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ABSTRACT

Objective: To describe the clinical and paraclinical characteristics and initially evaluate the safety of
Stemsup aerosol therapy in patients with chronic obstructive pulmonary disease.

Materials and Methods: This is an interventional, open-label, single-group study on 30 patients
with COPD groups C and D treated at the Tuberculosis and Lung Disease Department of Military
Hospital 175 from 8/2021 - 12/2023.

Results: 100% of patients were male, with an average age of 67.5 = 6.9 years old. The average mMRC
score was 2.23 £ 0.57. 6 MWT is 326.7 = 88.2 m. The average CAT score was 18.1 £ 4.9 points. The
average BODE score is 4.33 + 1.62, of which BODE III accounts for the highest percentage (40%),and
the lowest is BODE IV accounting for 10%. The average values of lung ventilation indicators in the
studied patients all decreased compared to LLN, in which FEVI(%LLN) decreased significantly
(45.1 £ 14.9%LLN). Side effects only occurred in 1 case of increased difficulty breathing, accounting
for 3.3%. 13.3% of patients had a mild and transient increase in CRP after 1 month of Stemsup
aerosol therapy. There were no cases of serious complications after using Stemsup.

Conclusion: Stemsup aerosol therapy in COPD patients was well tolerated without significant
serious side effects. This is a promising method for the treatment of COPD patients.
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DANH GIA TiNH AN TOAN CUA LIEU PHAP KHi DUNG DICH NOI
MOI TRUGNG NUOI CAY TE BAO GOC TRUNG MO NGUOI STEMSUP
G BENH NHAN BENH PHOI TAC NGHEN MAN TiNH

Bui Dtrc Thanh, Nguyén Hai Cong”, Nguyén Minh Thé

Bénh vién qudn y 175 - 786 P. Nguyén Kiém, Phuong 3, Go Vap, Thanh phé Ho Chi Minh, Viét Nam

Ngay nhan bai: 20 thang 12 nam 2023
Chinh stra ngay: 25 thang 01 nam 2024; Ngay duyét dang: 21 thang 02 nam 2024

TOM TAT

Muc tiéu: M6 ta ddc diém l1am sang, can 1am sang va budc dau danh gia tinh an toan cia liéu phap
khi dung dich ndi méi trudng nudi cay té bao goc trung md nguoi Stemsup & bénh nhan bénh phoi
tac nghén man tinh (BPTNMT).

Doi twgng va phwong phap nghién ciru: Day 1a mot nghién ctru can thiép, nhin mg, don nhom trén
30 bénh nhan BPNTMT nhém E duge diéu tri tai khoa Lao va bénh phéi - Bénh vién quan y 175 tr
8/2021 - 12/2023.

Két qua: 100% bénh nhan nam gidi, c6 d6 tudi trung binh 14 67,5 £ 6,9 tudi. Diém trung binh mMRC
142,23 +£0,57. 6MWT 1a 326,7 + 88,2 m. Piém CAT trung binh 13 18,1 £ 4,9 diém. Piém BODE
trung binh 1a 4,33 £ 1,62, trong &6 BODE III chiém ty 1¢ cao nhét (40%), thap nhat 1a BODE IV
chiém 10%. Gia tri trung binh cac chi tiéu thong khi phdi ¢ bénh nhan nghién ctru déu giam so véi
SLT, trong d6 FEV (%SLT) gidm 10 rét (45,1 £+ 14,9%SLT). Tac dung phu khong mong mudn chi
gip 1 truong hop kho thé ting chiém 3,3%. C6 4/30 chiém 13,3% bénh nhan c6 ting protein C phan
{mg mirc 6 nhe va thoang qua sau 1 thang khi dung Stemsup. Khong gip truong hop nao cé bién
chimg nang né sau khi dung thudc.

Két luan: Liéu phap khi dung dich ndi méi trudng nudi ciy té bao gdc trung mé ngudi Stemsup &
bénh nhan BPTNTM c6 két qua dung nap t6t ma khong co tac dung phu nghiém trong dang ké. Day
la mgt phuong phép nhiéu hira hen cho viéc diéu tri bénh nhan BPTNMT.

Tir khéa: Bénh phdi tic nghén man tinh, té bao gdc trung md ngudi stemsup, tinh an toan.
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1. PAT VAN DPE

Bénh phdi tic nghén man tinh dang 1a ganh ning bénh
tat trén thé gidi va Viét Nam. Bénh dang din dau vé ti
1¢ mac bénh ciing nhur tir vong trén toan thé gidi va cang
ngay gia tang [1], [2]. TG vong do BPTNMT udc tinh
khoang 120000 ngudi hang nam va nguyén nhan din
dén tir vong ding hang thir 3 trong cic nguyén nhan
dan dén tir vong & Hoa Ky [3]. Nghién ctru ganh ning
bénh tat toan cau du doan r?mg, BPTNMT la nguyén
nhan gay tir vong xép thtr 6 trong sd cac nguyén nhan
gdy tir vong trong nam 1990, s¢ trd thanh nguyén nhan
ding hang thir 3 gy tir vong vao nam 2020 [2].

StemSup 1a san pham khong té bao, 1a dich ndi thu
duogc tir moi truong nudi cdy té bao gbe trung mo tir
ty ring ngudi trong moi trudng khong huyét thanh
dugc nhom nghién ctru ctia Vién Biotherapy Institute
of Japan (Nhat Ban) nghién ctru va da dwoc hoi dong
y dirc Nhat Ban cép gidy phép st dung thir nghiém.
D3 c¢o nhiéu nghién ctru chimg minh hiéu qua cua
StemSup dbi véi cac bénh man tinh nhu xo gan va dai
thao duong. Cac nghién ctru cho thay, trong StemSup
c6 hon khoang 100 cytokine co6 tac dung khang viém,
trc ché giai phong protease, trc ché qua trinh chét theo
chuong trinh (apotosis) va gidm stress oxy hoa. Va do
do StemSup mé ra hudng nghién ctru mai, hi vong co6
thé kiém soat dugc BPTNMT [4], [5].

Tai Viét Nam ciing nhu nghiéu nudc trén thé gidi, cac
nghién ctru 1am sang vé ung dung cua liéu phap té bao
gbc van con it va thoi gian theo ddi chua dai. Cho nén
ching t6i thyc hién nghién ciru nay nham: Mo ta dic
diém 1am sang, can 1am sang va budc dau danh gia tinh
an toan cuia liéu phap khi dung dich n6i méi trudng nudi
cdy té bao gdc trung mo ngudi Stemsup & bénh nhan
bénh phdi tic nghén man tinh.

2.POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twgng nghién ctru

30 bénh nhan BPTNMT nhém E giai doan 6n dinh dang
dugc quan ly diéu tri ngoai tru tai khoa Lao va bénh
phdi - Bénh vién quan y 175 tir 08/2021 - 12/2023.
Tiéu chuén lya chon

- Bénh nhan di duoc chan doan bénh phéi tac nghén
man tinh theo huéng dan cuia GOLD 2021 [6]
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- Khéng c6 dot cap BPTNMT trong 1 thang gan nhit.

- Pdng y tham gia vao nghién ctru.

Tiéu chuin loai trir

- C6 céc bénh 1y nhiém tring cap tinh hoic dot cép ctia
nhiém trung man tinh.

- Bénh nhéan c6 bénh 1y ac tinh hodc dang sir dung cac
lidu phap diéu tri trc ché mién dich.

- Bénh nhan c6 tién st di tng huyét thanh.

- Bénh nhan roi loan chtrc nang gan, than va bénh 1y tim
mach, than kinh cép tinh, nang.

- Bénh nhén da ting st dung té bao gbc hodc ché pham
té bao gdc.

2.2. Phuong phap nghién ctru

bay la nghién cttu can thi€p, nhan md, don nhom danh
gia tinh an toan cua phuong phéap khi dung Stemsup
trén 30 bénh nhan bénh phdi tic nghén man tinh.

S liéu dugc ghi nhan bang phiéu theo ddi, luu giit va
xtr Iy bang phan mém thng ké SPSS 20.0.

2.3. Chi tiéu nghién ctru:

- bic diém 1am sang: tudi, gidi, diém mMRC, test di bd
6 phut, diém CAT, chi sé BODE.

- Pic diém can 1am sang: Chi s thong khi phdi (FVC,
FEV , FEV /FVC), chi s6 khi mau dong mach (PaO,,
PaCO,, Sa0,)

- Tinh an toan: tac dung phu (dau dau, kho tho, tang
huyét 4p, non 6i, sbc phan vé,...), ting men gan, suy
than, tang CRP.

2.4. Pao dirc nghién ctru: Nghién ctru da duoc thong

qua Hoi dong dao durc trong nghién ctru y sinh hoc cua
BVQY 175 (sb: 003/QD-IRB-VN01.055).

3. KET QUA NGHIEN CUU

3.1. Pic diém l1Am sang va cin lim sang nh6ém bé¢nh
nhan BPTNMT duwgc sit dung Stemsup

Tudi va gidi tinh: Trong 30 bénh nhan nghién ciru c¢6
100% 1a nam gidi, khong c6 bénh nhéan nit . Tudi trung
binh ctia bénh nhan 14 67,5 + 6,9 tudi, trong d6 nhom
tudi tir 60 dén 69 tudi chiém ty 18 cao nhét (50%), thip
nhét 12 nhém tudi > 80 tudi (3,3 %).
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Bing 1. Dic diém lim sing

Triéu ching N %
mMRC (X + SD) 2,23+0,57
- Nhe (1 diém) 2 6,7
- Trung binh (2 diém) 19 63,3
- Ning ( 3 diém) 9 30
Test di bo 6 phut (X = SD) 326,7 + 88,2
Diém CAT (X + SD) 18,1 +4,9
Chi s6 BODE 4,33 +1,62
-BODE I 5 16,7
-BODE I 10 33,3
- BODE III 12 40
-BODE IV 3 10

Nhén xét: Piém trung binh mMRC 1a 2,23 + 0,57, kho
thé mirc do trung binh va nang gip cha yéu (93,3%).
Khoang cach di by 6 phut trung binh: 326,7 + 88,2 m.

Diém CAT trung binh 1a 18,1 + 4,9. Piém BODE trung
binh 1a 4,33 + 1,62, trong d6 BODE III chiém ty 1€ cao
nhét (40%), thap nhét 1a BODE IV chiém 10%.

Bing 2. Diic diém thong khi phéi va khi mdu déng mach

Chi sb X SD
FVC (lit) (X + SD) 2,12 0,5
Théng khi phdi FEV, (%SLT) (X + SD) 45,1 14,9
FEV /FVC (%SLT) (X + SD) 453 9,4
pH(X + SD) 7,42 0,03
PaO,(X +SD) 81,8 11,3
Khi mau dgng mach -
PaCO,(X = SD) 44,6 5,56
Sa0,(X + SD) 95,5 1,92

Nhdn xét: Gia tri trung binh cac chi ti€u thong khi
phéi & bénh nhan nghién ctru déu giam so voi SLT,
trong d6 FEV  (%SLT) gidm rd rét (gia tri trung binh la
45,1 £ 14,9%SLT). Gia tri trung binh cua PaO, (81,8+
11,3mmHg) va Sa0, (95,5+1,92%); pH (7,39 + 0,04)

trong gidi han cho phép; gia tri trung binh ctia PaCO,
(43,49 + 11,15mmHg) tang nhe so voi binh thuong.

2.2. Tinh an toan ciia li¢u phap khi dung dich néi
STEMSUP

267




N.H. Cong. / Vietnam Journal of Community Medicine, Vol. 65, No. 2, 264-270

Bing 3. Téic dung phu khéng mong muén

Tac dung phu S6 lwong (n=30) Ty 18 (%)
Pau dau 0 0
Khé thé ting 1 3,3
Tang huyét ap 0 0
Noén 6i 0 0
Phan vé 0 0
Sbt thoang qua 0 0
Nhiém tring 0 0
Bung phat dot cip BPTNMT 0 0

Nhgn xét: Trong 30 bénh nhan nghién ctru dugc khi
dung dich ndi méi trudng nudi ciy té bao trung md
nguoi stemsup, chi cd 1 bénh nhan cé biéu hién kho thd

tang nhe chiém 3,3%, tuy nhién bénh nhan dugc nghi
ngoi hoan toan cai thién va van tiép tuc duogc liéu trinh
diéu trj.

Bing 4. Anh hwéng chirc niing gan thin ciia bénh nhén sau 1 thang diéu tri Stemsup

Tac dung phu S6 lugng (n=30) Ty 1€ (%)
Tang men gan 0 0
Suy than tién trién 0 0
Tang CRP 4 13,3

Nhdgn xét: Trong 30 bénh nhan nghién ctru dugc diéu
tri stemsup sau 1 thang, khong c6 bénh nhan nao anh
huéng dén chirc nang gan, than. Co 4/30 chiém 13,3%
bénh nhan c6 tang protein C phan tng muc do nhe va
thoang qua sau 1 thang khi dung Stemsup.

4. BAN LUAN

4.1. Pic diém chung, dic diém 1am sang va cin lam
sang cia bénh nhian nghién ciru

- Pdc diém vé tuoi, gioi:

Trong nghién ctru cua ching t6i, 100% bénh nhén la
nam gi6i, khong c6 bénh nhan nir gii. Tudi trung binh
ctia bénh nhan 13 67,5 + 6,9 tudi, trong d6 nhém tudi tur
60 dén 69 tudi chiém ty 1¢ cao nhét (50%), thap nhat 1a
nhom tudi >80 tudi (chiém 3,3 %). Két qua vé do tudi
va gidi ctia bénh nhan nghién ctru ciing twong ddng voi

cac nghién ctru trude day.

N
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DPbi voi mot sé nghién ciru thir nghiém 1am sang,
sit dung phuong phap cdy ghép té bao gbc diéu tri
BPTNMT, tudi trung binh ctia nhém bénh nhan tham
gia nghién ctru ciing c6 két qua twong tw. Nghién ciru
cua L€ Thi Bich Phugng va cong sy (2023), nhdm bénh
nhéan duge diéu tri té bao géc c6 do tudi trung binh la
67,7 tudi, tap trung chi yéu ¢ nhom tudi 60-69 (43%)
va 70-79 (35%), 13% bénh nhan & tudi 50-59 va 9%
bénh nhan > 80 tudi, khong c6 bénh nhan < 50 tudi [7].

- Ddc diem lam sang, cdn lam sang

Khi khao sat céc tri¢u chimg 1am sang, trong nghién
ctru ctia chiing t6i, hau hét bénh nhan déu c6 triéu ching
kho thd. Banh gia mic do kho béng mMRC duoc két
quala 2,23 + 0,57, trong d6 kho théd mtrc d¢ trung binh
va nang gip chii yéu (93,3%). Panh gia anh hudng ciia
BPTNMT lén chét lugng séng ciia bénh nhan ching
t6i dung thang diém CAT, két qua cho thaydiém CAT
trung binh cta cac bénh nhan trong nghién ctu 1a 18,1
+ 4,9. Tuong tu, ching toi dung test di bo 6 phat dé
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danh gia kha ning ging stc ctia bénh nhan. Thu duoc
két qua test di bo 6 phut ctia bénh nhan nghién ctru la
326,7 = 88,2 m. Cac két qua nay tuong dong véi cac
cac qua nghién clru trudc day cuia tac tac gia trong va
ngoai nuoc.

Chi s6 BODE la mot hé thong phan ting da phuong
dién bao gém (chi $6 khdi co thé: BMI; mirc do tac
nghé&n: Obstruction; kho thd: Dyspnea; kha ning ging
stre: Exercise), cung cap dy du cac thong tin dé tién
tuong bénh nhan cling nhu danh gia tinh trang suc
khoe ctia bénh nhan. Tinh vu Viét cta chi s BODE:
danh gia dugc céc tri¢u ching 1am sang, tinh trang dinh
dudng ciia bénh nhan, kha ning géng stic, chic ning ho
hap, khong chi danh gi4 co quan hé hdp ma con danh
gia anh hudng toan than cia BPTNMT. Cac nghién ctru
cho rang chi s BODE 1a cong cu tién luong tir vong t6t
hon so v6i FEV, ¢ b¢nh nhan BPTNMT.

Trong s6 bénh nhan nghién ctru, diém BODE trung
binh 14 4,33 + 1,62, trong d6 BODE III chiém ty 1¢ cao
nhit (40%), thip nhat 1d BODE IV chiém 10%. Nhin
chung cac bénh nhan tham gia nghién ctru déu la nhimng
ngudi miac BPTNMT ning, kha niang ging strc giam rd
rét va anh huong dén chét lugng cude song.

Trong nghién ctru ctia chung t6i, Gid tri trung binh cac
chi tiéu thong khi phdi ¢ bénh nhan nghién ctiru déu
giam so véi SLT, trong d6 FEV (%SLT) giam rd rét
(gia tri trung binh la 45,1 + 14,9%SLT).

Tac nghén duong dan khi va mat cac thanh phan dan
ho6i ctia phoi 14 hai yéu t6 chinh lam sut giam FEV,
trong BPTNMT. Pay cling 1a chi tiéu dang tin cay de
theo doi su sut giam chirc nang TKP theo thoi gian va
danh gia tién lugng bénh. Cac chi ti€u danh gia TKP
ciia bénh nhin nghién ctru déu & muirc thip so voi sb
ly thuyét, dic biét chi sd Gaensler déu ¢ mirc do nang
cua bénh.

4.2. Tinh an toan caa liéu phap khi dung Stemsup
trén bénh nhan BPTNMT

Trong 6 thang ké tir ngdy dau khi dung dich n6i té bao
gbc trung md ngudi Stemsup cho bénh nhan BPTNMT
nhom C va D déu c6 két qua dung nap t6t ma khong
¢6 tac dung phu nghiém trong nao déng ké. Ngoai trir
c¢6 1 bénh nhan chiém 3,3 % c6 biéu hién kho thé nhe
sau khi khi dung, tuy nhién sau khi dugc nghi ngoi da
hoan toan cai thién va van tiép tuc liéu trinh diéu tri. Co
4/30 chiém 13,3% bénh nhan co tang protein C phan
ung muc do nhe va thoang qua sau 1 thang khi dung

Stemsup. Khong quan sat thdy cac tac dung ngoai y
khac. Két qua cua chiing t6i ciing twong dong véi nhiéu
nghién ctru trong nude va trén thé gioi.

L& Thi Bich Phuong va cong su (2023) nghién ctru hiéu
qua ciia té bao gbc trung md ddy ron tré so sinh trong
diéu tri bénh phdi tic nghén man tinh cho thiy sau khi
thiét 1ap thanh cong quy trinh phan lap va nudi cdy,
tang sinh té bao gdc trung mo day ron, cac té bao sau d6
duoc truyén cho bénh nhan BPTNMT véi liéu 1,5 x 106
té bao/kg. Tat ca bénh nhan nghién ctru diéu khong co
tac dung ngoai y dang ké. Chi ¢6 5 bénh nhéan c6 biéu
hién tang protein phan tng thoang qua, 9 trudng hop co
biéu hién ting huyét 4p phan tng, 1 bénh nhén c6 ting
men gan muc do nhe [7].

Nghién ctru cua tac gia Weiss D.J. va cong su (2013),
day 1a mot thir nghiém ngau nhién, c6 dbi chimg dénh gia
tinh an toan va hiéu qua cua té bao gdc trung mé ngudi
trén 62 bénh nhan BPTNMT duoc chia ngﬁu nhién lam
2 nhém, 1 nhém duge truyén té bao gde trung mé 1,5 x
10° té bao/lan tryén, 1 nhém duge dung gia duoc. Tét
ca bénh nhan dugc theo ddi trong 2 nam, dugc danh gia
tinh an toan ciing nhu hiéu qua vé chimg niang phdi,
chét luwong cude séng, khoang cach di bd 6 phut, va chi
sO viém toan than. T4t ca bénh nhan déu hoan thanh quy
trinh thir nghiém va c6 74% bénh nhan hoan thanh theo
ddi trong 2 nam. Két qua cho thay khong cé bét ¢ bat
loi nang né nao lién qua dén diéu tri. Khong co sy khac
biét c6 ¥ nghia vé cac tac dung ngoai ¥ gitta nhoém diéu
tri v6i nhom gia dugc. Nhu vay, nghién ciru cho thiy
sir dung té bao gdc trung moé ngudi dudng toan than an
toan voi bénh nhan BPTNMT [8].

Tuy nhién, mdt nghién ctru khac cua tac gia Ribeiro -
Paes J.T. va cong sy (2011), day la mot nghién ctiru don
trung tdm, nghién cuu trén 62 bénh nhan dugc lya chon
ngiu nhién dé truyén té bao gdc trung moé dong loai
(Prochymal) hodc gia dugc, két qua cho thiy khong co
su thay doi déang ké vé do bdo hoa oxy hodc nhip tim
nhung trong s6 30 bénh nhan ciia nhém can thiép, co
27 bénh nhan c6 bat ky 1 tic dung ngoai ¥, chiém nhiéu
nhét 1a 19 nguoi c6 cac tinh trang rdi loan ho hap, 15
ngudi bi nhidm tring/nhidm doc, 6 ngudi c6 rdi loan vé
he than kinh va c6 nhiéu tac dung khéng mong mudn
khac. Trong khi 28/32 bénh nhan dung gia dugc co it
nhat mot tac dung khong mong mudn, tinh trang r6i
loan ho hap xdy ra & 14/32 bénh nhan, tinh trang nhiém
trang/nhiém doc 1a 13/32, tiép d6 1a rdi loan than kinh
7/32, tinh trang tang canxi mau hodc protein phan trng
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C thoang qua, r6i loan nhip tim, r6i loan tiéu hoa 13 5/32
nguoi [9].

Nhu vay, so voi cac nghién ctu trudc day, licu phéap
khi dung dich nbi t& bao gbc trung méd ngudi Stemsup
twong ddi an toan dbi voi bénh nhan BPTNMT trong
qua trinh diéu tri.

5. KET LUAN

Qua thtr nghiém trén 30 bénh nhan BPTNMT nhém C
va D dugc sur dung li¢u phap khi dung Stemsup chung
t6i nhan thay: Day 1a mot phuong phap an toan va dung
nap tot ddi véi BN BPTNMT, hita hen nhiéu tiém nang
cho cac phuong phép didu tri méi sau nay.
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