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ABSTRACT
Efficacy and Safety of Tolvaptan therapy in
the patients with severe acute euvolemic or
hypervolemic hyponatremia

Obijective: Evaluating the effectiveness and
side effects of Tolvaptan in the patients with
severe acute euvolemic and hypervolemic
hyponatremia. Methodology: Randomized
controlled trial in 42 patients with severe acute
euvolemic or hypervolemic hyponatremia,
randomly. These patients are divided into 2
groups: 20 patients following classic treatment
and 22 patients managed by Tolvaptan with or
without NaCl 0.9 %. Results: The classic
treatment group required many managements,
including maximum water restriction, average
amount of NaCl 0.9% perfusion (500ml bottle)
was 6.60 + 1.5; medians of 3% NaCl perfusion
(100ml  bottle) and Furosemide (20mg
ampoule) were 6.00 (5.00 — 7.00) and 1.00
(0.00 — 2.00) respectively, while the Tolvaptan
group needed neither water restriction nor 3%
NaCl nor Furosemide. The average amount of
NaCl 0.9% (500ml bottle) used in the
Tolvaptan group was 2.45 + 1.34 less than in
the classic group (6.60 = 1.5), p < 0.001. The
length (hour) of treatment to achieve the
serum sodium target in both groups was
greater than the expected duration: the median
in the classical treatment group was 36.00
(24.00 - 46.00) compared with 22.00 (18.50 —
33.50), p = 0.001; The median treatment
duration in the Tolvaptan group was 24.00
(23.50 - 35.00) vs 22.00 (20.00 - 35.00), p =
0.016. The real treatment duration of the
Tolvaptan group was lower than that of the
classic treatment group (p = 0.027). The
median time needed to improve the symptoms
of vomiting and fatigue was 03 h and 12 h in
the Tolvaptan group, lower than in the classic
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treatment group (06 h and 22 h), p = 0.002 and
0.001, respectively. As regards the side effects
of treatment: Edema and hypokalemia were
only seen in the classical treatment group with
the rate of 20% and 55%, in contrast,
Tolvaptan group did not develop the edema or
hypokalemia, whereas 81.8% of patients of
this group had polyuria, (p = 0.003 and p <
0.001). During the study, there were no
patients with hypernatremia that exceeded the
threshold evoking the risk of demyelination.
The main dose of Tolvaptan was 7.5mg and
11.25mg (accounting for 45.5% and 36.4%),
13.6% used the 15mg dose and only 4.5%
used the 18.75mg dose. Average urine flow
(ml/h) of Tolvaptan group at the time of 03h;
06h; 12h and 24h was: 205.00 + 61.00; 225.45
+ 52.44; 19591 + 48.17 and 167.27 £ 41.19,
respectively. The average increase in serum
sodium (mmol/L) of Tolvaptan group at the
time of 03h; 06h; 12h and 24h was
respectively 2.32 £ 0.78; 4.50 + 0.67; 8.18 +
1.44 and 13.68 = 1.62. Conclusion: Using of
Tolvaptan in management of severe acute
euvolemic or hypervolemic hyponatremia is
simpler and easier to be tolerated than that of
classic method (without water restriction,
hypertonic NaCl or furosemide). The initial
dose of 7.5 mg Tolvaptan, which is titrated by
a small dose of 3.75mg each 03 hours to a
maximum of 18.75 mg, has shown to be safe
and effective.

TOM TAT

Muyc tiéu: Danh gia hiéu qua va tac dung
phu cia Tolvaptan trén bénh nhan ha Na mau
ning cip dang tich hoic thira thé tich. Phwong
phdp nghién civu: Thir nghiém 1am sang d6i
chtng ngau nhién.Déi tuong 12 42 bénh nhan
(BN) ha Na mau ning cip dang tich hodc thira
thé tich, chia ngau nhién thanh 2 nhom: 20 BN
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diéu tri theo phuong phap kinh dién va 22 BN
diéu tri bang Tolvaptan c6 thé thém NaCl
0,9%. Chan doan ha Na méau ning dang tich
hoac thira thé tich theo tiéu chuidn BYT VN.
Phuong phép diéu tri ha Na méu kinh dién
theo hudng dan ctia BYT VN. Phuong phép sir
dung Tolvaptan trong diéu tri ha Na mau dua
theo cac khuyén céo cua Hoa Ky. Két qui:
Nhom diéu tri kinh dién phai 4p dung nhiéu
bién phap dé diéu tri, gdm: Han ché tdi da
lwong nudc udng vao; lwong NaCl 0,9% (chai
500ml) CTM trung binh la 6,60 + 1,5; Trung
vi lugng NaCl 3% (chai 100ml) CTM va
Furosemide (6ng 20mg) 1a 6,00 (5,00 — 7,00)
va 1,00 (0,00 — 2,00) trong khi nhém sir dung
Tolvaptan thi khong can han ché udng, khong
su dung NaCl 3%, khong str dung Furosemid.
Lugng NaCl 0,9% (chai 500ml) CTM trung
binh st dung & nhém Tolvaptan 1a 2,45 + 1,34
it hon so v&i nhom kinh dién (6,60 £ 1,5); p <
0,001. Thoi gian (h) diéu tri dat muc tiéu Na
méu cta ca 2 nhoém déu 16n hon thoi gian ky
vong: Trung vi & nhom diéu tri kinh dién 1a
36,00 (24,00 - 46,00) so voi 22,00 (18,50 —
33,50), p = 0,001; Trung vi & nhom co
Tolvaptan la 24,00 (23,50 - 35,00) so véi
22,00 (20,00 — 35,00), p = 0,016. Trong do
thoi gian diéu tri thuc cia nhom co Tolvaptan
thip hon nhom diéu tri kinh dién (p = 0,027).
Trung vi thoi gian cai thién ddu hiéu nén 6i va
cai thién diu hi¢u mét moi 1a 03h va 12h &
nhom c6 Tolvaptan, thdp hon & nhom diéu trj
kinh dién (06h va 22h), p = 0,002 va 0,001. V&
tac dung phu cua diéu tri: Phu va ha Kali mau
chi gip & nhom diéu tri kinh dién véi ty 18
20% va 55%, ngugc lai nhom c6 Tolvaptan
khong c6 BN nao bi phu hoac ha Kali mau
trong khi co dén 81,8% BN tiéu nhiéu, (p =
0,003 va p < 0,001), ca hai nhém khong co
BN nao bi tding Na mau theo thoi gian vugt
qua ky vong giy nguy co huy Myelin. Liéu
Tolvaptan cha yéu 1a 7,5mg va 11,25mg
(chiém ty 1& 45,5% va 36,4%), 13,6% ding
lidu 15mg va chi 4,5% dung liéu 18,75mg.
Luu luong nudc tidu (ml/h) trung binh cua
nhom Tolvaptan tai cac thoi diém 03h; 06h;
12h va 24h 1an luogt 1a: 205,00 + 61,00; 225,45
*+ 52,44; 195,91 + 48,17 va 167,27 + 41,19.

Muc ting Na mau (mmol/L) trung binh cua
nhém Tolvaptan tai cac thoi diém 03h; 06h;
12h va 24h lan luot 1a 2,32 + 0,78; 4,50 =+
0,67; 8,18 + 1,44 va 13,68 + 1,62. Két lugn:
St dung Tolvaptan trong diéu tri ha Na mau
ning cip dang tich hodc thira thé tich don
gian, hiéu qua va dé dung nap hon phuong
phap diéu tri kinh dién (do: khong can han ché
ubng nudc, khong str dung NaCl wu truong va
khong st dung Furosemid). Liéu Tolvaptan
khoi dau 7,5mg, ting lidu nho 3,75mg mdi
03h, liéu t6i da 18,75mg cho thay an toan va
hiéu qua.

Chiu trach nhiém chinh: L& Thi Thu Trang

Ngay nhan bai: 15/10/2021

Ngay phan bién khoa hoc: 15/12/2021

Ngay duyét bai: 10/1/2022

Email: tranghscc@yahoo.com.vn

PAT VAN DE

Ha natri (Na) mau 1a mot vin dé 1am sang
quan trong gap 6 15 — 30% bénh nhan (BN)
ndi vién, do nhiéu nguyén nhan. biéu trj ha Na
mau kha phirc tap vi phu thudc nhiéu vao cac
yéu té can bang ap luc thim thiu mau va tinh
trang_ thé tich ngoai bao.

Nong do Na mau khong luén luén phan
anh tong luong Na cua co thé, vi vy viée diéu
tri ha Na mau khong phai luén luén 1a cung
cép Na [1]; [5]; [6]; [10].

Trudc day, viée didu tri ha Na mau dang
tich hoic thira thé tich chu yéu dya trén nén
tang han ché nudce vao, st dung thudc 1oi tiéu
quai va cung cip Na, nhung hién nay cac
thudc khang thu thé Vasopressin (phd bién 1a
Tolvaptan) da dugc khuyén céo c6 tac dung
t6t. Chung t6i nghién ctru dé tai nay, véi muc
tidu Dénh gia két qua caa Tolvaptan trén bénh
nhan ha Na méau ning cép dang tich hoic thira
thé tich.

1. POI TUONG VA PHUONG PHAP
NGHIEN CUU

Déi twgng nghién ciru

GoOm 42 bénh nhan (BN) ha Na méau nang
dang tich hodc thira thé tich dugc chia ngau
nhién thanh 2 nhém theo sb tht tu chon vao
NC, nhu sau:
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- Nhom can thigp: Gom 22 bénh nhan (BN)
mang sb thtr tu chin diéu tri véi Tolvaptan.

- Nhém ddi chting: Gom 20 BN mang sd
thir tu 1¢ diéu trj theo phuong phap kinh dién.

- Loai trir cac ddi tuong:

+ Tang ap luc tham thau mau lién quan céc
chat c6 d6 tham thau cao khac Na (ha Na méau
gia), gdm: Glucoe mau > 300 mg/dl; va hoic
Triglyceride > 700 mg/dl (> 6,8 mmol/L); va
hodc Protein > 08 g/dl [8].

+ Rbi loan chuyén héa toan kiém; Suy tuan
hoan; Suy gan; Ting men gan > 02 lan binh
thudng; Réi loan tri giac.

2. PHUONG PHAP NGHIEN CUU

Thiét ké nghién ciu: Thir nghiém lam
sang dbi chimg ngiu nhién

Pao dirc nghién ctru:

Tolvaptan da dugc BYT Viét Nam va nhiéu
nude trén thé gidi khuyén céo str dung trong
diéu tri ha Na mau [2]; [10]. - BN (hodc than
nhan) duoc tu van vé loi ich va nguy co cua
Tolvaptan, dong y tham gia nghién ciru.

Cic bién s nghién ciu:

- V& chan doan ha Na mau: Néng do Na
mau; Tri€u chimg 1am sang ha Na méu: Chan
an; Mét moi; Non hoac budn ndn; Pau dau.

- V& diéu tri: Liéu luong Tolvaptan; Liéu
luong NaCl 0,9%; Liéu lugng NaCl 3%; Liéu
lugng Furosemid; Luu lugng nudc tiéu; Muc
tiéu lam sang: Khong cai thién (0); Cai thién
khong day da: Cai thién rd nét nhung chua hét
han (1); Cai thién t6t: Hét han triéu chimg 1am
sang (2); Muc ti€u Na (La muc ti€u Na ky
vong theo thoi gian): Khong dat (0); DPat
khong day da (1); bat (2).

- V& bién chtng cia diéu tri: Qua tai thé
tich; Mt thé tich; Tang Na mau; Tang Kali
méu; Ha Kali mau; Bién chimg hay myelin.

Cac ky thuat nghién cwu:

Phuong phap chin doan ha Na mau ning
[1]; [2]: Na méu < 125 mmol/L

Phuong phap chan doan thé tich ngoai bao
dang tich hodc thira thé tich:

- Bing céch loai trir cac truong hop giam
thé tich tuan hoan

- Phuong phap chan doan giam thé tich
ngoai bao [1]; [2]; [4]; [8]
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+ Duwa vao diu hiéu lam sang: Giam do
dan hoi da (dwoc danh gia t6t nhit ¢ than
trén); Khat; Kho mang niém mac; Tiéu it;
Nhip tim nhanh, ha huyét 4p; cic du hiéu
sOC...

+ Dya vao cé4c dau hiéu nghi ngd giam thé
tich ngoai bao lién quan bénh canh 1am sang:
Udng khong du, diéu tri loi tiéu; réi loan than
hoac thuwong than; tiéu chay; nén ai;...

Phuong phap diéu tri ha Na méau kinh dién
[11; [2]; [6]; [10]:

- Han ché nudc vao < 300-500ml/24h tay
tinh trang thira thé tich ngoai bao

- Cho loi tiéu quai Furosemide

- Cung cap Na: Chuyén tinh mach (CTM)
NaCl 0,9% va hoac NaCl 3%.

- Muc tiéu: Tang Na mau theo khuyén cdo
[1]; [6]; [10]: Téang lén 03 mmol/L trong 03h
dau, tlep tuc ting thém 0,5 mmol/L trong mdi
gio tiép theo cho dén dat Namau 135 mmol/L.
Tinh toan mirc muc ti€éu Na mau theo thoi
gian; Tinh toan tong thoi gian ky vong dat
dugc muyc ti€u Na mau sau cung (135mmol/l).

- Téng s6 mmol Na dy dinh cung cip tai
ting thoi diém duoc tinh theo cong thirc:

0,6 X Trong lwgng co thé (kg) X (ndong dd
Na can dat — nong do Na ciia BN)

Phuong phap didu tri ha Na mau co st
dung Tolvaptan [3]; [5]; [6]; [10]:

- Cach s dung Tolvaptan: Thay vi liéu
khéi dau dung 1 lan 15mg/ngay co thé tang
lidu dén 30mg/ ngay dén t6i da 60mg/ngay. bé
tranh bién ching tang Na mdu cép ching toi
chi sir dung lidu thip dau tién 7,5mg (1/2 vién
15mg), theo ddi chit lwong nuéc tiéu, dinh
luong Na mau sau mdi 03h. Néu chua dat
noéng do Na theo khuyén céo thi tang liéu mdi
3,75mg (1/4 vién 15mg) sau mdi 03h; Liéu tdi
da 30mg/ngay.

- Cho BN uéng nudc theo nhu cau, khdng
han ché udng.

- Két hop thém NaCl 0,9% CTM trong
truong hop BN tiéu nhidu nham dam bao can
bang Bilan nuéc vao ra va diéu chinh theo tinh
trang thé tich ngoai bao ban dau cia ngudi
bénh.

- Muc tiéu: Giéng phuong phap diéu tri
kinh dién.
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- Ngimg diéu tri Tolvaptan néu: + Tang Na mau vugt qua muc muyc ti€u
+ Tinh trang ha Na mau vé mit 1am sang  theo thoi gian
va hodc xét nghiém khong cai thién sau 06h va + C6 biéu hién tic dung phu ning cua
hodc nang 1&€n nhanh chong. Tolvaptan

3. KET QUA NGHIEN CUU

Bang 1. So sanh cac bién phap diéu tri giita hai nhom

Nhém diéu tri Diéu trj Diéu tri
Bién phap kinh dién c6 Tolvaptan P
Han ché udng: n (%) 20 (100,00) 0 (0,00) < 0,001
NaCl o,g(cyi(ggg 500mi) 6,60 % 1,50 2,45+ 1,34 < 0,001
Nacl 3% (chai 100ml) 6,00 0,00 <0.001
[Trung vi (KTPV)] (5,00 — 7,00) (0,00 — 0,00) ’
Furosemide (0ng 20mg) 1,00 0,00 <0.001
[Trung vi (KTPV)] (0,00 — 2,00) (0,00 —0,00) ’

KTPV: Khoang tr phan vi

Tat ca BN thuoc nhém diéu tri kinh dién déu han ché udng trong khi nhém diéu tri c6
Tolvaptan thi khong. S6 lwong dung dich NaCl 0,9% trung binh sir dung & nhom diéu tri kinh
dién 12 6,60 + 1,5 nhiéu hon 2,45 + 1,34 & nhom c6 Tolvaptan (p < 0,001); S luong NaCl 3% va
Furosemide (5ng 20mg) trung vi sit dung & nhom diéu trj kinh dién 1an luot 13 6,00 (5,00 — 7,00)
va 1,00 (0,00 — 2,00) trong khi nhém diéu tri Tolvaptan thi khong st dung.

Bing 2. So sanh két qua diéu tri theo thoi gian giita hai nhom

Thoi Két qui didu tri Diéu tri Picu tri o
diém : kinh dién cd Tolvaptan
Mirc dat 0 6 (30,00) 0 (0,00)
muc tiéu Na 1 12 (60,00) 12 (54,55) 0,003
(n; %) 2 2 (10,00) 10 (45,45)
03h Mirc dat 0 18 (90,00) 3(13,64)
muc tiéu 1am sang 1 2 (10,00) 19 (86,36) < 0,001
(n; %) 2 0 0
Nudc tiéu (ml/h) 72,50 200,00 < 0.001
[Trung vi (KTPV)] (70,00 - 80,00) (175,00 —210,00) ’
Mirc dat 1 17 (85,00) 0 (0,00)
muc tiéu Na < 0,001
(n: %) 2 3 (15,00) 22 (100,00)
0sh Mirc dat 0 5 (25,00) 0 (0,00)
muc tiéu lam sang | 1 15 (75,00) 7 (31,82) < 0,001
(n; %) 2 0 (0,00) 15 (68,18)
Nudc tiéu (ml/h) 80,00 220 < 0.001
[Trung vi (KTPV)] (80,00 — 100,00) (200,00 — 230,00) ’
Mirc dat 1 15 (75,00) 0(0,00) < 0,001
12h ‘(Tr‘]“f, /Se“ Na 2 5 (25,00) 22 (100,00) <0,001
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Mirc dat 1 15 (75,00) 6 (27.27) <0,001
e /(f)le“ lam sang | , 5 (25,00) 16 (72.73) <0,001
Nudc tiéu (ml/h) 80,00 200,00 <0.001
[Trung vi (KTPV)] (80,00 - 100,00) | (150,00 220,00) :
Mic dat 1 12 (60,00) 3(13,63)
P /Se“ Na 2 8 (40,00) 19 (86,36) <0001
Miic dat 1 13 (65,00) 4 (18,81)
240 | e tiéu 1am sang <0,001
o %) 2 7 (35,00) 18 (81,82) !
Nudc tidu (mi/h) 80,00 160,00 < 0,001
[Trung vi (KTPV)] (80,00-100,00) | (147,50 — 185,00) !
Mirc dat 1 13 (65,00) 4 (18,18)
Tai ?n“;lﬁ /Ot)‘e“ Na 2 7 (35,00) 18 (81,82) <0,001
g‘e"; Mitc dat 1 13 (65,00) 5 (22,73)
ky (mn‘;lﬁ /(f)‘e“ lam sang | 7 (35,00) 17 (77,27) < 0,001
VORg  "Nudc tidu (ml/h) 90,00 150,00 <0001
[Trung vi (KTPV)] (80,00 — 100,00) | (150,00 — 192,50) :

KTPV: Khoang tir phan vi; Muc dat muc
tiéu Na: La muc tiéu Na ky vong theo thoi
gian (0: Khong dat; 1: Pat khong day du; 2:
bat); Muc dat muc tiéu 1am sang: La su cai
thién cac ddu hiéu 1am sang (0: Khong cai
thién; 1: Cai thién khong diy du; 2: Cai
thién tt).

- Tai cac thoi diém 03h; 06h; 12h; 24h: Ty
1€ dat muc tiéu Na theo thoi gian va cai thién
lam sang ctia ca hai nhom déu ting dan, trong
d6 nhoém c6 st dung Tolvaptan co ty 1€ cai
thién tot hon. V& muc tiéu Na theo thoi gian:
Nhom c¢6 Tolvaptan dat mirc day dii ngay tai
thoi diém 06h trong khi nhém kinh dién thi
méi dén 24h méi chi co6 40% BN dat muc day
da (p < 0,001). V& muc tiéu 1am sang: Nhém

c6 Tolvaptan c6 72,73% BN dat muc cai thién
day du tai thoi diém 12h trong khi nhém kinh
dién thi mai dén 24h méi chi c6 35% BN dat
mirc cai thién déy du va 65% BN cai thién &
mirc chua day du (p < 0,001). Vé luu luong
nuéc tiéu: Nhém diéu tri kinh dién co muc
trung vi tir 72,5 (70 - 80) ml/h dén 90 (80 -
100) ml/h, trong khi nhom str dung Tolvaptan
la 220 (200 - 230) ml/h dén 160 (147 - 185)
mi/h (p < 0,001).

- Tai thoi diém ky vong: Nhom diéu tri
kinh dién c¢6 35% dat muc tiéu Na mau day dua
va cai thién 1am sang tdt; trong khi nhom c6
Tolvaptan c6 81,82% BN dat muc tiéu Na ky
vong va 77,27% cai thién 1am sang t6t (p <
0,001).

Bang 3. So sanh két qua diéu tri cudi cung giira hai nhom

) Nhom diéu tri Pidu tri i
Két qua Kinh dién Co Tolvaptan p
o Thoi gian ky vong 22,00 22,00 0674
Thoi gian [Trung vi (KTPV)] (18,50 — 33,50) (20,00 — 35,00) '
dicu tri Thoi gian thyc
dat muyc tiéu Jgr : 37,20 + 14,22 29,00 + 8,41 0,027
Natri (X +2SD)
(h) Thoi gian thuc 36,00 24,00 0055
[Trung vi (KTPV)] (24,00 - 46,00) (23,50 - 35,00) '
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p 0,001 0,016 -
o Non Oi 6,00 3,00
Tht glan [Trung vi (KTPV)] (6,00 - 6,00) 300600 | 9002
331 e Mét moi 22,00 12,00 0.001
I;r‘;l Séf]“ [Trung vi (KTPV)] (12,00 — 24,00) (6,00 — 12,00) '
" g Pau du 24,00 20,00 05
[Trung vi (KTPV)] (12,00 - 35,00) (12,00 - 29,00) '
Phu (n, %) 4(20,00) 0 (0,00) 0,043
Téc Tiéu nhiéu (n, %) 0 (0,00) 18 (81,81) < 0,001
dung Ha Kali mau (n, %) 11 (55,00) 0 (0,00) < 0,001
phu Tang Natri mau
0. %) 0 (0,00) 0 (0,00) -

KTPV: Khoang t&r phan vi; Thoi gian ky vong: La thodi gian tinh toan (vé 1y thuyét) dé dat
dugc muc ti€u Na mau; Thoi gian thyc: La thoi gian diéu trj thuc té dé dat duoc muc tiéu Na;
Tiéu nhiéu: Lwong nude tiéu > 3000 ml/24h; Ting Na mau: La ting Na theo thoi gian vuot qua
muc cho phép.

- Thoi gian diéu trj thuc cta ca 2 nhom déu 16n hon thoi gian ky vong (p < 0,05); Trong d6
thoi gian diéu tri thuc cia nhém co Tolvaptan thdp hon nhém diéu tri kinh dién (p = 0,027).

- Trung vi thoi gian cai thién ddu hiéu non 6i 14 03h & nhém c6 Tolvaptan, ngan hon so véi
nhém diéu tri kinh dién (06h), (p = 0,002).

- Trung vi thoi gian cai thién d4u hiéu mét méi 1a 12h & nhom céd Tolvaptan nge“in hon so véi
nhom diéu tri kinh dién (22 h), (p = 0,001).

- V& tac dung phu: Ty 1& phu va ha Kali mau & nhom diéu tri kinh dién 1a 20% va 55%, va
khong c6 BN nao tiéu nhiéu, nguoc lai nhom cé Tolvaptan khéng ¢ BN nao bi phi hodc ha Kali
méu trong khi c6 dén 81,8% BN tiéu nhiéu, (p = 0,003 va p < 0,001). Ca hai nhom khong c6 BN
nao tang Na mau
Liéu Tolvaptan

4,55%

= 7,5mg
11,25mg

= 15mg

= 18,75mg

45,45%

Biéu d6 1. Liéu Tolvaptan

Liéu Tolvaptan dugc st dung chu yéu 1a 1/2 vién (7,5mg) va 3/4 vién (11,25mg) (ty 1& 45,5%
va 36,4%), chi ¢6 13,6% dung liéu 1 vién (15mg) va 4,5% dung liéu 1,25 vién (18,75mg)
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Bing 4. Luu lugng nudc tiéu theo lidu Tolvaptan

Nuéec tiéu tai
thoi diém 03h 06h 12h 24h
) ml/h)| (X +2SD) (X + 2SD) (X + 2SD) (X + 2SD)

Li€éu Tolvaptan

0,5v (7,5mg) 223,75+ 98,55 | 238,75+ 87,25 | 193,75+ 72,89 | 158,75 + 64,02
0,75v (11,25mg) 192,00 + 23,48 | 215,00 + 10,80 | 197,00 + 34,66 | 171,00 + 23,31
1-1,25v

(15 - 18,75mg) 200,00 + 14,14 | 225,0+ 52,44 | 197,50 + 15,00 | 175,00 + 19,15
Chung nhom Tolvaptan | 205,00 + 61,00 | 225,45 + 52,44 | 195,91 + 48,17 | 167,27 + 41,19

p 0,579 0,502 0,988 0,772

Luu luong nudce tiu tai cac thoi diém 03h; 06h; 12h va 24h gitra cic nhém s dung
Tolvaptan liéu 7 ,5mg; 11,25mg; 15-18,75mg khac nhau khong c6 ¥ nghia thong ké (p > 0,05).
Luu luong nude tiéu trung binh tai cac thoi diém 03h; 06h; 12h va 24h lan lugt 1a: 205,00 +
61,00; 225,45 + 52,44; 195,91 + 48,17 va 167,27 + 41,19.

Bang 5. Mtc ting Na méau theo liéu Tolvaptan
Liéu 15- Miic ting | Mirc p
’ Hlvaptan 75mg | 11,25mg 18,75mg Na ta‘ng Na al: | advéi
Mikc tan (a1) (a2) (a3) Chung | ky vong 22" a3 a5
Na (mmol/L a4 ab ’
3h (X + SD) 2’63:'0'7 2’3021’0’8 1,75¢0,50 | 2324078 | 3 0,398 | >0,05
6h (x+5D) | P07 | AIO4 ] 5004082 | 4501067 | 45 | 0504 | >005
12h (X + SD) 8’6351’6 8’10;1’2 750£1,29 | 818144 | 105 | 0464 |>005
24h (X £ SD) 13’221'1' 14’121’1’ 13,00£2,31 13'6211'6 14 | 0404 | >0,05

Mirc ting Na ky vong: La mirc ting Na theo thoi gian t6i da cho phép: Tang 03 mmol/L trong
03h dau, ting < 0,5mmol/L mdi gio tiép theo, ting khong qua 14mmol/L trong 24h dau.

Miic ting Na mau theo thoi gian giita cdc nhom sir dung lidu Tolvaptan 7,5mg; 11,25mg; 15-
18,75mg khac nhau khéng c6 y nghia thong ké. Mrc ting Na mau trung binh tai cac thoi diém
03h; 06h; 12h va 24h 1an luot 13 2,32 + 0,78; 4,50 + 0,67; 8,18 + 1,44 va 13,68 = 1,62.

4. BAN LUAN

4.1. Vé hiéu qua cia Tolvaptan trong
diéu tri ha Na mau cAp déng tich hoic thira
thé tich

Vé cac phwong tién diéu tri dwoc siv
dung:

Bang 1 cho thdy: Ddi voi nhém didu tri
kinh dién chung t6i dé phai ap dung nhiéu bién
phap dé dleu tri, bao gom: Tat ca cac BN déu
han ché t6i da luong nuée udng vao; SO luong
dung dich NaCl 0,9% (chai 500ml) CTM
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trung binh 1a 6,60 + 1,5; S6 lugng NaCl 3%
(chai 100ml) CTM va Furosemide (6ng 20mg)
trung vi 1a 6,00 (5,00 — 7,00) va 1,00 (0,00 —
2,00) trong khi nhom st dung Tolvaptan thi
khong can han ché ung, khong sir dung NaCl
uu truong (dung dich 3%) va khong sir dung
loi tiéu Furosemid, mot sb BN chi st dung
thém NaCl 0,9% CTM khi can nhung véi s6
lwong it hon so v6i nhom kinh dién (2,45 +
1,34 chai 500ml so véi 6,60 + 1,5; p < 0,001).
Nhu vay, vé mit st dung phuong tién diéu tri
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thi nhom diéu tri Tolvaptan don gian hon
nhiéu so voi nhém diéu tri kinh dién, nhét la
viéc khong can han ché udng nudc ciing nhu
giam truyén dich lam cho BN dé chiu hon.

Vé két qua diéu tri:

Vé két qud muc tiéu Na mdu va muc tiéu
cdi thién lam sang:

Két qua bang 2 cho thay:

- Tai céc thoi diém 03h; 06h; 12h; 24h: Ty
1€ dat muc ti€u Na theo thoi gian va cai thién
1am sang ctia ca hai nhém déu ting dan, trong
d6 nhom c6 st dung Tolvaptan c6 ty 1€ cai
thién tot hon.

- Tai thoi diém ky vong: Nhom diéu tri
kinh dién van con 65% BN dat muc tiéu Na
chua day du va cai thién 1am sang chua day
du; trong khi nhom cé Tolvaptan c6 81,82%
BN dat muyc tiéu Na ky vong va 77,27% cai
thién 1am sang tét (p < 0,001).

Két qua bang 3 cho théy

- Ve thoi gian (h) diéu tri dat muc tiéu Na
méu cudi cung: Thoi gian diéu tri thyc cta ca
2 nhém déu 16n hon thoi gian ky vong: Trung
vi & nhom diéu tri kinh dién 1a 36,00 (24,00 -
46,00) so vai 22,00 (18,50 — 33,50), p = 0,001;
Trung vi & nhém cé Tolvaptan 1a 24,00 (23,50
- 35,00) so vai 22,00 (20,00 — 35,00), p =
0,016. Trong d6 thoi gian diéu tri thuc cua
nhém c6 Tolvaptan thdp hon nhom diéu tri
kinh dién (p = 0,027).

- V& thoi gian cai thién d4u hiéu lam sang:
Nhom sur dung Tolvaptan cai thién 1am sang
(non 61, m¢t moéi) sém hon: Trung vi thoi gian
cai thién ddu hiéu non 6i 1a 03h & nhom co
Tolvaptan, thap hon & nhom diéu tri kinh dién
(06h), (p = 0,002); Trung vi thoi gian cai thién
dau hiéu mét méi 1a 12h & nhom c6 Tolvaptan,
thdp hon & nhom diéu tri kinh dién (22 h), (p =
0,001).

Nhu vdy, ca hai nhém déu dat duoc két qua
diéu tri dua Na mau vé gioi han binh thudng
nhung thoi gian thuc té diéu tri 16n hon thoi
gian ky vong, diéu nay 1a d& hiéu va chip nhan
dugc, vi trén thyc té 1am sang, ngudi thay
thudc bao gid ciing ap dung liéu lwong thudc &
mirc thdp nhét theo tinh toan cho phép dé BN
d& thich (mg dong thoi tranh cac bét lgi c6 thé
xay ra (ting Na méau qué nhanh, qué tai thé

tich,...). Két qua muc tiéu Na theo thoi gian
ctia nhém Tolvaptan dat tt hon so v6i nhom
diéu tri kinh dién 1a mot loi thé ndi bt béi vi
1 rang 1 & nhom diéu tri kinh dién thay thudc
phai tinh toan k¥ ludng s6 luong Na can bu
tuong ng bao nhiéu mdi loai dich truyén,
phai can thiép dudng truyen (tha thuat xam
14n) lau hon, mat cong truyén dich,... nhung
lai khé dat muc ti€u Na. Trong khi do, néu st
dung Tolvaptan thi thuc hién don gian chi can
cho thubc uéng, c6 thé thém dich NaCl 0,9%
v6i s6 luong it hon nhiéu va khong can phai
tinh toan qua ky ludng, nhung két qua muc
tieu Na dé dat dugc hon, muc tiéu 1am sang
cai thién sém hon, BN d& chap nhan hon.

Vé liéu lwong Tolvaptan:

Liéu Tolvaptan dugc sir dung: Chu yéu la
1/2 vién (7,5mg) va 3/4 vién (11,25mg) (ty 1€
45,5% va 36,4%), chi c6 13,6% dung liéu 1
vién (15mg) va chi 4,5% dung lidu 1,25 vién
(18,75mg) (bléu d6 1). Liéu ban dau chung t6i
chon 1a lidu thip (7,5mg) dya vao nhidu NC
va khuyén cdo, nham tranh giy tang Na mau
nhanh va nhiéu, véi liéu nay cho thiy thudc rat
an toan [7]; [8]; [10]. O céc thoi diém sém cua
liéu trinh (03h va 06h) c6 mot ty 1€ kha cao
BN chua dat muc tang Na theo thoi gian
(54,55% va 31,82%) nhung khong c6 BN nao
x4u hon vé 1am sang va mirc Na mau (bang 2),
d6i voi cac truong hop chua dat mirc ting Na
mau theo thoi gian ky vong thi ching t6i chi
cho thém Tolvaptan ting liéu nho 3,75mg (1/4
vién 15mg) sau mdi 03h voi su giam sat Na
méau mdi 03h déu dat duoc két qua diéu tri
myc tiéu ma khong giy ra bién chimg nio.
Quan trong la: Khong ¢6 BN nao bi tang Na
mau theo thoi gian vuot qua ky vong gay nguy
co hiy Myelin, két qua NC nay ciing duoc
quan sat thay trong NC SALTWATER: Trong
NC nay liéu Tolvaptan khoi dau 15 mg (cao
gip d6i lidu khoi ddu cua ching t6i) nhung
cling chi c6 05/111 BN c¢o6 tinh trang tang Na
huyét thanh > 1,0 mmol/L/gio trong 8 gio dau
tién (khoang 1,08 dén 1,47 mmol/L/gid), va
khéng c6 BN nao bi bién chimg huy myelin
thim thau; ting Na mau (> 145 mmol/L) xay
ra & 12 BN nhung chi 1 BN phai ngimg thudc
va tat ca nhitng BN khéac déu hoi phuc [3].
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Luwu lwong nwéc tiéu theo thoi gian theo
liéu Tolvaptan:

Bang 4 cho thiy: Luu lugng nudc tiéu
trung binh tai cac thoi diém 03h; 06h; 12h va
24h lan lugt la: 205,00 + 61,00; 225,45 +
52,44; 195,91 + 48,17 va 167,27 + 41,19. Nhu
vay luu lwong nudc tiéu 1a rat cao so voi sinh
ly nuée tiéu tuy nhién khong c6 truong hop
nao BN c6 biéu hién mét nudc cap trén 1am
sang, diéu nay co thé da duoc ty didu chinh
qua viéc BN khong bi han ché ubng - day
cling 14 diém loi thé giup BN dé dung nap hon
so voi vin dé han ché uéng ¢ nhom diéu tri
Kinh dién. Trong NC SALT-1 va SALT-2 ciing
cho thiy: O nhiing ddi twong ting thé tich,
luong nude tiéu rong vugt qua so voi gia duge
la > 1 L trong 24 gio dau diéu tri (véi lieu
Tolvaptan 15 mg, p < 0,005) [9].

Su khéc biét vé luu lugng nudc tiéu theo
lidu lugng thudc theo thoi gian 1a khong co y
nghia thng ké (p > 0,05), diéu nay c6 thé do
¢ mau NC con nhé chua du dit liéu dé phan
tich, ciing co thé co cac yéu td tac dong khac:
Tudi; gidi; co dia nhay cam véi thude cua timg
nguoi,...

Vé mirc ting Na mdu theo liéu Tolvaptan
theo thoi gian:

Béng 4 cho thiy:

+ Muc ting Na mau(mmol/L) theo thoi
gian gitta cac nhom sir dung lidu Tolvaptan
7,5mg; 11,25mg; 15-18,75mg khac nhau
khong c6 y nghia thong ké. Thuc té, lidu
Tolvaptan khéi dau cua tit ca BN déu la
7,5mg nhu nhau va mrc tang Na tai cac thoi
diém diu cda lidu trinh (03h; 06h) & cac BN la
c6 su khac biét, & cac BN c6 muc ting Na
khong day du theo ky vong s& dugc ting lidu
Tolvaptan nham dat mirc Na ky vong theo thoi
gian va do vay tai cac thoi diém cang vé sau
cua li€u trinh, muc tang Na cia cac BN voi
lidu tong Tolvaptan khac nhau déu dat tuong
duong nhau va dat muc tiéu diéu tri ky vong.

+ Muc tang Na mau (mmol/L) trung binh
tai cac thoi diém 03h; 06h; 12h va 24h l1an luot
la 2,32 £ 0,78; 4,50 £ 0,67; 8,18 + 1,44 va
13,68 + 1,62, day la muc ting dat dugc chu
yéu nho tic dung loi tiéu thai nudc cua
Tolvaptan, mot s6 trudng hop khi BN ¢6 luu
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luong nude tiéu qua nhiéu va can bang nudc
bi am thi chiing t6i diéu chinh chu dong thém
v6i dung dich NaCl 0,9% CTM tuy nhién
lwong dich nay thap hon rat nhiéu so véi nhom
diéu tri kinh dién (bang 1). Muc ting Na tai
cac moc thoi gian déu phu hop muc tiéu ky
vong (p > 0,05), khong c6 BN nao bi tang Na
nhanh nhiéu (bang 3).

Nhu vay, két qua NC cho thay: Véi lidu
thap Tolvaptan (7,5mg), co thé ting liéu nho
3,75mg sau modi 03h 1a an toan va hiéu qua
trong diéu tri ha Na mau ning cip co thé tich
ngoai bao tang hodc binh thuong.

4.2. V@ tac dung phu ciia Tolvaptan

Phu va ha Kali mau chi gip & nhoém diéu tri
kinh dién véi ty 1& 20% va 55% trong khi
khong c6 BN nao tiéu nhiéu, nguoc lai nhém
c6 Tolvaptan khong c6 BN nao bi phu hoac ha
Kali mau trong khi c6 dén 81,8% BN tiéu
nhiéu, (p = 0,003 va p < 0,001).

_bay la céac tac dung phu do dac trung cia
modi loai tri liéu: Phuong phap didu tri kinh
dién bao gdm truyen dich va loi tiéu quai
(Furosemid) nén viéc thira nuéc va hodc mit
Kali 1a thuong gdp va da dugc dy li€u nén
dugc theo doi chit ché va xur 1y kip thoi vi vay
khong c6 bién ching xay ra, tuy nhién so véi
phuong phép diéu tri Tolvaptan thi rd rang day
1a diéu bat loi cua nhém diéu tri kinh dién.

Vé tac dung phu tiéu nhiéu thi chi gip ¢
nhom Tolvaptan, ddy thuc chit 1a tac dung
chinh (lgi tiéu) cuia Tolvaptan chtr khong phai
1a tac dung phu, chinh co ché gay loi niéu thai
nudc tu do (aquaresis) nhung khong thai Na la
chia khoa cta viéc st dung Tolvaptan trong
diéu tri ha Na mau.

Tolvaptan 1a mot chat dbi khang thu thé
Vasopressin (vaptans) cé6 tac dung giy thai
nudc qua thin ma khong anh huong dén bai
tiét Na va Kali, 1a phuong phép sinh 1y thich
hop nhat dé diéu tri ha Na mau vi ching
khong lam mat dién giai va khong can han ché
chat 16ng trong diéu tri, cac vaptans gitp thai
nude ¢ khu vie ngoai mach vi vay thudc 1am
giam tong lugng nudce ngoai bao trong co the
nhung khong lam giam thé tich noi mach cap
nén khong anh hudng chirc nang thén, khong
anh huéng dén tdng luong cac chit dién giai
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(nhat 1a Na, Kali) trong co thé, khdng kich
thich hé thong than kinh thé dich va khong gay
suy than [3]; [8].

Hai thtr nghiém then chét, da trung tam,
ngiu nhién, mu do6i, d6i ching voi gia duoc
SALT-1 (M¥) va SALT-2 (qudc t&) danh gia
hi€u qua va d¢ an toan cua Tolvaptan & BN ha
Na mau do suy tim man, xo gan va SIADH, da
chung minh hiéu quéa cia Tolvaptan trong ha
Na méau do tit ca cac nguyén nhan (suy tim
man, xo gan, SIADH) véi p < 0,0001.

Nhiéu BN dugc diéu tri béng Tolvaptan dat
mirc Na huyét thanh binh thuong hon gia duoc
(p < 0,0001 cho tét ca cac so sanh) [9]. Nguoc
lai, Furosemid 1a loi tiéu qua co ché thai nudc
chu yéu tr ngdn ndi mach nén co thé lam tut
huyét ap, c6 thé giy giam chirc ning than
ddng thoi ciing gdy mat Na va Kali qua than.

NC cua ching t6i hau nhu khong gap tac
dung phu déng ké nao cuia Tolvaptan do day la
NC diéu tri ha Na méu cip nén Tolvaptan chi
st dung liéu thap va rat ngan han, sau d6 BN
tiép tuc dugc tim nguyén nhan va diéu tri theo
nguyén nhan.

Trong khi d6 NC SALT-1 va SALT-2 dung
Tolvaptan dai ngay hon, cho thidy: Céc tac
dung ngoai y thuong xuyén nhat cua
Tolvaptan so véi gia duoc la khat 14,3 so véi
4,5% va khd miéng 12,6 so véi 5,1% va cac
tac dung phu nay déu nam trong du kién tir co
ché tac dung cua thudc [9]. Twong tw, NC
SALTWATER véi 110 BN sir dung Tolvaptan
dai han & BN ha Na mau man theo ddi trong
701 ngay cho thay: Cac tac dung ngoai y phd
bién nhét do tolvaptan 1a: da niéu, khat, mét
moi, khd miéng [3].

5. KET LUAN

5.1. Két qua diéu tri ha Na mau cép
dang tich hoic thira thé tich ciia Tolvaptan

- Tai cac thoi diém 03h; 06h; 12h; 24h: Ty
1&¢ dat muc ti€u Na theo thoi gian va cai thién
lam sang cua nhém Tolvaptan dat t6t hon so
vé6i diéu tri kinh dién.

- Tai thoi diém ky vong: Nhom Tolvaptan
c6 81,82% BN dat muc ti€éu Na ky vong va
77,27% céi thién 1am sang t6t, dat cao hon
nhém diéu tri kinh dién.

- Thoi gian diéu tri thyc té dé dat duoc muc
tiéu Na cudi ciing & ca hai nhom diéu tri
Tolvaptan va diéu tri kinh dién déu nhiéu hon
thoi gian ky vong, trung vi thoi gian nay &
nhom co6 Tolvaptan la 24,00 (23,50 - 35,00)
thap hon & nhom diéu tri kinh dién 1a 36,00
(24,00 - 46,00).

- Thoi gian cai thién ddu hiéu nén 6i va mét
moi & nhém Tolvaptan 13 03h va 12h thap hon
& nhom diéu trj kinh dién (06h va 22h)

- Liéu Tolvaptan khoi dau thip (7,5mg)
tang dan 3,75mg mdi 03h cho thiy hiéu qua va
an toan, da s& BN chi can sir dung tong licu
7,5mg va 11,25mg (45,5% va 36,4%); chi co
13,6% st dung lidu 15mg va 4,5% sir dung
lidu 18,75mg.

- Luu lugng nudc tiéu trung binh ciia nhém
sir dung Tolvaptan tai cac thoi diém 03h; 06h;
12h va 24h 1an luot 1a: 205,00 + 61,00; 225,45
+52,44; 195,91 + 48,17 va 167,27 + 41,19.

- Muc ting Na mau (mmol/L) theo thoi
gian & nhom st dung Tolvaptan dat an toan
trong gidi han muc tiéu ky vong, muc ting
trung binh tai cac thoi diém 03h; 06h; 12h va
24h 1an luot 14 2,32 + 0,78; 4,50 + 0,67; 8,18 +
1,44 va 13,68 £ 1,62.

- Khong c¢6 BN bi Phu hoac ha Kali mau
hodc ting Na mau trong d6 81,8% BN tiéu
nhiéu

KIEN NGHI

So v6i phac d6 diéu tri kinh dién cho bénh
nhan ha Na méau ning cép dang tich hoic thira
thé tich. Viéc sir dung Tolvaptan don gian hon,
dé dung nap hon, & chd: BN khong cin han
ché uéng nuoc, khong st dung loi tiéu
Furosemide va khong st dung NaCl uu
truong; Co thé su dung NaCl 0,9% nhung vai
s6 Iwong thap hon nhiéu vi vay

1) Piéu tri ha Na méau ning cap bang sir
dung thudc Tolvaptan hay theo phic do cb
dién déu cin bam sat muc tiéu Na méu theo
thoi gian nhung can chap nhan thoi gian diéu
tri thuc té kéo dai hon thoi gian ky vong nhim
tranh cac bién chimg do diéu tri.

2) Nén str dung Tolvaptan trong diéu tri ha
Na mau cap dang tich hodc thira thé tich vi
don gidn, an toan va hiéu qua.
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