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CAC CHU VIET TAT

ACT Asthma Control Test (Test Kiém sodt Hen)
BCAT bach cau ai toan

BN bénh nhan )
CNHH  chirc nang ho hap
D.pt Dermatophagoides pteronyssinus

GINA Global Initiative Asthma (7 6 chite toan cau phong chong hen)

GTLT gid trj Iy thuyet

HPQ hen phé quan

ICS inhaled corticosteroid (corticoid dang hit)

LS lam sang

MBN mat bui nha

MDDH  mién dich dic hiéu

SLIT Subligual Immunotherapy (Liéu phdp mién dich ddc hiéu duéi lui)
MO DAU

1. Tinh cip thiét cia dé tai

Hen phé quan (HPQ) 1a mdt trong nhitng bénh man tinh phd
bién trén thé gii, mang tinh chit xa hoi, anh huong 16n dén chat
luong cudc sdng véi nhitng hdu qua nghiém trong dén ngudi bénh,
gia dinh ho va xa hoi: sirc khoé suy giam, tan phé, tir vong sém.
Trong nhiing thap ky vira qua, theo s6 lidu ctia TS chirc Y té Thé gidi
(WHO), ty 1€ HPQ & ngudi 16n 1a 5%, o tré em la 10-12%, d¢ luu
hanh HPQ ¢6 xu huéng gia ting nhanh chong, nhit 1a ¢ tré em va &
cac nudc dang phat trién khu vyc chau A - Thai Binh Duong.

Tir nam 1998, GINA va té chirc Di tng thé gisi (WAO) da
phéi hop dé xuit chuong trinh toan ciu phong chéng HPQ véi ban
huéng dan chan doan va diéu tri HPQ duoc cap nhat va chinh stra
hang nim. Ban huéng din chin doan va diéu tri HPQ cia GINA
2006 da dé xuét phéc dd diéu tri theo 5 budc dua trén mirc d6 kiém
soat hen ctia ngudi bénh. Pay 1a mot su thay doi cin ban trong chién
lwoc diéu tri va quan ly HPQ so véi cac phién ban truée d6. Phac dd
diéu tri HPQ theo GINA 2006 dd dugc nhiéu nude tng dung, trong
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d6 c6 Viét Nam. Cung véi phac dd nay, liéu phap mién dich duong
dudi ludi (SLIT) cling da dugc WHO, WAO, Chuong trinh ARIA
danh gia cao va khuyén cao str dung tai Pai hoi cac nha di ang, HPQ
hoc thé gidi ngay 22-23/01/2009. Nam 2017, GINA ciing da chinh
thirc d& xuét viéc st dung liéu phap nay & cac bénh nhan HPQ do di
nguyén mat bui nha khong dat dugc kiém soat hen khi diéu trj béng
corticoid dang hit. Nam 2016, B Y té cling da chinh thic ban hanh
hudng dan sir dung Liéu phap mién dich dac hiéu duong dudi ludi
trong diéu tri hen phé quan va cac bénh di ung.

Di nguyén mat bui nha dugc xac dinh la nguyén nhan cua 60-
70% céc truong hgp HPQ phé quan. Vi vdy, d& tai nay duoc thuc
hién nhdm danh gi4 hiéu qua didu tri HPQ phé quan do di nguyén
mat bui nha Der.pteronissinus (D.pt) theo GINA 2006 va liéu phap
mién dich duong dudi ludi (SLIT) nhim 2 muc tiéu sau day:

1. Nghién ciru dic diém 1am sang, can lam sang cia nhimng
bénh nhdn hen phé quan do di nguyén mat bui nha
Dermatophagoides pteronissinus.

2. Panh gia hiéu qua diéu tri hen phé quan do di nguyén mat
bui nha Dermatophagoides pteronissinus bang liéu phap mién dich
duong dudi ludi (SLIT), so sanh véi diéu tri theo phac dd GINA
2006.

2. Nhirng déng gép méi ciia dé tai

Pay 1a mot trong nhitng cong trinh dau tién trong nudc nghién
clru vé cac dic diém vé 1am sang, can lam sang va mirc do kiém soét
hen & cac bénh nhan HPQ di ting do di nguyén mat bui nha D.pt Két
qua thu dugc cho théy, tat ca cac bénh nhan déu chua dat duoc kiém
soat hen, phﬁn 16n bénh nhan c6 méc kém céc bénh di ung khac, gap
nhiéu nhét 13 viém miii di Gng.

Day 1a thir nghiém 1am sang dau tién ¢ Viét Nam so sanh hiéu
qua diéu tri hen phé quan do di nguyén mat bui nha D.pt giita liéu
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phép mién dich dac hiéu duong dudi ludi va phac do diéu trj theo 5
budc ciia GINA 2006. Két qua nghién ciru cho thiy, su cai thién cac
chi s6 14m sang va mirc d6 kiém soat hen & nhom diéu tri phac do
GINA 2006 1a tét hon trong 6 thang dau nhung khong khac biét sau
12 thang. Nghién ciru ciing cho thdy sy bién thién nng do cta khang
thé IgE dic hiéu voi di nguyén D.pt sau diéu tri bang liéu phap mién
dich duong dudi ludi.
3. B6 cuc ciia luin an

Luan 4n gdm 118 trang: Dit van d& (2 trang), tong quan tai lidu
(33 trang), d6i twong va phuong phap nghién ctru (22 trang), két qua
nghién ctru (27 trang), ban luan (31 trang), két ludn (2 trang) va kién
nghi (1 trang).

Toan bo luan 4n c6 41 bang, 23 hinh, so d6 va biéu do.

Luén an c6 93 tai liéu tham khao (23 tiéng Viét va 70 tiéng Anh).

Chuong 1. TONG QUAN TAI LIEU

1.1. Pinh nghia HPQ theo GINA 2006

HPQ 1a mot r6i loan viém man tinh & duong thd, c6 sy tham gia
ctia nhiéu loai té bao va cac yéu t6 co ngudn gbc té bao, lién quan voi

tinh trang tang tinh phan tng duong thd va gy ra cac con kho khé,

kho tho, nang nguc va ho tai dién, dic biét vao nira dém va sang som.

1.2. Tém tit nhitng ndi dung chinh ciia GINA 2006

- Pé xuit mot s6 khai niém méi vé HPQ: dinh nghia, phan d6
kiém soat hen, phac d6 diéu tri HPQ theo 5 budc. Liy kiém soat hen
lam trung tdm trong chién lugc quéan 1y bénh.

— Cap nhat cac s6 liéu vé ganh nang, d¢ luu hanh, tr vong va chi
phi y té cho bénh HPQ.
1.3. Tinh hinh nghién ctru vé di tng mat bui nha (MBN): MBN la

ngudn di nguyén quan trong va rat phd bién trén thé gisi. 10 — 20%
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dan s6 c6 man cam véi MBN, 60 — 70% di img duong thd gay ra do
MBN. Loai mat thuong gip trong cic mau bui la D. pteronyssinus va
D. farinae, trong d6, 80% mau bui phat hién D. Pteronyssinus.

1.4. Chén doian HPQ: Cac bién phap chinh bao gdm: khai thac tién
st di ung, tham kham lam sang va lam cac xét nghiém CLS (do
CNHH, thir nghiém mién dich), c6 két qua tdt sau diéu tri.

1.5. Piéu tri HPQ

1.5.1. Piéu tri diic higu: bao gdbm:

— Tranh tiép xtc voi di nguyén va cac yéu t kich phat con hen.

— biéu tri giam man cam dic hiéu: duong dudi da hodc dudi ludi.
Liéu phap MDDH dudi ludi dugc GINA 2017 d& xuét st dung &
bénh nhan HPQ do MBN van c6 dot cép sau diéu tri bé'mg ICS.

1.5.1. Piéu tri khong dic hiéu

— Diéu tri cit con hen: st dung cac nhém thude kich thich B2 tac
dung nhanh, khang cholinergic, xanthin va corticoid toan than.

— Piéu tri du phong hen: phac d6 diéu tri theo budc cia GINA
2006. Str dung cac nhom thube: ICS, LABA, theophyllin phéng thich
cham, khang leukotrien.

Chuong 2. POI TUQNG VA PHUONG PHAP
2.1. P6i twong nghién ciru
- Gom 120 bénh nhén HPQ co test lay da dwong tinh v6i di nguyén
MBN D.pteronyssinus, dugc kham va diéu tri tai khoa Di g — Mién
dich 1am sang, BV Bach Mai tur 12/2010 dén 12/2012. Céac bénh nhan
dugc chia ngdu nhién lam 2 nhém, méi nhom 60 BN, diéu tri trong
12 thang bing liéu phap MDDH duong dudi ludi véi di nguyén D.pt
hoic theo phac d6 ciia GINA 2006.

- Tiéu chuan lya chon:
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+ Cac bénh nhan dugc chan doan HPQ theo tiéu chudn cia
Vién Quéc Gia Tim Phéi va Huyét hoc Hoa ky (2007).
HPQ bac 2, 3 theo phan loai cia GINA 2006.
C6 test lay da véi di nguyén D.pt duong tinh.
Céc xét nghiém co ban trong gidi han binh thuong.
Tudi tir 15-50 tudi.
Tu nguyén tham gia nghién cuu.
— Tiéu chuén loai trir: HPQ bac 1 va 4 theo phén loai cua GINA;
dang bi bénh Iy nhiém khuan cip dudng ho hép trén va dudi; c6 bénh

+ o+ + + o+

ly mién dich nghiém trong; bénh ac tinh; cic bénh toan than phdi
hop; 16i loan tam 1y nghiém trong; bénh ving miéng man tinh; trong
vong 2 tuan trude c6 dung cac thudc khang histamin, corticoid,
cromoglycate, hodc cac bai thuc dong y chita di tng; phu nit ¢6 thai.
2.2. Phwong phap nghién ciru
2.2.1. Phwong phap nghién ciru:

— Muc tiéu 1: nghién ctru mo ta

— Muyc tiéu 2: thir nghiém 14m sang ngiu nhién c6 ddi chung.
2.2.2. Chon miu

Chon miu c6 chii dich. Nhimng déi tugng thoa man cic tiéu

chuén lya chon duge chon vao nghién ctu theo trinh ty thoi gian,
khong phén biét gigi tinh va mirc d6 kiém soat HPQ.
2.2.3. Cac buéc tién hanh nghién ctru
2.2.3.1. Tuyén chon bénh nhdn tham gia nghién ciru:

— Kham sang loc theo nhét ky sang loc dbi twong nghién ctru.

— Luya chon vao danh sach nghién ciru va gén ma bénh an.
2.2.3.2. Tham kham lam sang: hoi bénh va khai thac tién sir di Gng
(thoi gian mic HPQ, tudi khoi phat bénh, qua trinh diéu tri, cac bénh
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di tmg méc kém, TS gia dinh mic HPQ va cac bénh di tmg), kham
1am sang va dién thong tin vao mau bénh 4n nghién ctru.

2.2.3.3. Pdanh gia chdt lwong cudc séng ciia nguoi bénh: sit dung
thang diém EQ-VAS.

2.2.3.4. Panh gid mire d¢ kiém sodt HPQ: sit dung cong cu ACT.
2.2.3.5. Cdc xét nghiém cdn ldm sang

- Test liy da véi di nguyén D.pt

- Pinh luong khang thé IgE dic hiéu vé6i di nguyén D.pt trong huyét
thanh: su dung k¥ thuat ELISA.

- Po chirc nang hé hip: trén may MICRO SPIRO HI-601.

- Tinh ty 1& va sb luong BCAT trong méu ngoai vi.

- Chyp X.quang tim phdi thang, nghiéng

2.2.3.6. Liéu phdp mién dich dwong diwedi ludi

- Ap dung phac d didu tri mién dich dic hiéu cia ARIA 2010, trong
do, stt dung di nguyén Staoral ciia hang Stallergen (Phap) da dugc
cép phépciaBO Y té chinh thic nhap khau vé Viét Nam.

Badng 2.1. Phac dé diéu tri mién dich dac hiéu duwong duoi ludi

Thi bat dau (11 ngay)

Ngay 1 - 6 Ngay 7 - 11
S6 lidu/ngay: 1-2-4-6-8-10 | Sblidu/ngay: 1-2-4-6-8
Nong d6: 10 IR/ml Nong d6: 300 IR/ ml

Thi duy tri (ndng d6: 300 IR/ ml)

8 liéu/lan — 3 14n / tuan hodc 4 lidu hang ngay

Thoi gian: 12 thang

- Theo ddi diéu tri: trong vong 30 phit ké tir sau khi nho dudi ludi.
- Thoi gian diéu tri: lién tuc trong 12 thang.
- Céc tai bién co thé gip: thuong 1a thoang qua , it khi phai ngimg

diéu tri: ngura phu ving hau hong, may day, rdi loan tiéu hoa.



- Qua trinh diéu tri dimg lai khi: khong c6 sy cai thién vé 1am sang,
xuét hién cac yéu tb chéng chi dinh, xuét hién cac phan rng phu hoac
tuong tac v6i cac thude didu tri khac.
2.2.3.7. Piéu tri HPQ theo phdc do ciia GINA 2006
- Pidu tri theo phac dd 5 bude dua trén mic do kiém soat HPQ cua
GINA 2006

Bdng 2.2. Tiép cdn diéu tri HPQ theo 5 budc

Mikc d kiém sost hen — Bién phap diéu tri

Kiém soat Duy tri va ha liéu dén thép nhat

Can nhéc tang liéu dé dat kiém soat

Kiém soat mot phin X

Chua kiém soat Tang lidu cho dén khi dat kiém soat

Con kich phat L Diéu tri con kich phat
v
< Giam liéu Ting lidu >
Busc 1 J Bu&c2J Buoed BumJ] Butic5 J

Gido duc strc khoé veé hen - Kiém soat moéi truong song

SABA Eheo Kich thich B, TD nhanh theo nhu cdu
nhu cau
Chon 1 Chon 1 Thém 1 hodc | Thém I hay
hon 2
ICS liéu thap | ICS liéu thap + ICS liéu Corticoid
LABA vira/cao + udng lidu
LABA thip nhit
Céc thude Thuoc khz’mg ICS liéu vira hay Khéng ”ljhu()c
dy phong leukotrien cao leukotrlep khang IgE
’ ICS liéu thap + | Theophylline
Thubc khang phong thich
leukotrien chim
ICS liéu thap +
Theophylline
phong thich cham
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- Khoi dau didu tri: fluticasone / salmeterol (Seretide) 25/250mceg xit
2 nhat/ ngay chia sang t6i hoic budesonide /formoterol (Symbicort
turbuhaler) 4,5/160mcg hit 2 1an/ ngay chia sang tbi.

- Lidu diéu tri dugc didu chinh theo mirc dd kiém soat hen. Tang
budc diéu tri néu chua dat dugce kiém soat hen. Khi kiém soat hen
duy tri dugc it nhét 3 thang c6 thé giam budc didu tri.

2.2.4. Cac tiéu chuén danh gia dwoc sir dung trong nghién ciru
2.2.4.1. Tiéu chuan dénh gia dot cdp ciia HPQ

- Panh gi4 dva theo dinh nghia cua Hoi Long Nguc Hoa Ky va Hoi
H6 Hip Chau Au (ATS/ERS) véi it nhat 1 tiéu chuan cua dot cap
HPQ mirc d6 trung binh hogc ning dan dén su thay ddi diéu tri.
2.2.4.2. Tiéu chudn déanh gid mirc dé kiém sodt HPQ: Duya vao sb
diém ACT:

- Kiém soét: diém ACT >20

- Chua kiém soat: diém ACT < 19.

2.2.5. Sai s6 va cach khiic phuc sai so: khic phuc cac sai sé bang
cach khai thac k¥ triéu chimg 1am sang, tién sir, kiém tra va danh gia
lai tinh trang 1am sang dya trén cac cong cu ACT, EQ-VAS, lam sach
s liéu trude khi xir 1y.

2.2.6. Xir Iy s6 liu: S6 liéu nghién ctru dwoc nhap trén phin mém
EXCEL 2007 va xir Iy bang phan mém thong ké MEDCALC 14.0.
2.2.9. Pao dirc ciia nghién ciru

- Nghién ctru dugce tién hanh tai khoa Di ung — MDLS BV Bach mai
v6i sy dong v cia lanh dao don vi. Cac budce nghién ctru déu tudn thi
nhitng qui dinh va nguyén tic chung vé& dao dirc nghién ctru y sinh
hoc & Viét Nam. Tit ca cac dbi twong nghién ctru déu ty nguyén
tham gia. Cac s6 liéu thu duoc chi phuc vu cho muc dich nghién ciru

va cham soc stc khoe nguoi bénh, khong vi cac muc dich khac.
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Chuong 3. KET QUA NGHIEN CUU
3.1. Pic diém 1am sang va cin 1am sang ciia cac bénh nhan hen
phé quan do di nguyén mat bui nha D. pteronissinus

Bdng 3.1. Pdc diém vé tudi
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Bang 3.2. Phdn bo bénh nhan HPQ theo thoi gian mdc bénh

. . Chung Nhom MDPH | Nhom GINA

Thoi gian
. (n=120) (n =60) (n=060) p
(nam)
n % n % n %

<5 15 12,5 10 | 16,67 | 5 8,33
6-10 11 9,17 6 10 5 8,33
11-20 50 | 41,67 24 40 26 | 43,33 | 0,19
21-30 24 20 11 | 1833 | 13 | 21,67
> 30 20 | 16,16 9 15 11 | 18,33
Trung binh | 18,6 £10,56 | 17,2+10,54 = 20£+10,46 | 0,15

Chung Nhom MDDH | Nhom GINA
Nhém tuéi| (n=120) (n = 60) (n=60) p
n % n % n %
15-20 10 8,33 5 8,33 5 8,33
21-30 28 | 23,33 14 23,33 | 14 | 23,33
31-40 47 | 39,17 25 41,67 | 22 | 36,67 0,76
41-50 35 | 29,17 16 26,67 | 19 | 31,67
Trung binh| 34,78+ 9,22 | 34,18+ 9,00 35,37£9,47 | 0,48

Céc bénh nhan nghién ctru gip nhiéu nhit & nhom tudi 31-
40 (39,17%). Tudi trung binh 1a 34,78+ 9,22; khong c6 su khac biét
gilta nhom diéu tri MDBH va GINA 2006 (p = 0,48).

70% 65%
. 59.17%
60%] 53.33%

o/ | 46.67%
50% 40.83%

0%
30%1 EN?
20%]
10%
0%

CHUNG MDDH GINA
Biéu do 3.1. Phén bé gidi tinh
Ty 1& bénh nhan nit & nhom diéu tri MDPH va GINA 2006 1an
luot 13 53,33% va 65%; déu cao hon ty 1€ bénh nhan nam. Phan bd
gi6i tinh khong c6 sy khac biét gita 2 nhom diéu tri voi p = 0,26.

Thoi gian mic bénh ciia cac bénh nhan LBPHT gip nhiéu nhat
trong khoang 11 — 20 nam (41,67%). Thoi gian méc bénh trung binh
13 18,6 + 10,56 (nam) va khong co sy khac biét giita 2 nhom diéu tri.

Bang 3.3. Tudi xudt hién HPQ

Tudi xudt hién Gibi

bénh Chung Nam Nit p
<5 tudi 21,67% 21,67% 21,67%
6-15 36,67% 30% 43,33%
16-25 15,83% 8,33% 23,33% 05
26-35 20% 16,67% 23,33%
36-50 5,83% 5% 6,67%

Trung binh 15,99 + 11,80 | 16,06 + 12,57 | 15,94+ 11,33 0,5

Nhdn xét: Tudi bat dau miac HPQ tap trung chii yéu ¢ nhom
tudi 6 - 15 (36,67%) va 26-35 (20%). Tudi méc bénh trung binh la
15,99+ 11,80 va khong co6 sy khac biét gitra hai gigi (p=0,5).
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Bang 3.6. Bdc diém vé chirc ning hé hdp

Théng sé Chung MDPH GINA .
(n=120) (n=60) (n=60)
FVC (%) 81,56 + 14,44 (77,09 + 15,81 (86,04 + 11,40 |0,003
FEV1 (%) 52,01 + 10,43 [50,06 + 12,18 53,97 7,97 0,08
FEVI/FVC (%) [64,55+9,50 |65,14+10,38 |61,98+9,38 [0,14
PEF (%) 42,65+ 13,84 142,19 £ 14,35 |43,11 + 13,41 |0,71
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Bang 3.4. Tién sit di ttng cd nhdn

, Chung MDDPH | GINA
Bénh di itng mac kem p

(n=120) | (n=60)| (n=160)

Di trng thirc an 11,67% 15% 8,33%
Dj tng thudc 14,17% | 16,67% | 11.67%
May day 13,33% 15% 11,67%
VKM dj ung 9,17% 8,33% 10%
VMDU 59,17% | 58,33% 60%
Co TS di tng ca nhan 68,33% | 71,67% 65% 0,56

Nhan xét: 68,33% s6 BN HPQ c6 TS dj ung ca nhan, trong do,
VMDU thuong gip nhit (59,17%). Ty 1& bénh nhan ¢6 TS di ing ca
nhan khong c6 sy khac biét giira hai nhom diéu tri (p = 0,56).

Bang 3.5. Cdc yéu to kich phat con hen

Yéu té kich phat con Chung MDDPH GINA
hen (n=120) (n=60) (n=60)
Thay ddi thoi tiét 79,17% 80% 78,33%
Ging stic 52,50% 60% 45%
Nhiém lanh 50,83% 55% 46,67%
Viém duong hé hap 47,50% 43,33% 51,67%
Khoi 19,17% 18,33% 20%
Bui 15,83% 16,67% 15%

Cac yéu t6 kich phét con hen hay gip nhit 1a thay ddi thoi tiét
(79,17%), géng stc (52,5%) va nhiém lanh (50,83%). Cac yéu t6 cb
ty 18 gap kha twong ddng giita hai nhom diéu tri.

Trung binh cua FEV1, FVC, PEF va FEV1/FVC lan luot 1a
52,01; 81,56; 42,65 va 63,27 £ 9,49 (% so voi GTLT). Trung binh
ctia FVC ¢ nhom GINA cao hon nhom MDDH (p = 0,003).

Bdng 3.7. Két qua test ldy da véi di nguyén D.pt

Mukc do dwong tinh (an ulnz(% ) (]:l/[ljiloi (nGiA;AO ) p
Nhe (+) 35% 40% 30%
Vira (++) 33,33% | 26,67% 40%
Manh (+++) 25% 25% 25% 084
R4t manh (++++) 6,67% 8.33% 5%
Diém test lay da 2,03 +£0,93 |2,02+ 1,00 | 2,05+ 0,87 | 0,85

Phan 16n BN c¢6 test lay da v6i di nguyén D.pt duong tinh mirc
dd nhe (35%) va vira (33,33%). Diém test ldy da trung binh khong
¢6 su khéac biét giita hai nhém diéu tri (p = 0,85).
Bang 3.8. Nong do khang thé IgE ddc hiéu véi D.pt

Nong d¢ IgE ddic Chung MDDH GINA
hiéu voi D.pt (n=120) (n =060) (n =060) p
(IU/ml) 48,13 £25,.88 46,12 +£2920 50,13 £22,13 0,3

Nong d6 IgE dic hiéu véi D.pt ciia nhom BN nghién ciru 14 48,13
+ 25,88 (IU/ml) va khong khac biét gitra 2 nhom diéu tri (p = 0,3).
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Bang 3.9. Cac chi so ldm sang va mirc do kiém sodt hen phé quan

4.5 -

14

—e— Sé con hen ban ngay
3.5 1 Jtudn trong 4 tudn qua

—&— Sé 1&n thire gidc dém/
2.5 tuén trong 4 tuan qua

—8— S6 1an dung thubc cét
con/tuan trong 4 tuan qua

—e— Sb dot cép HPQ/ 3 thang

. Chung MDDPH GINA
Thong so p
m=120) | (mn=60) (n=60)
86 con hen ngdy /tudn /4 tudn | 2,00+ 0,75| 2,07 + 0,82| 1,95+ 0,67| 0,4
S6 lan thirc gidc dém/ tuan
. 3,54+1,25/3,35+1,34(3,73 £1,13| 0,09

trong 4 tuan qua
S lan dung thube cit con

R \ 4,63 £1,60|4,45+1,5214,80+1,68| 0,23
hen/ tuan trong 4 tuan qua
S6 dot cap HPQ trong 3 thang | 1,52 +0,89| 1,58 +0,93|1,45+0,85| 0,41
HPQ dugc kiém soét (%) 0 0 0 0,92
Piém ACT (X£SD) 15,11 £2,2715,01 £2,37 15,5 +2,18| 0,66

Tét ca cac BN déu chwa duoc kiém soat hen & thoi diém dau

nghién ctru, s6 diém ACT trung binh 1a 15,11 £ 2,27. Céc thong s6 1am

sang danh gia muc do kiém soat hen va diém ACT trung binh déu

khong cé su khac biét giira 2 nhom diéu tri.

Bdng 3.10. Piém EQ-VAS ddanh gid chdt heong cudc song bang

1.5 4
14
0.5 1
[} T T T

qua

Trwéc didu tri

Sau 3 thang

Sau 6 thang

Sau12 thang

Biéu do 3.2. Thay doi cac chi sé lam sang sau diéu tri MDPH
Céc chi s6 déu co xu hudng giam dan. S6 1an thie gidc dém/ tuan

va sb lan dung thudc cét con / tudn giam c6 y nghia théng ké sau 3

thang. Ca 4 thong s6 déu giam c6 ¥ nghia thong ké sau 6 va 12 thang.
Bang 3.11. Thay déi cac théng s6 CNHH sau diéu tri MDPH

Chung MDDH GINA
(n=120) (n=160) (n=60) p
Piém EQ-
VAS 81,08+889 81,92+9,79 8025+789 021

R p Sau 3 thang Sau 6 thang Saul?2 thang
Thong s6 I I .
Thaydoi| p |Thaydoi| p |Thaydoi p
FVC (%) 1,84 0,09 4,30 | 0,002 | 14,74 <0,0001
FEV1 (%) 491 <0,0001 8,74 [<0,0001 26.37 <0,0001
FEV1/FVC (%) | 2,09 0,15 5,94 <0,0001 18,19 <0,0001
PEF (%) 3,80 | 0,005 6,85 ]0,0005 19,21 <0,0001

Diém EQ-VAS cta nhém bénh nhan nghién ctru 1a 81,08 + 8,89,

khong co sy khac biét giira 2 nhém diéu tri voi p = 0,21.

3.2. Panh gia hi¢u qua diéu tri hen phé quin do di nguyén mat
bui nha Dermatophagoides pteronissinus bing li¢u phap mién
dich dwong dwéi ludi, so sanh voéi didu tri theo phic dd GINA
2006.

Céc thong s6 CNHH déu c¢6 xu hudng ting dan trong qua trinh
diéu tri. FEV1 (%) va PEF (%) tang c6 y nghia thong ké sau 3 thang,
FVC (%) va FEV1/FVC (%) ting c6 ¥ nghia thong ké sau 6 thang.

Bdng 3.12. Thay d6i diém test ldy da va nong dé IgE ddc hiéu véi D.pt

Chi s6 Truoe DT 3 thang 6 thang 12 thang
" R 2,02+1,00 | 1,92+ 1,07 | 1,84+£0,99 | 0,53+0,75
Piem test 1ay dal
(p=0,18) (p=0,0002) | (p<0,0001)
N R 46,12 £29,2 49,84 + 31,84 44,79 + 31,46 | 11,28 £26,5
Nong d6 IgE
(p=0,02) (p=0.32) (p<0,0001)
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Diém test 1y da giam déan trong qua trinh diéu tri, mtc giam c6 ¥
nghia sau 6 thang (p=0,0002) va 12 thang (p<0,0001). Nong do IgE
dic hiéu voi D.pt di ting c6 ¥ nghia thong ké sau 3 thang (p=0,02)
nhung giam ro rét sau 12 thang (p<0,0001).

Bang 3.13. Thay doi mirc ¢ kiém sodt HPQ va diém EQ-VAS

Thong sé | Trudec DT | Sau 3 thang | Sau 6 thang | Sau 12 thang
Ty 1¢ kiém o 3,3% 20% 86,67%
soat HPQ ’ (p=0,5 | (p=0,0005)| (p<0,0001)
Diém 15,63 £2,67|17,03£3,05| 22,45+2,37

15,02 2,37
ACT (p=0,14) | (p<0,0001) | (p <0,0001)
Diém EQ- 83,27 + 8,73 81,42 + 10,62 91,67 £ 6,62
81,92 +9,79
VAS (P=0,36) | (p=0,59) | (p<0,0001)

Ty 1& BN dugc kiém soat HPQ va diém ACT trung binh déu ting
dan va c6 ¥ nghia théng ké sau 6 thang (p = 0,0005 va p <0,0001).
Piém EQ-VAS ting ¢ ¥ nghia thong ké sau 12 thang (p<0,0001).

Bdng 3.14. Thay déi s6 lwong BCAT trong méu sau diéu tri MDPH

16
Bdng 3.15. So sdnh mitc cdi thién cdc chi sé LS giita 2 liéu phdp
. |Gidm s6 lan|Giam s6 lan| S6 dot cdp
. .+ . |Giam so con| . .
Nhom diéu tri . thire giac | dung thuoc | HPQ 3 thdng
hen ngay ) .
dém cat con qua
Sau 03 MDDPH |0,18+1,05|1,25+1,64|1,08+2,09| 1,38=+1,08
au
] GINA 0,1+£0,73 |1,13+1,28|1,10+ 1,61| 1,02+0,79
thang
14 0,66 0,66 0,96 0,04
Sau 06 MDDPH | 0,4+1,03 |1,37+1,34| 1,5+2,00 | 1,02+0,80
au
i GINA |0,85+0,86|1,83+1,67|2,53+1,88| 0,48+0,57
an
s p 0,01 0,054 0,004 <0,001
Sau 12 MDPH |1,72+1,11|2,73+1,48|3,88+1,73| 0,05+0,22
au
. GINA |1,48+0,83|2,92+1,38(4,05+1,84| 0,103
thang
)4 0,19 0,48 0,61 0,30

Sau 3 thang diéu tri, sb dot cAp HPQ / 3 thang qua & nhom diéu

BCAT trong mau | Trucc Sau Sau Sau

ngogqi vi diéu tri 3 thang 6 thang 12 thang

Tang BCAT (%) 18,3% 20% 16,7% 18,3%

S6 lugng BCAT 0,44 +0,40(0,43 £ 0,39| 0,45+ 0,36
. 0,49 + 0,49

trung binh (G/1) (p=0,04) | (p=0,06) (p=0,28)

Nhdn xét: ty 18 BN c6 taing BCAT trong mau ngoai vi thay doi
khong 13 rét trong qua trinh diéu tri. S6 lwong BCAT trong méu
ngoai vi trung binh di giam tir 0,49 + 0,49 (G/1) xudng 0,44 + 0,4
(G/1) sau 3 thang diéu tri (p=0,04). Tuy nhién, sy thay doi s6 luong
BCAT sau 6 va 12 thang déu khong c¢6 ¥ nghia thong ké.

tri MDPH cao hon so v6i nhom diéu tri theo GINA 2006 (p=0,04).
Sau 6 thang, mirc d6 cai thién s con hen ban ngay va s6 lan sir dung
thudc cit con hen ¢ nhom diéu tri theo GINA déu cao hon so véi
nhém diéu tri MDDH (p=0,01 va p=0,004), s6 dot cdp HPQ trong 3
thang & nhom diéu tri theo GINA ciing thip hon nhom diéu tri
MDBPH (p<0,001). Sau 12 thang, mirc do cai thién ca 4 thong s6 1am
sang déu khong c6 su khac biét giita nhom diéu tri theo GINA va
nhom diéu tri MDDH.



Bang 3.16. So sanh mikc d¢ cdi thién cdc thong sé6 CNHH

Nhom diéu tri

Cii thién
FVC (%)

Cai thién
FEV1 (%)

Cai thién
FEVI/FVC

Cii thién PEF
(%)
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Sau 12 thang, ty 16 BN c6 giam diém test ldy da va muc giam
diém & nhém MDPH déu cao hon so v6i nhom diéu tri theo GINA.

Bang 3.18. So sanh su thay doi nong dg IgE ddc hiéu véi D.pt

Sau 03
thang

MDDH

1,84 + 8,33

491 + 8,09

2,09+ 11,17

3,80+ 10,08

GINA

2,11 +8,76

7,53 +7,95

4,09 + 9,49

73741224

Nhém diéu tri

Thay dbi ndng d6 IgE dic

Ty 1¢ BN giam nong

P

0,86

0,08

0,29

0,08

Sau 06
thang

MDDH

429+ 10,28

8,75 + 8,66

5,94+ 8,37

6,85+ 14,30

GINA

3,87+9,39

12,68 £ 11,59

7,60+ 11,66

9,95 + 14,80

p

0,81

0,07

0,5

0,25

Sau 12
thang

MDDH

14,74 £ 15,31

26,37 + 12,66

18,19 £ 11,69

19,21 £ 16,00

GINA

8,75+ 12,46

22,7+ 12,74

15,86 + 13,09

19,65 £+ 19,63

p

0,02

0,11

0,30

0,89

Sau 6 thang, mirc cai thién cac thong s6 CNHH khong co sy khac

hiéu voi D.pt (IU/ml) do6 IgE déc hiéu

Sau 03 | MDDH 3,72 +12,17 33,33%
thang GINA -2,98 £10,19 61,67%

p 0,01 0,003
Sau 06 | MDPH -1,33 £10,31 56,67%
thang GINA 1,6 £14,75 51,67%

p 0,21 0,71
Sau 12 | MDDH 34,84 +£29,51 90%
thang GINA 1,80 + 13,35 51,67%

p <0,000001 < 0,001

biét gitta 2 nhém nhung sau 12 thang, muc cai thién FVC ¢ nhém
diéu tri MDDH cao hon so v6i nhom diéu tri theo GINA (p=0,02).
Bdng 3.17. So sanh sw cdi thién diém test ldy da véi di nguyén D.pt

Ty 1& BN ¢ giam ndng d6 IgE dic hiéu véi D.pt va mirc giam
nong d6 IgE & nhém diéu tri MDPH déu thdp hon nhém diéu tri theo
GINA sau 3 thang nhung lai cao hon 1o rét & thoi diém 12 thang.

Nhom dida 4 M gidm diem | Tylé Pﬁnh nhan c6 gidm Bang 3.19. Su cdi thién mikc d kiém sodt HPQ
test lay da diém test lay da Nhom diéu tri | 7y Ié kiém sodt HPQ Cdi thién diém ACT

Sau 03 | MDPH 0,10 £ 0,58 28,33% Sau 03 | MDPH 3,33% 0,62 + 3,22
thang | GINA 0,14+ 0,50 33,33% thang | GINA 10% 1,17+2,29

p 0,67 0,69 p 0,27 0,31
Sau 06 | MDDH 0,18 +0,34 23,33% Sau 06 | MDPH 20% 2,02 +3,21
thang | GINA 0,08 £ 0,55 23,33% thang | GINA 33,33% 394296

P 0,27 0,83 p 0,15 0,001
Sau 12 | MDDH 1,49 £ 0,65 98,33% Sau 12 | MDPH 86,67% 7,43 +331
thang | GINA 0,13 +0,38 16,67% thang GINA 85% 6,88 + 2,98

p <0,000001 <0,001 » 0.89 0,34
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Sau 6 thang, muc cai thién diém ACT trung binh & nhém diéu tri
theo GINA cao hon nhom diéu tri MDDH (p=0,001), nhung sau 12
thang, ty 1¢ bénh nhan dat dugc kiém soat HPQ va muc cai thién
diém ACT déu khong co su khac biét giira 2 nhom diéu tri.

Chuong 4: BAN LUAN
4.1. Pic diém cia cac bénh nhan HPQ do di nguyén D.pt
4.1.1. Phén bé vé gidi: nghién ctru chi bao gdm cac BN > 15 tubi vé6i
ty 1& nit/ nam 1a 1,43; phan anh ding xu huéng phéan bd gidi tinh cua
HPQ ¢ nguoi truong thanh.
4.1.2. Vé tién siv di vng cd nhén: ty 1¢ bénh nhan HPQ c¢6 mic kém
cac bénh di ung khac 1a 68,33%. Theo nhiing nghién ctu trudc day,
ty 1& nay dao dong kha 16n trong khoang 36-82%, c6 thé do sy khac
biét vé phuong phap dénh gia va cach chon mau nghién ciru. Nghién
ctru vé thyc trang hen phé quan & Viét Nam giai doan 2010-2011 cho
théy 70,6% bénh nhan hen c6 tién st di ung ca nhan.
4.1.3. Vé tuéi khéi phdt bénh: HPQ thuong kha sém trong nhiing
niam dau doi va kéo dai dén tudi truong thanh. Tuy nhién, nghién ctru
nay phat hién 41,67% BN khoi bénh trong d¢ tudi > 16, chi co
21,67% bénh nhan khoi bénh trude 5 tudi. Nguyén nhén co thé duoc
giai thich mot phan bai dién bién tu nhién cua bénh.
4.1.4. Cdc yéu t6 kich phdt con hen: Cac biéu hién bénh gip nhiéu
nhit 1a rung toc - 53,1%; t6n thuong than - 45,3%; ton thuong da
lupus cip/ ban cap - 38,3%; giam bach cau - 38,2% va giam bo thé -
62,2%. Nhitng két qua nay kha trong dong véi nghién ctru ctia nhiéu
tac gia trong va ngodi nudc, tuy nhién, ty 1& viém thanh mac, ton
thuong than kinh va giam tiéu cau gip kha thap, nguyén nhén cé thé
do su khac nhau trong cach lya chon ddi tuong nghién clru va sy

khac biét vé dic diém 1am sang cia LBPDHT gifra cac chung tdc.
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4.1.5. Dic diém vé chivc ning théng khi phéi: trung binh cta cac
thong s6 PEF, FEV1, FVC va FEVI/FVC lan luot 1a 42,65; 52,01;
81,56 va 64,55 (% so v6i GTLT), phan anh su tic nghén dudng tho
kha 13 rét & nhom bénh nhan nghién ctru. Do su thiéu twong quan
giita cac thong s6 CNHH véi triéu chimg LS nén viée danh gia mirc
d6 kiém soat hen nén déng thoi dua vao nhiéu cong cu.

4.1.6. Cic dic diém vé kiém sodt HPQ: st dung cic bd cau hoi ACT
v6i diém cat 19, 100% BN trong nghién ciru chua dat duoc kiém soat
hen. Trong cac nghién ciru di dugc cong bd trudc ddy, ty 1& bénh
nhan hen chua duoc kiém soat & nudc ta hién con kha cao va cé
nhiéu diém twong dong véi tinh trang chung trong khu vuc.

4.2. Hi¢u qua hiéu qua diéu tri hen phé quan do di nguyén mat
bui nha Dermatophagoides pteronissinus bang liéu phiap mién
dich dac hiéu dwong dwéi ludi.

4.2.1. Hiéu qua diéu tri vé lim sang va kiém sodt hen: Cac két qua
thu dwoc cho thiy, cac chi sé LS nhu sb con hen ban ngay trong 4
tudn qua, s6 lan thic gide dém/ tuan trong 4 tuin qua, sd lan dung
thudc cit con / tuan trong 4 tudn qua va sd dot cap HPQ/ 3 thang qua
déu c6 xu huéng giam dan trong qua trinh diéu tri. Sau 3 thang dau
tién, s lan thic gide dém/ tuan trong 4 tuan qua va sb lan sir dung
thudc cat con hen/ tuan trong 4 tuan qua déu giam co6 ¥ nghia thdng
ké so véi trudc didu tri, 1an luot voi p<0,0001 va p=0,0002. Sau 6 va
12 thang diéu tri, sy thay doi 1a co ¥ nghia thong ké vai ca 4 chi s6
danh gia. Ty 1& bénh nhan dugc kiém soat HPQ va diém ACT trung
binh déu cai thién khong c6 ¥ nghia théng ké sau 3 thang diéu tri
nhung mtrc cai thién da ting dan va c6 ¥ nghia théng ké ¢ 6 thang (p
= 0,0005 va p <0,0001) va sau 12 thang (p <0,0001). Trung binh
diém chit luong cudc sdng duge danh gia bang cong cu EQ-VAS
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thay d6i khong c6 y nghia théng ké sau 3 va 6 thang nhung da tiang rd
rét sau 12 thang diéu tri (p<0,0001). Hiéu qua diéu tri co xu hudéng
tang dan theo thoi gian va rd rét nhit 1a ¢ thoi diém sau 12 thang.
Trong cic nghién ctru trudc ddy, licu phap mién dich duong dudi
ludi da chimg minh dwoc hiéu qua trong diéu tri cac truong hop HPQ
di ung lién quan dén mat bui nha ¢ ca nhiing bénh nhan dugc kiém
sodt tot theo phac d6 ciia GINA tir budc 1 dén budc 3 va cac bénh
nhan khong kiém soat dugc bénh theo phéc dd GINA & cac budce tir 2
dén 4. Bén canh do, liéu phap nay ciing khiang dinh duoc hiéu qua
trong ca kiém soat hen hién tai va nguy co twong lai.

4.2.2. Hiéu qua cdi thién cdc thong so cdn lim sang

Vé sw thay doi cdc théng s6 CNHH: cic thong s6 CNHH gém
FVC (%), FEV1 (%), FEV1/FVC (%) va PEF (%) déu c6 xu huéng
tang dan trong qua trinh diéu tri, trong d6, FEV1 (%) va PEF (%)
tang co ¥ nghia thong ké sau 3 thang. Sau 6 va 12 thang diéu tri, sy
thay ddi 1a c6 ¥ nghia thong ké véi ca 4 thong sb. Hiéu qua cai thién
cac thong s6 CNHH cuia liéu phap MDDH véi di nguyén MBN ¢ BN
HPQ thiéu twong dong giita cac nghién ctru trude day.

Vé s thay doi két qua test ldy da véi di nguyén D.pt: ty 18 BN
c6 test lay da 4m tinh véi D.pt da ting tir 0% ¢ trudce diéu tri 1én
48,33% sau 12 thang. Diém test lay da giam c6 ¥ nghia thong ké sau
6 thang (p=0,0002) va 12 thang (p<0,0001). Diéu nay tuvong déng voi
két qua ciia nhidu nghién ciru trude day, theo do, liéu phap MDDH
duong dudi ludi gitp lam giam mirc do duong tinh cua test 1dy da véi
di nguyén MBN.

Vé sw thay doi nong dg IgE ddc hiéu véi D.pt: ndbng d6 khang
thé IgE dic hiéu v6i di nguyén D.pt ting 1én sau 3 thang (p=0,02),
sau do, giam dan va giam c6 y nghia ¢ 12 thang (p<0,0001). Dién
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bién nay phu hop véi nhitng két qua nghién ctru trude day vé sy thay
d6i ndng d6 IgE dic hidu véi di nguyén MBN sau diéu tri MDPH.
KET LUAN

Qua nghién ctru 120 BN HPQ do di nguyén mat bui nha
D.pteronissinus (D.pt) dwoc chia thanh 2 nhom diéu tri bang liéu
phap mién dich dic hiéu duong dudi ludi voi di nguyén D.pt hodc
theo phac dd cia GINA 2006, chung t6i xin dua ra mét s6 két luan:
1. Céc dic diém ciia hen phé quan do di ing mat bui nha D.pt:
—  Phén bd tudi va gidi: cac bénh nhan ¢6 tudi trung binh 1a 34,78+
9,22, nir chiém 59,17%. Tudi khoi phat HPQ trung binh 1a 15,99 +
11,80.
—  Tién st di ung: 68,33% bénh nhan co tién sur di ung ca nhan,
trong d6, bénh di tmg két hop nhiéu nhat 13 viém mii di tng
(59,17%). Ty 1 bénh nhan c6 tién sir di tmg va HPQ gia dinh lan luot
14 41,67% va 22,5%.
—  Cac yéu t6 kich phat con thuong gip nhat 1a thay doi thoi tiét
(79,17%), géng sirc (52,5%) va nhiém lanh (50,83%).
—  Céc BN déu chua dugc kiém soat hen. Piém ACT trung binh 14
15,11 £2,27.
—  Chirc nang ho hap: trung binh % so véi GTLT cia céc théng sb
FEV,, FVC, PEF va FEV/FVC lan luot 1a 52,01 + 10,43; 81,56 +
14,44; 42,65 £ 13,84 va 63,27 £ 9,49.
— 100% bénh nhan c6 test lay da véi di nguyén D.pt duong tinh,
gap nhiéu nhat 1a & mtrc do nhe (35%) va vira (33,33%).
— 17,5% s bénh nhan c6 ting BCAT trong mau ngoai vi, s6 lugng
BCAT trong méu ngoai vi trung binh 1a 0,46 + 0,49 G/L.
- Nf“)ng do IgE dac hiéu voi di nguyén D.pt 1a 48,13 + 25,88
(IU/ml).
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2. Hiéu qua hiéu qué diéu tri hen phé quan do di nguyén D.pt
bing liéu phap mién dich dwong dud6i lwdi, so sanh véi didu tri
theo phac dd GINA 2006.

2.1. Hiéu qua hiéu qud diéu tri hen phé quan do di nguyén D.pt bang
liéu phdp mién dich dwong dwdi ludi

— S6 con hen ban ngay, sb 1an thirc gidc dém, s lan st dung thude
cét con hen va s dot cAp HPQ/ 3 thang qua déu c6 xu hudng giam
dan. Sy thay ddi c6 ¥ nghia thong ké v6i ca 4 chi sé sau 6 thang diéu
tri (p < 0,004).

—  Céc thong sb chire nang ho hap FVC (%), FEV1 (%), FEVI/FVC
(%) va PEF (%) déu c6 xu hudng tang dan. Su thay doi c6 y nghia
thong ké véi ca 4 thong sb sau 6 diéu tri diéu tri (p < 0,002).

— Sau 12 thang, 48,33% bénh nhén c6 test lay da véi di nguyén
D.pt am tinh. Diém test ldy da trung binh giam tir 2,02 £ 1 xudng
0,53 £0,75 (p<0,0001).

— Nong d6 trung binh ciia khang thé IgE dac hiéu vé6i di nguyén
D.pt ting 1én sau 3 thang diéu tri (p=0,02), sau d6, giam nhe & 6
thang (p=0,32) va giam 10 rét sau 12 thang (p<0,0001).

— Ty 1& bénh nhan dugc kiém soat HPQ va diém ACT trung binh
déu tang dan va bt dau c6 y nghia théng ké & 6 thang, lan lugt voi p
=0,0005 va p <0,0001.

2.2.80 sanh qua hiéu qua diéu tri HPQ do di nguyén D.pt bang liéu
phdp mién dich dwong dwi ludi va phdac do GINA 2006

—  Su cai thién cac chi sb 1am sang 6 nhom diéu trj theo GINA 2006
t6t hon so véi nhom diéu tri liéu phap MDPH trong 6 thang dau tién.
Sau 12 thang, su cai thién cac chi s6 1am sang la khong c6 sy khac
biét gifra 2 nhom (p > 0,05).
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— So v6i nhom diéu tri theo GINA, muc cai thién FVC ¢ nhém
diéu tri MDDH 14 twong dwong trong 6 thang dau nhung cao hon c6
¥ nghia thong ké sau 12 thang (p=0,02). Mtc cai thién ciia cac thong
s6 FEV,, PEF va FEV|/FVC la khong c6 sy khac biét giita 2 nhom
trong sudt qua trinh diéu tri.
— Thay d6i diém test 1y da voi di nguyén D.pt sau 6 thang khong
¢6 sy khac biét gitra 2 nhom diéu tri. Sau 12 thang, mic giam diém
test 1dy da & nhém diéu tri MDDH cao hon c¢6 so voi nhém diéu tri
theo GINA vai p < 0,000001.
— Sy thay d6i ndng d6 IgE dic hiéu véi di nguyén D.pt khong co su
khac biét giira 2 nhom & 6 thang dau, nhung sau 12 thang da giam co
y nghia thong ké ¢ nhom diéu tri MDDH so v6i nhom diéu tri theo
GINA (p <0,000001).
— Sau 6 thang diéu tri, muc cai thién diém ACT trung binh & nhom
diéu tri theo GINA cao hon so v6i nhém diéu tri MDPH (p=0,001).
Sau 12 thang, ty 1¢ bénh nhan dat dugc kiém soat HPQ va mitrc cai
thién diém ACT trung binh déu khong co sy khéc biét giita hai nhom.
KIEN NGHI
— Liéu phap mién dich dic hiéu duong dudi ludi voi di nguyén mat
bui nha Dermatophagoides pteronyssinus ¢6 hiéu qua tét trong diéu
tri cac truong hop hen phé quan do di ing mat bui nha, do do, can
mé rong viée st dung liéu phap nay trong thuc hanh 1am sang diéu tri
hen phé quan dé giup dem lai hiéu qua lau dai va tranh dugc cac tac
dung phu gay ra do thudc diéu tri cho ngudi bénh.
— Cén c6 thém nhing nghién ctru du do tin cdy dé danh gia hiéu
qua cua lidu phap MDPH dudng dudi ludi dbi véi khang thé IgG4
dac hiéu khang nguyén mat bui nha cling nhu tinh an toan cua liu

phép nay.
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INTRODUCTION
1. The urgency of the topic

Bronchial asthma is one of the most prevalent chronic diseases
in the world, which is socially significant, affecting the quality of life
with serious consequences for patients, their families and society:
health decline, disability, early death. In recent decades, according to
the World Health Organization (WHO), the prevalence of bronchial
asthma in adults is 5% and of children is 10-12%, prevalence of
bronchial asthma has tend to increase rapidly, especially in children
and in developing countries in the Asia-Pacific region.

Since 1998, GINA and the World Allergy Organization (WAO)
have jointly proposed a Global Bronchial Asthma Prevention
Program with updated and revised bronchial asthma guidelines. The
GINA 2006 Guidelines for the Diagnosis and treatment of bronchial
asthma have proposed a 5-steps treatment protocol based on the
patient's asthma control. This is a radical change in treatment strategy
and bronchial asthma management compared to previous versions.
The treatment protocol of bronchial asthma according to GINA 2006
has been applied by many countries, including Vietnam. Along with
this protocol, SLIT is also highly recommended by WHO, WAO, the
ARIA Program, and recommended for use at the General Meeting of
Allergists, World Asthma Day 22-23/01/2009. In 2017, GINA also
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formally recommended the use of this therapy in patients with house
dust mite allergy due to uncontrolled dust mites during inhaled
corticosteroid therapy. In 2016, the Ministry of Health officially
issued guidelines for the use of sublingual immunotherapy for
bronchial asthma and allergic diseases

House dust mite allergen is defined as the cause of 60-70% of
bronchial asthma cases. Therefore, this study was conducted to
evaluate the efficacy of the treatment of bronchial asthma caused by
house dust mites allergy Der.pteronissinus (D.pt) according to GINA
2006 and SLIT treatment for 2 purposes:

1. Clinical, subclinical clinical studies of patients with
bronchial asthma caused by house dust mites allergen
Dermatophagoides pteronissinus.

2. Evaluate the efficacy of house dust mite allergy
Dermatophagoides pteronissinus by SLIT treatment,
compared with treatment of GINA 2006.

3. New contributions of the topic:

This is one of the first studies in the country for the
characteristic of clinical, subclinical, and the control of bronchial
asthma patients caused by house dust mites allergen D.pt. As results,
all patients did not achieve the control of asthma, mostly; patients
had other allergic diseases, including allergic rhinitis.

This is the first clinical trial in Viet Nam comparing the
effectiveness of treatment of bronchial asthma due to house dust mite
allergen D.pt between SLIT treatment and 5-steps treatment regimen
of GINA 2006. As results, the study showed that the improvement of
clinical parameters and level of asthma control in the GINA 2006

treatment group was better in the first 6 months but not different after
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12 months. The study also showed variability of D.pt specific
antibody after treatment with sublingual immunotherapy.
4. Outline of the thesis

The thesis includes 118 pages: Preface (2 pages), overview (33
pages), Object and Methodology (22 pages), Study results (27 pages),
Discussion (31 pages), conclusion (2 pages) and recommendation (1
page).

The whole thesis has 41 tables, 23 figures, diagrams and charts.

The thesis has 93 references (23 in Vietnamese and 70 in English).

Chapter 1. OVERVIEW

1.1 Definition of Bronchial Asthma according to GINA 2006

Bronchial asthma is a chronic airway inflammation involving a
wide variety of cell types and cell-derived factors, associated with
increased respiratory response and wheezing, shortness of breath,
severe chest pain and recurrent cough, especially at midnight and
early morning.
1.2. Summary of key contents of GINA 2006

—Propose some new concepts of bronchial asthma: definition,
asthma control, bronchial asthma treament in 5 steps. Take control of
asthma at the heart of disease management strategies.
— Update on burden, endemicity, mortality and medical costs

for bronchial asthma.
1.3. Research on house dust mite allergy:
House dust mite is an important source of allergys and is very
popular in the world. 10 - 20% of the population are susceptible to
house dust mite, 60 to 70% of the airway allergy is caused by house

dust mite. The dust mite types commonly found in the dust samples
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are D. pteronyssinus and D. farinae, in which 80% of the dust
samples are detected by D. pteronyssinus.

1.4. Diagnosis of bronchial asthma:

Main measures include: history of allergy, clinical examination and
subclinical tests (spirometry, immunoassay), good results achieved
after treatment.

1.5. Treatment of bronchial asthma

1.5.1. Specific treatment: include:

— Avoid contact with allergens and asthma triggers.

—Treatment of specific sublingual immunotherapy:
subcutaneous or sublingual. SLIT is recommended for use in patients
with bronchial asthma because of house dust mites still has acute
phase after ICS treatment.

1.5.1. Non-specific treatment

— Treatment of asthma attack: use of B2 fast acting, anti-
cholinergic, xanthin and systemic corticosteroids.

—Prophylaxis for asthma: GINA 2006 treatment regimen.Use
of drug classes: ICS, LABA, slow release theophylline, leukotriene
resistance.

Chapter 2. SUBJECTS AND METHODS
2.1. Research subjects:

Including 120 positive bronchial asthma positive patients with
D.pteronyssinus allergens were examined and treated at the
Department of Allergy and clinical Immunology, Bach Mai Hospital
from 12/2010 to 12/2012. Patients were randomly assigned to two
groups of 60 patients each, treated for 12 months by SLIT with D.pt
or by GINA 2006 protocol.

- Selection criteria:
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+ Patients diagnosed with bronchial asthma according to National
Institute of Cardiology and Hematology (2007)
+ Bronchial asthma levels 2 and 3 according to GINA 2006
classification
+ Have positive skin prick test with D.pt
+ Basic tests within normal limits
+ Age 15-50 years old
+ Volunteer.
— Exclusion criteria: Level 1 and 4 bronchial asthmas according to
GINA classification; suffering from upper and lower respiratory tract
infections; have serious immunological conditions; malignancy;
systemic diseases; serious psychological disorder; chronic oral
disease; In the past 2 weeks, antihistamines, corticosteroids,
cromoglycates, or other antihistamines have been used; pregnant.
2.2. Methodology
2.2.1. Methodology:

— Objective 1: descriptive research

— Objective 2: Randomized controlled clinical trial.
2.2.2. Sampling

Select the template intentionally. The subjects who met the
selection criteria were selected in a chronological manner, regardless
of gender and level of bronchial asthma control.
2.2.3. Steps to implementation
2.2.3.1. Selection of patients to participate in the study:

— Screen according to research journal screening subjects.
— Choose from a list of research and medical codes.

2.2.3.2. Clinical examination: Ask for and take history of allergies

(duration of bronchial asthma, age of onset, treatment, allergies,
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family history of bronchial asthma and allergies) Clinical
examination and filling information into clinical trial samples.
2.2.3.3. Assess the life quality of patients: use the EQ-VAS scale.
2.2.3.4. Evaluation of bronchial asthma control: using the ACT tool.
2.2.3.5. Laboratory tests
- Skin allergy test with D.pt
- Serum IgE antibody quantification to D.pt allergens: ELISA.
- Respiratory function: on MICRO SPIRO HI-601.
- Calculate the ratio and number of eosinophil in peripheral blood.
- Cardiopulmonary by pass, straight
2.2.3.6. Sublingual immunotherapy
- Apply ARIA 2010 specific immunotherapy protocol, which uses
Staoral allergen of Stallergen (France) which has been licensed by
the Ministry of Health to be officially imported into Vietnam.

Table 2.1. Specific sublingual immunotherapy treatment

Begin (11 days)

Date 1 -6 Date 7 - 11
Dosage/date: 1-2-4-6-8-10 | Dosage/date: 1-2-4-6-8
Concentration: 300 IR/ ml

Concentration: 10 IR/ml

Maintaining (Concentration: 300 IR/ ml)
8 dosages/time — 3 times / week or 4 dosages per day

Duration: 12 months

- Follow up treatment: within 30 minutes since drop under the tongue.
- Treatment duration: continuous for 12 months.
- Disorders may be encountered: usually transient, rarely stop

treatment: pruritus throat, urticaria, gastrointestinal disorders.
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- The course of treatment is stopped when there is no clinical
improvement, contraindications and side effects appearance, or
interactions with other medications.

2.2.3.7. Treatment of bronchial asthma according to GINA 2006
5-step of bronchial asthma control based on the GINA 2006 protocol

Table 2.2. bronchial asthma treatment based on 5- steps protocol

Level of control Treatment

Control Maintain and lower the dose to loset

Controt a part Increas the dose to gain control

Uncontrol Increase the dose until control
Asthma attack 7 Treatment of Asthma attack _
tep 1 ‘ Step 2 v Step 3 | Step 4 ,\L Step 5
lower dose  |on asthma — eniviroment cdincrease dose )
Vv
SABA as SABA as demand
demand
Select 1 Select 1 Add 1 or more |Add 1 or2
ICS low | ICS lose | ICS Corticoid
dose dose + | moderate/high Jlow dose
LABA + LABA
Anti ICS Anti- IgE
Leukotriene | moderate or | Leukotrien Antibiotics
Prophylactic medications | higher dose
medications ICS low | Theophylline
dose + | slow release
leukotrien
ICS low
dose +
Theophylline
low release

8

- Initiation of treatment: fluticasone / salmeterol (Seretide) 25 /
250mcg spray 2 times per day in the morning and evening or budesonide
/ formoterol (Symbicort turbuhaler) 4.5 / 160mcg inhaled twice daily in
the morning and evening.

- The treatment dose is adjusted according to the level of asthma
control. Treatment course is increased if asthma control was not
achieved. Controlling asthma for at least 3 months can reduce the course
of treatment.

2.2.4. Evaluation criteria used in the study
2.2.4.1. Grade evaluation criteria of bronchial asthma:

Evaluation based on the definition of the American Breast
Association and European Respiratory Society (ATS / ERS) with at least
one criteria for moderate or severe bronchial asthma leading to a change
in treatment.
2.2.4.2. Criteria for assessing bronchial asthma level of control: Based
on the ACT score:

- Control: ACT score > 20

- Uncontrolled: ACT score < 19.

2.2.5. Erros and Corrections: correct errors by thoroughly investigating
clinical signs, history, clinical status and reassessment based on ACT,
EQ-VAS, cleaning data before processing.

2.2.6. Data processing: The research data was entered on the software
EXCEL 2007 and processed by statistical software MEDCALC 14.0.
2.2.9. The ethics of research:

- The study was conducted at the Allergy and clinical Immunology
Department, Bach mai Hospital with the consent of the unit leaders. The
research procedures are in full compliance with the principles and norms
of ethics in biomedical research in Vietnam. All subjects were willing to
participate. The data collected is for research and patient care purposes

only and not for other purposes.
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CHAPTER 3. RESULTS

3.1. Clinical and subclinical features of patients with bronchial

asthma due to house dust mites allergen D. pteronissinus
Table 3.1. Feature of age

General SLIT Group GINA Group

Group (n=120) (n=60) (n=60) p
n % n % | N %

15 -20 10 | 8,33 5 8,33 5 8,33
21-30 28 23,33 14 12333 |14 23,33 0.76
31-40 47 |39,17 25 41,67 |22 36,67 |
41-50 35 29,17 16 26,67 |19 31,67
Average | 34,78+£9,22 34,18+ 9,00 | 35,37+ 9,47 0,48

The study patients were most common in the age group of 31-40
(39.17%). The mean age was 34.78+ 9.22; There was no difference
between treatment groups with SLIT and GINA (p = 0.48).

70%7
60%1
50%
40%
30%
20%
10%]

59.17%

40.83%

53.33%
46.67%

65%

35% @ Nam
mN?

0%

General

SLIT Group

GINA Group

Chart 3.1 Sex distribution
The proportion of female patients in SLIT group and GINA 2006 is

53.33% and 65% respectively are higher than the proportion of male

patients. Sex distribution was not different between two groups with

p=0.26.
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Table 3.2. Distrbution of patients according to the time of asthma
General SLIT GINA
Time
(n=120) (n=60) (n=60) P
(year)
n % n % n %
<5 15 12,5 10| 16,67 5 8,33
6-10 | 11 9,17 6 10 5 8,33
11-20| 50| 41,67 | 24 40 26 | 43,33/0,19
21-30| 24 20 11| 18,33 13 | 21,67
> 30 20| 16,16 9 15 11| 18,33
Average| 18,6£10,56| 17,2+10,54| 20+10,46 0,15

The duration of the disease was highest in 11 - 20 years (41.67%).

Mean duration of illness was 18.6 £ 10.56 (years) and there was no

difference between treatment groups.

Table 3.3. Ages of asthma onset

Ages of Gender
asthma onset General Male Female p
<5 ages 21,67% 21,67% 21,67%
6-15 36,67% 30% 43,33%
16-25 15,83% 8,33% 23,33% 0,5
26-35 20% 16,67% 23,33%
36-50 5,83% 5% 6,67%
Average 15,99 £ 11,80 16,06 £ 12,57 (15,94 £ 11,33 |0,5

The age onset of asthma is mainly in the age group of 6-15 (36.67%)
and 26-35 (20%). Mean age of disease was 15.99 = 11.80 and no
difference between sex (p = 0.5).
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Table 3.4. Personal allergy history

12
Table 3.6. Features of respiratory functions
Parameter General SLIT GINA b
(n=120) (n=160) (n=60)

FVC (%) 81,56 £ 14,44 177,09 £ 15,81 86,04 £ 11,40 {0,003
FEV1 (%) 52,01 £10,43 (50,06 + 12,18 5397+7,97 0,08
FEV1/FVC (%) |64,55£9,50 |65,14 10,38 61,98+9,38 10,14
PEF (%) 42,65 £ 13,84 142,19 + 14,35 43,11 £ 13,41 10,71

Allergy with Ge_neral Sf[ T GiNA »
(n=120) m=60) | (n=060)

Food allergy 11,67% 15% 8,33%

Medicine allergy 14,17% 16,67% 11.67%

Urticaria 13,33% 15% 11,67%

Allergic conjunctivitis 9,17% 8,33% 10%

Allergic rhinistis 59,17% 58,33% 60%

Personal allergy history 68,33% 71,67% 65% 0,56

68,33% of bronchial asthma patients have history allergy, in which,

Allergic rhinistis is the most common (59,17%). The percentage of

patients with history had no difference between treatment groups (p =

0.56).
Table 3.5. Factors triggering asthma attacks
Trigger factors Ge_neral SI_JT GI_NA

(n=120) (n=60) | (n=060)

Weather change 79,17% 80% 78,33%

Exercise 52,50% 60% 45%

Cold 50,83% 55% 46,67%

Respiratory Infection 47,50% 43,33% 51,67%

Smoke 19,17% 18,33% 20%

Dust 15,83% 16,67% 15%

The most common triggers for asthma were weather changes
(79.17%), exercise (52.5%) and cold (50.83%). Factors were fairly

similar between the two treatment groups.

Mean FEV1, FVC, PEF and FEV1 / FVC were 52.01; 81.56; 42.65
and 63.27 £ 9.49 (% of the predicted value). The average FVC in the
GINA group was higher than SLIT group (p = 0.003).

Table 3.7. test resut of skin prick test with allergy D.pt

L General SLIT GINA

Positive level p
(n=120) (n=60) (n=60)

Mild (+) 35% 40% 30%
Moderate (++) 33,33% 26,67% 40% 0.84
Severe (+++) 25% 25% 25% |
Very severe (++++) [6,67% 8,33% 5%
Skin prick test score {2,03+0,93 | 2,02+ 1,00 |2,05+0,87/0,85

The majority of patients tested positive for mild (35%) and

moderate (33.33%) allergies. There was no significant difference

between the two groups (p = 0.85).

Table 3.8. IgE specific antibody concentration with D.pt

Concentration General SLIT GINA
of IgE with D.pt | (n = 120) (m=2060) | (n=060) p
(IU/ml) 48,13 + 25,88 46,12 +29,20/50,13 + 22,13 0,3

Specific IgE levels in the studied group were 48.13, 25.88 (IU / ml)

and no difference between treatment groups (p = 0.3).
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Table 3.9. Clinical parameter and level of asthma control

General SLIT GINA
Parameter p
(m=120) (n=60) (n = 60)
Number of asthma attack/ | 2,00+ 1,95 +
2,07 £ 0,82 0,4
day/ week/4 weeks 0,75 0,67
Number of wake-up
. . 3,54 + 3,73 +
nights/ week in past 4 3,35+1,34 0,09
1,25 1,13
weeks
Number of using SABA / 4,63 + 4,80
) 4,45+1,52 0,23
week in last 4 weeks 1,60 1,68
Number of asthma attack 1,52 + 1,45+
i 1,58 £0,93 0,41
in 3 months 0,89 0,85
Asthma is controlled (%) 0 0 0 0,92
ACT Score (X+SD) 15,11 £2,27| 15,01 £2,37 [15,5+2,18 | 0,66

All patients had no asthma control at baseline, with an average

ACT score of 15.11 + 2.27. Clinical parameters for asthma control

and ACT scores were not significantly different between the two

treatment groups.
Table 3.10. EQ-VAS evaluates the quality of life by

4.5 1
4
3.5
3
25
2
151
14
0.5
0+ :

)ig

4 waeks

weeks

wizeks

-

maonths

Before treatment 3 months

& months

12 months

Asthma attacks / week/

Night wake-up/ week/ 4

g Use of SABA weel 4

Asthma exacerbations/ 3

Chart 3.2: Change of clinical parameters

All indicators tend to decrease. The number of night waking per

week and times of using withdrawal medication were statistically

significant after 3 months. All 4 parameters were significantly

reduced after 6 and 12 months.

Table 3.11. Changes of lung function parameters

After 3 months | After 6 months | After 12 months
Parameter
Change p | Change p |Change p
FVC (%) 1,84 0,09 | 4,30 0,002 | 14,74 | <0,0001
FEV1 (%) 4,91 <0,0001 8,74 0,0001 | 26.37 | <0,0001
FEVI/FVC (%) | 2,09 0,15 | 594 0,0001 | 18,19 | <0,0001
PEF (%) 3,80 0,005 | 6,85 0,0005 | 19,21 | <0,0001

General SLIT GINA
(n=120) (n=60) (n=160) p
EQ-VAS 81,08+889 | 81,92+9,79 | 80,25+ 7,89 021

The EQ-VAS score for the study group was 81.08 + 8.89, with no

difference between the two treatment groups with p =0.21.

3.2 Evaluating the efficacy of D.pt-induced asthma treatment by

sublingual immunotherapy, compared with GINA 2006.

The parameters of respiratory function tend to increase gradually
during treatment. FEV1 (%) and PEF (%) increased significantly
after 3 months, FVC (%) and FEV1 / FVC (%) increased

significantly after 6 months.

Table 3.12. Change of skin prick test score va specific IgE of D.pt

Parameter Before 3 months 6 months 12 months
Skin  prick | 2,02+£1,00 | 1,92+1,07 | 1,84+0,99 | 0,53+0,75
test score (p=0,18) (p=0,0002) | (p<0,0001)
Concentration | 46,12 +£29,2| 49,84 +31,8444,79 £31,46 | 11,28 +26,5
of 1gE (p=0,02) (p=0,32) (p<0,0001)
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Skin prick test score reduced significantly after 6 months (p =
0.0002) and 12 months (p <0.0001). Concentrations of IgE specific to

D.pt increased significantly after 3 months (p

significantly decreased after 12 months (p <0.0001).
Table 3.13. Changing the level of asthma control and EQ-VAS score

0.02) but

Parameter | Before 3 months 6 months 12 months
Controlled 0% 3,3% 20% 86,67%
asthma (%) =05 | (p=0,0005) | (p<0,0001)
ACT csore 15,02+ |15,63+2,67| 17,03+3,05|22,45+2,37
2,37 (p=0,14) | (p<0,0001) | (p<0,0001)
EQ-VAS 81,92+ |83,27+8,73|81,42+10,62| 91,67 + 6,62
score 9,79 (p=0,36) (p=0,59) (p<0,0001)

The percentage of patients undergoing asthma control and mean

ACT score increased significantly after 6 months (p = 0.0005 and p
<0.0001). EQ-VAS scores were statistically significant at 12
months (p <0.0001).

Table 3.14. Changing the number of eosiophil in blood

16
Table 3.15. Comparing the improvement of clinical parameters
Reduce the | Reduce the | Number of
number of number of | asthma
Treatment Lower
night times using | attack
Group asthma
wakings withdrawal | during past
drug 3 months
SLIT 0,18 £1,05| 1,25+1,64| 1,08+2,09| 1,38+1,08
After 03
GINA 0,1£0,73| 1,13+1,28| 1,10+ 1,61| 1,02+0,79
months
P 0,66 0,66 0,96 0,04
SLIT 04+1,03] 1,37£1,34 | 1,5+£2,00 | 1,02+0,80
After 06
GINA | 0,850,860 1,83+£1,67| 2,53+1,88| 0,48+0,57
months
p 0,01 0,054 0,004 <0,001
After 12 SLIT |1,72+1,11| 2,73+1,48| 3,88+1,73| 0,05+0,22
er 12
GINA | 1,48+0,83] 2,92+1,38| 4,05+1,84| 0,1+0,3
months
P 0,19 0,48 0,61 0,30

Eosinophil in Before 3 months | 6 months | 12 months
peripheral blood
Increase
. . 18,3% 20% 16,7% 18,3%
eosinophil (%)
0,44 +£0,40{0,43 £ 0,39| 0,45+ 0,36

Average (G/1) 0,49 +0,49

(p=0,04) | (p=0,06) | (p=0,28)

The proportion of patients with increased eosinophil changes not
significantly during treatment. The mean of eosinophil in peripheral
blood was decreased from 0.49 £ 0.49 (G /1) to 0.44 £ 0.4 (G /1)
after 3 months of treatment (p = 0.04). However, the change in

eosinophil after 6 and 12 months was not statistically significant.

After 3 months of treatment, the number of asthma attack/ 3 months
was higher in the SLIT treatment group than in the GINA group (p =
0.04). After 6 months, the level of asthma exacerbations in the GINA
treatment group was higher than in the SLIT treatment group (p =
0.01 and p = 0.004), the number of asthma attack during 3 months
treatment was lower in the GINA treatment group than in the SLIT
treatment group (p <0.001). After 12 months, the improvement of all
4 clinical parameters was no difference between the GINA treatment

group and the SLIT treatment group
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Table 3.16. Comparision of improvement of the lung function parameters
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After 12 months, the rate of patients with skin prick test reduction in

the group was higher than that of the GINA group.

Table 3.18. Comparision the change of concentration of IgE with D.pt

Changes of level of IgE

% patient has specific

Improvement | Improvement | Improvement | Improvement
Treatment
FVC (%) | FEV1 (%) FEVI/FVC | PEF (%)
After 03 SLIT 1,84+833| 491+8,09 | 2,09+11,17 | 3,80+ 10,08
months GINA 2,11+£876| 7,53+7.95 4,09 £9,49 737+12.24
)4 0,86 0,08 0,29 0,08
After 06 | SLIT |4,29+10,28| 8,75+8,66 | 594 + 8,37 6,85+ 14,30
months | GINA 387+£939| 12,68+11,59 | 7,60£11,66 | 9,95+ 14,80
P 0,81 0,07 0,5 0,25
After 12 | SLIT |14,74+1531| 26,37+ 12,66 |1 8,19+11,69 | 19,21 £ 16,00
months | GINA | 8,75+12,46) 22,7+12,74 | 1586+ 13,09 | 19,65+ 19,63
)4 0,02 0,11 0,30 0,89

After 6 months, the improvement of the lung function was no

difference between the two groups, but after 12 months, the

improvement of FVC in the SLIT group was higher than that of the

GINA group (p = 0.02).
Table 3.17. Comparison of improvement of skin prick test score with

Treatment Group . .
with D.pt (IU/ml) IgE reduction

After 03| SLIT 3,72+ 12,17 33,33%
months | GINA -2,98 £10,19 61,67%

p 0,01 0,003
After 06| SLIT -1,33£10,31 56,67%
months | GINA 1,6 14,75 51,67%

p 0,21 0,71
After 12| SLIT 34,84 +£29,51 90%
months | GINA 1,80+ 13,35 51,67%

)4 < 0,000001 <0,001

D.pt
" Reducing of skin | % of patient with reduced
Treatment Group . .
prick test score skin prick test score
After | SLIT 0,10+£0,58 28,33%
03 GINA 0,14+0,50 33,33%
months | P 0,67 0,69
After | SLIT 0,18 £0,34 23,33%
06 GINA 0,08 £0,55 23,33%
months | P 0,27 0,83
After | SLIT 1,49 +£0,65 98,33%
12 GINA 0,13+0,38 16,67%
months | P <0,000001 <0,001

% of patients with decreased concentration of IgE with D.pt and

reduction in IgE levels in the SLIT group was lower than that of the

GINA group after 3 months but significantly higher at 12 months

Table 3.19. The improvement of bronchial asthma control

Treatment Group % asthma control | ACT improvement
After | SLIT 3,33% 0,62 +3,22

03 GINA 10% 1,17 £2,29
months | p 0,27 0,31

After | SLIT 20% 2,02 +£3,21

06 GINA 33,33% 39+296
months | p 0,15 0,001

After | SLIT 86,67% 7,43 £3,31

12 GINA 85% 6,88 £2,98
months | P 0,89 0,34
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After 6 months, the average ACT improvement in the GINA
treatment group was higher than the SLIT treatment group (p =
0.001), but after 12 months, the proportion of patients achieving
asthma control and ACT improvement scores were no difference
between the two treatment groups.

Chapter 4: DISCUSSION
4.1. Characteristics of patients with allergic asthma due to D.pt:
4.1.1. Gender distribution: the study included only patients aged > 15
years with a female / male ratio of 1.43; accurately reflects the sexual
orientation of bronchial asthma in adults.
4.1.2. About the history of allergy to individuals: the proportion of
patients with bronchial asthma is associated with other allergies is
68.33%. According to previous studies, this rate fluctuated considerably
in the range of 36-82%, possibly due to differences in methodology and
sample selection. Research on the status of bronchial asthma in Vietnam
for the period 2010-2011 shows that 70.6% of asthma patients have a
history of asthma.
4.1.3. About onset of disease: bronchial asthma is usually quite early in
the early years and extends into adulthood. However, the study found
that 41.67% of patients had disease onset of age > 16 years, only 21.67%
of patients who became sick before age 5. Causes can be explained in
part by the natural course of the disease.
4.1.4. Factors triggering asthma: The most common manifestations
are hair loss - 53.1%; kidney injury - 45.3%; acute / subacute acute
lupus erythematosus - 38.3%; leukopenia - 38.2% and reduction of
complement - 62.2%. These results are quite similar to those of other
authors at home and abroad, however, the rates of pericarditis, nerve

damage and thrombocytopenia are relatively low, which may be due to
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differences in the way selection of subjects and differences in clinical
characteristics of SLE between races.

4.1.5. Characteristics of respiratory function: Mean PEF, FEV1, FVC
and FEV1 / FVC parameters were 42.65; 52.01; 81.56 and 64.55%,
respectively, reflecting significant obstructive airway obstruction in the
study group. Due to the lack of correlation between respiratory function
parameters and clinical symptoms, the assessment of asthma control
should be based on multiple tools at the same time.

4.1.6. Characteristics of bronchial asthma control: use of ACT
questionnaires with 19 cut points, 100% of patients in the study did not
achieve asthma control. In the previously published studies, the
proportion of uncontrol asthma patients in our country is still relatively
high and has many similarities with the general situation in the region.
4.2. Efficacy in treating bronchial asthma caused by
Dermatophagoides pteronissinus specific subcutaneous
immunotherapy:

4.2.1. Clinical efficacy and asthma control: Results showed that clinical
indices such as the number of daytime asthma attacks in the last 4 weeks,
the number of nighttime wakings per week in the last 4 weeks, the
number of times cough medicine / week in the past 4 weeks and the
number of bronchial asthma / 3 months have tended to decrease
gradually during treatment. After the first 3 months, the number of
wakes per week in the last 4 weeks and the number of usinh asthma
withdrawal drugs / week in the past 4 weeks were statistically
significantly lower than before treatment, respectively. <0.0001 and p =
0.0002 After 6 and 12 months of treatment, the change was statistically
significant with all 4 indicators. The percentage of patients undergoing
control of bronchial asthma and ACT scores improvement were not
statistically significantly improved after 3 months of treatment but the

improvement was statistically significant and increased at 6 months (p =
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0.0005 and p <0.0001) and after 12 months (p <0.0001). The quality of
life measured by EQ-VAS did not change significantly after 3 and 6
months but significantly increased after 12 months (p <0.0001). The
treatment effect tends to increase over time and is most pronounced at
12 months. In previous studies, sublingual immunotherapy has been
shown to be effective in the treatment of house dust mite allergy-related
bronchial asthma cases in well-controlled patients under the GINA
regimen in steps 1 to 3 and patients with GINA-controlled disease are
not controlled in steps 2 to 4. In addition, this therapy has been shown to
be effective in both current asthma control and risk reduction

4.2.2. Effectively improve the subclinical parameters

Regarding the change in the spirometry parameters: parameters of
FVC (%), FEVI1 (%), FEV1 / FVC (%) and PEF (%) all tend to increase
gradually during treatment. FEV1 (%) and PEF (%) increased
significantly after 3 months. After 6 and 12 months of treatment, the
change was statistically significant with all four parameters. The effect
of improving respiratory function parameters of specific immunotherapy
for house dust allergens in patients with bronchial asthma is not
consistent among previous studies.

About the change of skin prick test results with D.pt. The rate of
patients with negative skin tests with D.pt increased from 0% in the pre-
treatment to 48.33% after 12 months. Screening scores were
significantly reduced after 6 months (p = 0.0002) and 12 months (p
<0.0001). This is in line with the results of previous studies, which
suggested that SLIT was associated with a decrease in the level of
positive skin prick test results.

On changes in specific IgE levels with D.pt: IgE antibody specificity
with D.pt. Allergens increased after 3 months (p = 0.02), followed by

significant decrease and decrease at 12 months (p <0.0001). This is
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consistent with previous studies of changes in IgE levels specific to
house dust mite after treatment of specific immunotherapy.
CONCLUSION
In a study of 120 patients with D. pteronissinus (D.pt) allergy
was divided into two groups of patients treated with sublingual
immunotherapy with D.pt and GINA 2006 , we give some
conclusions:

1. Characteristics of bronchial asthma due to house dust mite
allergy D.pt:

- Age distribution and gender: patients with an average age of
34.78+ 9.22, women accounted for 59.17%. The average onset of
bronchial asthma is 15.99 + 11.80.

- History of allergy: 68.33% of patients had a history of allergy, in
which allergic rhinitis was the most common allergy (59.17%).
The percentage of patients with a history of allergy and familial
asthma was 41.67% and 22.5%, respectively.

- The most common triggers are weather changes (79.17%),
exercise (52.5%) and cold (50.83%).

- All patients have no control over asthma. The average ACT score
is15.11 £2.27.

- Respiratory function: mean percentage of predicted value of
FEV1, FVC, PEF and FEV1 / FVC parameters were 52.01 +
10.43; 81.56 £ 14.44; 42.65 £ 13.84 and 63.27 £ 9.49.

- 100% of the patients had positive skin prick test with D.pt with
most of mild (35%) and moderate (33.33%).

- In 17.5% of patients with eosinophil increase in peripheral blood,
the mean of eosinophil peripheral blood count was 0.46 + 0.49 G
/ L.
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- Specific IgE levels for allergen D.pt are 48.13 £ 25.88 (IU / ml).
2. Efficacy of treatment of D.pt-induced bronchial asthma by
sublingual immunotherapy, compared with GINA 2006.

2.1. Effective treatment of bronchial asthma due to D.pt allergy:
— The number of nighttime asthma attacks, the number of nighttime
wakings, the number of asthma attacks and the number of bronchial
asthma / 3 months have all dropped. The change was statistically
significant with all 4 indices after 6 months of treatment (p < 0.004).
- Respiratory function parameters (%), FEV1 (%), FEV1 / FVC
(%) and PEF (%) all tend to increase. The change was statistically
significant with all 4 parameters after 6 treatment (p < 0.002).

—  After 12 months, 48,33% of patients tested negative with D.pt.
The average skin prick score decreased from 2.02 £ 1 to 0.53 £ 0.75
(p <0.0001).

—  The average concentration of IgE antibody specific to D.pt. was
increased after 3 months of treatment (p = 0.02), followed by a mild
decrease at 6 months (p = 0.32) after 12 months (p <0.0001).

— The proportion of patients undergoing control of bronchial
asthma and ACT scores on average increased and started to be
statistically significant at 6 months, with p = 0.0005 and p <0.0001,
respectively.

2.2. Comparison of the efficacy of sublingual immunotherapy in
the treatment of D.pt-induced bronchial asthma with GINA 2006
- Improvement of clinical parameters in the GINA 2006 treatment
group was better than that of the SLIT treatment group in the first 6
months. After 12 months, the improvement of clinical parameters

was no difference between the two groups (p> 0.05).
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—  Compared to the GINA treatment group, the improvement of
FVC in the SLIT treatment group was similar in the first 6 months
but higher than 12 months (p = 0.02). Improvements in FEV1, PEF
and FEV1 / FVC parameters were not significantly different between
two treatment groups.
—  Change of skin prick test score with D.pt. after 6 months was no
difference between two treatment groups. After 12 months, the
ruduction of skin prick test score was higher in the SLIT treatment
group than in the GINA group with p <0.00001.
— The change in IgE specificity to D.pt was not significantly
different between the two groups in the first 6 months, but after 12
months there was a statistically significant decrease in the treatment
group with the SLIT treatment group. GINA (p <0.000001).
—  After 6 months of treatment, the mean ACT score improvement
in the GINA treatment group was higher than in the SLIT treatment
group (p = 0.001). After 12 months, the proportion of patients
achieving bronchial asthma control and the mean ACT score
improvement was no difference between the two groups.
RECOMMENDATIONS
—  Sublingual immunotherapy with Dermatophagoides
pteronyssinus has been shown to be effective in treating bronchial
asthma, so it is important to extend this therapy. In clinical practice
treatment of asthma to help bring long-term effectiveness and avoid
the side effects caused by drugs in treating patients.
—  More reliable studies are needed to evaluate the efficacy of
sublingual immunotherapy for specific [gG4 antibody to house dust

mite antigen as well as the safety of this therapy.



