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ABSTRACT

Objective: To evaluate the skin sensitization potential of a nasal spray solution for
adjunctive treatment of rhinosinusitis, aiming to determine the degree of dermal reaction
upon prolonged product exposure.

Methods: The study was conducted in accordance with the OECD Guideline for the
Testing of Chemicals No. 406 - Skin Sensitization (17 July 1992). Skin sensitization was
assessed in 210 guinea pigs by applying gauze pads impregnated with 1.5 g/kg of the
nasal spray solution to intact dorsal skin. Each application was maintained for 6 hours,
after which the gauze was removed and the area was cleansed. Sensitization indices were
evaluated at 24 hours and 48 hours post-removal.

Results: The sensitization index was 0 according to the GHS 2021 classification, with no
evidence of erythema or edema on intact guinea pig skin.

Conclusion: The nasal spray solution for adjunctive treatment of rhinosinusitis did not
induce skin sensitization in the experimental guinea pig model.
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ABSTRACT

Muc tiéu: Danh gia tinh nhay cdm da ctia dung dich xit hé trg diéu tri viém mii xoang nham
xac dinh mie d6 phan (ng clia da khi cho tiép xtic san pham trong mot thoi gian dai.

Phuong phap nghién citu: Theo huéng dan ctia OECD vé thir nghiém héa chat 406 - Nhay
cam da (17/7/1992); danh gia tinh nhay cam da tién hanh déi véi 210 chudt lang, dap gac
tdm 1,5 g/kg chudt/lan th dung dich xit hé tro diéu tri viem mai xoang |&n vung da lanh
clia chudt lang; sau 6 gid boc bo gac, lam sach. Danh gia chi sé nhay cdm sau 24 gio, 48

gio bdc bo gac.

K&t qua: Chi s6 nhay cdm bang 0 theo GHS 2021 (khéng xuat hién ban dé va khéng phu né

& da lanh chudt lang).

K&t luan: Dung dich xit hd trg diéu tri viem mai xoang khdng gay nhay cdm da trén chubt

lang thi nghiém.

TP khda: Dung dich xit mQi, viem xoang, chudt lang, di Ung da.

1. DAT VAN BE

Viém mii xoang la bénh ly viém nhiém dudng ho
hap trén phd bién, vai ty & mac khodng 10-15% dan
s0 toan cau, trong do ¢6 5-12% ngudi trudng thanh
bi anh hudng bdi viem mai xoang man tinh [1]. Tai
Viét Nam, cac nghién cltu gan day ciing cho thay xu
hudng gia tang ty l& mac viém mii xoang, dac biét &
khu vuc dé thi do méi trudng 6 nhiém, khi hadu am va
tinh trang di 'ng ngay cang phd bién [2]. Bénh khéng
chi géy triéu ching khé chiu, lam suy giam chét
lwgng cudc séng ma con c6 thé dan dén bién chirng
nguy hiém néu khéng dugc diéu tri ding céach [3].

Diéu tri viém mai xoang hién nay chl yéu dua vao
thudc khang sinh, corticosteroid va thudc co mach.
Tuy nhién, viéc str dung kéo dai thudng tiém an nguy
co khang thuéc hoac tac dung phu toan théan [4].
Do d6, xu huéng phét trién cac ché phdm hd trg c6
nguon goc dugc liéu ngay cang dugc chu trong. Dac
biét, cac ché pham dang dung dich xit mdi dugc
danh gia cao nh& kha nang phan bo truc tiép én
niém mac mdi, gilp tang hiéu qua va han ché tac
déng toan than [5].

Tinh an toan & tiéu chi quan trong can dugc xac
minh trudc khi luu hanh. M6t trong nhirng nguy co

*Tac gia lién hé

thudng gap & ché pham dung ngoai la kha nang gay
nhay cam hodc kich rng da. Vi vay, nghién cru déc
tinh trén da la budc can thiét trong giai doan tién
l&m sang, gop phan bao dam tinh an toan va la co
s@ phéap ly cho qua trinh phat trién san pham [6-7].

Xuat phat tiryéu cau nay, nghién clru dugc ti€én hanh
nham dénh gia tinh nhay cdm da ctiadung dich xithd
trg diéu tri viém mi xoang trén da lanh clia dong vét
thuc nghiém, cung cap bang ching khoa hoc vé do
an toan, déng thdi hd trg cho viéc hoan thién hod so
nghién cltu va &ng dung ch& pham trong thuc tién.

2. DOI TUONG VA PHUONG PHAP NGHIEN CUU
2.1. Nguyén vat liéu va déi twong nghién ctru

- Nguyén vat liéu: dung dich xit hd trg diéu tri viém
mai xoang (san pham nghién clru chia dé tai cap tinh
cutia Trudng Cao dang Duoc Trung uong Hai Duong.
Quy cach dong goi: lo xit nhya 20 ml).

- BDéng vat nghién cru: thr nghiém trén chudt lang
trdng. 210 con chuét lang trdng ca hai gidng, khoe
manh, con cai khéng cé chlra hoac dang cho con
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bu; trong lugng 280-320 g/con, trong lugng clia moi
chuét khdng nam ngoai khoang + 20% trong lugng
trung binh. Chudt dugc nudi trong diéu kién thi ng-
hiém it nhat 5 ngay trudce khi thir. Hang ngay theo doi
ghi chép dién bién két qua thi nghiém.

- Thie &n téng hgp cho ddng vat thi nghiém dat tiéu
chuén.

-May mdc, thiét bi, dung cu: can phantich 10-4 A&D,
GR200; can ki thuat 10-2 A&D, EK410i; cac dung cu
khac (tdbng do dién, kéo, panh, thudc, gac y t&, bang
dinh y té€, bat danh dau).

2.2. Phuong phap nghién ctiu [6]
2.2.1. Chuén bi
- Mau thi: dung nguyén mau.

- M4u ching duong: 2,4-dinitrochlorobenzen duoc
pha dén néng do thich hop.

- 24 gig trudce khi tién hanh thir nghiém, cao sach
l6ng @ MOt bén swdn clia chubt.

2.2.2. Thiét ké nghién ctu

*Thtr nghiém so' bé:

- S6 lwgng: 30 chubt lang.

- Dung mau:

+ Mau chirng duong: 6 con chubt.
+ MAu chirng Am: 6 con chubt.

+ MAu thd: dung nguyén mau véi s6 lugng 6 con
chudét/cong thuc.

- Lieu lugng thtr nghiém: khéi dau 1 g/kg chudt.

- Thai gian dép: 6 gio. Sau 6 gid, g6 bo bang dinh va
gac, lam sach mau th bang nudc. Thao tac thuc
hién nhe nhang dé tranh gay kich ing trén da chudbt.

*Th&r nghiém chinh thac:

- S8 nhém thir nghiém: 3 nhém.

+Nhom thir: gém 40 con chudt lang tréNng. Chattiép
xuc trong giai doan gay nhay cam & mau thir khéng
pha lodng (dung nguyén mau). Chat thir la mau thr

khéng pha lodng luong mau duoc xac dinh & thr
nghiém ban dau.

+ Nhém chirng am: gom 30 con. Chéat ti€p xuc trong
giai doan gdy nhay cam la nudc cat.

+ Nhém chirng duang: gom 30 con. Chét ti€p xtc
trong giai doan gay nhay cdm la 2,4-dinitrochloro-
benzen dugc pha dén ndong do thich hgp da xac dinh
@ thtr nghiém ban dau.

- Thoi diém tiép xuc:

+ Gay nhay cam ngay 0, ngay 7 va ngay 14.
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+ Thoi gian tiép xuc: 6 gio.
2.2.3. Theo dbi, danh gia

- Quan satva ghi diém phan (rng trén cho da d&t mau
th(r so v&i da khong d&t mau thir ¢ céc thai diém 24
gio va 48 gid sau khi lam sach mau thur.

- Piém phan &ng trén mbi chudt dugdc tinh bang
diém trung binh tai cac thoi diém 24 gid va 48 gio
clia hai chi tiéu ban do va phu né.

2.2.4. Phuong phap xtr ly sé liéu

DPai chiéu diém phan &ng vdi cac miec do quy dinh
cua GHS 2021 dé xac dinh kha nang gy nhay cdm
trén da chudt lang ctia mau th(.

Bang 1. Mlrc dd phan rng & da va diém danh gia

Phan rng Piém
Sutao Khong ban do 0
vay va
ban do Ban dé rat nhe 1
(vira di nhén thay)
Ban do nhan thay ro 2
Ban do vira phai dén nang 3
Ban do nghiém trong (do tay) 4
dén tao thanh vay dé ngan
nglra sy tién trién clia ban do
Gay phu Khoéng phu né 0
né
Phu né rat nhe 1

(vira di nhén thay)

Phu né nhén thay ro 2
(vién phu né phdng lén rd)

Phu né vira phai (da phong 3
lén khoang 1 mm)

Phu né nghiém trong (da 4
phoéng l&én trén 1 mm va co
lan réng ra vung xung quanh)

Téng s6 diém 8
nhay cam tdi da cé thé

3. KET QUA NGHIEN cU'U
3.1. Thi&r nghiém ban dau

K&t qua nghién clru tinh nhay cdm da trong thi
nghiém ban dau trén chudt lang thi nghiém thé hién
& bang 2.
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Bang 2. K&t qua th{r nghiém ban dau xac dinh tinh nhay cadm da trén chudt lang

T T2
Phan trng " -
A D C1 C2 C3 A D C1 C2 C3
N 3 3 3 3 3 3 3 3 3 3
Ban dé 0 2 0 0 0 0 3 0 0 0
Phu né 0 0 0 0 0 0 0 0 0 0

Ghi chd: A: nhém chitng 4m; D: nhém ching duong; C1: st dung dung dich xit hé tro diéu tri viém xoang
cbng thirc 1; C2: st dung dung dich xit hé tro diéu tri viém xoang céng thirc 2; C3: st? dung dung dich xit hé
tro digu tri viém xoang céng thic 3; T1: thir @ ndng doé 1,0 g/kg chubt/lan thd, mdu ching duong st dung
ndéng dé 1%; T2: thir & néng dé 2,0 g/kg chudt/lan thd, mau chirng duong st dung ndng dé 2%.

Sau thd nghiém ban dau, xac dinh ndng dod thr ctia mau thir 1a 1,5 g/kg chudt/lan thi? va ndng d6 mau

ching duong str dung la nong dé 2%.
3.2. Thtr nghiém chinh thire

Bang 3. K&t qua thir nghiém chinh thirc xac dinh tinh nhay cdm da trén chudt lang

Ngay 0 Ngay 7 Ngay 14
Phan &rng " - -
A D|C1|C2|C3| A D|C1|C2|C3| A D |C1|]C2|C3
N 30 | 30 | 40 | 40 | 40 | 30 | 30 | 40 | 40 | 40 | 30 | 30 | 40 | 40 | 40
Ban dé 0 28 0 0 0 0 26 0 0 0 0 30 0 0 0
Phu né 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Ghi chu: A: nhém ching @m; D: nhém c[n’r’ng duong; C1: st dung dung dich xit hé tro diéu trj viém xoang
cbng thire 1; C2: st dung dung dich xijt ho tro’ diéu tri viém xoang cong thire 2; C3: st dung dung djch xjt ho
tro’ diéu tri viém xoang cong thurc 3.

- Tai thoi diém ngay dau tién gay nhay cdm: sau khi
dung dung dich xit hé trg diéu tri viém xoang, chung
t6i quan sat thay khi sir dung cé 3 cong thirc khéng
gay nhay cdm trén da chu6t lang (trung binh ban do
0 diém, trung binh phu né 0 diém theo GHS 2021).
Tiép tuc quan sat tai thdi diém 24 gid, 48 gid sau khi
lam sach, quan sat clng khong gay nhay cam da
trung binh ban dé (& 0 diém, trung binh phlu né la 0
diém theo GHS 2021). & phan da dung lam chiing
am sirdung nudc cat cung thdi diém cing khéng ghi
nhén hién tugng ban do, phu né. Riéng phan nhém
chirng duong st dung chét gay kich &rng nén quan
sat thay hién tugng ban dé nhiéu & dudi 20 con thiy
nghiém/nhom, nhung khong thay xuat hién phu né.

- Tai th&i diém gay nhay cam & ngay th(* 7: da & phan
strdungdungdich xit hd trg diéu tri viém xoang tat ca
cac chudtva & 16 ching am (s dung nudc cat) déu
khong cé biéu hién nhay cam nao (trung binh ban
do 0 diém, trung binh pht né 0 diém theo GHS 021),
6 chirng duong quan sat thay hién tugng ban do &
dudi 20 con/nhém thir nghiém va trong dé khéng cé
con chudt nao c6 phu né. Ti€p tuc quan sat tai thoi
diém 24 gid, 48 gid sau khi lam sach mau th{, quan
sat cling khong cé hién tugng nhay cdm & da (trung
binh ban dé la 0 diém, trung binh phlu né la 0 diém
theo GHS 2021).

- Tai thai diém gay nhay cam & ngay thi 14, quan sat
da & phan st dung dung dich xit hé trg diéu trj viém
xoang tat ca cac chudt va & 16 chirng &m (s dung
nudc cat) déu khong co biéu hién nhay cam da nao
trung binh ban do (& 0 diém, trung binh phiu né la 0
diém theo GHS 2021), 16 ching duong quan sat thay
hién tugng ca 30 con déu xuat hién hién tuong ban
do nhung khéng c6 phu né. Ti€p tuc quan séat tai thoi
diém 24 gid, 48 gid sau khi lam sach, quan sat cling
khoéng kich irng (trung binh ban dé 0 diém, trung binh
phu né 0 diém theo GHS 2021).

- Sau 28 ngay thir san pham, tat ca da chuét déu
khéng c6é hién tuwong gay nhay cam & 6 thir 3 cong
thure.

K&t qua nghién ctu cho thdy ché pham dung dich xit
ho trg diéu tri viém xoang khdng gay nhay cam da &
tat ca céac thdi diém nghién clru.

4. BAN LUAN

K&t qua nghién cltu cho thay dung dich xithé trg diéu
tri viem mii xoang khéng gay phan (*‘ng nhay cam
trén da lanh clia déng vat thuc nghiém trong toan
b6 thdi gian theo doi. BPay la mot minh ching quan
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trong cho thdy ché phdm c6 dé an toan cao, dap ing
yéu cau co ban vé danh gia doc tinh ngoai da theo
huéng dan ctia OECD [6]. Viéc khdng xuat hién cac
d4u hiéu batthudng nhu'ban dé, phu né hay thay déi
hanh vi an uéng, van déng cang cung cé thém bang
chirng vé tinh dung nap tot ctia ché& pham.

So sanh véi cac nghién ctu trude day, nhiéu ché
pham xit mdi c6 ngudn géc dugc liéu da dugc
ching minh la an toan va it gay tac dung phu trén
niém mac va da. Nguyén Thi Thu Hang va cong su
khi thir nghiém ché& pham xit xoang dang dung dich
xit mai dugc bao ché tai Céng ty TNHH Pharco, san
ph&m dat tiéu chuén co s& cling ghi nhan tinh an
toan cao, cai thién céac triéu chirng chinh cua viém
mai xoang [8]. K&t qua clia chung t6i phlu hgp véixu
huéng nay, gép phan khang dinh tiém nang ing dung
cac san pham thao dugc trong diéu tri hd trg viém
mi xoang.

Mot diém dang chu y la dung dich xit nghién clu
huéng t6i si dung lau dai dé ho trg kiém soat triéu
chirng. Do do, tinh an toan vé nhay cam da la yéu t6
tién quyét, cac phan (ng nhay cdm da thudng cé thé
duv bao kha nang gay kich &ng trén niém mac, dac
biét la niém mac maivon rat nhay cam [6]. Vi vay, két
qud am tinh trong thir nghiém nhay cam da la co s&
quan trong cho phép tiép tuc trién khai cac nghién
ctru lam sang trén nguai.

Ngoai ra, két qua nghién clu con gop phan lam rd
tinh wu viét cta ché& pham xit so vdi cac dang bao
ché khac. Cac dang uéng hodc dang nhé thudng cé
nguy co gay tac dung phu toan than hoac lam tang
ganh nang chuyén hda cho gan, than [4]. Trong khi
doé, dang xit tai chd khéng chi cho hiéu qua nhanh
hon ma con han ché rui ro toan than, ddm bao doé
an toan tai cha.

Tuy nhién, nghién cttu cling con moét sé han ché. Thy
nhéat, thir nghiém mdai dirng lai & danh gida nhay cam
datrén déngvat, chua cé dir liéu tryc ti€p trén nguoi.
Thi hai, nghién clru chua phan tich co ché phén tir
lién quan dén phan i’ng mién dich hodc viéem da tiép
xuc, vdn ¢ thé cung cap thong tin sdu han vé dé an
toan clia ché pham [7]. Do do6, cac nghién cltu ti€p
theo can dugc md réng trén mo hinh lam sang, dong
thoi két hgp danh gia tac dong dai han va céc chi sé
mién dich dé cé k&t luan toan dién hon.

Tém lai, két qua nghién ctu cho thdy dung dich xithd
trg diéu tri viém mai xoang c6 do an toan, khdng gay
nhay cam da trén dong vat thuc nghiém. Diéu nay
tao nén tang quan trong cho cac budc nghién clru
ti€p theo, dong thdi gép phan khang dinh tiém nang
phat trién ch& pham thao dugc trong diéu tri hd trg
cac bénh ly viém mii xoang.
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5. KET LUAN

Nghién cltu da tién hanh danh gia tinh nhay cam
da clia dung dich xit hd trg diéu trj viém mi xoang
trén da lanh ctia déng vat thuc nghiém. Két qua cho
thay ché pham khong gay phan &ng nhay cam trong
sudt qua trinh theo doi, déng thoi khdng ghi nhan bat
ky d&u hiéu bat lgi ndo vé hanh vi, sinh ly clia dong
vat. Diéu nay chirng t6 dung dich xit cé d6 an toan
cao khi str dung ngoai da, dap &ng yéu cau cua thir
nghiém tién ldm sang theo hudng dan ciia OECD.

K&t qua nay gép phan bé sung bang chirng khoa hoc
cho viéc phat trién cac ché pham xit c6 ngudn géc
duoc liéu trong diéu tri hé tro viém mi xoang, dac
biét & nhirng bénh nhan can s dung lau dai. Pong
thoi, nghién ctu ciing khang dinh tinh wu viét cua
dang bao ché xit tai chd, vira nang cao hiéu qua tac
dong tryc tiép én niém mac, vira han ché nguy cao
tac dung phu toan than.

Tuy nhién, dé c6 danh gia toan dién, can tiép tuc
trién khai cac nghién ctru trén ld&m sang véi sé lugng
bénh nhan l&n, dong thoi két hgp phéan tich tac dong
dai han va céc chi s6 mién dich. Nhitng két qua nay
séla casdvirng chic choviéc hoan thién hd sodang
ky, lwu hanh va ing dung san pham trong thuc tién
diéu tri viem mdi xoang.

LOI CAM ON

Nhom tac gid chan thanh cam on S& Khoa hoc va
Cong nghé thanh phd Hai Phong da quan tdm, hé
trg va tao diéu kién thuén lgi vé thi tuc, nguon luc
dé trién khai deé tai.

Chung toi cling xin cam on Ban Giam hiéu Trudong
Cao dang Duoc Trung uwong Hai Duong da tao diéu
kién vé co s@ vat chat, phong thi nghiém, cling nhu
khuyén khich, dong vién trong suét qua trinh nghién
clu.
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