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HIEU QUA CUA PIEU TRI LAU DAI BANG HORMON TAI TO HOP
O’ TRE THIEU HUT HORMON TANG TRUONG

TOM TAT.

Thiéu hormon tdng trudng la nquyén nhan thutng
adp gay tam véc thdp, duoc diéu tri bana phac do
thay thé hormon tdng trudng tai t6 hdp tiém dudi
da. Bénh nhan thutnag dat dudc van toc chiéu cao toi
da trona nam dau diéu tri, sau do s€ aidm dan trona
nhitng ndm sau cho dén khi ngirng diéu tri. Muc tiéu:
nhan xét két qua diéu tri lau dai 6 cac bénh nhan st
dung GH téi to6 hop. Poi tuwong va phuong phap:
nghién cu mot loat ca bénh bao @dm 3 bénh nhéan
thi€u hut hormon téng truéna dudc bat dau diéu tri
hormon tai t6 hop thay th€ & tudi 47 thana va 75
thana. T4t ca bénh nhan tai thi diém bat dau diéu tri
déu cd tam voc thap (< - 4SD theo tudi va qidi), nona
dd IGF1 thap han so véi chuan, tudi xuona thap hon
so vdi tudi thuc. Phim chup MRI so ndo khdng phat
hién khoi bat thutng. Doi v8i ca bénh dau tién, tré
ducc lam test kich thich hormon tdna trudna vdi
alucagon va két qua nong d6 GH dinh thdap 0.024
na/ml. Phac d6 hormon thay thé da dudc diéu tri
trong vong 3- 5 ndm. Két qua: t6c do tang chiéu cao
dudc cai thién sau diéu tri: 14 - 18 cm trong ndm dau
tién, gidm dan trong cic ndm tiép theo. Tré bat kip
toc do tang trudng binh thudng theo WHO sau 3 ndm
diéu tri. K&t ludn: tdm voc thap la triéu chinag 1am
sang chinh. Diéu tri hormon thay thé sém trén tré bi
GHD qitp tré c6 dugc téc do tang trudng chiéu cao
binh thudna.

Tur khoa: thiéu hormon tang trudng, Iun & tré em

SUMMARY
LONG-TERM OUTCOMES OF RECOMBINANT
HUMAN GROWTH HORMONE THERAPY IN

CHILDREN WITH GROWTH HORMONE

DEFICIENCY

Growth Hormone Deficiency (GHD) is a common
cause of short stature, treated with the standard
regimen of subcutaneous synthetic growth hormone
(GH). Patients typically achieve a maximum height
velocity in the first year of treatment, which then
tapers shortly after treatment is stopped. Obiective:
to describe long-term outcomes of patients with GHD
treated with rhGH. Patients and Methods: this is
case series study on three patients with growth
hormone deficiency aged 47 and 75 months. All
patients presented with short sature (< -4 SD for age
and sex); basal hormone levels showed low serum
IGF1; skeletal wrist age was vounger than chronologic
age; cranial MRI revealed no masses. In the first case,
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provocative glucagon -GH stimulation testing
demonstrated a peak GH level of 0.024 na/mL.GH
supplementation was started and pursued for 3 — 5
vears. Results: dramatically increased height velocity:
14 — 18 cm in the first vear, gradually decrease in the
following vears. Sianificant catch- up growth occurred
in all of them after 3 vears. Conclusion: short sature
was the main clinical symtom of children on set GHD,
in this case series. Early initiation of GH treatment in
children with GHD improves their chance of achieving
their normal height velocity.

Keywords: growth hormone deficiency, Short
stature in Children

I. DAT VAN PE

Thi€u hut hormon tang trudng la nguyén
nhan thudng gap gay tinh trang lun & tré em do
tuyén yén khong san xuat du hormon tang
trudng. Ty I& mac thi€u hut hormon tang trudng
dao dong & cac nudc khac nhau trong cac bao
cao, trung binh tir 1/3500 dén 1/4000 tré [1].
Néu khoéng dugc diéu tri, chiéu cao khi trudng
thanh & tré nam chi dat 134-146 cm, & tré ni¥
chi dat 128-134 cm [2]. Chiéu cao thap dan dén
khdi phat s6m cac van dé tam ly nghiém trong,
tdng nguy cd mac cac bénh chuyén hda khac.
Hormon tdng trudng tai t6 hop dd dudc phé
chudn va st dung trong Idm sang diéu trj cho tré
thi€u hut hormon tdng trudng tir 35 nam nay. O
Viét Nam, mot s6 nghién clfu da bao cao két qua
diéu tri hormon téng trudng tai t6 hdp & tré em
thi€u hut hormon tang trudng. Tuy nhién, sO
lugng bénh nhan dugc diéu tri kéo dai con han
ché. Nghién cltu nay s€ bao cao loat ca bénh da
dugc chan doan thi€u hut hormon ting trudng,
qua trinh diéu tri dai han bang hormon thay thé
mang lai hiéu qua cao.

Il. BAO CAO CA BENH

Ca bénh 1. Tré ni, con lan 2, dé thudng, da
thang, ngoi dau, can nang lic sinh 3,0 kg, khong
cd tién s ngat, suy hé hap lic dé. Tién s gia
dinh, b6 cao 169 cm, me cao 166 cm va anh trai
14 tudi cao 165 cm. Tai thdi diém thdm kham: tré
3 tudi 11 thang; chiéu cao 85 cm (tuong duong -
4.01 SD theo WHO), can nang 12,3 kg (tuong
duong -2.16 SD theo WHO); tré phat trién tdm
than van dong phu hgp so vdi Ia tubi, mat bau
va cam nho nhung khéng cd bat thuGng hinh thai
khac. Cac xét nghiém tai th&i diém ban dau: TSH
2,39 miU/Il; T3 1,75 nmol/l; T4 56,4 nmol/l; Ure
6,35 mmol/l; Creatinine 47,12 umol/l; GOT/GPT:
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39/16 mmol/l; calci toan phan 2,34 mmol/l; Hb
104 g/l; IGF1 < 25 ng/ml; nghiém phap kich
thich GH vdi glucagon cé nong dé GH dinh 0,024
ng/ml xquang tudi xudng tuong dudng tré 20
thang tudi; MRI so ndo khdng phat hién bét
thudng; nhiém sic thé 46,XX. Tré dugc diéu tri
liéu phap hormon thay thé vé&i liéu 0,025
mg/kg/ngay—0,03 mg/kg/ngay, tiém dudi da hdng
ngay. Két qua cho thday sau nam th nhat, tré
tang dugc 18 cm, ndm th& 2 va nam thd 3: moi
nam tré tang dugc 5 cm. Chiéu cao cla tré cai
thién tir cham (-4,01 SD) trudc diéu tri con cham
(-1,52 SD) sau 3 ndm theo td chic y t& thé gidi
(TCYTTG), néu so vdi hang s6 sinh hoc ngudi Viét
Nam: chiéu cao cla tré cai thién tir (-2,85 SD) Ién
(0,34 SD) sau 3 nam. Can ndng cla tré tir (-2,16
SD) trudc diéu tri Ién (-0,25 SD) sau 3 nam diéu
tri theo TCYTTG. Tudi xuang da bét kip tudi thuc
sau 3 nam diéu tri. Khong c6 tac dung phu nao
dugc ghi nhan.

Ca bénh 2. Tré trai, con lan 2, dé mé vi seo
md cli, du thang, cdn ndng luc sinh 2,9 kg,
khong co tién sir ngat, suy ho hap luc dé. Bo cao
167 cm, me cao 158 cm va anh trai 6 tudi cao
112 cm, tré dugc me cho kham vi lun hon so véi
cac ban trong 18p. Tai thdi di€ém thdm kham tré
3 tudi 11 thang, chiéu cao 85 cm tudng duong (-
4,27 SD) theo TCYTTG, can nang 13 kg tudng
duong (-2,01 SD) theo TCYTTG, tré phat trién
tdm than vén ddng phlu hdp so Vvdi ITa tudi,
khong vang da, khoéng tdo bdn, khéng cod bat
thudng hinh thé khéc, chiéu dai dudng vat 2,5
cm, thé tich tinh hoan moi bén 1 ml. Cic xét
nghiém tai thdi diém ban dau: TSH 0,79 mIU/I;
T3 = 3,11 nmol/l; T4 117 nmol/l; Ure 5 mmol/l;
Creatinine 38 pmol/l; GOT/GPT 44/16 mmol/l;
calci toan phan 2,51 mmol/l; Hb 144 g/I; IGF1
42 ng/ml; nbng d6 GH tinh/dong: 2,16/2,5
ng/ml; xquang tudi xucng tuong ducng tré 3
tudi; MRI so ndo cd tén thuong chét trdng canh
siing chdm ndo that 2 bén, khdng cd khdi bét
thuGng. Tré dudc diéu tri liéu phap hormon thay
thé vdéi lieu 0,03 mg/kg/ngay-0,035,mg/kg/ngay,
tiém dudi da hdng ngay. Két qua cho thdy sau
nam th{r nhat, tré téng dugc 14,5 cm, ndm thir 2
va nam th(r 3: moi ndm tré tang lan lugt 5,5 cm
va 6,5 cm. Chiéu cao cla tré cai thién tur (- 4.27
SD) trudc diéu tri Ién (-1,94 SD) sau 3 nam theo

TCYTTG, néu so vdi hang sd sinh hoc ngudi Viét
Nam: chiéu cao cla tré cai thién tir (- 2,99 SD)
Ién (0,01 SD) sau 3 nam. Can nang cla tré tu (-
2,01 SD) trudc diéu tri 1én (-0,86 SD) sau 3 nam
diéu tri theo TCYTTG. Tré khong gap tac dung
phu nao.

Ca bénh 3. Tré nam con lan 4, dé thudng,
du thang, ngbi ngugc, can nang luc sinh 3,3 kg,
khong co tién sir ngat, suy hd hap luc dé. Gia
dinh, bd cao 160 cm, me cao 157 cm va ba chi
gai khdng thap hon cac ban cung tudi, tré dugc
me cho kham vi lun hon cac ban trong I8p. Tai
thoi diém thdm kham tré 6 tudi 4 thang, chiéu
cao 94 cm tudng dudng (-4,74 SD) theo
TCYTTG, can nang 14,5 kg tuong duang (-3,53
SD) theo TCYTTG, tré phat trién tdm than van
ddng phu hgp so véi Ia tudi, hoc luc kha, cd bd
mat suy yén: mat bau, trdn do6 va mii gay,
khdng kém theo bat thudng hinh thé khac,
khdng vang da, khong tao bon, chiéu dai duong
vat 3 cm, thé tich tinh hoan méi bén 1-2 ml. Cac
xét nghiém tai thdi diém ban dau: TSH 0,9
mIU/l; T3 = 1,37 nmol/l; T4 51,1 nmol/I; Ure
3,05 mmol/l; Creatinine 48,1 umol/l; GOT/GPT
35/11 mmol/l; calci toan phan 2,46 mmol/l; Hb
115 g/lI; IGF1 128 ng/ml; ndng dé GH tinh/dong
0,525/2,56 ng/ml, xquang tudi xudng tuong
duang tré 2 tudi, MRI so ndo khéng phat hién
ton thuong. Tré dugc diéu tri liéu phap hormon
thay thé vdéi lieu 0.025 mg/kg/ngay—0.03
mg/kg/ngay, tiém dudi da hang ngay. Két qua
cho thdy sau nam th(& nhat, tré tang dugc 14
cm, nam th& 2 tré tdng 10 cm, nam th( 3 tré
tang 6,5 cm, nam thr 4 va nam th{ 5 tré tang
[an lugt 7,5 cm va 6,5 cm. Chiéu cao cua tré cai
thién tir (- 4,74 SD) trudc diéu tri 1én (-1,76 SD)
sau 2 ndm diéu tri va sau 5 ndm chiéu cao tré
dat (- 0,81 SD) theo TCYTTG, néu so vGi hdng
s6 sinh hoc ngudi Viét Nam: chiéu cao cua tré
cai thién tir (-3,3 SD) Ién (-0,57 SD) sau nam
dau tién va dat (1,56 SD) sau 5 nam diéu tri.
Can nang cua tré t (-3,53 SD) trudc diéu tri Ién
(-1,51 SD) sau 1 nam diéu tri va dat (0,05 SD)
sau 5 ndm diéu tri theo TCYTTG. Tudi xudng cua
tré da tucng ducng so vdi tudi thuc sau 5 ndm
diéu tri. Khdng cé tac dung phu nao dugc ghi
nhan trén tré.

Bang 1. Pac diém Idm sang va két qua diéu tri

Bénh nhan A R R
Y&u t5 Cabénh1 | Cabénh 2 Ca bénh 3
Gigi Nir Nam Nam
Tubi bat dau diéu tri (thang) 47 47 75
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Trudc Chiéu cao T0 theo TCYTTG (SD) -4,01 -4,27 -4,74
diéu tri Can nang TO theo TCYTTG (SD) -2,16 -2,01 -3,53
Tubi xugng TO (thang) 20 36 24
Thai gian diéu tri ( nam) 3 3 5
Liéu diéu tri (mg/kg/ngay) 0,025-0,03 | 0,03 — 0,035 0,025-0,03
Sau Chiéu cao theo TCYTTG (SD) -1,52 -1,94 -0,81
diéu tri Can nang theo TCYTTG (SD) -0,25 -0,86 0,05
Chénh Iéch tudi thuc va tudi xuong (ndm) 0 2 0
Tac dung khong mong mudn Khong Khong Khong
Téng Nép‘} thl:l” nhéft 18 14,5 14
chidu Naum thu,f hai 5 5,5 10
cao Naum thL’l’ ba 5 6,5 6,5
(cm) I\ulam tr]uf tvu 7,5
Nam thd nam 6,5

SD: Standard Deviation: D6 Iéch chudn; T0: thdi diém bat dau diéu tri;

Nhdn xét: Diéu tri thay th€ hormon tai t& hgp ¢ tac dung cai thién chiéu cao, cdn ndng va tudi
xuong cua bénh nhan. Téc d6 tang trudng chiéu cao I6n nhat trong nam dau va gidam dan trong
nhitng ndm sau dé. Sau 3 ndm diéu tri, bénh nhan da bat kip t6c dd tdng trudng so véi quan thé

binh thudng theo TCYTTG.

1. BAN LUAN

Thi€u hut hormon tang trudng la bénh ly
thi€u hut hormon GH do tuyén yén bai tiét.
Thiéu hut nay cd thé xay ra don thuan hodc phdi
hgp cac hormon khac cla tuyén yén. Lam sang
cla bénh da dang va phu thudc tiing Ia tudi:
d6i véi Ira tudi sa sinh, cac bi€u hién cta bénh
c6 thé 13 ha glucose mau, ha nhiét dd, duong
vat nho. Trong khi dd, bi€u hién chinh cta bénh
& tudi I6n hon la lun va bat thudng vé hinh thé.
Tiéu chuan chan doan bénh trong thuc hanh 1am
sang theo hudng dan cua HoOi cac nha noi tiét
Idm sang Hoa Ky nam 2003 [3]va Hoi noi tiét nhi
khoa Hoa Ky [4]. Cac tiéu chudn bao gom: i/ tré
c6 chiéu cao (< - 2SD) so véi quan thé clung
tudi, clng giGi (da loai trir nhitng nguyén nhan
gay chdm tang trudng khac: suy gidp trang bam
sinh, bénh man tinh, hoi chirng Turner); ii/ chiéu
cao du bao dudi (-1,55D so vdi chiéu cao trung
binh ctia b6 me; iii/ chiéu cao dudi (- 2 SD) va
toc do tang trudng chiéu cao dudi (-1 SD) trong
vong 1 ndm hoéc dd Iéch chuén chiéu cao giam
trén (0,5 SD) trong vong 1 ndm & tré trén 2 tudi;
iv/ trong trudng hgp khong co tam voc thap, toc
do tang trudng chiéu cao dudi (- 2 SD) trong
vong 1 nam hodc dudi (-1,5 SD) trong vong 2
nam; v/ dau hiéu 1dm sang cta tén thuong ndi
so, thi€u hut hormon khac cla tuyén yén: ha
glucose mau, vang da kéo dai, duong vat nho &
tré sg sinh; vi/ nghiém phap kich thich GH vdi
nong do GH dinh trong huyét tuong < 10 ng/ml
(nghiém phap kich thich vé&i Clonidine, Glucagon
hoac Insulin); vii/ nbng d6 IGF1 va/hodc IGFBP3
duGi (-2 SD) so Vvéi quan thé binh thudng cling

tudi va gidi; viii/ Xquang tudi xuang: chdm han
so vdi tudi thuc.

Nam 1985, cd quan quan ly thuc phdm va
dugc phdm Hoa Ky d& chdp thudn GH tai t& hop
clia Genentech dudgc st dung trong diéu tri bénh
nhan thiéu hut hormon tang truéng & tré em [5].
TU d6 dén nay, liéu phap thay thé hormon tang
trudng tai t6 hop da dugc s dung trén hang
chuc nghin bénh nhan thi€u hut hormon tang
trudng va chirng minh dugc tinh an toan va hiéu
qua [6].

Trong nghién cltu nay, cad 3 bénh nhan lun
dugc gia dinh dua dén kham trudc 7 tudi, dugc
chan doan thiéu hut hormon ting trudng va
dugdc diéu tri bang liéu phap hormon tai t6 hop
thay thé€ vdi liéu thdp: bdt dau tir liéu 0,025
mg/kg/ngay — 0,03 mg/kg/ngay, tiém dudi da
hdng ngay. Ca 3 bénh nhan déu cai thién t6c do
tang trudng chiéu cao trong nhitng ndm sau
diéu tri, dac biét trong nam dau toc do tang
trudng chiéu cao dat 14 -18 cm/ndm. Toc do
tang trudng chiéu cao cé xu hudng gidm dan
trong nhitng nam ti€p theo. Ngoai ra, diéu tri
hormon tang trudng cai thién can nang clia bénh
nhan, gilp tudi xuong bat kip tudi thuc va thubc
an toan, khéng ghi nhan tac dung khong mong
mudén nao.

Trong cac nghién clu trén thé gidi, toc do
tang trudng tang tir 2-4 cm/ nam trudc diéu tri
Ién 10-12 cm/ndm dau sau diéu tri, 7-9 cm/nam
th(r hai va nam th( ba sau diéu tri [7]. Toc do
tang trudng chiéu cao cai thién tur (-3,9 SD) Ién
(-2,65D) theo TCYTTG sau 6 nam diéu tri [8].
Cac nghién clru cling chi ra, toc d6 tang trudng
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chiéu cao phu thudc nhiéu yéu to nhu: mic do
nang (ndng dd GH dinh thdi diém chan doan),
tudi bat dau diéu tri, liéu diéu tri hay chiéu cao
di truyén cua b6 me.

Trong bdo cdo cua ching tdi, tai thdi diém
chan doan, chiéu cao cua 3 bénh nhan déu (< -4
SD) theo TCYTTG, sau 3 nam diéu tri, chiéu cao
3 bénh nhan da bat kip dugc toc dd tang trudng
binh thudng. Két qua nay phu hgp cac nghién
cru trén thé gidi, véi gia thuyét téc do tang
trudng chiéu cao trong nhitng nam sau thap hon
5o vGi ndm dau do su’ xudt hién cla khang thé
chdng lai GH tai t6 hgp. Vi vdy, ching tdi tin
rang bao cdo nay cé y nghia trong viéc bd sung
vao y van la viéc sif dung hormon tang trudng
tai td hdp la an toan va hiéu qua.

IV. KET LUAN

Ca 3 bénh nhan bi thi€u hut hormon tang
trudng dugc chan doan sém, chiéu cao tai thdi
diém chan dodn chdm ndng va dudgc diéu tri
thay thé bang GH tai t6 hop tiém dudi da hang
ngay. Bdo cdo nay chi ra hiéu qua va an toan
cla thudc, toc do tang trudng chiéu cao I6n nhat
trong ndm dau 14 — 18 cm/ndm va gidam dan
trong cac nam sau; khoéng cé tac dung khong
mong mud6n nao dugc ghi nhan trén bénh nhan.
Tuy nhién, can cb cac nghién cu I6n hon tai
Viét Nam dé khdng dinh tinh hiéu qua va an
toan cta thudc.
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DANH GIA NGUY CO' TU VONG O’ BENH NHAN
NHIEM KHUAN NANG CO TON THUONG THAN CAP

TOM TAT

Muc tiéu: Danh gia mot s yéu td nguy cd tdi ton
thu‘dng than va tor vong & bénh nhan nhiém khuan
nang. Poi tugng va phu’dng phap nghién clru:
Bénh nhan nhiém khuan ndng diéu tri tai khoa Hoi st
tich cuc bénh vién Bach Mai theo phufdng phap mo ta
tién ciu. Két qua: Nhiém khun néng lam ting nguy
o t6n thuong thén 2,1 [an, p<0,05; Bénh nhan nhiém
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khudn n3ng cb t6n thudng than cap tr vong rat cao
61,6%, nguy cd tr vong gap 4,7 lan so vdi bénh nhan
khong ton thUGng than (OR 47 p<0, 001). Nhu’ng
bénh nhan ndng phai loc mau ti 1€ t&f vong Ién tdi
75%, nguy cd tr vong gap 21 lan so v@i nhitng bénh
nhan khéng phai loc mau (OR 21; p<0,001). Nhém
bénh nhan suy than mudn sau khi vao vién tr vong
cao nhat (80%, p<0,01), thudng trong tinh trang suy
da tang; nguy co tlr vong gap 8 [an nhdm mirc do nhe
khi vao vién, (OR 8,0; p<0,001). Két luan: Nh|em
khudn nang Iam tang nguy cd ton thuong théan cap.
Nhiém khuan néng c6 ton thu‘dng than tang nguy co
tir vong, dac blet nhom ndng phai loc mau vatén
terdng than mudn sau vao hoi surc.

T khéa: Ton thuong than cdp, nhiém khuan
nang, RIFLE.
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