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THIAZOLIDINEDIONE

Céc thiazolidinediones (TZDs) la chat tang tinh nhay cadm véi insuline tai
cac mo dich.

Théng qua tac dung kich hoat thu thé sao chép trén nhan té bao
(Peroxisome Proliferator-Activated Receptor gamma) goi tat PPAR-gamma.

TZDs lam tang d6 nhay cua insuline véi mé dich nhui mo m@, co Xxwong va
gan; do do6 cai thién kha nang kiém soat dwdng huyét khi ding don tri liéu
hay phoi hop voi cac thudc ha dwong huyét khac.
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THIAZOLIDINEDIONE

Ngoai ra, TZDs con c6 tac dung co loi trén huyét ap nhw treong lwc mach va
chirc nang ndi mac. Tuy nhién, nhirng tac dung nay khong phai luc nao ciling
giup cai thién dwoc chirc nang tim mach.

Cép phan &rng phu th,u(‘yng gap bao gébm tang trong lwong, tiéu xwong, gilr
chat Iéng, phu va sw lang dong cua CHF cé thé cé lién quan té&i ung thw bang
guang.

Nguon: Text book of diabetes 5 edition Wiley Blackwell, International Textbook of Diabetes Mellitus 4th 2015 3




THIAZOLIDINEDIONE

Troglitazone (Rezulin)

Puwa vao str dung & my tr nam 1997
va dén ndm 2000 thi thudc nay bij rut
khai thi trwdng do cb6 nguy co gay
déc cho gan

(Troglitazone) Tablets 3 y

400 mg

Caution-Federal law prohibits
nsing without prescription.

. NOOTI-0353-15 i
| Rezulin®

.\ S0TABLETS

L

sppait: OO




THIAZOLIDINEDIONE

Rosiglitazone (Avandia)

St dung @ My vao nam 1999, nhwng vao
nam 2010, sau mét loat cac bang chirng
lam sang vé tac dung c6 hai trén tim
mach, viéc st dung da bi han ché &
nhiéu nwéc

Gan day vao thang 6 nam 2013, sau thl

ROSIGLITAZON"

"f“’ 3 TS A ~ X n S
ii nghiem RECORD, FDA da két luan rang
1 . rosiglitazone khéng lam tang nguy co tac
dung phu trén tim mach. Tuy nhién, viéc
[ - : . str dung thuoc rosiglitazone van con bi
han ché

Ngudn: Text book of diabetes 5 edition Wiley Blackwell, International Textbook of Diabetes Mellitus 4th 2015 5




THIAZOLIDINEDIONE

Pioglitazone (Actos)

Cé lién quan dén ung thw bang quang.
Sau cac nghién ctu vé tinh an toan cua
pioglitazone, FDA da cap nhat trong
hwdng dan st dung cac thudc co chira
pioglitazone rang viéc str dung hon mét
nam co thé tdng nguy co’ ung thu bang
guang.

actos

pioglitazone

Pioglitazone khong nén st dung & bénh
nhan ung thw bang quang va st dung
Thubc duy nhat van con duoc than trong & bénh nhan cé tién sl ung
str dung réng rai o My. thw bang quang.

Nguon: Text book of diabetes 5 edition Wiley Blackwell, International Textbook of Diabetes Mellitus 4th 2015 6




THIAZOLIDINEDIONE

CO CHE TAC DUNG

TZDs

thu acid béo va oxy hoa, viém, va churc

PPARa: gen tham gia vao qua trinh hap

nang mach

Thu thé sao chép trén
nhan té bao PPARs

PPARS hay B: gen lién quan dén tong
hop acid béo, viém, va can bang néi moé
lipid cua dai thwe bao

Kl'chlhoat

Heterodimers voi cac ~—
retinoid-x receptor (RXRS)
gan véi cac chudi ADN lam
kich thich hoac giam phién

PPARY: c6 nhiéu & té& bao mdé m& va it
hon & co va gan, diéu hoa té bao md
m&, chuyén hoa glucose & gan va
xwong, can bang lipid, chirc nang dai
thwe bao va sinh hoc n6i mac mach mau

ma cac gen muc tiéu

Nguén: International Textbook of Diabetes Mellitus 4th 2015 trang 646




THIAZOLIDINEDIONE

T7Ds Glucose Té bao tien mé mo
GLUT-4 Té bao mdé m& trwdng thanh
Nhay cam|vdi insulin
t hap thu va s dung glucose 1 hap thu acid béo va hinh thanh lipid
Can bang chu ky glucose-acid béo
PPAR-y

{ 1 s&n xuat adiponectin ' 1 hoat dong cua insulin

Ngudn: text book of diabetes 5 edition Wiley Blackwell




THIAZOLIDINEDIONE Co CHE TAC DUNG

TZ2D Glucose Fatty acids Thiazolidinediones
l l PPARYy activation l Blood glucose
LUT-4 FATP Y e
SHT D'Efm Eﬁ?“ts on - Improved lipids
l’ l adipose issue - Anti-inflammatory
Glucose uptake Lipogenesis ? Direct Effects offects
and utilization and adipocyte 4 Endothelial function
differentiation
l Lipolysis ,

T Fat synthesis

o =
0@ - 5 \
/* Liver
_{D._ ‘ Transcription of genes ! Era
Skeletal

for adipogenesis, Cytokines — ¢ TNF o, IL-6
‘assist’ insulin action, - Muscle

: _ —1 Adiponectin
reduce inflammation

Pancreas

Nguon: text book of diabetes 5 edition Wiley Blackwell




THIAZOLIDINEDIONE

Tac dung ha duong huyét cham, thwong mat tir 2-3 thang dé dat
duwoc tac dung toi da

“. Kéo dai lidu

*
*

S diéutri

Pai lidu phap diéu tri
néu nhw khdng co tac
dung lam sang dang
ké sau 3 thang.

Pap &ng diéu tri
khac nhau dang ké
gilra cac ca thé

Nguén: http://daithaoduong.com/pioglitazone-thuoc-dieu-tri-tieu-duong-type-2/
Sach text book of diabetes 5 edition Wiley Blackwell
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THIAZOLIDINEDIONE

4 )
Céc thudc nhom thiazolidinedione déu co tac dung

ha glucose mau, giam HbAlc trong khoang 0,5-1,5%
(6-17 mmol/l)
\_ /

‘?W&- 4 - . ‘
. b .

Theo nghién ctru

ADOPT, Giam triglyceride
rosiglitazone cho tac Tang HDL va va tang HDL trong
dung khéi phat cham lam tang nhe mau

LDL

nhuwng kéo dai bén
bi dén 3 thang.

Nguén: http://daithaoduong.com/pioglitazone-thuoc-dieu-tri-tieu-dugng-type-2/
Sach text book of diabetes 5 edition Wiley Blackwell




THIAZOLIDINEDIONE » DUgC LY

Tac dung c6 loi dé cai thién cac yéu té nguy co’ tim mach

Tang ndng dd adiponectin trong huyét

.

“ Chre ndng < pnd D thanh va do nhay voiinsulin
cha tim va ~ :Dieu  tri voi
::. :; § Ploglltazone ,::E ..... -:.. ..... _.:\ ...... :,""l: ........ ; .......:: ....... :\............uuuuu’uu.:
lwu lwvong -, itrong 6thang . : Cai thién ro rét chirc nang tam trwong cua :
A ,mau 5 ..+~ ithat trai ma khong thay doi khoi lwong that :
: trai =

. 12
Nguon: sach International Textbook of Diabetes Mellitus 4th 2015 trang 652-653




THI

OLIDINEDIONE » DUgCLY

Tac dung c6 loi dé cai thién cac yéeu to nguy co tim mach

Cung va&i tac dung co lgi trén cac théng

pereeareeeeneennt 1 80 lipid mau, viéc phoi hop pioglitazone
: Nghién cru mu ™, <~ X ~ TR . 2 A
S : SO [ NN GHUTIM 2§58 cho thy nhivng cai thién dang ké vé :
“.  Chrcnang :d0isaulztuan =i o . , N ;
ik : : 7 :nong do glucose mau co tim va lwu lwong :
~ cuatimva .- o : , » . :
: mau cua co’ tim :
< lwulwong -
mau A e
Srarararaans . TP > Du co hiéu qua trén lwu lwgng mau va chirc nang cua mach
mau, nhuwng can lwu y viéc str dung TZDs c6 lién quan dén viéc
tang ty I&é phan tram va tang lwong chat e ché suy tim sung

huyét & mot s6 bénh nhan.

. 13
Nguon: sach International Textbook of Diabetes Mellitus 4th 2015 trang 652-653




THIAZOLIDINEDIONE

Tac dung c6 loi dé cai thién cac yéu té nguy co’ tim mach

P, . Tang dap wng gidn mach v&i insulin
S CUTE LTZDSCAIthien e .
g, . < itacdun insulin S Az enlin va nd Ao el
“Huyétap: o000 g Insd o Giam lwgng insulin va ndbng do insulin :
trong huyét twong, cac TZDs lam suy yéu :
""""" :  tac dung gay tang huyét ap cla insulin = :

; 14
Nguon: sach International Textbook of Diabetes Mellitus 4th 2015 trang 652-653




THIAZOLIDINEDIONE

Tac dung c6 loi dé cai thién cac yéu té nguy co’ tim mach

Du nhé nhuwng hiéu qua cua
TZDs trén huyét ap la nhat quan
va co loi trong cai thién lau dai
cac bién chng tim mach

yetap . TTUNGRIBR SR . Huyet ap trong 3 nam da giam dang kecyE

.

- S ! PROITE v6i 5238 nhém diéu tri bang pioglitazone so voi

. 4

Laoennhan o nhém dung gia duwoc

. 15
Nguon: sach International Textbook of Diabetes Mellitus 4th 2015 trang 652-653




THIAZOLIDINEDIONE

Nong do
thubc dat
dinh sau khi
udng khodng

1-2 gio

Dung véi thirc an khong anh hw(’yng‘dén
lwong thudc dwoc hap thu nhwng nong

. nong do dinh kéo dai dén 3-4 gidy

dd dinh giam 28% va thoi gian thudc dat

J

> ) ouecoona

Sach text book of diabetes 5 edition Wiley Blackwell.
http://www.thuocbietduoc.com.vn/thuoc-goc-144/pioglitazone.aspx
http://www.thuocbietduoc.com.vn/thuoc-goc-183/rosiglitazone-maleate.aspx

Nhanh va gan nhw hoan
toan khi dung dwong
uong

llllllllllllll LS

Khéng co y nghia
~.  trénlam sang vi 3
» vaycothéuong -

i, e X v .
mEsEEEEEEEEEEEEEm .:‘ g thuOC trong hoaC x"
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THIAZOLIDINEDIONE

Sach text book of diabetes 5 edition Wiley Blackwell.
http://www.thuocbietduoc.com.vn/thuoc-goc-144/pioglitazone.aspx
http://www.thuocbietduoc.com.vn/thuoc-goc-183/rosiglitazone-maleate.aspx

Pén 99 %

Gan manh
vOi huyét
Chu yéu 1a tirong
Albumin

[\lc‘“mg dé khéng di anh huéng
dén cac thudc gan két voi protein

khac
/\/\/ .




THIAZOLIDINEDIONE

osiglitazone
chuyén hoa
chi yéu qua
enzyme
CYP2C8

HOA CHU
YEU QUA
GAN

Sach text book of diabetes 5 editio WIyBI ckwell.
http://www.thuocbietduoc.com.vn/thuoc-goc 144/p oglitaz

http://www.thuocbietduoc.com.v /th c-goc-183/rosiglitaz mI ate. p

Pioglitazone chuyén hoa
chu yéu qua enzyme
CYP2C8 va CYP3A4

18




THIAZOLIDINEDIONE

Sach text book of diabetes 5 edition Wiley Blackwell.
http://www.thuocbietduoc.com.vn/thuoc-goc-144/pioglitazone.aspx

.p ://www.thuocbietduoc.com.vn/thuoc-goc-183/rosiglitazone-maleate.aspx

Rosiglitazone: Thai trir chu yeu N
qua nuwdc tiéu 64% va phan
23% c& dang chuyén hoa khoéng
con hoat tinh va dang hoat tinh \ /

\_ J

Pioglitazone thai trir qua mat.

19




THIAZOLIDINEDIONE

Thuoc Ham lwong vién Liéu hang ngay Théi gian tac
nén dung

Pioglitazone 15,30 va45mg 15-45mg/ngdy Lén dén 24 gid
(Astos)

Rosiglitazone 2,4va8mg  4-8mg/ngay (c6 Lén dén 24 gid
(Avandia) thé chia liéu)

Ngudn: Current Medical Diagnosis and treatment trang 1240 20




THIAZOLIDINEDIONE

!> TZD cé thé duoc sy dung don tri liéu trong dai thao duwong type 2 beo'
phi va khéng béo phi néu bénh nhan khéng dap &ng hay khéng dung
nap v&i metformin,

> TZD thuwdng dwoc phdi hop st dung véi cac thudc diéu tri dai thao
dwdng khac dé dat muc tiéu diéu tri, dac biét 1a véi metformin.

> TZD phdi hop véi insulin cho két qua kiém soat dworng huyét tot va cé
thé gidm liéu insulin, dac biét & bénh nhan béo phi nhwng phai chu y
trieu chirng phu ngoai vi thwong gap.

[ e e e e

Ngudn: text book of diabetes 5 edition Wiley Blackwell 21




THIAZOLIDINEDIONE

Start with Monotherapy unliess:

AN iz @reater than o egual to % consider Dual Therapy.

ANC s greater than o eaual 1o "ON, DIo0a gh.Ccose |5 grealer 1han or eaual 10 300 mag /ol
o paltieont iz rmacwedly syreplomatic, consider Combination Injectable Therapy (Soe Figure 820

4

Monotherapy Metformin

Lifestyle Management

EFFICACY™ high

HYPO RiSX low » a2k

WEIGMHT nevtralloss
SIDE EFFrECTS G lactic acvdon s
COSTS" low

AT targel mOotl ac™meved afler spoios. ™ately § moning of Mmonotnerapy. D'oceed Lo 2-Mrug Combinat.on (O Oer Hot
! Meant 1o denote any speciNc areference — chace gepende ™ on & variely of palient- & Giscase-spec Tic Tactors)
"

o Dual Therapy Metformin +

Lifestyle Management

AL target ~ot achieved after saporax mately § momtne of dual theraoy. Proceed Lo S arug combmation (order not

! MIEAn PO BeNOte vy 1D9CINC Dreference == c NoC e deRenaent om & veariety of patient- A dresse spec fic *actors)

Triple Therapy

Sulfonylures OP> 4 Indibitor o121 recopter agenist [t
EFFICACY" ~ e~ ~arediate mtesrmediate -~a~ ~orest
HYPO RIS mOderate ritk Ow rii Ow riex OwW 7t IOwWw it s Rt
WEIaHNT G e Qain meoulral oas O © e
SIDE EFFECTS g yee v ia oderna. ~F, fxs care G, debydration Tax Gt ~yDogiycenria
COSTS" oW ow -~ g~ ~o~ —

Lifestyle Management

P AIC Target SOt a2 Meved ATTer SOOI AaTely § mortrt of THole TRer Aty AN DAL ST (1) ON Oral COMBIrmARIOn, Mmove "o
BDasel MEuinor GLEIARA (2 on CLEI RA 400 Dasal mpulin, o (3) Oon SOt mally Birated Datal inilin «33 CLPY 2 A or
MeAtime iragd A NMetformim tTherapy should be mamaned. while other orel agerii mMay De JaCoMINnued Of an ndiyvcdiael
Dasis 20 ave @ UNNeCesEa  y comples o corthy regimens (o adda ing & “Surtmh amt i nyper@giycerc agemt)

L J
a Combination Injectable Therapy (See Figure 8.2)

e recomen e - T
T [ -
o NN - I o DPP-ay
or oPP-4a or T SCOLYIN or SOLYI-
or GLP-L-RA or or GLP-RA
o EECTTONE - o




THIAZOLIDINEDIONE
TZDs vé&i Metformin . -

- O bénh nhan dai thao dudng type 2 khéng dap tng tét !
. vOi liéu phap don diéu tri véi metformin, viéc phoi hop |
thém thiazolidinedione sé lam cai thién thém kha nang
. kiém soat dwérng huyét, nhay cdm vai insulin, va chire !
nang cla té bao R dao tuy. |

Gidm ro rét nong d6 FPG xuong 38
metformin. khi | | tuan mg/dl va nong dé HbA1c giam 0,83%
phéi hop vc’):i 7D khi so v&i nhém gia dwoc

* . *
sssssssssnnsnsmadannnnnnnnnnnnunEnEEmees®*  p A A NN NN NN NN NN NN NN EEEEE NN NN NS EEEEN NN NN EEEEENN NN NN EEEEENEEEEEEEEEEEEEEEEEEEEEEEEmnnnmns®

dung liéu ti da : [Sau 16

Nguén: sach International Textbook of Diabetes Mellitus 4th 2015 trang 649 23




THIAZOLIDINEDIONE
TZDs vé&i Sulfonylureas ' .

~ Cho thay cai thién 5 rét kha nang kidm soat |
| duong huyét trong nhiéu nghién culon _ |

-------------------------------------------------------------------------------------------------------
*

. Pioglitazone 15mg: ndng dd HbAlc ban :

................................................ ‘ . dau giam ro rét 1an luot 0,9%; Nong dd FPG |
~ Bénh nhan diéu tri . cling giam xuéng 39 mg/dl
két hop :<Sau 16 tiIéIIriIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII’

; Sulfonylurea va ;- p
. TZD. HbA1c>8.0% : ; P!Aogllt_a’zone~ 39mg. nong do HbA}c bar)
................................................ d’au glam ro ret Ian Iu;O;t 1,3%’ Nong d'o

. FPG ciing gidm xudng 58 mg/l

Ngudn: sach International Textbook of Diabetes Mellitus 4th 2015 ’EFa-ng.64.9 .............................................................................................. ! 24




THIAZOLIDINEDIONE
TZD v¢&i thuoc rc chée DPP-4

---------------------------------------------------------
o* Yo

_ ¢ Kha nang giam lan lwot *
. Phdi hop pioglitazone va thuéc e~ ™., . HbAlc 0,4-0,7%va
. ché DPP-4 trén bénh nhan da that . FPGla 15-20mg/dIl,
5 bai khi diéu tri voi . cling v&i khong thay dbi
plogIltazone+metformm/sulfonylurea . can nang so sanh v&i
........................................................................ : gia dwoc

»
. *
--------------------------------------------------------

Nguén: sach International Textbook of Diabetes Mellitus 4th 2015 trang 649 25




THIAZOLIDINEDIONE
TZD véi thuoc doi van GLP-1

Ph0| ho’p dleu tr| thlazolldlnedlone VO’I thuoc d’0| van I
| GLP-1 cho thay kha nang cai thién hiéu qua kiém |
, soat glucose :

-----------------------------------------------------------------------------------------------------------------------------------------------------
* *

Bénh nhan da dieu : . Giam ndng d HbA1c giam 0,98% va

trivéiTZD, chodung - | S341° % 1 i lugng cor thé giam 1,51 kg khi so

prém ho’pdvo’l v&i nhém dung gid dwoc ;
xenatide ; oA, :

- .
----------------------------------------------------

Nguon: sach International Textbook of Diabetes Mellitus 4th 2015 trang 649 26




THIAZOLIDINEDIONE
TZD vé&i Insuline . .

O’ My, pioglitazone dwoc chdp nhan trong diéu tri v&i;
'phdi hop voi insuline. Tuy nhién, FDA khuyén céo su -
| phdi hgp TZD vdi insulin c6 lién quan dén bénh pht ban |
:chan, vi vay pioglitazone can s dung than trong & bénh ;
'nhan co tién s phu chan, dac biét 1a nhirng ngudi co -
bang chng suy tim mic do trung binh (NYHA Class 1
'va 2). Di voi bénh nhan suy tim d6 3 va 4 thi khong
'khuyén céo st dung pioglitazone

0

Nguén: sach International Textbook of Diabetes Mellitus 4th 2015 trang 649 27




THIAZOLIDINEDIONE

Suy tim xung huyét tién trién hoac rdi loan chirc nang
gan (ALT >2,5 gi¢i han binh thwdng)

Khéng dung & BTD type 1

Nguwdi cé bénh li hdy hoai té bao gan va u gan

Ngudi suy tim do 3 va 4. Thudc lam nang thém tinh
trang suy tim

Rosiglitazone khéng dung cuing véi Insulin vi nguy co
Sach dwoc lwe hoc (Tran Thi Thu Hang) géy Suy tlm

Sach text book of diabetes 5 edition Wiley Blackwell
https://www.drugs.com/cdi/rosiglitazone.html
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THIAZOLIDINEDIONE TWONG TAC
THUOC

Pioglitazone
chuyén hoa qua
CYP3A4

Bi anh hwéng khi
| dung cung véi cac Theo di ndbng dd

thudc chuyén hoa glucose mau
b&i enzyme nay ‘

Pioglitazone dung cung cac chat |Khuyén cao
(rc ché CYP3A4 nhuw
ketoconazole hoac itraconazole

Céc thudec cdm (rng CYP2C8 (vi du nhw rifampin) }i Giam nong dd pioglitazone

Piéu trj dai thao dworng dua trén dap (ng
lam sang ma khoéng vwot qua lieu toi da

http://www.thuocbietduoc.com.vn/thuoc-goc-144/pioglitazone.aspx 45mg m6| ngéy 29

International Textbook of Diabetes Mellitus 4th 2015 trang 655



http://www.thuocbietduoc.com.vn/thuoc-goc-144/pioglitazone.aspx

THIAZOLIDINEDIONE TUONG TAC
THUOC

———————————————————————————————————————————————

'Ploglltazone c6 thé 1am gidm sinh kha dung cla thudc ngira thall
'dwo’ng udng co cha ethinyl estradiol va norethindrone bang cachl
'cdm (rng CYP3A4 va lam gidm tac dung cla cac thudc nay. CanI
'than trong & nhirng ddi twong nay va nén ap dung phwong phap:
. ngua thai thay thé. '

http://www.thuocbietduoc.com.vn/thuoc-goc-144/pioglitazone.aspx 30
International Textbook of Diabetes Mellitus 4th 2015 trang 655
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THIAZOLIDINEDIONE

Rosiglitazone

—————————————————————————————————————————————————————

Cac di¥ liéu in vitro vé chuyén hoa cho bt
R03|glltazone o nong dd nao déu khong (rc ché

I |

TUONG TAC
THUOC

————————————————————————————————

————————————————————————————————

| .Kh.éng.; sinh Quinolone: Bésifloxécih; | |

; KHONG |
| KHUYEN CAO |

/ | Ciprofloxacin; Gatifloxacin; Gemifloxacin... |

| DUNG CHUNG !

\I

Abiraterone acetate: Ceritinib; |
Dabrafenib; Entacapone...

http://www.thuocbietduoc.com.vn/thuoc-goc-183/rosiglitazone-maleate.aspx

31

“._ 1 ltxay ratwong tac voi cac !
\ 1 X R r

> 1 thudc chuyén hod qua

/, ! I

A CYP450 )




THIAZOLIDINEDIONE
o THUOC
Rosiglitazone

| Khd qua; Cay co ca ri; V& ma dé; J
[ Dung chung cd \;/
' nguy co tac dung ;\
.._phunhatdinh | Fenofibrate; Gemfibrozil; |

| Glucomannan; Rifampin; Trimethoprim |

http://www.thuocbietduoc.com.vn/thuoc-goc-183/rosiglitazone-maleate.aspx 32




THIAZOLIDINEDIONE

Tuy nhién van con mot s tac dung phu tac dong tim mach
. dang lo ngai nhu phu, giam nong dé hemoglobin, va bénh
' tim sung huyét

Ngudn: text book of diabetes 5 edition Wiley Blackwell trang 458 33




THIAZOLIDINEDIONE

 Cac nghién ctru gan day da ghi nhan sw gia tdng gan gap doi nguy co gay |
! xwong, dac biét la xwong t& chi, @ phu nlr sau man kinh dung !
! thiazolidinedione, va cé nguy co tang nhe & nam gioi !

Nguon: text book of diabetes 5 edition Wiley Blackwell trang 458 34




THIAZOLIDINEDIONE m

N\

Thuoc khéng dwoc khuyén cdo cho nhirvng ngudi dang -,
b| bénh bang quang hoéc cd tién st bénh bang quang ,"

Cac phan tich an toan vé 1au dai khéng khang dinh pioglitazone 1am
tang dang ké nguy co ung thw bang quang.

Nguon: text book of diabetes 5 edition Wiley Blackwell trang 458 35




AMYLIN MIMETICS

Human Amylin | ' Tién chat cla Amylin 1a 1 polipeptid c6 67 aC|d|

: I amin, dwoc san xuat bi té bao B dao tuysau do |
Iduoc Xt ly b&i cac tién hormone (prohormone).
! thanh hormone trwédng thanh cé 37 aa. :

Pramlintide
(% ®Pro-h-amylin)

|AmyI|n va insulin co vai trd bd sung trong dleu

I
rhoa noéng dd glucose huyét twong. Céc anh
.huo’ng sinh ly cua amylln lién quan dén e che
, sw thém an va thao rong da day cung vGi e ché !
' bai tiét glucagon lién quan dén héap thu thirc an.

Amylln dwoc dw trir va tiét ra cung véi insuline & té bao B dao tuy. Do do, benh
dal thao dwdng type 1 dwoc xem la mot dang thiéu amylin do sw pha hiy cac te
bao B dao tuy.

Ngudn: sach text book of diabetes 5 edition Wiley Blackwell trang 481 36




AMYLIN MIMETICS

'Nam 2005, FDA chép nhan cho Iuu hanh hoat chét Pramlintide
| diing cho diou tri c& BT type 1 va 2. Vidi tan bigt dugc SYMLIN. |

l
SymiinPer' [y

' (wamliwdeacetate)pmndu
For Smg!e Patient Use Only

! § SymlinPen” 120
5

’ | (pramintide acetate) pen-injector ||

For Single Patient Use Only
_ Buat tiém Symlin 60 va Symlin 120
Ong tiém 5 ml chitra 0,6 mg/ml Pramlintide

Ngudn: sach text book of diabetes 5 edition Wiley Blackwell trang 481

37
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Ngudn: sach text book of diabetes 5 edition Wiley Blackwell trang 481

{ Oral intake of

COo CHE TAC DUNG

carbohydrates T #1| Suppresses
L £ N '-—'. .-',_.rf_. -
= (-----.In--... .«L/"‘/::f:*__ \} ﬂppEi‘ltE
" -ﬂ'\{l_"“x_(_‘h I J""JTH\ }l
"‘ o *ﬁ- 15}}
‘! . ,m ibi
o |#2 | Slows gastric #3 | Inhibits
: Brain glucagon
emptying @
vagal release
mechanism \k\
. + Pancreas
Stomach " S Pramlintide S s a cells:
carbohydrates Jglucagon  Glucagon
., (amylin analog) ,-
For adjunct therapy w/ insulin
Risk of hypoglycemia
"_jmaﬂ_ Promotes weight loss {iver
intestine s.c. tid dosing
Gl carbohydrate '; glucagon promotes
metabolism < b’ glycogen breakdown

& ab ti
absorpren J Plasma glucose

to release glucose 38




AMYLIN MIMETICS

e W
I Lam cham sw thao réng da day :
\ P
C . \
AN (T T T T T T T T s mmm - Y :Dédu’qcchépnhéns&:
| ' Tiém duéi da ;=11 Ngan chan tiét glucagon ' —1 dung & bénh dai thdo |
""""" 7 e eeee————--———- | | duong type 1 vatype 2 |
\ 7’
(- T p
L Giam sw thém an 3

Ngudn: sach Current Medical Diagnosis and treatment trang 1247 39




'\
: Gan két véi protein: khoadng 60% y
L E S
] Thoi gian dat ndng d6 dinh: 20 phut ¥
R SN
; Thoi gian 6 tac dung: khoang 3 gidr P
___________________________________________ o
] Thoi gian ban thai: khoang 48 phut g
........................................... 3
... Baitiétchiyéuquanuoctiu »

http://dieutrichuabenh.com/thuoc-pramlintide-thong-tin-chuyen-nganh/




AMYLIN MIMETICS

/o

| Khac véi cac nhom thude dieu tri
dai thao dwong nhuw metformin,

| sulfonylurea, Thiazolidinedione...

-~

https://wikimed.vn/thuoc/pramlintide-thuoc-tiem-med1738

Z> CHi DINH

N Diéu tri h6 tro 7/

> \ cho bénh nhan ,

/' dai thao dwong "\

tvpe 1 va 2 .
ypelvas \

= e o E———— g

\ /

41




AMYLIN MIMETICS

o x o
' Chong chi dinh & nhirng bénh nhadn cé phan &*rng qua man nghiém |
| trong v&i pramlintide hodc véi bat ky thanh phan nao cla thudc, bénh | |
nhan ha dwong huyet liet da day ]

\

https://wikimed.vn/thuoc/pramlintide-thuoc-tiem-med1738 42




AMYLIN MIMETICS SUr DUNG

Ham lwong Lieu hang ngay Thei gian
tac dung
Ong 5 ml chira - Diéu tri dai thdo duong type 2, bat dau vdi litu 60 2 gid
0,6 mg/ml; cling mcg ba lan mdt ngay. Tang liéu [én 120 mcg ba [an moét
c6 dang but ngay néu khéng budn nén trong 3-7 ngay. Dung ngay
Symlin 60 hoac trudc bira an.
bit Symlin 120 - Diéu trj dai thao dudng type 1, bat dau vdi liéu 15
(tiém dwédida) |mcg ba lan mot ngay va ting liéu bang cach ting liéu 15
mcg |én toi da 60 mcg ba lan mot ngay, néu dung nap
duorc.
- Tranh ha duwdng huyét, giam liéu insulin bang 50% khi
bat dau diéu tri.

Nguén: sach Current Medical Diagnosis and treatment trang 1241




AMYLIN MIMETICS m

[~ "= " = = = = .I‘\ "
I
—

Can glam I|eu kh| dung ket ho’p VO’I pramlmtlde

_ j

N ‘ Pramlintide c6 thé tri hodn sy hap thu cla cac :

""""""" . - thudc dung dwdong uodng, cac thudc nay phai -
' P ,

-I__H_UC_)C_ U_ONG 2 . dwoc dung it nhat 1 gio trwdc hoac 2 gio sau khi |

‘ tiém pramlintde. |
I‘\
] | '\\ ( Khong dung thudc lam thay ddi nhu dong duong
' Thudc tac dung . tiéu héa (atropine) hoac thudc lam cham hap thu -
'dwong tiéu héa -7 . duong rudt cua cac chat dinh dwéng (cac thudc -
A — - - (r)c ché alpha-glucosidase) khi dang dung '
pramlintide. _ _ _ _ _ _ _ _ _ _ _ _/

https://wikimed.vn/thuoc/pramlintide-thuoc-tiem-med1738 aa




AMYLIN MIMETICS

) [ Céc loai thuoc cé thé lam tang nhay cadm ha \
| dwong huyét khi dung chung voi pramlintide
N bao gom: cac thudc chdng dai thado dung dudng |
- hueng néng , j u_c‘)ng, thuéc (rc ché men ch_uyén angiotensin,
| 46 glucose o ; dlsopyrar_nlde, flbrate., fluoxetin, thudc e _che :
— Y- . - monoamine oxidase, pentoxifylline,
' ! propoxyphene, salicylat, cac chat twong tu

' \ somatostatin va khang sinh sulfonamide. J

https://wikimed.vn/thuoc/pramlintide-thuoc-tiem-med1738 45




AMYLIN MIMETICS

" —

R
| Bubn ndn la phan &ng phu chd yéu, anh hwéng !
I 30-50% bénh nhéan st dung pramlintide nhwng co .

thé cai thién theo thoi gian. !

https://wikimed.vn/thuoc/pramlintide-thuoc-tiem-med1738 46
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no®

UL
| O vi tri tiém |

https://wikimed.vn/thuoc/pramlintide-thuoc-tiem-med1738 47
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BROMOCRIPTINE

Bromocriptine 1& chat chi van dopamine D2 (rc ché than kinh giao cam

Bromocriptine dwoc cho la anh hudng dén hoat dong than kinh
nhip ngay dém & vung dudi doi dé thiét 1ap lai sw vin dong cao
bat thwong vung dudi doi lam tang glucose huyét twong, acid
béo tu do va triglyceride & nhirng bénh nhan dé khang insulin

Dang phdng thich nhanh cia bromocriptine, udng trong vong 2
gio sau khi thire day, duoc cho la lam tang mic dopamine dudi
doi thap va rc ché hoat dong qua murc cla than kinh giao cam
trong hé than kinh trung wong (CNS) lam giam murc glucose huyét
twong sau an, do lam tang sy kim ham san xuat glucose & gan.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3152192¢




BROMOCRIPTINE

0.6% to 0.9% HbA,. reductions when added to other oral antidiabetics*

04

HbA,. changes from
baseline to week 24

\
\
/

/

\
/

(02) 3 , , o~
Average baseline HbA, 8.3% // Khi phdi hop véi cac thudce AN
e B SRR SRR ((( chéng BTD dwong udng khac \
e ... s \ giam HbA1c trung binh J
o N 8.3%.(ngoai tri TZD v&i Insulin ) //
' A-057 A-089 b-049 A-09 ™~ ~
P<0001 P<000] P=.0002 P=.0026 | - -
(n=412) (n=282) (a=192) n=81) | m cvaoser = ~ ”f
B Plocebo | ~ ///
| ~

Efficacy data in combination with thiazolidinediones (TZDs) are limited. Efficacy has not been confirmed in combination with insulin.

*Findings from a 52-week, randomized controlled trial to evaluate the safety and efficacy of Cycloset. Data shown are from a prospective

24-week assessment for treatment differences from baseline to week 24 in HbA1c .

June 22, 2011

https://www.sec.gov/Archives/edgar/data/1172480/000095012311060640/c19024exv99w1.htm

Vewvrrss...

1"
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https://www.sec.gov/Archives/edgar/data/1172480/000095012311060640/c19024exv99w1.htm

BROMOCRIPTINE HIEU QUA

In a 3,070 patient, 52-week safety study, Cycloset use was not associated
with an increased risk for adverse cardiovascular events
55% relative risk reduction for MACE* endpoint vs placebo.
Hazard ratio=0.45 (95% CI, 0.205-0.9996); p=0.0459

0.5% of patients on CYCLOSET vs 1.4% on placebo experienced
an M, stroke, or CV-associated death

*MACE [major adverse cardiovascular events]: supplementary
20 =1 analysis of composite endpoint of time to first MI, stroke or CV
death.

Cycloset khong
= lam t3ng nguy co

tim mach

Comelative % Experiencing MACE Endpeiat
2
2

00

There have been no clinical studies establishing conclusive evidence of macrovascular risk reduction with Cyeloset or
any other antidiabetic drug. Cyeloset does not increase the risk of macrovascular events. ‘7,' .
SNVARLS.

June 22, 2011

https://www.sec.gov/Archives/edgar/data/1172480/000095012311060640/c19024exv99wl.htm 51
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BROMOCRIPTINE

Once-daily dosing of Cycloset provided significant PPG reductions — without increasing
plasma insulin concentrations*

2-hour postprandial plasma glucose (PPG) levels at week 24: change vs. placebo®

@ b
Breakfust 9 Lunch 2 ru

No increase in plasma insulin concentrations I Plosma glucose

Dinmer

7m

= All PPG levels (mg/dL) were significantly lower vs placebo (p<.05)

* Findings from a 24-week, placebo-controlled, monatherapy trial that evaluated the efficacy and safety of Cycloset as an adjunct to diet and
exercise in 159 overweight adults with type 2 diabetes and inadequate glycemic contral v "
SNVIARES.
12

June 22, 2011

https://www.sec.gov/Archives/edgar/data/1172480/000095012311060640/c19024exv99wl.htm

HIEU QUA

Mot liéu cycloset moi
ngay lam giam
glucose huyét tuong
sau an ma khong tang
nong do insulin huyét
tuwong.

Murc PPG 2 gio sau an
& tuan 24: thay doéi so
voi gia duoc

52



https://www.sec.gov/Archives/edgar/data/1172480/000095012311060640/c19024exv99w1.htm

BROMOCRIPTINE

« Khoang 65 — 95 % dugc chat dugc hap thu dudng uong
* Thoigian thubc dat ndng d6 dinh trong huyét tuong la 60 phut [dc déi .
* Nong doé dinh trong huyét twong dat duoc sau 120 phut & trang thai an no.

* Bromocriptine gan vao protein huyét twong khodng 90 — 96%. Thé tich phan bo
khoang 61 L.

* Bromocriptine dwgc chuyén hda & duwdng tiéu hda va gan. Chuyén hda boi
CYP3A4 I3 dudng chuyén hda chd yéu. Phan 1&n liéu duwoc hdp thu (khodng
93%) trdi qua qua trinh chuyén hoa lan dau

Thai trir chd yéu qua mét

2-6% qua nudc tiéu e ———
T1/2= 6 gio. -7 Hap thu cham bagi thirc dn nhung \\\
//\ SKD tang khoang 55-65% khi uéng />)>
S - thudc IUc no so vdi luc doi B e
- -
/// - 53

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3152192/ L=




BROMOCRIPTINE M

RECOMMENDED TITRATION SCHEDULE

Khac v&i nhirng
Vién nén

Week 1 Week 2 Week 3 Week 4
(starting dose) . .
~\ ( bromocrlptlne quy
~ 8880 wéce 2,5 mg hodc 5
1 tablet 2 tablets 3 tablets 4 tablets \ ’
daily daily daily daily mg dung cho cac

chi dinh khac

Max dose: 4.8 mg/day
Source: CYCLOSET [prescribing information].*

* Bromocriptine mesylate nén duoc khéi dau bang mot vién nén (0,8 mg) va tdng mot vién
trén ngay sau moi tuan dén lieu t8i da hang ngay la sau vién (4,8 mg)

« Dung mot lan moi ngay, trong vong 2 gi® sau khi day budi sdng. Nén udng cung thirc an dé
giam kha nang gay tac dung phu trén duong tiéu héa nhu buén nén va tang SKD

* Khong cé cac nghién ciru dugc dong hoc & nhitng ngwoi bénh gan va than, nén si¢ dung
than trong & nhirng bénh nhan nay 4

https://www.ncbr.nim.nimn.gov/pmec/articles/ PMCalo2 102/




BROMOCRIPTINE CHONG CHi DINH

Nhay cdm véi bromocriptine hodc cac dan xuat tir cua lua
mach hay bat ky ta dwoc nao trong thudc

Bromocriptine lam tang xac suat ha huyét ap & nhirng bénh nhan da
nira dau ngat xiu,Chong chi dinh & nhirng bénh nhan nay

Phu ni* dang cho con bu. Cycloset c6 thé &rc ché su tiét sira

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3152192/

55




BROMOCRIPTIN ) ) TUONG TAC THUGC )

Bromocriptine duoc chuyén
hda bdi con duong CYP3A4

Bromocriptine mesylate gan

Liéu cycloset khdng nén vuot qua 1,6 mg hang ngay trong qua trinh
sit dung dong thoi véi cac thudc e ché CYP3A4 trung binh (nhu
erythromycin)

Tranh dung déng thoi vai cac thude c ché CYP3A4 manh (nhu
thudc chéng ndm azole, &rc ché protease HIV) va dam bdo su dao
thai phu hop cac thudc rc ché manh CYP3A4 trudc khi bat dau
diéu trj vdi cycloset.

két manh v&i protein huyét
twong

S dung dong thoi véi cac thudc gan két manh vdi protein khac
(nhu salicylate, sulfonamide, chloramphenicol va probenecid), diéu
nay cé thé [am thay doi hiéu lwc cda thuéc va nguy co tic dung
khéng mong muodn.

Chat d6i van D2

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3152192/

Cac chat doi khang receptor dopamine, nhw cdc thubéc an than
(nhv  phenothiazine, butyrophenone, thioxanthene) hoac
metoclopramide cé thé lam gidm hiéu qua cla bromocriptine.




BROMOCIPTINE

, LUU Y KHI SU DUNG

 Viéc tuan thd hwdng dan ché dd an kiéng, hoat
dong thé duc thudng xuyén

1 * Theo d&i dudng huyét va xét nghiém HbA1c

* Ha huyét dp va ngat cd thé xay ra thudng xuyén

N hon trong thoi gian diéu tri ban dau hodc bat c
- khi nao tang liéu
CYCL\gSET * Bénh nhan can biét cycloset cd thé gay ngl ga.
o R Théng bao bénh nhan khéng dugc van hanh
gu may moc nang néu cd triéu chirng budn ngd

e Phu nir dang cho con bu duoc khuyén khéng
nén dung cycloset.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3152192/ >/




a-GLUCOSIDASE INHIBITORS

Vao dau nhirng nam 1980, ngudi ta da
chirng minh duwgc rang cac chat nay cé kha

nang lam ha dwdng huyét sau an khi st dung
trong diéu tri dai thdo dwong. Acarbose, chat
trc ché a-glucosidase dau tién

udc khac la miglitol va voglibose ciing dwoc

i0i thiéu & mot sO nwoc

Ma&c du nhom thudc nay da dwoc chirng minh vé do
an toan, tuy nhién viéc rng dung no trén lam sanglai
bi han ché bé&i tac dung phu trén dwong tiéu hoa va
hiéu qua diéu tri khédng cao

I I

Nguén: text book of diabetes 5 edition Wiley Blackwell 58




a-GLUCOSIDASE INHIBITORS

(microvill)
a-glucosidase c6 mat & dwong
% > vién hinh 16ng ban chai cia t&
Acarbiose bao ruot
Sucrose l’ Glumse |

“h

{thm
Enterocyle ﬂﬂ (t-glucosidase

Microvillus

%

N/

 Lam cham qua trinh tiéu
hda cacbonhydrate
* Lam cham qua trinh hap thu

O ‘ glucose.

FOL L R B JE - O O .
-
- =

-

* Chi cé tac dung khi bénh nhan st dung cac carbonhydrat phirc tap va khong cé su anh
hudng |&n qua trinh hap thu glucose .




a-GLUCOSIDASE INHIBITORS

Dung don tri liéu trong DT 2 ¢o6
nong dob glucose mau tang nhe

Kéo dai sy hap thu dudng huyét sau
an, giup tranh duwoc hién tuvong ha
dwong huyét cia cac thuéc nhém SU
hay insulin

Ngan chan su tién trién cla vié
loan dung nap glucose & bénh nhan
DT

Nguén: text book of diabetes 5 edition Wiley Blackwell

CHI DINH VA
CHONG CHi DINH

CHONG
CHi PINH

Nhirng ngudi co tién si bénh dwdng rudt
man tinh

Khi dung liéu cao acarbose c6 thé lam
tdng nong do enzym gan. Nén kiém tra
dinh ki transaminase va theo doi chuirc

nang gan

60




a-GLUCOSIDASE INHIBITORS m

e Khi sl dung don trj liéu, gidm glucose mau sau bira an toi tur
1-4 mmol/I .

e Gidm chi sé HbAlc tir 0,5- 1% ( 6- 11mmol/l) v&i diéu kién
thudc dung nap tot va tudn thi ding ché d6 an.

 Khong gay tang can va ha glucose mau dot ngot.

e Gidm hién twong ha duong huyét gitra cac bira an

« Khi két hgp vai cac thude DTD khac, a-Glucosidase cé thé
giup lam gidm sy tang insulin huyét sau an déng thoi lam ha
nong do triglycerid huyét tuong.

« a-Glucosidase lai cho thiy duoc rang nd 1a mét thudc vo
cung hiéu qua khi b6 sung vao cac liéu phap diéu tri.

e MO0t s6 bang chirng so bd cho thay rang acarbose cé kha nang
lam gidam mot s6 nguy co tim mach.

Ngudn: text book of diabetes 5 edition Wiley Blackwell 61




a-GLUCOSIDASE INHIBITORS

 Tac dung phu chu yéu trén duwong
tiéu hoa. Khi dung thuéc vdi liéu cao
sé khién cho cac oligosaccharides
khong tiéu hoa duoc di vao rudt gia.
Nhitng chat nay duoc [én men, gay
day hoi, [am bung kho chiu d6i khi
gay tiéu chay

* Giam lvgng duong an ( dwong mia)

e Bat dau sir dung thudc vdi liéu thap
nhat va tang liéu dan cho dén khi cé
hiéu qua

Ngudn: text book of diabetes 5 edition Wiley Blackwell 62




a-GLUCOSIDASE INHIBITORS

Nguén: text book of diabetes 5 edition Wiley Blackwell

BIET DU'QC

ontrolled Room Temperature].
ispense in tight (USP),
ild-resistant containers.
0SAGE AND USE
accompanying prescribing
formation.

dX3
107

@ NDC 0009-5014-01

Glyset’
miglitol) tablets

100 Tablets Rx only

3

000z08Y%

NO COPY AREA
NO COPY AREA

FPO UPC (NDC/HRI) @ 80%

N3 0O0009-5014-01
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