INCRETIN VA BENH DAl THAO PUONG

Tran Hitu Ding
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Tom tit
Incretin 14 nhitng hormone peptide duoc tiét ra tir rudt qua kich thich cta thirc an. Chung lam
tang tiét insulin. Péap tmg tiét incretin bi giam & bénh nhan DTD typ 2, nhu thé cic thudc
thc dong 1én incretin c6 thé cai thién sy kiém soat glucose huyét. Incretin bi-chuyén héa boi
dipeptidyl peptidase, vi vdy trc ché mot cach chon loc men nay 1am ting ndéng d6 incretin luu
thong. Tac dung twong tw khi ding chét g_iéng incretin ma khong bi phén hiy bdéi dipeptidyl
peptidase. Nhiing nghién ctru cling tim thiy nhitng tac dung khac nhu cai thién su nhay cam
ctia t& bao B v6i glucose, trén stc vat thi nghiém con c6 tac dung thic day su tang sinh va Jam
giam su chét t bao p. P4i thao dudong (DTD) 12 mot bénh man tinh, khong thé chita lanh,
muc tiéu diéu tri bénh PTD nham kiém soat glucose mau that tt giup han ché va lam cham
su xudt hién cac bién chimg pép va man tinh, tir & bénh nhan cé thé c6 mdt cudc séng
gén binh thuong. Ngoai cac bién phép vé tiét thuc va van déng, vé phuong dién thubc diéu
tri, Y hoc da khong ngiing tim ra nhitng loai thudc nhim dat két qua diéu tri. Gan day, do
nhirng kham pha v& vai trd ctia mot sé hormone dudng tiéu héa c6 kha ning kich thich tuy
tiét insulin, incretin ngay cang dugc nghién ctru ddy di va dugc 4p dung trong diéu tri DTD
mang lai nhitng két qua rat kha quan. Incretin 12 nhitng hormone peptide duoc tiét ra tir rudt
qua kich thich cta thtrc n. Ching 1am tang tiét insulin. Pap tng tiét incretin bi giam & bénh
nhan DTPD typ 2, nhu thé cac thudc tac dong 1én incretin co thé cai thién su kiém soat glucose
huyét. Incretin bj chuyén héa boi dipeptidyl peptidase, vi vay tic ché mdt cach chon loc men
| nay lam ting ndéng do incretin lwu théng. Tac dung twong tu khi ding chét giéng incretin ma
khong bi phan huy béi dipeptidyl peptidase. Nhitng nghién ctru ciing tim théy nhiing tac dung
khac nhu cai thién su nhay cam cua té bao beta véi glucose, trén suc vt thi nghiém con c6 tac
dung thuc ddy su ting sinh va lam giam su chét té bao beta.

Summary
INCRETIN AND DIABETES
Tran Huu Dang

The incretins are peptide hormones secreted from the gut in response to food. They increase the
secretion of insulin. The incretin response is reduced in patients with type 2 diabetes so drugs
acting on incretins may improve glycaemic control. Incretins are metabolised by dipeptidyl
peptidase, so selectively inhibiting this enzyme increases the concentration of circulating
incretins. A similar effect results from giving an incretin analogue that cannot be cleaved by
dipeptidyl peptidase. Studies have identified other actions including improvement in pancreatic

B cell glucose sensitivity and, in animal studies, promotion of pancreatic f cell proliferation and
reduction in B cell apoptosis.
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1. PAI CUONG glucose tinh mach cing lidu lwong. Su khac

Tir nhiéu thap nién qua ngudi ta di biét nhau trong kha néng tac dung nay la do vai trd
rang glucose cho bang duong udng s& kich  cua incretin. Incretin kich thich tuy tiét insulin
thich tiét insulin nhidu hon so véi truyén  tir d6 lam ha glucose mau.
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2. SINH LY no. Vai trd chinh ciia ching la giup diéu

Incretin la nhitng hormone dang peptide, hoa su én dinh vé nang lugng. Ching kich
ching duoc tiét vao mau chi vai phit sau thich tuy tiét insulin thong qua vai trd cta
khi thirc an tdc dong 1én niém mac rudt. O glucose, lam cham voi da day va ¢ ché su
nguoi cédc incretin chinh la glucagon-like ngon miéng. Cac tac dung két hop nay tao
peptide-1 (GLP-1) va glucose-dependent nén két qua c6 loi vé& mat didu hoa glucose
insulinotropic polypeptide (GIP). GLP-1 mau, dic biét su kiém soat glucose mau
dugc tiét ra tir té bao L & hdi trang va dai  sau an. Nhitng nghién cltu sau nay da phat
trang, con GIP duoc tiét tir t€ bao K & t4 hién thém nhitng tac dung khéc caa incretin
trang va hdng trang gan. : nhu cai thién sy nhay cam cta tuy ddi voi

'Ca 2 loai incretin déu cé tac dung kiéu glucose, trén -sic vat thi nghiém con thé'ly
hormone trén nhidu co quan cta co thé, thuc day ting sinh té bao béta va giam qua
nhét 1a trén tuy noi tiét, trén rudt va trén trinh chét cta té bao béta tuy.
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Incretin luu thong tac dung thong qua céac
thu thé dac hiéu. V& phuong dién 14m sang c6
sw khac nhau trong phan b6 cac thu thé nay tai
cdc md. Thu thé GLP-1 ¢ & té bao alpha va
beta cua dao tuy, tim, hé than kinh trung wong,
thén, phéi va da day rudt. Thu thé GIP chu yéu
c6 & té bao beta dao tuy, mot it & hé than kinh
trung wong va mé mo.

Té bao K — Poan rujt gin
(td trang va hong trang gan)

Té bao L — Poan rudt xa
{ "(héi trang va dai trang)

3. CAC LOAI INCRETIN VA TAC DUNG

Dép tng cua incrtetin kéo dai 2 -3 gio
sau an do kich thich ctia thirc dn ¢ rudt kéo
dai lam tiép tuc tiét incretin' du incretin c6
chuyén hoa nhanh va thoi gian ban hity ngén
chi 1-2 phut (n6i chung < 5 phut). Phan
hay chu yéu do men dipeptidyl peptidase
4 (DPP4), men ¢6 & khip noi ké ca té bao
ni€m mac.

s

Glucagon-like peptide-1 (GLP-1).

Glucose-dependent insulinotropic polypeptide
(GIP).. .

Tiét tir t¥& bao L & rudt xa (hoi trang va dai
trang).

Tiét tir t& bao K & rudt gin (t4 trang).

Kich thich tiét insulin phu thudc glucose.

Uc ché tao glucose tir gan qua trc ché tiét
glucagon.

Kich thich tiét insulin phu thudc glucose.

Tang tan sinh va kha nang sdng cia té bao beta
(trén suc vt thi nghiém, dao tuy nguoi c6 14p).

Tang tan sinh va kha ning song cia cac dong
té bao ddo. ’

Lam cham voi da day

Lam chim voi da day

Phén hay do men dipeptidyl peptidase 4, bat
hoat va dao thai & than.

Phén hity do men dipeptidyl peptidase 4, bét
hoat va dao thai & than.

Gay chan an.

Kiém soat glucose doi.
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4. INCRETIN VOI PAI THAO PUONG

Lo1 ich cta incretin trong thuc hanh 14m
sang bénh DTD dugc cha y khi phat hién tac
dung lam ha glucose mau & cic bénh nhan
DTD typ 2, thiéu su phong thich GLP-1 gay
nén do thirc dn gép phin lam ting glucose
mau r6 & nhitng bénh nhan nay thong qua su
giam dép ung twong dbi su tiét insulin sau
an, tiép do6 la kém trc ché glucagon, thiéu wc
ché su ngon miéng. Néng d6 GIP thi gan binh
thuong, tuy nhién tac dung trén su tiét insulin
lai bi giam. Nhing két qua ghi nhan nay mé ra
mot huéng méi trong chién luoc diéu tri DTD
typ 2 thong qua vai trd cta hé incretin.

Hai huéng tiép c4n duoc phdm da duoc
xem xét nhim nang cao tic dung cua incretin &
DTD typ 2. Huéng thir nhit 1a tim chét “giéng
v61” GLP-1 (ddng van thu thé GLP-1) c6'kha
nang khang lai sir phan huy boi DPP4. Hudng
kia tim chét tic ché hoat dong cua DPP4, tir d6
gitip kéo dai thdi gian ban hay 1am ting ndng
d6 incretin luan huu trong mau.

4.1. Pong vin thu thé GLP-1

P4 c6 nhiéu coéng ty duoc phim thanh
cong theo hudng nghién ciru tim chét tuong
dong v6i incretin c6 kha nang khang su
phan hay boi DPP4. Hai loai thubc hién nay
dd dugc 4p dung trén lam sang. Do cAu tric
cua chung la peptide nén dugc chich dudi da,
nhimg cong thirc tac dung kéo dai cling dang
duoc tiép tuc nghién ciru lam sao dé c6 dugc
san phidm m&i tudn chi can chich 1 l3n.

Exendin 1a mdt peptide twong dong gin
50% so véi GLP-1. Chung dugc tim thdy
trong nude bot cia mot loai thin 1in. Khong
hoan toan giéng véi GLP-1 tu nhién, c6 thoi
gian ban hiy ngén, exendin c6 céu tric khac
& chudi amino acid do dé ching c6 kha ning
khang DPP4. Phan ttr nay c6 kha ning hoat
héa thu thé GLP-1 va khang lai su phan huy
boi DPP4 va cac peptidase khac, do d6 ching
¢6 thoi gian ban huy kéo dai khi luu théng
trong mau. Tén cong thirc duge dung trén 1am

sang 1a Exenatide hién da phd bién nhiéu noi
trén thé gi6i.

Mot chét khic, twong ddng GLP-1 cua
nguoi duoc tao Idp do thém mot acid béo C-16.
Hop chét tng hop liraglutide khang duoc su
phén hity do DPP4, thoi gian ban hity dai. Chung
duy tri hoat ddng binh thudng tai thu thé GLP-1.

Incretin tic dung kich thich tiét insulin
phu thudc vao su hién dién cua glucose, GLP-
1 chi lam tang tiét insulin trong truong hop
c6 tdng glucose mau. Day la loi diém dang ké
trong diéu tri do co ché tac dung trén, thube
khong gay ha glucose mau. :

Mot wu diém khac trong diéu trj cua chét
giéng GLP-1 1a thubc giy giam céan (dén
3kg trong céac thit nghiém ldm sang). Két
qua nay la do tac dung két hop chdm voi da
day va tadc dung trung wong giy chén an va
buén nén. Nhom tac gia Mario R Fhlers va
cong su & Bénh vién Nam Stockholm Thuy
Dién thuc nghiém bang truyén GLP-1 duéi
da lién tuc trén 18 bénh nhan béo phi sau 5
ngay két qua luong thuc an trung binh giam
14,8% so v&i nhém chitng. Nhém tac gia két
ludn GLP-1 di lam giam ning luong thu nap
va gia tdng su chan dn trén ngudi béo phi
khée manh ma khong cé tdc dung ngoai y
nao dang ké, mo ra huéng didu tri béo phi
cho dbi tuong khong bi DTD.

Chét gibng incretin c6 tac dung truc tiép
bao ton khdi lwong té bao beta & stic vat thi
nghiém. In vitro va in vivo chung ciing t6 ra
¢ tac dung kich thich tang sinh va giam qua
trinh chét t bao beta.

M0t ghi nhén gén day ¢ VU University
Medical Centre, Amsterdam, Ha Lan cho tha“iy
Exenatide con c6 kha ning lam gidm su tich
tu m& & gan, mé ra huéng diéu tri bénh gan
nhiém m& khong do ruou trong twong lai, bénh
canh nay thuong phdi hop véi tinh trang khang
insulin va céc yéu td nguy co vé tim mach khéc.

“Yéu diém” cua ching 1a thubc khong
lam thay i ndng d6 hodic hoat dong cua
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incretin trong durong tiéu héa, thudce phai cho
bang dudng tiém, va chua rd hiu qua lau dai
cta su hoat héa thu thé GLP-1 kéo dai. ,

Hién d4 c6 thudc trén thi truomg (Exendin
4 & My va Byetta & Chau Au). Thubc chi
dinh diéu tri phdi hop vé6i cac thubc udng
diéu tri DTD khac, ding cho DTD typ 2, lidu
khoi dau Spg tiém dudi da 2 1an/ ngay trude
cac bita an séng, chiu, sau d6 tang lidu lén
10ug 2 lan/ngay tiy thudc két qua kiém soét
glucose huyét va tic dung phu (budn ndn).
Thubc khong nén dung két hop v6i insulin.
Do tac dung 1am cham voi da day do d6 cén
diéu chinh thoi gian dung cac thude khéc thich
hop, nhét 14 cac thube diéu tri DTD.

4.2. Uc ché dipeptidyl peptidase 4

DPP4 la men thudc nhém peptidase cé
pham vi tac dung rong. Béi vi GLP-1 va GIP
chi duoc biét 1a cac chét nén ciia DPP4, vn
dé quan trong d6i véi thude 1a te ché chon loc
men ndy ma khong trc ché cic peptidase khac
nham han ché cac tac dung khéng mong mudn
trén cdc co quan khac. Nhit 13 tranh rc ché
DPP8 va 9 c6 thé gay doc cho da va than va
trc ché mién dich.

Sitagliptin va Vildagliptin 14 hai chit tc
ché dic hiéu cao déi voi DPP4, c6 thdi gian
ban huy dai, cho phép chi uéng mét 1an /ngay.
Hai gi¢ sau ubng lidu duy nhét c6 thé e ché
hoan toan DPP4 va tai thoi diém 24 gid, sy trc*
ché van dat 85%. Trén bénh nhan DTD typ 2,
thudc tao 14p mét cach hiéu qua ndng d6 GLP-
1 luyu théng va sy dap ung GLP-1 sau &n nhu
ngudi khéng bi DTD. Néng d incretin khi
doi thuomg thap, nhung vAn ¢6 thé dinh luong
duoc, thude cling c6 tac dung lam giam glucose

méu lac dé6i & bénh nhan TP typ 2, chu yéu
théng qua giam tiét glucagon. Thudc ciing gitip
binh thudng héa tinh trang gidm nhay cam véi
glucose ciia t& bao beta, mot tac dong gop phén
kiém soat glucose huyét sau an.

‘Trén stic vat DTD typ 2, sitagliptin va
vildagliptin bao tén khéi luong va chic ning
té bao beta. Néu nhitng tac dung nay ciing xay
ra trén bénh nhén, thudc s& lam cham hozc
ngén nglra si thuong ton té bao beta, mot didn
tién thuong thiy 6 DTD typ 2.

Uy ban thudc thuc phim (FDA) ctua Hoa
Ky da chap nhan sitagliptin, ding két hop véi
tiét thue va thé duc dé kiém soat glucose & bénh
nhan DTD typ 2. Thudc ciing ¢6 thé chi dinh
két hop véi metformin hoic thiazolidinedione.
Sitagliptin cho uéng véi lidu 100mg 1140/
ngay. Nén giam liéu néu chire nang thén giam
(creatinine clearance 30-50 mL/min, 50 mg
114n/ngay, creatinine clearance < 30 mL/min,
25 mg llén/ngéyy).

5. TRIEN VONG TUONG LAI ,

Su phat trién cta cac nghién cru lam hoan
thién téc dung hé thdng thudc incretin dang rét
hép dAn. Chiing gitip chiing ta hidu r6 hon sinh Iy
bénh vé sy diéu binh glucose & DTD typ 2. Cin
ctr trén nhitng bang chimg c6 dwoc, cac thuéc

ndy s& cung cp thém phu:ong tién diéu tri DPTD
typ 2. Piém dang luu ¥, chiing ta hy vong vao

kha nang phong ngira dugc hoac it ra 1am cham
duoc dién tién suy t bao beta tuy thr phét. Néu
diéu d6 14 dung, 16 rang sw 4p dung didu trj that
sém cho bénh nhan ngay trong giai doan tién
DTD la cén thiét. Céc nghién ctu trong twong
lai phai tra 161 cho duge ciu hoi nay.
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CHAN DOAN VIRUS HOP BAO BUONG HO HAP
* GAY NHIEM TRUNG HO HAP DYO
BANG KY THUAT RT-PCR TO

Lé Vin An®, Hupnh Hdai Duong®,

' Nguyén Chién Théing @, Piero Cappuccinelli®

(1) B6 mén Vi sinh, phong thi nghiém Carlo Urbani, Dai hoc Y Duwoc Hué,
(2) Vién Vi sinh thuec nghiém va lém sang, Pai hoc Sassari

Tém tat .

Muc tiéu: Phat trién va 4p dung quy trinh k§ thust RT-PCR 6 d& chin doan virus RSV gdy
nhiém tring hé hip & bénh nhan nhi. Phwong phép va dbi twong nghién ciru: Xay dung
va hi¢u chinh quy trinh k¥ thudt RT-PCR t6 ( nested RT-PCR) dé khuéch dai ving gen F ciia
genome RSV, thuc hién thye nghiém véi cdc mau chimg va ap dung dé chan doan véi cac bénh
phim 1am sang. Két qua nghién ctu: Két qua thuc hién voi cac miu chimg cho thdy ky thuat
khuéch dai déc hiéu RNA ctia virus RSV ma khong khuéch dai céc genome cua cac tac nhan
virus va vi khuan gay nhiém tring hd hip thudng gap, ngudng x4c dinh ctia quy trinh 14 10? ban
sao. Ap dung chin doén trén 109 miu bénh phim ngody hong ctia bénh nhi nhiém triing hé hip
.cho két qua 27 (1 1& 24,8%) bénh nhi nhidm tring véi RSV, trong d6 viém phé quan ¢6 6/30
(20%), viém ti€u phé quéan cé 7/26(27%) va viém phéi 1a 14/53 (26,4%). Két lun: K§ thuat
RT-PCR 8 nay 14 mot phuong phap chin doan hiru ich va tin cly dé chén do4n nhidm triang do
virus RSV & dudmg ho hép.

Abstract : ’
DETECTION OF RESPIRATORY SYNCITIAL VIRUS (RSV) IN LOWER ACUTE
RESPIRATORY INFECTIONS BY NESTED REVERSE TRANSCRIPTION-

POLYMERASE CHAIN REACTION -
Le Van An, Huynh Hai Duong,
Nguyen Chien Thang, Cappuccinelli P
Objective: To develop and apply a nested reverse transcription- polymerase chain reaction
(nested RT-PCR) for detection of RSV in lower acute respiratory infections.
Materials and methods: A nested reverse transcription- polymerase chain reaction was used to
amplify a sequence of the F gene in the RSV genomic RNA, optimized and compared the sensitivity
and specificity of this assay with the control samples and then applied this procedure for diagnosing
RSV from clinical samples. Results: This nested RT-PCR assay amplified the specific target
fragment of RSV RNA and did not amplify any sequence of genomes of the tested common viruses
and bacteria causing respiratory infections. The minimal level of detection of this procedure was 10?
copies/ml. Results for detection of RSV on 109 samples of throat swabs or nasopharyngeal swabs
from children with lower respiratory infections showed that twenty seven patients were positive with
RSV (24.8%), among which six out of 30 (20%) were with bronchitis, seven out of 26 ( 27%) were
with bronchiolitis and fourteen out of 53 (26.4%) were with pneumonia. Conelusion: This nested
RT-PCR was found to be useful and reliable for detection of RSV in respiratory infections.
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