R THUGC BAN THEO PON
X

TO HUONG DAN SU DUNG THUOC
Vién nén
PIZAR-3
Vién nén

PIZAR-6

Thuéc nay chi dung theo don thudc
Dé xa tam tay tré em
Poc ki hwéng dan sir dung trwéc khi dung
Thong bao ngay cho bac sy hoac dugc sy nhirng tac dung khong mong muon khi sir dung thuéc
To thong tin sin phdm nay bao gom hu’o’ng dén sie dung cho thuéc cé nhiéu ham lwong khdc nhau.

1. THANH PHAN CONG THUC THUOC
MOi vién nén PIZAR-3 chira:
Thanh phén dwoc chat:
IVErMECtiN ..o 3mg
Thanh phan td dwoc:
Cellactose 80, croscarmellose natri, magnesi stearat.

Maéi vién nén PIZAR-6 chua:

Thanh phan dwoc chit:

IVErmectin .......cccevveveveeie e, 6 mg

Thanh phén td dwoc:

Cellactose 80, croscarmellose natri, magnesi stearat.

2. DANG BAO CHE
PIZAR-3: Vién nén dai, mau tra‘ing, mot mat c6 dap logo f‘:', mat kia c6 dap gach ngang.
PIZAR-6: Vién nén dai, mau trang, mot mat c6 dap logo £-°, mat kia c6 dap gach ngang.

3. CHIDINH
Ivermectin dugc chi dinh diéu tri cac nhiém tring sau:
Nhiem giun lwon duwong tiéu hoa
Ivermectin dugc chi dinh diéu tri nhiém giun lwon dudng tiéu hoa (khong phd bién) do
giun tron Strongyloides stercoralis.
Chi dinh nay dua trén cac nghién clru lam sang so sanh va nhan mg, trong d6 64 - 100%
bénh nhan nhidm tring duge diéu tri bang ivermectin lidu don 200 pg/ kg.
Nhiém giun chi
Ivermectin dugc chi dinh diéu tri nhiém glun chi do glun tron Onchocerca volvulus.
Chi dinh nay dua trén cac nghién ciru ngdu nhién, mu doi, ddi chung gia dugc va so sanh,
dugc thyc hi¢n ¢ 1427 bénh nhan ¢ khu vuc c6 Iuu hanh giun chi & Tay Phi. Nghién ctru so
sanh str dung diethylcarbamazin citrat (DEC- C)
Luu y: Ivermectin khong ¢ hoat tinh dbi véi ky sinh trang Onchocerca volvulus truéng
thanh. Ky sinh trung trudng thanh cu tra trong cac nét dudi da 'khong thuong phat hién
duoc. Phau thuat cit bo cac ndt dudi da (nodulectomy) nay co thé duoc can nhic trong xir
tri bénh nhan nhiém giun chi, vi s& loai bo cac ky sinh tring trudng thanh san sinh au tring.

4. CACH DUNG - LIEU DUNG
Liéu 1 dung
Nhlem giun luon
Liéu khuyen cdo cua ivermectin trong diéu tri nhidm giun lwon 1a liéu don duong ubng
thiét ké dé cung cap khoang 200 pg/ kg thé trong ivermectin. Xem Bang 1 dé biét hudéng
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dan lidu. Noi chung khong can thiét phai dung thém lidu. Tuy nhién, nén xét nghiém phén
sau khi uong thudc dé xac nhan ky sinh trung da bi ti€u diét.
Bang 1. Liéu dung cua ivermectin trong diéu tri nhiém giun luon

Thé trong (kg) Liéu don dwong udng
15-24 3 mg
25-35 6 mg
36 - 50 9 mg
51 - 65 12 mg
66 - 79 15 mg
> 80 200 ng/ kg

Nhiém giun chi

Liéu khuyén c4o cua ivermectin trong diéu tri nhiém giun chi 13 liéu don duong uong twong
duong khoang 150 pg/ kg thé trong ivermectin. Xem Bang 2 de blet huong dan liéu. O
chién dich phan phdi hang loat trong chwong trinh diéu tri qudc té, thoi gian dung thubc
thuong thay nhét la 12 thang. Khi diéu tri cho timg bénh nhan, c6 thé can nhic ti dicu tri &
cac khoang thoi gian ngan khoang 3 thang.

Bang 2. Liéu dung cua ivermectin trong diéu trj nhiém giun chi

The trong (kg) Liéu don dwong udng
15 - 25 3 mg
26 -44 6 mg
45 - 64 9 mg
65 -84 12 mg
> 85 150 ug/ kg

Cach dung
Nén uong thude luc do6i voi nude.

CHONG CHI PINH , ‘ ,
Man cam v6i ivermectin hodc bat ky thanh phan nao cua thudc.
biéu tri bénh giun chi Loa loa do tiém nang gay ddc than kinh (bénh nao).

CANH BAO VA THAN TRONG KHI DUNG THUOC

Canh bao

Céac dir liéu da co cho thay thudc diéu tri ky sinh trung, nhu diethylcarbamazin citrat (DEC-
C), co thé gay cac phan ung da va/ hodc toan than véi mirc d§ ndng khac nhau (phan ung
Mazzotti) va cac phan (mg nhin khoa & bénh nhan nhiém giun chi. Nhiing phan mg nay do
dap g di ing va viém khi ky sinh trung chét. Bénh nhan dung ivermectin dleu tri nhiém
giun chi c¢6 thé bi nhiing phan img nay ngoai nhiing tac dung khong mong mudn c6 thé gip
phai trén lam sang, c6 thé hoac chic chan lién quan dén thudc.

Diéu tri phan u’ng Mazzotti nang chua duge thyc hién trong thu nghlem lam sang c6 doi
ching. Udng nudc, cho nim xuong, tiém tinh mach nudc mudi sinh 1y, va/ hodc tiém
corticosteroid da dugc dung d@ diéu tri ha huyét ap tur thé. Thudc khang histamin va/ hodc
aspirin dugc dung trong hau hét cac truong hop nhe dén vira.

Thin trong

Chi nén dung ivermectin khi di chan doan duoc hoic nghi ngd nhiém O. volvulus. Chua ¢
thong tin vé viéc dung thudc dé du phong.

Sau khi dung thudc dleu tri ky sinh trung, bénh nhan bi phan g viém da do giun chi thé
tang phan ung co6 thé dé gap cac phan ung khong mong muodn nang hon so vdi nhitng bénh
nhén khac, dac bi¢t 1a phu va bung phat viém da do giun chi.

Truong hop hiém gip, bénh nhan nhiém giun chi déng thoi véi nhidm tring nang Loa loa
¢6 thé xuit hién bénh ndo nghiém trong hodc tham chi tir vong tu phat hodc sau khi diéu trj
v6i thude dleu tri ky sinh tring c6 hiéu qua. O nhung bénh nhén nay, céc tdc dung khong
mong mudn sau ciing di duoc bao cao: Pau (bao gébm dau cd va dau lung), d6 mat, xuat
huyét két mac, kho tho, tiéu tién va/ hodc dai tién khong ty cha, kho dimg/ di lai, thay doi
trang thai tam ly, 14 1an, lo mo, bét tinh, dong kinh hodac hon mé. Hoi chung nay dugc thay
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rat hiém gip sau khi dung ivermectin. O nhitng bénh nhan duoc diéu tri véi ivermectin vi
bat ky 1y do nao va phoi nhiém dang ké voi Loa loa dic hiru ¢ Tay Phi hoic Trung Phi, nén
thuc hién danh gia tién diéu tri kiém tra nhiém bénh giun chi Loa va theo ddi sau diéu tri
can thén.

Nhiém giun lwon: Nén thyc hién lai cic xét nghiém phan dé xac dinh su loai bod
Strongyloides stercoralis.

Nhiém glun chi: Ivermectin khong tiéu diét ky sinh truing Onchocerca truong thanh, vi vy
thuong can tiép tuc theo ddi va diéu tri lai sau do.

Chua c6 nghién ctru st dung ivermectin & bénh nhan suy gidm chirc nang gan hodc than. Vi
ivermectin chuyén héa nhiéu bai gan, nén than trong khi dung ivermectin & bénh nhan suy
giam chirc nang gan.

An toan va hiéu qua chua dugc xac dinh ddi véi tré c6 can ning < 15 kg. Khong nén ding
ivermectin cho tré c¢6 cn nang < 15 kg va tré < 2 tudi, do hang rao mau - ndo con kém phat
trién so véi tré 16n hon.

biéu tri cong déng can loai trir phu nir 6 thai, tré¢ em duoi 15 tudi va nguoi dm nang.
Ivermectin co thé gdy cac phan ung da va phan ung toan thén vi mirc d6 khac nhau (phan
ung Mazzoti) va cac phan ing trén mat ¢ cac nguoi bénh bi giun chi Onchocerca.

Cén diéu tri nhac lai cho nhitng ngudi bénh bi suy giam mién dich.

Do thudc lam ting GABA, nén c¢6 quan niém cho riang thudc c6 tac dung trén hé than kinh
trung wong & ngudi ma hang rao mau nio bi ton thuong (nhu trong bénh viém mang ndo,
bénh do Trypanosoma).

Tré em: An toan va hi¢u qua ¢ tré em c6 can nang dudi 15 kg chua dugc chung minh.
Nguoi cao tudi: Cac nghién ctru 14m sang cta ivermectin khong c6 du sb luong ngudi > 65
tu6i dé chimg minh ho c6 dap tmg khac voi nguoi tré tu6i hon. Cac kinh nghiém lam sang
dé duge bdo cdo khac khong cho thay dap tmg khac biét gilta bénh nhén cao tudi va tré tudi
hon. No6i chung, nén than trong khi diéu tri cho bénh nhan 12 ngudi cao tudi do thuong gap
hon suy giam chirc nang gan, thén hogc tim va cac bénh mic dong thoi hodc cac thude dicu
tri dong thoi khac.

Nhiém giun lwon & bénh nhdn suy. gidm mién dich

6] nhirng bénh nhén suy giam mién dich (bao gdm bénh nhan nhiém HIV) dang dugc diéu
tri nhiém giun lwon dudng ruot, co thé can thém cac dot tai diéu tri. Cac nghién ctru 1am
sang day du va duoc kiém soat t6t chwa duoc duoc thyc hién ¢ nhiing bénh nhén nay dé
xac dinh ché do dung thuoc t6i wu. Cac dot diéu tri rleng biét, vi du, & m01 khoang 2 tuan,
c6 thé can thiét, va c6 thé khong dat duoc hi¢u qua dieu tri mong mubn. Viée kiém soat
nhiém giun luon ngoai rudt ¢ nhimg bénh nhan nay 1a kho khin va diéu tri hd tro, vi du: 1
1an/ tuan, c6 thé ¢6 ich.

Cénh bao lién quan ta dugc

Thudc c6 chua cellactose. Bénh nhan bi bénh di truyén hiém gap kém dung nap galactose,
thiéu hut Lapp lactase hodc r6i loan hap thu glucose-galactose khong nén str dung.

Pé xa tam tay tré em.

7. SUDUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Thoi ky mang thai

Tac dung quai thai da dugc theo doi trén dong vat nghién ctru. Do chua cé nghién ciru dugc
kiém soat trén ngudi mang thai, vi vdy ivermectin khong khuyén céo dung cho phu nit c6
thai.

Thoi ky cho con bu

Ivermectin tiét vao sita me véi ndong do thap (dudi 2% lugng thubc da dung). An toan v6i
tré so sinh chua duoc xac dinh, do d6 chi dung thudc nay cho nguoi me khi thay lot ich cho
me vugt tri nguy co cho con. Khong nén cho me dung thude t6i khi tré it nhit duoc 1 tun
tuoi.

8. ANHHUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
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Chua c6 dit liéu cho thiy rang thudc co anh huong trén kha nang lai xe va van hanh may
moc. Tuy nhién, tdc dung khong mong mudn cta thudc 14 nhic dau, chong mit, ha huyét
ap c6 thé xay ra. Vi vdy, can than trong khi l4i xe va van hanh may méc nguy hiém.

9. TUONG TAC, TUONG KY CUA THUOC
Vé mit 1y thuyét, thude co thé lam ting tic dung cuia cac thudc chdng kich thich thy thé
GABA (nhu cac benzodiazepin va natri valproat).
Tranh dung dong thoi ivermectin voi BCG. Ivermectin lam giam tac dung ciia BCG, vic
xin thuong han.
Ivermectin c¢6 thé lam ting tac dung cua thube khéang vitamin K.
Tac dung cua ivermectin co thé tang 1én khi ding dong thoi véi azithromycin. Cac thude tre
che P- glycoprotem/ ABCBL.
Ubng cung voi ruou 1am ting ndng do huyét trong cla ivermectin.

10. TAC DUNG KHONG MONG MUON CUA THUOC
Ivermectin la thudc an toan, rat thich hop cho cac chuong trinh diéu tri trén 1 pham vi rong.
Hau het cac tac dung khong mong mubn cia thude 1a do cac phan g mién dich do6i voi
cac 4u trang bi chét. Vi vay, mirc d6 ning nhe cua tac dung nay c6 li€n quan dén mat do au
trung ¢ da. Cac tac dung khong mong mudn di duoc  thong bao gdm sbt, ngira, chong mit
hoa mit, phu, ban da, nhay cam dau & hach bach huyet ra md hoi, ring minh, dau co, sung
khO’p, sung mat (phan ung Mazzotti). Ha huyét ap thé dimg ning di dugc bao cdo c6 kém
ra mo héi, nhip tim nhanh va It 14n.
Ivermectin c6 thé giy kich tng mat & mtc d6 trung binh. Tang bach cau 4i toan va ting
enzym gan da duoc bao cao.
Tac dyng khéng mong mudn thudng xdy ra trong 3 ngay dau sau khi diéu tri va phy thudc
vao lidu dung. Ty I¢ céc tac dung khong mong mudn da dugc thong bao rit khac nhau.
Trong mot bao cao gom 50.929 ngudi bénh dung ivermectin, tdc dung khong mong muon
khoang 9%. 0 nhiing vung c6 dich luu hanh nhiéu, ty 1& cac tac dung khong mong mudn c6
thé cao hon nhiéu.
Duéi ddy 1a ADR: Trong diéu tri bénh giun chi Onchocerca liéu 0,1 - 0,2 mg/ kg:
Thuong gap, 1/100 < ADR <1/10
Xuong khop: Bau khép/ viém mang hoat dich (9,3%). i
Hach bach huyét: Sung to va dau hach bach huyét & nach (10,0% va 4,4%), & ¢6 (5,3% va
1,3%), ¢ ben (12,6% va 13,9%). o
Da: Ngtra (27,5%), cac phan ung da nhu phu, c6 not san, mun mu, ban da, may day
(22,7%).
Toan than: S6t (22,6%).
Tiéu hoa: Ia chay (2%), non (2%).
Gan: Tang ALT (2%), tang AST (2%).
Phu: Mat (1,2%), ngoai vi (3,2%).
Tim mach: Ha huyét ap thé ding (1,1%), nhip tim nhanh (3,5%).
It gap, 1/1000 < ADR < 1/100
Thén kinh trung wong: Nhire dau (0,2%).
Thén kinh ngoai vi: Pau co (0 4%).
Téac dung khong mong muon sau khi dwa thudc ra thj truong
Nhiém giun lwon
Chay méu két mac.
Tdt ca cdc chi dinh
Ha huyét dp (chu yéu 1a ha huyét ap tu thé), ning thém bénh hen phé quan, hoai tir biéu bi
nhiém doc, hoi chimg Stevens-Johnson, dong kinh, viém gan, ting enzym gan, va ting
bilirubin.
Huéng din cach xir tri ADR
Ivermectin c6 thé gy cic phan (mg da va phan tng toan than véi mac d6 khac nhau (phan
g Mazzoti) va cic phan tmg trén mit & ngudi bénh bi giun chi Onchocerca. Cac phan
g nay c6 thé 1a hau qua cta dap Gng di img va viém do cac au tring bi chét. Co thé diéu
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trj cac phan Gmg nay bang cach dung thudc giam dau, thudc khang histamin hodc tiém
corticosteroid ngay khi mé&i xuat hién céac triéu chimg. Liéu dung tuy theo mirc do cua céc
phéan Gng. Khi bi ha huyet ap tu thé dung, can bu dich bang duodng uodng, nam nghi, truyén
tinh mach nude mudi sinh 1y hodc tiém corticosteroid. Can nhd rang ivermectin khong diét
duoc ky sinh tring Onchocerca trudng thanh, do d6 thuong xuyén theo doi va tai diéu trj 1a
can thiét. Phai dian do nguoi bénh.

Thudc cé thé gdy ra cdc tac dung khéng mong muén khac. Can theo doi chat ché va khuyen
cdo bénh nhan théng bdo cho bdc sy nhitng tac dung khéng mong mudn gap phdi khi sir
dung thuoc.

11. QUA LIEU VA CACH XU TRI
Céc biéu hién chinh do nhiém doc ivermectin 1 ban da, phu, nhirc dau hoa mit, _chong
mat, suy nhuoc, buon nén, nén, ia chay. Cac tac dung khéng mong mudn khac gém cac
con dong kinh, mat dleu hoa, kho tho, dau bung, di cam va may day.
Khi bi nhiém doc, can truyen dich va cac chat dién giai, trg hd hap (oxygen va ho hp nhan
tao néu can) dung thudc ting huyet ap néu bi ha huyét ap. Gay non hodc rua da day cang
som cang tot. Sau do, dung thudc tiy va cac bién phap chong ddc khac néu can dé ngin can
su hap thu thém thudc vao co thé.

12. PAC TINH DUQC LUC HQC
Nhém duge ly: Thude chéng giun san.
Ma ATC: PO2CFO01.
Ivermectin 12 dan chéat ban téng hop ciia mot trong sd avermectin, nhom chat ¢ ciu tric
lacton vong 16m, phan lap tir sy 1€n men Streptomyces avermitilis. Ivermectin c6 pho hoat
tinh rong trén cac giun tron va tiét tic cia gia stic, do d6 dugc dung nhiéu trong tha y.
Thudc 1an dau tién duge ding cho ngu’on vao ndm 1981. Ivermectin c6 hiéu qua trén nhiéu
loai giun tron nhu giun luon, giun toc, giun kim, giun dia, glun moc va glun chi
Wuchereria bancrofti. Tuy nhién, thudc khong c6 tac dung trén san 1a gan va san day
Thudc c6 tic dung chdng au trung giun chi Onchocerca volvulus va lam giam sé luong au
trung giun chi ma khong gdy doc nhu dung dlethylcarbamazm Ivermectin cling c6 tac
dung chdng 4u tring giun chi trong bach mach va dugc dung dé diéu tri cong dong & cac
ving bénh luu hanh. Sau khi diéu tri thuong phai diéu tri lai sau mot khoang thoi gian it
nhat 3 thang. Di voi diéu trji cong dong, lidu cho hang ndm hoic cach 6 thang.
Hi¢n nay, ivermectin la thudc dugc chon diéu tri bénh giun chi Onchocerca volvulus va la
thube diét a au trung giun chi rat manbh, nhung it tac dung trén ky sinh tring truorng thanh.
Sau khi ubng duoc 2 - 3 ngay, au tring giun chi ¢ da mat di nhanh; con 4u tring & gidc mac
va tién phong mat thi cham hon. Tac dung tdi da diéu tri bénh giun chi Onchocerca la trong
khoang tir 3 - 6 thang va trong diéu tri ‘Strongyloides (giun luon) 1a 3 thang.
Tac dung ctia thudce 6 thé kéo dai dén 12 thang. Mot thang sau khi dung, 4u tring tai tir
cung giun chi truong thanh khong thoét ra dugc, roi bi thoai hoa va tiéu di. Tac dung kéo
dai trén 4u tring rat co ich trong viéc ngin chin con dudng lay lan cua bénh.
Co ché tic dung: Thudc lién két chon loc va c6 &i luc manh véi cac kénh ion clorid
glutamat c6 trén cac té bao than kinh va co cia cac dong vat khong xuong song, dan dén
tang tinh thdm cia mang té bao ddi v6i ion clorid va sau d6 lam 4m tinh dién thé mang cta
céc té bao nay dan dén liét va chét ky sinh trung.

13. PAC TINH DUQC PONG HQC
Hip thu
Ivermectin duoc hap thu sau khi uéng, hién con chua biét rd sinh kha dung tuyét ddi cua
thudc sau khi ubng. No6i chung, khong thay c6 sy khac nhau vé nong do dinh trong huyét
tuong gitta dang vién nén va dang vién nang (46 so véi 50 microgam/ L). Tuy nhién, khi
dung ivermectin trong mét dung dich nuéc c¢6 ruou, ndng do dinh ting gap doi va sinh kha
dung tuong d6i ctia vién nén chi bang 60% sinh kha dung cta dang dung dich. Thoi gian
dat toi nong d¢ dinh trong huyét twong khoang 4 gio va khong khac nhau giita cac dang
bao ché.
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14.

15.

16.

17.

Phdin bo

Ivermectin ¢ thé tich phan bré 3 - 3,5 L/ kg, khong qua hang rao mau nao. Khoang 93%
thuoc lién két vdi protein huyét tuong.

Chuyén hoa

Thudc chuyén héa & gan, chil yéu théng qua cytochrom P450 isoenzym CYP3A4.

Thdi tri

Thoi gian ban thai cta ivermectin khoang 18 gio. Thube dugc dao thai phan 16n duéi dang
cl}uyén hoa trong khoang 2 tudn, chii yéu qua phan, dudi 1% liéu ding duogc thai qua nudc
tiéu va dudi 2% trong stra.

QUY CACH PONG GOI
PIZAR-3: Hop 1 vi x 4 vién.
PIZAR-6: Hop 1 vi x 4 vién.

PIEU KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQNG CUA
THUOC

biéu kién bao quan: Noi kho rdo, tranh anh sang, nhiét d¢ khong qua 30°C.

Han diing: 36 thang ke tir ngay san xuét.

Tiéu chuan chat lwong: TCCS.

TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
San xuat tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM DPAT VI PHU

(DAVIPHARM)

L6 M7A, buong D17, Khu Cong nghiép My Phudc 1, Phuong Théi Hoa, Thi xa Bén Cat,
Tinh Binh Duong, Viét Nam

Tel: 0274.3567.687 Fax: 0274.3567.688

NGAY XEM XET SUA POI, CAP NHAT LAl NOI DUNG HUONG DAN SU DUNG
THUOC

Tén san pham: PIZAR-6

M4 sb toa: 0225.T1

Kiém soét sira doi: Stra toa theo CV ddng ¥ thay d6i toa vd mau nhin 13663/QLD-PK
Nhan vién thiét ké:
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