién (1-
2 ngay ké tir khi khoi phat triéu chimg),
ndng do D-Dimer cang cao, tién luong
bénh nhan viém tuy cap cang xau [21].
N6ng d6 D-dimer van tiép tuc ton tai
trong cac tuan tiép theo clia bénh va ngay
ca khi AP thuyén giam [22]. Bénh nhén
ctia chung t6i ngay trong nhitng ngay dau,
PT% giam (tr 46% - 67% trong 7 ngay
dau tién ctia bénh), D-dimer ting rat cao
tr ngay tha 3 cua bénh (16521ng/ml),
fibrinogen ting dan (gia tri cao nhat la
6,7g/). Chung t6i ciing nhan thdy, tinh
trang roi loan dong mau nay ciing tuong
tng véi thoi diém cac phan Gmg viém cua
bénh nhan dién ra ning né (bénh nhan sot
cao, BC luon tang trén 15 G/L va CRP
déu ting trén 15mg/l). Bénh nhan cua
chiing t6i chua tién trién thanh DIC.

Tuy nhién, dén ngay thtr 14 cua bénh,

tinh trang 1am sang ctia bénh nhan cai thién,
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bénh nhan khong dau bung, an chao ché do
viém tuy t6t, xét nghiém phan ung viém
giam rd, nhitng van ton tai tinh trang ting
dong, ching t6i lam thém cac xét nghiém dé
tim kiém nguyén nhan cia tinh trang ting
dong. Két qua 1a PT 19,9s, APTT 30,2 s,
Fibrinogen 3,20 g/L, D-dimer 1536 ng/ml,
dinh lvong VonWillerbrand 223,8 % (43,6 —
155,8%), yéu t6 VIII — C 167,8% (59,6 -
167%), dinh lugng anti Thrombin III 129%
(60,5-128,3%), Protein C 102% (59,1-
147,5%), Protein S 99% (53,0-134,9%). Noi
bat 1a tinh trang ting yéu t6 vWF. Von
Willerbrand 1a mot trong cac da phan tr
duoc du trir trong thé Weibel-Palade cua té
bao ndi md, tham gia va qua trinh dong cam
mau, n6 dugc ghi nhin cling tang 1én trong
huyét twong trong qua trinh SAP, d6 1a két
quéa ciia qua trinh viém lam ton thuong noi
mo gy giai phong cic hat trong té bio.
Tang vWF huyét tuong duogc biao cdo &
nhitng nguoi bi SAP: ndong d6 vVWF ting
tuong quan ti 1€ thuan véi mic d§ nang cua
suy cac co quan, APACHE III va diém
SOPA, va du doan dugc dang ké ton thuong
phdi cap tinh trong AP. Morioka va cong
su. da phat hién thdy nong d6 vWF ting cao
(trung binh khi nhdp vién la 402%) [23].
Tuy nhién, thoi diém chung t6i dinh luong

yéu t6 vWF tinh trang viém tuy cip bénh

nhan cua chung t6i da cai thién, nhung tinh
trang ting dong con ton tai va bénh nhan
xuét hién thém huyét khdi tinh mach canh
tay phai, chung toi nghia rang co thé tinh
trang ting dong nay con lién quan dén CS
ma bénh nhan dang méc kém theo. Hoi
chtng Cushing c6 lién quan dén tinh trang
taing dong mau va gy huyét khoi tic mach
dugc ghi nhan chu yéu ¢ ngudi 16n, dir lidu
vé bénh nhi con it. Nhitng thay doi nay lién
quan dén du thira cortisol gay ra nhitng thay
d6i tao huyét khdi trong méau theo mot s6 co
ché phirc tap bao gdom ting nong do cac yéu
t6 dong mau, chii yéu 1a yéu t& VIII va yéu
t6 von Willebrand (vWF) va suy giam kha
nang tiéu soi huyét [24]. Trong mot nghién
ctru hé théng cua Bregje Van va cong su,
céc tac gia da quan sat thiy ring ngay ca khi
tinh trang cuong cortisol da thuyén gidm thi
cac yéu t6 vWF, VIII va IX van ¢ mic cao
[25]. Cortisol lam tang vWF, tuy nhién, sy
ting nay phu thuéc vao cac dic diém di
truyén trong promoter gen VWF. Haplotype
1 (-3268G / -2709C / -2661A / 2527G) cb
lién quan dén ting vWF cao hon so voi
Haplotype 2 (-3268C / -2709T / -2661G / -
2527A) [26].

Pé diéu tri tinh trang ting dong,
ngoai diéu tri theo cac chién lugc ctia bénh

nhan viém tuy cap ning, chiing t6i ding cho
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bénh nhin thudc chéng dong Lovenox
(heparin trong lugng phan tir thap). Heparin
nhuy mot dong yéu td (cofactor) cua
antithrombin, ¢ ché hoat dong cua
thrombin ciing nhu yéu t6 Xa. Heparin
khong chi 1am giam tac dong chéng dong
mau ma con lam giam tac dung tién viém
ctia thrombin, hon nita trong viém tuy cip
heparin con lam giam hoat dong cua trypsin
va chymotrypsin cling nhu chuyén
trypsinogen thanh trypsin [27,28]. Tuy
nhién, tinh trang tdng dong trong hoi chiing
Cushing ngoai van dé diéu tri Heparin trong
thoi ki ¢6 huyét khdi thi vin dé du phong
huyét khdi ciing dugc dat ra [29]. Trong
mot nghién clru cuia Stuijver va cong sy
[TLTK], nguoi 16n mac hoi ching Cushing
dugc phat hién co nguy co huyét khoi tinh
mach (VTE) ting gip 10 lan so véi dan sb
binh thuong. Tré em mic hdi ching
Cushing dé bi roi vao trang thai dong mau;
tuy nhién, can nghién ctru thém dé xay dung
cac hudng din diéu tri dya trén bang chimg
dé phong ngira VTE trong hoi chiung
Cushing ¢ tré em. D6i v6i nguoi 16n, didu
tri dg phong duong nhu cé hiéu qua hon,
cho thay khong c6 truong hop chay méu
nao dugc bao cao ¢ cac bénh nhan dy phong

chbng dong trén hoi chimg Cushing [30].

Bénh nhan cua chung to6i khoi phat
bénh viém tuy sém (5 tuéi), muc do nang,
c6 tinh trang suy tuy ngoai tiét trén nén
bénh nhan c6 hdi chung Cushing, nhung
tién st gia dinh bénh nhan dic biét véi 2
anh va em rudt ciing mic hoi chimg
Cushing va nghi ngo tinh trang tang dong
ciia bénh nhan c6 thé lién quan dén hoi
chung Cushing. Chuing t6i da lam xét
nghiém gen cho bénh nhan dé tim thém méi
lién quan giita 2 bénh canh nay. Két qua
bénh nhan c6 tim ra dot bién gen PRSSI.
Phén tich gen PRSSI va cac bién thé gen
cia viém tuy di truyén duoc bao cio bai
NCBI tim kiém co s¢ dit liéu Clinvar tinh
dén cudi thang 2 nam 2020. Cac bién thé
trong gen PRSSI dan dén viém tuy di
truyén do dot bién axit don nhan. Dot bién
gen PRSS1 gay ra chirc nang trypsinogen bi
chi phéi boi cac dot bién sai léch. Panh gia
tor cac bdo cao cua tré em bi viém tyy di
truyén do dot bién gen PRSSI, dot bién
R122H va R122C chiém wu thé [18]. Panh
gia tr cac bao cdo & nguoi 1on tai liéu Cac
dot bién trong gen PRSS1, ma hoa trypsin-1
(cation trypsinogen), hién dién & 80% bénh
nhan bi viém tuy di truyén troi trén thé
nhiém sic thé thuong, khoang 10% tré em
bi viém tuy cip tai phat c6 dot bién PRSSI

[3,31]. Cac vi tri dot bién dugc bio cdo
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thuong xuyén nhat 1a R122H, N291, A16V
va R122C. Trong nghién ctru cua tac gia Fu
Gui nhan thdy rang hoat dong trypsin ting
1én 1a co ché chinh khién cho chuét mang
dot bién gen PRSS1- R122H dé bi viém tuy,
ddng thoi cling ching minh thém ring déng
mau dong mot vai tro quan trong trong co
ché bénh sinh cia viém tuy di truyén (HP)
[32]. Ching toi s& tiép tuc theo ddi bénh

nhan trong mQt thoi gian dai nira.
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