nay dét ra cau hoi vé quy dinh mic tubi nghé
mac bénh bui phéi silic hién tai da phu hop VO
thwc té chwa? Cau hdi nghlen chu nay can
dwoc tién hanh nghién ctru va lam sang td hon
& nhirng nghién clru tiep theo.

Ty I& hién mac bénh bui phdi silic ciia nhém
lao dong twr 50 tudi tréy 1én |a 34,1%, cao hon ty 1&
hién mac bénh bui phdi silic clia nhém lao dong
dudi 50 tudi (20,7%). Két qua nay cling phu hop
voi dac p’iém sinh ly cia con ngwoi la khi cang
nhieu tudi, cac co quan bi qua trinh gia hoa va co6
nguy co mac nhiéu bénh tat hon cac I¢a tudi
khac. NLD khai thac, ché tac da granit co ty 1é
mé&c bénh bui phdi silic cao hon voi 33,9%. Diéu
nay cé thé dwoc ly gidi do ham luwong silic trong
cac loai da xay dwng néi chung, ciing nhw da
Granite ndi riéng cao hon so v&i nhirng nguyén
liéu sa&n xuét vat lieu xay dwng khac. Chinh vi
vay, ty 1& mac bénh bui phdi silic & nhém nganh
khai thac, ché tac da granit cao hon so voi nganh
san xuat vat liéu xay dwng khac.

Co 23,5% s6 doi twgng tham gia nghién ctru
c6 ton thwong dam mo& nhd trén phim X-quang
theo tiéu chuan cta ILO huéng téi chan doan
méc bénh bui phdi silic. TAt ca cac dam md nhé
phat hién trén phim X — quang déu co kich
thwée loai p/p va cé6 mat dd nam & phan nhom
chinh nhém 1, trong do, dam mo cd mat do
thuéc phan nhém phu 1/1 chiém ty Ié cao nhat
v&i 44,6%, ddam md& c6 mat do thudéc phan nhom
3/3 chiém ty 1€ 2,0%. Két qua nghlen cu two’n
ddng vai két qua nghién clru ctia nhiéu tac gia ©

KET LUAN

Ty 1& hién mac bénh bui phdi cla NLD tiép
xuc tryc tiép voi bui silic trong mét sé nganh
nghé tai tinh Pha Yén nam 2019 la 23,5%. NLD
mac bénh bui phdi silic tap trung & loai hinh san
xuét da granit (33,9%). Cac tén thwong nhu mé

phéi trén phim X — quang ma NLD gap phai da
sO la thé nhe, kich thire p/p.
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TOM TAT

Nguyén ti¥ flo dong mét vai tro quan trong
trong viéc nghién ctru va phét trién thuéc. Trong
nghién ctru nay, chung téi tién hanh thiét ké,
téng hop va danh gié mét sé hop chét cé chira
nhéom -CF,H trén cac receptor cla nicotinic
acetylcholinergic (nAChRs). Céac chat chi vén
da biét cia nAChRs duoc str dung lam nguyén
liéu ban dau. Két qué cho théy, ca ba hop chat
mai da duwoc téng hop va duroc xac dinh cau tric
bang phé cong huéng tir (NMR) 'H, *C, °F va
phé khéi (MS). Thir hoat tinh sinh hoc cho théy,
S xuét hién ctia nhém -CF,H da lam mét hoat
tinh cua céac chéat ban déu trén receptor nicotinic
acetylcholinergic.

Ttr khod: nAChRs, nicotine, téng hop thudc.

SUMMARY

SYNTHESIS AND EVALUATION OF SOME
CF2H-CONTAINING COMPOUNDS TOWARD
THE ACTIVITIES OF BRAIN NACHRS
RECEPTORS AND IDENTICATION OF SOME
NEW NEGATIVE CONTROLL AGENTS

The fluoro atom plays a pivotal role in drug
design and development. In this work, we have
designed, synthesized, and evaluated several
CF,H-containing compounds toward the nicotinic
acetylcholinergic receptors (nAChRs). The known
nAChRs agonist are used as starting materials.
As result, three compounds have been
successfully synthesized and characterized by
'H, 3C, "°F, and MS. Biological studies reveal
that the presence of -CF,H group terminated the
activity of the compounds toward nicotinic
acetylcholinergic receptors.

Keywords: nAChRs, nicotine, synthesis.

DAT VAN DE

Trén thyc té, cé t6i 25% sé lwong thube trén
thi trwdng co6 chua nguyén t& flo (F) trong coéng
thirc phan tr ['. Viéc thém vao cac nhom chirc
co6 chwra flo nhu’ -CF3, -CF,H, -CH,Fda dwoc
ching minh c6 thé 1am thay ddi hoat tinh sinh
hoc clia cac chét hoa hoc va lam tang hiéu qua
diéu tr clia cac thudc goc " Do d6, cac nghién
clru tong hop va th&r hoat tmh cla cac dan chat
c6 chtra nguyén tir flo sé mang lai co héi cho
phat trién thubc mai.

Nghién thubc 1a mét chirng rdi loan man tinh
cla hé than kinh dwoc thé hién béi sw 1& thudc
vao viéc phai st dung thuwdng xuyén mét loai
thubc va gay ra cac rdi loan than kinh (hanh
dong) khi thiéu néng dd ctia thube trong co' thé.
Trong hé than kinh, cac receptor nAChRs
(nicotinic acetylcholinergic receptors) cé vai tro
quan trong trong cac trwdng hop nghién thubc &

ngudi dic biét la nghién thuéc 14 va nghién
rwou . Theo nhw tén goi, day la mot receptor
co ai |L_PC rat cao v&i nicotine, mot thanh phan
gay nghién c6 trong thubc la. Céc thubc e ché
hoat dong clia nAChRs da dwoc chirng minh la
c6 tiém nang I6n trong diéu tri nghién thudc
ciing nhw céc rdi loan trong hoi chirng cai thubc
2, Trong nghién ctru nay, chung toi tién hanh
tong hop va th& két qua hoat tinh ¢
chénAChRs clia mot sb dan chat co ciu truc
twong tw nicotine mang nhém chirc -CF,H. Cac
chét dau dya lwa chon bao gdmsonicotinonitrile
va (-)-cotinine la nhirtng chét da cho thay hoat
tinh trén nAChRs.

0 O 0
Ofloxacin

Bixafen

Hinh 1. Cac thudc tiéu biéu c6 chira cac nhém
the flo

NGUYEN LIEU VA PHUONG PHAP
NGHIEN CUU

1. Nguyén liéu

Hoa chat dwoc mua tr cac nha cung cap
bao gdm Sigma Aldrich, Alfa Aesar vé&i do tinh
khiét trén 98% va dwoc st dung trwc tiép khong
tinh ché thém. Phan rng dwoc theo dbi bdi sac
ky I&p mong (SKLM) st dung ban méng Merck
Kieselgel 60F 25, va quan sat dudi den UV hoac
hién mau bé&i dung dich thubc thtr KMNO,,
ninhydrin. Phé cong hwéng tir dwoc ghi trén
may Bruker Avance 500 MHz vé&i chat chuén noi
TMS. Phd khédi dwoc do trén may LC-TOF/MS
Agilent theo phwong phap ion hoa phun mu dién
ter (ESI).

2. Phwong phap nghién ctru

Cac dan chat 1-3 dwoc tdng hop theo so dd
sau:
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o CN
AN
AN CFQHCOOH, AgNO3, KzSzOg ‘
~
IN/ H0,CHCN,50°C [ o
1(DIF3)
(=0
NN
| )1 CRHCOOH, AGNO3, KpS;05 1 o N7
N H20, CHyCN, 50 °C
2(DIF9)
CFH
0 XN °
‘\"“ N\ CF,HCOOH, AGNO3, KS,05 | )
P H,0, CHiCN, 75°C  HF,C” N
N
3(DIF21)

Hinh 2. So d6 tong hop cac chat 1-3

KET QUA NGHIEN CcUU

1. Téng hop chat 1:
isonicotinonitrile)

Cho vao binh cau 10 mL c6 khudy tir, mot
hén hop bao gdm isonicotinonitrile (50 mg, 0,48
mmol), K;S,0g (350 mg1,29 mmol), AgNO; (40
mg, 0,24 mmol) va dung mdi acetonitrile (1 mL).
Sau do axit difluoroacetic acid (30 pL) duwgc
thém vao tw tir va 0,5mL H,O. HOon hgp phan
rng duoc dc’)ng’ném chat va dun néng lén 50
°C, khuay v¢i toc dé 150 vong/phut trong 5h.
Phan ng dwoc theo ddi bang SKLM cho dén
khi khéng con chéat dau. Sau d6 lam lanh hén
hop vé nhiét do thwdng. 20 mL nuwéc dwoc
thém vao pha loang hén hop, sau dé dung dich
NaHCOj; (b&o hoa, 50 ml) dwoc thém vao nham
trung hoa hén hop phan &ng dén pH~7. San
phdm duwoc chiét xuat bang ethyl acetate (4 Ian
méi 1an 50 ml). Lo’p dung méi hiru co dwgc rira
lai bAng nwéc mudi bdo hoa va lam khan bang
Na,SO, (khan). Dung méi dugc loai bo t;ang cht
quay dwoi ap suat giam thu dwoc can. San
phdm duoc tinh ché tir cn bang séc ky cot st
dung hé dung méi ethyl acetate/hexane (1:5) thu
duo’c 62,1 mg chét 1, hiéu suat 84%.

'H NMR (400 MHz CDCl;) 6 8,86 (d, J = 5,1
Hz, 1H), 7,87 (s, 1H), 7,66 gd J = 5,0 Hz, 1H),
6,67 (t, J = 55,0 Hz, 1H); ®C NMR (101 MHz,
CDCl3) 6 154,3 (t, Jcr = 27,1 Hz), 150,6, 127,0,
122,1 (d, Jcr = 3,4 Hz), 1220 115,7, 1128 (t,
Jor = 242,0 Hz); °F NMR (376 MHz, CDCl3) 6-
116,8; LRMS (ESI) m/z [M+H]+ tim thay 155,0;
HRMS (ESI) m/z [M+H]+, tinh cho C7H5F2N2+
155,0421, tim thay 155,0420.

(2-(Difluoromethyl)

2. Téng hop chét 2:

(S)-5-(6-(difluoromethyl)pyridin-3-yl)-1-
methylpyrrolidin-2-one )

Dung phwong phap twong ty chat 1, sir dung
(-)-cotinine (50 mg, 0,28 mmol), K;S,0g (359
mg, 0,29 mmol), AgNO3; (40 mg, 0,24 mmol),
acetonitrile (1 ml), difluoroacetic acid (30 ul),
H,SO, (0,01 mL) va 0,5 ml of H,0, phén trng
dién ra trong 3 h thu dwgc30 mg chat 2, hiéu
suat 47%.

'H NMR (600 MHz, CDCl5) & 8,54 (s, 1H),
7,69 (s, 2H), 6,66 (t, J = 55,3 Hz, 1H), 4,68 (s,
1H), 2,73 (s, 3H), 2,60 (br, 2H), 2,51 (br, 2H);
3C NMR (101 MHz, CDCl5) & 176,6, 153,0 (t,
Jer = 26,2 Hz), 148,1, 138,9, 135,1, 120,6,
113,7 (1, Jor = 241,5 Hz), 62,0, 30,0, 28,3, 23,7;
F NMR (376 MHz, CDCl3) & -115,7; LRMS
(ESI) m/z [M+H]tim thdy 227,1; HRMS (ESI)
m/z [M+H]", tinh cho C;H43F,N,O" 227,0996,
tim thdy 227,0997. )

3. Tong hop chét 3:

(S)-5-(4,6-bis (difluoromethyl) pyridin-3-
yl)-1-methylpyrrolidin-2-one

Cho vao binh cdu 10 mL c6 khudy tir, mot
hén hop bao gbébm (-)-cotinine (50 mg, 0,28
mmol), K5S,0s (359 mg, 1,29 mmol), AgNO; (50
mg, 0,29 mmol), H,SO, (0,01 mL) va dung mdi
acetonitrile (1 ml). Sau d6 axit difluoroacetic acid
(60 pl) dwgre thém vao tr tr va 0,5 mL H,O. Hon
hop phan &ng dwoc dong nap chat va dun néng
Ién 75 °C, khuéy vai tbc dd 200 vong/phut trong
24h. Phan &ng dwoc theo ddi bang SKLM cho
dén khi khéng con chat dau. Sau dé lam lanh
hén hop vé nhiét d6 thuong. 20 mL nwéc duoc
thém vao pha loang hén hop, sau d6 dung dich
NaHCO3 (bao hoa, 50 ml) dwgc thém vao nham
trung hoa hén hgp phan (ng den pH~7. San
pham duoc chiét xuat bang ethyl acetate (4 lan
méi lan 50 ml). Lo’p dung méi hiru co duwgc rira
lai bAng nwéc mudi bdo hoa va lam khan bang
Na,SO, (khan). Dung méi dwoc loai bé bang cét
quay dwdi ap suat gidm thu dwoc cén. San
phdm duoc tinh ché tir cn bang séc ky cot st
dung hé dung moéi ethyl dichloromethane/
methanoe (10:1) thu dwgc 36 mg chét 3 hiéu
suat 52%.

'H NMR (600 MHz, CDCls) & 8,60 (s, 1H),
7,80 (s, 1H), 6,81 (t, J = 54,2 Hz, 1H), 6,69 (t, J
= 55,1 Hz, 1H), 5,02 (br, 1H), 2,76 (s, 3H), 2,63
(br, 2H), 2,52 (br, 2H); *C NMR (151 MHz,
CDCl3) 6 176,4 (C=0), 153,4 (t, Jc.r = 26,4 Hz),
148,6, 140,7, 136,8, 117,4, 113,2 (t, Jcr = 241,0
Hz), 112,7 (t,Jc.r = 240,0 Hz), 58,6, 29,6, 28,7,
28,1; "9F NMR (376 MHz, CDCI3) & -115,95, -
115,97; LRMS(ESI) m/z [M+H]" tim that 277,1;
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HRMS (ESI) m/z [M+H]+, tinh cho C1oH13F4N2O.
277,0964, tim that 277,0966.

BAN LUAN

Cac chét 1-3 duoc tong hop dya trén phan
rng coéng hop trwc tiep nhém -CF,H sir dung
tdc nhadn la acid difluoroacetic  acid
(CF,HCOOH) trong diéu kién oxi hoa khtr cla
AgNO; va K,S,05 da dwoc cong bd trudc day
Bl Chéat 1-2 dwoc tién hanh & nhiét d6 50 °C
trong 3-5h trong khi chat 3 can nhiét d6 75 °C
trong 24h. Piéu nay duoc gidi thich bdi viéc
thém vao hai nhém -CF,H & 3 can nhiéu thoi
gian hon viéc thém vao mot nhom & chét 1va?2.
San phdm tong hop duoc khang dinh cau tric
béng cac phwong phap phd co ban bao gdm
khdi phd MS, phd cong hwdng tir proton 'H va
cac bon *C. Két qua cho thay cac tin hiéu thu
dwogc twong (rng v&i cac nguyén tr hydro va
cac bon c6 trong cong thirc cau tao dy tinh. Bac
biét, cac nguyén t& hydro va cacbon nam canh
nguyén t& flo gay ra cac hiéu rng chia tach tin
hiéu trén phd céng huéng tw 1H1 3C da quan
sat dwoc bdi cac gia tri Jor. Diéu nay ching
minh viéc c6 mat clia nguyén t& flo trong céng
thtrc. Tuy nhién,d& chirng minh viéc thém vao
thanh céng nhém -CF.H, phé flo °F da dwoc
tien hanh. Két qua cho thay cac tin hiéu cla flo
twong rng v&i nhom -CFoH da xuat hién voi mot
tinh hiéu duy nhat -116,8 ppm & chat 1 va -
115,7 ppm & chét 2. Trong khi d6 cé hai tin hiéu
YF & -115,95ppm va -115,97 ppm twong ng
v6i hai nhém -CF,H & chat 3. Tém lai, cac
phwong phat phé khang dinh chung téi da téng
hop thanh céng cac dan chat mang nhém -CF,H
¢6 khung pyridine twong ty nicotine.

4. Hoat tinh

Céac chat 1-3 dwoc tién hanh thlr hoat tinh
déi khang hoat ddng v&i nicotinetrén ba loai
nAChR khac nhau bao gébm a3B4, a4B2, va
a4p4 1a cac loai nAChR phé bién trong nghién
clru tac dung cua thubc da dwoc cong bd trwdc
day . Két qua ther hoat tinh duoc tién hanh ta
khoa thiét ké thudc va dwoc hoc thudc Bai hoc
Copenhagen, Pan Mach. Nicotine duwgc s
dung la chét chirng dwong. Cac chat duwoc ky
hiéu lai twong wng 1: DIF3, 2: DIF9, 3: DIF21
theo tiéu chuan tai noi thtr nghiém sinh hoc. Két
qua dwoc thé hién trén hinh 3 dwéi day.

Nicotine cho thay kha nang gén rét tét trén ca
ba loai NAChR. Céc chéat 1-3 khong c6 kha nang
trc ché va gan két canh tranh voi nicotine trén ca
ba hé nAChR. Diéu dac biét, chat ban dau (-)-
cotinine d& dwoc biét dén Ia mot chat hoat dong
trén nAChR, diéu nay cho thay viéc thém vao
nhém CF2H da lam mat hoat tinh ctia chét gbc.

Két qua hoat tinh cho thdy chat 1-3 co6 thé
dwoc sir dung la chat chirng am (negative
control) trong nghién ctru phat trién cac thubc
cai nghién trén.
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Hinh. Hoat tinh trc ché cac phan nhém nhém
a3B4, a4B2, a4p4 trong ho nAChE cua cac chat
tong hop dwoc

KET LUAN

Chuiing t6i da tong hop thanh céng ba dan
chat m¢i mang nhom -CF,H. Cac chat dugc
khang dinh cau truc dwa trén cac phwong phap
phd bao gébm khdi phd, phd cong hudng tw.
Trong d6, phd cong hwéng tr '°F da duoc tién
hanh nham khang dinh thanh cong cla viéc
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thém vao nhém -CF,H. Két qua hoat tinh trén
nAChR cho théy viéc thém vao nhoém -CFyH lam
mat hoat tinh ctia cac chat gbc ban dau. Két qua
cla nghlen ctru cung clp ba chat méi c6 thé
dwoc st dung la chét chirng am cho cac nghién
ctru vé hoat tinh sinh hoc trong twong lai. Ca ba
chéat chwa duoc cong bb vé hoat tinh trong bat
ky tai liéu nao.
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TIEN LUONG THI LU'C CUA BENH NHAN
CHAN THUONG NHAN CAU DO DAY RANG THUN
THEO THANG DPIEM CHAN THUONG NHAN CAU

NGUYEN THANH NAM', NGUYEN QUOC TRUONG?

TOM TAT

Téng quan: D&y rang thun la mét céng cu ré
tién va dé tim kiém dé cé dinh va chuyén ché
vat dung, duoc st dung phé bién trong lao
déng, sinh hoat hang ngay ciing nhw trong du
lich, d& ngoai. Tuy nhién, str dung day rang thun
c6 thé dan dén nhitng chén thwong mét rét
nghiém trong.

Muc tiéu: M6 t& dic diém Iam sang cua chan
thuong nhéan céu do day rang thun va tién luong
thi luc theo thang diém chén thuong nhdn céu
(OTS)

Phuwong phéap: Nghién ctru cdt ngang moé ta
tién ciru. Mau gébm 104 bénh nhén chén thuong
nhén céu do day rang thun duoc diéu tri noi tru
tai Bénh vién Méat TP.HCM trong ttr 1/4/2018 dén
31/3/2019. Cac dic diém Vvé thi luc va céc tén
thuong mét cu thé, ciing nhw hiéu biét cia bénh
nhén vé nguy co chén thuong duwoc ghi nhan.

Chiju trach nhiém: Nguyén Thanh Nam
Email: drnam49@yahoo.com

Ngay nhén: 06/7/2021

Ngay phan bién: 10/8/2021

Ngay duyét bai: 25/8/2021

1Benh vién Mat TP Hé Chi Minh
Ho: Nhan khoa

Két qua: Thi lyc ldc nhép vién da sé la dém
ngén tay dén séng téi 4m tinh (84,62%). Tén
thuong hay gdp nhéat & bén phén truéc la xuét
huyét tién phong (85,58%), & ban phén sau la
xuét huyét dich kinh (80,77%), va & phén phu la
tu mau mi (563,85%). Pa s6 bénh nhan duoc phén
loai 1 - 2 (68,27%) theo thang diém chéan thuong
nhén céu. Chi 8,65% bénh nhan hiéu biét vé
nguy co chén thuong mét do day rang thun.

Két luan: Chan thwong nhan cau do day rang
thun trong da sé truong hop cé thé dan dén
gidm thij luc ndng khéng héi phuc. Do dé, can ¢
s canh bao ré rang cho ngwdi st dung day
rang thun tir truyén théng, cing nhw nha san
xuat dé giam thiéu tan suat chan thuong.

Twr khéa: Chén thuong nhén céu, day rang
thun, tién lwong thj lvc

SUMMARY

Background: Bungee cords are usually used
in daily work and vacations. However, this
equipment may result in serious ocular trauma.

Purpose: To describe clinical presentations
and prognosis of bungee-cord ocular trauma
with ocular trauma score (OTS).

Methods: Prosprective cross-sectional study.
One hundred and four patients were included in
this study from April 1 2018 to March 31% 2019.
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