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Composition: St. lohn’s wort dry extract 500 mg Indications, contraindications, administration,
(Hyperici herbae extractum siccum), extraction dosage and other informations: Please read the
solvent ethanol 57.9 % (V/V), DER 4 —7:1. leaflet in the box.

Excipients: Croscarmellose sodium, microcrys- Storage: Store in the box, below 30 °C
talline cellulose, macrogol 6000, magnesium Keep out of the sight and reach of children.
stearate, colloidal anhydrous silica, stearic Read carefully the instruction before use.
acid,hypromellose, titanium dioxide, iran (lIl) Specification: In house

oxide, macrogol 20000, gs 1 coated tablet Reg. No:

-
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remotiv 500
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L5
g — St. John’s wort dry extract 500 mg
S (Hyperici herbae extractum siccum),
extraction solvent ethanol 57.9 % ( V/V ), DER 4-7:1
1 box with 3 blisters x 10 film coated tablets

Manufactured by:
Max Zeller Shne AG zeller @
Seeblickstrasse 4, CH-8590 Romanshorn, Switzerland

Distributed by:
Sohaco Trading and Pharmaceutical Group ISC

" No 5 Lang Ha Street, Thanh Cong Ward, @
Ba Dinh District, Hanoi, Vietnam SOMACS
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Rx Thudc nay chi ding theo don thude

REMOTIV® 500

“Poc kjj hudmg dén sir dung truée khi dimg”
“Dé xa tam tay tré em”
1. THANH PHAN CONG THUC THUOC
M3i vién nén bao phim Remotiv® 500 chra:
Thanh phdn hoat chat :
Cao kho co thanh John (Hyperici herbae extractum siccum) chiét bing Ethanol 57,9% (v/v) theo

EY 18 [(A=7)11 ]ttt ettt et ettt st e s s b e a bbb e b e anaebane 500 mg
Théamh phén td dwoe:

Natri croscarmellose, cellulose vi tinh thé, Macrogol 6000, magnesi stearat, colloidal anhydrous
silica, acid stearic, hypromellose, titan dioxyd, oxyd sit d6, Macrogol 20000..................... Vira du

2. DANG BAO CHE

Vién nén bao phim

M5 ta san phAdm: Vién nén bao phim mau hdng, thuén dai, hai mat 15i, canh va thanh vién lanh
1an.

3. PAC TINH DUQC LUC HQC

Nhém dugc 1y: cac ché pham duge st dung trong didu tri trAm cam ndi sinh va trAm cam phan
ung.

Ma ATC: NO6AX25

Co ché tdc dung "

Co ché tac dung ctia Remotiv® 500 hién van chua rd rang. Theo két qua nghién ctu trén dong
vat, tdc dung cuia Remotiv® 500 dua trén sy tc ché tai hép thu noradrenalin, serotonin va
dopamin & t& bao than kinh trudc synap. Mt khéc, cac dit lidu in-vitro ciing cho thay sy diéu hoa
ctia cAc thu thé B-adrenergic trung wong. Hiéu qué ctia thude duge cho 1a do sy gia ting ctia néng
do cac chét din truyén than kinh trong céc khe khép than kinh ciing nhu c4c hiéu Gng didu bién
dan truyén than kinh & mang sau synap.

Hiéu qua ldm sang

Dit liéu nghién ctru duge trinh bay dudi ddy khong thuc hién trén chi dinh duge cip phép cua
Remotiv®500 (rdi loan tim trang) ma thuc hién véi chi dinh diéu tri tinh trang trAm cam nhe va
vua.

162 bénh nhén da tham gia mdt nghién ctru ngiu nhién, mi déi, c6 dbi chimg, da trung tm véi
hai nhanh nghién ctru vé tinh an toan va hiéu qua cia hoat chit Ze 117 (lidu ding 2 lan/ngay x
250 mg/l4n) trong diu trj trdm cam nhe va vira (ICD-10/F32.0 va F32.1). Tai thoi didm ban dau,
mtic diém HAMD-21 (diém Hamilton trAm c4m) ctia m3i bénh nhan phai ndm trong khoang 16
dén 24. Mic diém ndy giam & nhém ding thubc (n=81) tir gi4 trj trung binh ban dau 20,13 (95%
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khoang tin cdy tir 19,50-20,76) xudng 10,53 (95% khoang tin cdy tir 9,28-11,78), & nhém gia
dugce (n=81) tir gia tri trung binh ban diu 18,76 (95% khoang tin cdy tir 17,88-19,45) xudng
17,89 (95% khoang tin cdy tir 16,51-19,28) (p < 0,0001). Ti 1& d4p ting 14n luot 1a 56% & nhém
ding thudc va 15% & nhém gia duoc.

Nhu vy, Ze 117 cho thdy hidu qua trén 14m sang c6 ¥ nghia théng ké so véi gia duoc trén ca
diém HAMD va ti 1& d4p tng. V& tinh an toan cia Ze 117, ty 18 tac dung phu trén nhém ding
thudc (n=6, 7,4%) va nhém gia duoc (n=5, 6,2%) 1a twong dwong.

Trong mdt nghién ctru mi dbi, ngdu nhién cé dbi ching, da trung t4m véi hai nhanh nghién ciu,
tinh an toan va hiéu qua cia Ze 117 (lidu ding 2 1in/ngiy x 250 mg/1an) duogc so sanh véi mot
chat trc ché tai hip thu serotonin 13 fluoxetin (lidu 20 mg/ngay) trong 6 tuin trén 240 bénh nhan
trdm cam nhe dén vira (ICD-10/F32.0 va F32.1). Tai thodi diém ban diu, mac diém HAMD-21
(diém Hamilton trAm cam) ctia m3i bénh nhan phai ndm trong khoang 16 dén 24, va hiu hét
giam tir 19,6 xudng 11,5 & nhém ding Ze 117 (n=126), tir 19,5 xubng 12,2 & nhém ding
fluoxetin (n=114). Két qua nay cho thdy Ze 117 c¢6 hiéu qua tuong duong so vé6i fluoxetin
(khong kém hon; p: 0,09). Tuy nhién, ti 1& dap ing cua nhém dung Ze 117 (60%) cao hon dang
ké so v&i nhém ding fluoxetin (40%) (p: 0,005). Mit khéc, kha ning dung nap cia Ze 117 cao
hon so véi fluoxetin. Ti 1€ tac dung phu trén nhém Ze 117 12 14%, so véi 25% trong nhém ding
fluoxetin (p <0,01).

Trong mot nghién ctru mu d6i, ngdu nhién c6 ddi chiing, da trung tAm véi hai nhanh nghién ciru
khéc, tinh an toan ,va hiéu qua ctia Ze 117 (liéu ding 2 14n/ngdy x 250 mg/lin, n=157) dugc so
sénh véi mot thude didu trj trdm cam nhém tricyclic 13 imipramin (lidu 150 mg/ngdy, n=167)
trén 324 bénh nhan trdm cam nhe dén vira (ICD-10/F32.0 va F33.0/1). Tai thoi diém ban diu,
mttc diém HAMD-17 (diém Hamilton trAm c4m) ctia m&i bénh nhén trong nhém diung Ze 117 12
22,4 va trong nhém ding imipramin 14 22,1. Gi4 tri ndy 14n luot giam xubng 12,0 & nhém dung
Ze 117 va 12,75 & nhém ding imipramin. Véi két qua thu duge, bing phuong phap théng ké, Ze
117 dugc ching minh c6 hiéu qua va ti 1& dap tng (43% v6i nhém dung Ze 117 va 40% & nhém
dung imipramin) twong dwong véi imipramin. V& tinh an toan, ti 16 téc dung phu & nhém ding
Ze 117 12 39% va nhom dung imipramin 1a 63%.

Nghién cieu tuong tac ldm sang véi cdc thudce trdnh thai néi tiét 16 dimg dwong udng va
cytochrom P450

Nghién ciru 14m sang trén 18 phy nit khoe manh diing chiét xut cé thanh John giau hyperforin
(300mg, hai dén ba 1&n mdi ngdy) va thudc trdnh thai noi tiét t6 duong udng (0,02mg
ethinylestradiol va 0,15 mg desogestrel) cho thdy anh huéng dén duoc dong hoc cha 3-
ketodesogestrel va tdng rd rét chdy mau dot pha nhung khéng kém theo rung trirng.

O muc lidu 300mg, hai 1n mdi ngay, dién tich dudi duong cong AUC (43,9%, khoang tin cdy -
49,3 dén -38,5, p = 0,001) va ndng d6 dinh Cmax (17,8%, khoang tin cdy -29,9 dén -5,7,
p=0,005) cua 3-ketodesogestrel gidm 3 rét. O mirc lidu 300mg, ba 14n m3i ngay, dién tich dudi
dudng cong AUC (41,7%, khoang tin cdy -47,9 dén -35,6, p = 0,001) va ndng dd dinh Cmax
(22,8%, khoang tin cdy -31,2 dén -13,3, p=0,001) cita 3-ketodesogestrel ciing gidm déng k.
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Mot nghién ciru twong tac 14m sing khong kidm soat khac trén 16 phu nit khée manh st dung
cao khd co thanh John nghéo hyperforinZe 117— thanh phan ctia vién nén bao phim Remotiv®
500 (lidu 250mg, hai 14n m&i ngay) va thudc trénh thai noi tiét t6 dudng udng (0,02mg
ethinylestradiol va 0,15 mg desogestrel) khong cho thdy bat clr anh hudng nao trén duge dong
hoc ctia hoat chét.

Ti 18 sinh kha dyng trung binh tuwong dbi gitta Cmax va AUC ting 1én khoang 10% sau 14 ngdy
str dung Ze 117, khoang tin cdy ctia Cmax va AUC van nim trong khoang tuong dwong 20%.
Nong dd ethinyl estradiol va 3-ketodesogestrel trong huyét twong tai thoi diém ban dau va sau
khi ding thudc 14 ngay twong duong nhau. ;

Nghién ciru tuong tic ldm song véi digoxin va chdt vin chuyén P-glycoprotein (PGP
transporter)

M6t nghién ctru 1am sang c6 dbi chimg danh gia anh hudng ciia chiét xudt cé thanh John gidu
hyperforin (3 x 300 mg/ngdy) dbi véi chét van chuyén P-glycoprotein trén 25 tinh nguyén vién
khoe manh. Sau khi dat dugc trang thai én dinh vao ngdy thir 5 sau khi str dung digoxin (liéu
0,25 mg/ngay), dugc dong hoc cuia digoxin dd dugc nghién ctiru ¢ 13 tinh nguyén vién dung chiét
xuét cd thanh John giau hyperforin va & 12 tinh nguyén vién ding gia dugc, tai thoi diém bét dau
va sau khi 4p dung liéu trinh phdi hc_rp trong 10 ngay.

Phan tich théng k& ANOVA 2 yéu t§ cho thdy su thay dbi dang k& trong céc thong s6 dugc dong
hoc cua digoxin: AUC (p = 0,0001), Cmax (p 0,0001) va Cmin (p = 0,0003) trong thoi gian ap

dung liéu trinh phéi hop T4t ca cc thong sb duoc danh gia vao thoi diém ban diu va tai ngay
thir 5 sir dung chiét xut cé thanh John gidu hyperforin hodc gia duoc cho két qua twong duong /"‘

nhau. Sau 10 ngdy st dung chiét xudt c6 thanh John gidu hyperforin, AUC ctia digoxin (p
0,0035) giam 25%, Cmin ting 33% (p = 0,0023) va Cmax ting 26% (p = 0,0095) khi so vol
nhom dung gia duge.

Trong mdt nghién ctru 1am sang khéc trén 8 tinh nguyén vién sir dung chiét xut ¢é thanh John
giau hyperforin (3 1n/ngdy x 300 mg/Ian trong 2 tudn) va digoxin lidu don 0,5 mg/ngdy, AUC
giam 18%, hé sé danh gia chit van chuyén P-glycoprotein ting 1,4 13n trong xét nghiém Western
Blot, hé sb danh gia CYP3A4 ting 1,5 1an (p = 0,08) trong xét nghiém erythromycin.

Mot nghién ciru nglu nhién, mi dbi dénh gid anh hudng cia chiét xuit cé thanh John nghéo
hyperforinZe 117— thanh phin cta vién nén bao phim Remotiv® 500 18n chit van chuyén P-
glycoprotein d& dwoc tién hanh trén 17 tinh nguyén vién khée manh. Cac théng s6 duogc dong
hoc ctia digoxin dugc danh gia trén 7 tinh nguyén vién dung Ze 117 va 10 tinh nguyén vién dung
gid dugc. Cac tinh nguyén vién dugc chudn hoa ndng dd digoxin & trang thai 6n dinh nim trong
khoang 1,0 ng/mg + 20% va st dyng Ze 117 hodc gia dugc trong 14 ngay. Khong c6 sy khac biét
dang ké v& AUC cia digoxin & nhém gia dugc va nhém dung thubc (p = 0,1460) sau thoi gian
nghién ctru. Ty 18 phdn tram thay déi gitta ndng do digoxin ddy sau 14 ngay ding thude véi thoi
di8m ban diu cua nhém ding Ze 117 twong dwong véi nhom ding gia duge. Test t mot chiéu &
mirc p= 0,05 chi ra réng, trong pham vi duge xac dinh trudce 13 + 20%, Ze 117 va gia dugc cd
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mirc 4anh hudng tuong duong trén ndng do digoxin dy. So sanh giita Ze 117 va gia duge khong
cho thdy su khac biét dang ké lién quan dén nhiing thay ddi trong AUC ctia digoxin.

Dit liéu tién lam sang:

Mot sb lugng nhd cac nghién ctu tién 1am sang da duogc thuc hién véi cao khé co thanh John Ze
117. Trong d6, céc nghién ciru vé tac dung gy dot bién, nhiém doc phdi va gdy quéi thai khong
cho thiy nguy co rai ro & ngudi.

4. PAC TINH DUQC PONG HOC

Theo kién thirc khoa hoc hién tai, tdng cac chit chiét trong thanh phan cia c6 thanh John 13 mot
phirc hop, dugc coi la hoat chét. Cac nghién ctru vé dugc dong hoc trén ngudi chi méi duoc thuc
hién d6i v6i mot vai hoat chit trong phirc hop nay. Hién nay, hypericin, pseudohypericin va
hyperforin duoc coi la cac chat c6 tic dung duoc 1y.

§ céc tinh nguyén vién nam st dung lidu 500 mg cao khé co thanh John, nong do hypericin
huyét twong t6i da 13 1,3 pg/l, twong tmg véi gid tri tmax 12 7,0 gid sau khi ding thudc. Thoi gian
ban thai cua hypericin & mic lidu nay 13 24,6 gid. Cho dén nay, qua trinh phan bd, chuyén héa va
thai trir cia cao kho c6 thanh John chua dugc nghién ctu day du, vi cac chét c6 tac dung dugc ly
trong cao khd cé thanh John véin chua dugc xac dinh chéc chin.

5. CHI PINH

Didu tri trong c4c trudng hop: trAm uét, rdi loan tAm trang, bdn chdn, lo léng, cing thang bao
gdm céc rdi loan gidc ngu lién quan (khé ngt, hay tinh gi4c).

6. LIEU DUNG, CACH DUNG

Lidu diing:

- Ngueoi [6m va thanh thiéu nién trén 12 tuoi: 1 vién/ 1 ngay

- Tré em trén 6 tudi va thanh thiéu nién dwdi 12 tudi: chi sit dung thude cho dbi twong nay khi cé
su chi dinh cta béc s§. Lidu ding khuyén céo 13 mot nira liéu ngudi 16n. Tuy nhién, vién nén bao
phim Remotiv® 500 khong phi hop cho viée chia lidu nay.

Hiéu qua didu tri cia Remotiv® 500 thudng dat dugc sau it nhat 2 tudn. Thoi gian diéu tri thong
thudng tir 4-6 tudn. Chi didu tri kéo dai hon khi ¢ su giam sat clia cén bd y té.

- Déi véi bénh nhdn suy gan va suy than: chua c6 thir nghiém 1am sang 1én céc ddi tuong bénh
nhén nay.Vi véy, chi nén diéu tri béng Remotiv® 500 cho bénh nhan suy gan va suy than dudi su
gidm sat cia cén bo y té.

Cdch dung:

Ubng thubc vao budi sang hoic budi tdi. Nén udng thude cling véi nudc trong hoic sau bita #n.
Nubt vién thudc cung v6i mot it nude, khong nhai hodc nghién nat vién

7. CHONG CHI PINH

- Ngudi ¢6 tién sir qua man v6i mot trong cc thanh phan ciia thube.

- Nguoi mén cam véi 4nh sang.

- Tré em dudi 6 tudi.

Remotiv® 500 khong duoc diing ddng thoi véi cc thude sau:

- Mot sb thube e ché mién dich (vi du: cyclosporin, tacrolimus hoic sirolimus)

A



“Thudc khéng virus HIV, chéng retrovirus nhém Gc ché sao chép ngugc khong nucleosid (vi duy:
nevirapin) va chét trc ché proteinase (vi du: indinavir)

- Mdt s6 thube gy doc té bao (cytostatics- thude trc ché sinh truéng va phén chia té bao, vi du:
imatinib, irinotecan)

- Thudc chdng dong mau dudng udng nhém coumarin.

- Digoxin

- Thudc tranh thai noi tiét t6

- Methadon

- Thudc chdng trAm cam va céc thude ¢6 anh hudng dén serotonin khéc.

- Mbt s loai thudc khéac nhur thude chéng co giét, thudc ha lipid, theophyllin, cac hormon
steroid, midazolam

8. CANH BAO VA THAN TRONG KHI DUNG THUOC

Bén canh cac thudc chéng chi dinh dugc mo ta & trén, Remotiv® 500 chi nén dugc stir dung véi
mdt sb loai thube khéc (thudong 13 thude ké don) khi duoc dénh gia nguy co, do tuwong tic da biét
v6&i mot s6 nhém thude.

Tuy nhién, nguy co xuét hién loai twong tic niy 14 thap dbi véi Remotiv® 500, c6 thé do ham
luong hyperforin d& duoc giam. Néu bit bude phai phdi hop véi cac thudc khac, than trong khi
b4t ddu va két thuc diéu tri, cling nhu tién hanh hiéu chinh liéu Remotiv® 500 néu cin trong khi
diéu tri.

Céac bién phép an toan

Do nguy co tong tac nghiém trong véi cac thude duge st dung trude hogc trong khi phau thuat,
nén ngimg sir dung thudc Remotiv® 500 it nhit 5 ngay trudc khi phiu thuat va chi bat dau lai sau
khi tham khao ¥ kién béc si.

R4t hiém khi va dic biét & nhitng ngudi ¢6 lan da triing, nhitng phan Gmg khong mong mudn cia
da (giéng nhu bi chay nfing) hodic mét c6 thé xay ra sau khi udng Remotiv® 500 va tiép xuic véi
anh sang mit troi. Néu tridu chung x4y ra, phai ngimg diéu tri. Trong thoi gian didu tri véi
Remotiv® 500, nén han ché dé da va mét tiép xuc véi anh sang mét troi.

Than trong khi phdi hop céc ché phim chira chiét xuét co thanh John véi céc thude e ché tai
hép thu serotonin hoic céc thudc anh huéng dén serotonin vi tic dung phu (hdi chimng serotonin)
c6 thé xay ra.

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

Khong c6 dit liéu 14m sang v& sir dung thudc trong thai ky. Mot sb it thi nghiém trén dong vat
khong cho thdy bt ky doc tinh truc tiép hodc gian tiép ndo cé anh huéng dén thai ky, su phat
trién ciia phoi thai va thai nhi va/hodic su phét trién & tré sau sinh. Nguy co tiém 4n cho ngudi
chua duoc biét. Nguoi ta ciing khong biét liéu cac thanh phan ciia Remotiv® 500 ¢ truyén vao
stta me hay khong. Do do, can thén trong khi st dung Remotiv® 500 cho phu nit ¢6 thai va cho
con bu.

10. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
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Nghién cGu trén 19 tinh nguyén vién khde manh khéng cho thidy Remotiv® 500 ¢6 anh huéng
dén kha nang 141 xe va van hanh may méc. Tuy nhién, nguy co gy anh huong dén kha ning l4i
xe va vin hanh may méc trong khi str dung Remotiv® 500 c6 thé xay ra do tinh trang bénh Iy ban
dau cta bénh nhan lién quan dén chi dinh cua Remotiv® 500 cling nhu céc tdc dung phu da dugc
md ta trong muc “Tdc dung khéng mong mudn cia thuoc”.

11. TUONG TAC, TUONG KY CUA THUOC

Twong tac dwoc déng hoc:

P c6 dir lidu bao cdo vé twong tic gdy cam ting cua chiét xuit co thanh John trén hé CYPP450
(dic biét 1a CYP3A4) ciing nhu cac protein van chuyén (P-glycoprotein, vi du nhu digoxin).
Tuong tac nay cé thé lam giam ndng do trong huyét twong va hidu qua didu tri ciia mét sb thude
didu tri két hop ciing nhu dan dén mét sd hau qua trdm trong - dac biét d6i v6i céc thude c6 cira
s6 diéu tri hep.

Do d6, ndng d6 trong huyét tuong va hidu qué didu tri ciia céc thube c6 nguy co tuong tac - dic
biét 14 nhiing thubc c6 cira s6 diéu tri hep can duoc theo d&i chit chd khi bat ddu va két thuc didu
tri, cling nhu trong céc trudng hop thay dbi ché do lidu cua ché phdm chia chiét xuit c6 thanh
John.

Nguoc lai, viéc ngung sir dung dot ngdt cac ché phdm chira chiét xult co thanh John c6 thé din
dén sy gia ting ndng do trong huyét tuong ciia cac thudc phdi hop, gay ting doc tinh cia céc
thudc nay.

Trong trudng hop v6 tinh sir dung cac ché phdm chira chiét xuit c6 thanh John ciing véi cac
thudc c6 nguy co twong tac, nguyén tic chung 13 giam liéu tir tir cac ché pham chira chiét xuat cé
thanh John.

Céc tuong tac néu trén thudng xay ra, dic biét véi cac nhém thude sau day:

- Twong tdc chong chi dinh:

+ Mot s6-logi thude tkc ché hé thdng mién dich (cyclosporin, tacrolimus hodc sirolimus).

Chéng chi dinh céc ché phém chtra c6 thanh John trén bénh nhan c¢é hé mién dich bj tc ché do sur
dung cyclosporin, tacrolimus hogc sirolimus. Ding dong thoi cac thube ndy cé thé giy sut giam
nhanh chéng va ré rét ndng do thudc trong huyét twong va mét tac dung tic ché mién dich véi
hau quéa nghiém trong (thai loai ciy ghép).

+ Mgt 56 thude khang virus trc ché men sao chép nguoc khéng nucleosid va ikc ché proteinase.
Chéng chi dinh céc ché phdm chita co thanh John trén bénh nhan dang diéu tri véi cac thubc wrc
ché men sao chép nguoc khéng nucleosid (vi du: nevirapin) va thubc e ché proteinase (vi du:
indinavir). M6t nghién ciru trén céc tinh nguyén vién sir dung ché phdm chira co thanh John
chudn héa trong 2 tudn cho thiy ndng d6 indinavir trong huyét twong giam déng ké. Nhu vay,
chiét xuét c6 thanh John ciing c6 thé gay giam ndng do trong huyét twong va tic ché tic dung cila
céc thubc Gc ché protease khac (cac thubc cé qua trinh chuyén héa budc dau phu thude
CYP3A4).

+ Mot s6 loai thudc ke ché sinh truong va phdn chia té bao (vi du nhw imatinib, irinotecan)
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Imatinib: Chéng chi dinh didu tri phdi hop imatinib v6i ché phdm chira cé thanh John. Trong mot
nghién ctu tuong tac thudc trén cac tinh nguyén vién udng co thanh John trong 2 tuan, cic thong
s6 duoc dong hoc ctia imatinib thay ddi nhu sau: AUC giam 32%, thoi gian ban thai giam tir 12,8
gid xudng 9,0 gid, ndng d6 Cmax giam 18% va do thanh thdi ting 43%. Nhiing thay d6i nay c6 y
nghia théng ké va da duoc x4c nhan trong mot s6 nghién ciru khac.

Irinotecan: Chdng chi dinh didu tri phdi hop irinotecan vé6i ché phdm chira co thanh John. Trong
mdt nghién ciru nglu nhién mé, thiét ké bit chéo & 5 bénh nhan ung thu duogc didu tri bing
irinotecan hodc irinotecan v6i ¢ thanh John trong 18 ngay. Véi diéu tri phdi hop, AUC cua chét
chuyén héa irinotecan SN-38 d3 giam 42% so véi nhém chi sir dung irinotecan.

Tuong téc giita cao khd cd thanh John véi cac thube tic ché sinh truéng va phan chia té bao
chuyén héa qua hé enzym CYP va P-glycoprotein khac ciing c6 thé xay ra.

+ Céc thudc chong dong mdu nhom coumarin (vi du: acemocoumarol, phenprocoumon,
warfarin).

Khéng nén sir dung cic ché phim chira co thanh John & nhitng bénh nhan ding thudc chéng
dong dudng udng do e ché tic dung chéng déng cia céc thube ndy (nguy co gy thuyén tic
huyét khdi)

+ Digoxin

Str dung ddng thoi cac ché phdm chira co thanh John véi digoxin din dén giam déng ké ndng d6
digoxin huyét tuong (khoang 20-25%). Do d6, khong nén st dung ddng thdi cac ché pham chira
c6 thanh John véi digoxin.

+ Thudc tranh thai néi tiét t6:

C6 thanh John c6 thé 1am giam hiéu luc ciia cAc bién phép tranh thai ndi tiét t§ (vi du: ché phim
ding dudng udng, tiém, que cdy dudi da, hé tri liéu qua da hogic dung cu trdnh thai va céc dang
sir dung trong 4m dao khéc giai phong ndi tiét t8). Trén thé gidi, da c6 bao cdo vé mot sd trudng
hop chay mau tam thoi khi phéi hop ¢ thanh John véi céc vién tranh thai dudng ubng lidu thép
(ham luong ethinylestradiol 30 microgam hogc thap hon). Mot vai trudng hop don 1& mang thai
ngoai y mudn ciing di dugc bao céo khi stir dung bién phap tranh thai ndi tiét t& ddng thoi véi co
thanh John.

+ Methadon:

Céac ché phém chtra ¢ thanh John c6 thé din dén giam 18 rét hi¢u qua va néng dd methadon
trong huyét tuong. Trong 4 tinh nguyén vién dang diéu tri duy tri bang methadon, ty 1§ trung
binh lidu ding/ndng d6 huyét twong ctia methadon giam 47% khi phéi hop.

+ Theophyllin

Theophyllin dugc chuyén héa qua CYP1A2. Nguy co cam tng CYP1A2 béi Remotiv® 500 chua
dwoc nghién ctru. Cac nghién clru véi cac chiét xuét co thanh John khac khong cho thiy tac dong
dang k& v& mit 1am sang dbi véi qué trinh chuyén héa ctia theophyllin.

+ Thudc chong dong kinh

Carbamazepin khong cho thy tuong tic véi chiét xudt co thanh John. Khong cé dit lidu lién
quan dén tuong téc ciia chiét xuét co thanh John véi cac thube chdng co giat khac. Lién quan dén
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qué trinh chuyén héa, cic thude chbng co gidt sau ddy nén dugc ding than trong clng véi
Remotiv® 500: phenytoin, mephenytoin, phenobarbital, primidon, mesuximid.

+ Cdc thudc khdc:

Khong thé loai trir ring cac ché phdm chira ¢ thanh John ciing anh hudng dén chuyén héa clia
cac thubc khac, vi du nhu mot sb thube ha lipid (thubc e ché men khtr HMG-CoA, nhu
simvastatin, khong bao gdm pravastatin), midazolam va hormon steroid diing dudng ubng/tiém.
Do d6, than trong khi phdi hop co thanh John véi thudc chira cc hoat chét nay.

Twong tac duoc luc hoc:

- Thudc chéng tram cdm va cdc thudc cé dnh huéng dén serotonin khéc (nhw buspiron,
amitriptilin, nortripitilin, citalopram, escitalopram, fluoxetin, paroxetin, sertralin, cdc triptan,
nefazodon, duloxetin, venlafaxin, L-tryptophan, liti, tramadol, linezolid va cdc thudc khdc).

Ché phém chira cé thanh John nén dugc sir dung mot cach thén trong kém theo giam sat y té chat
ché& khi phéi hop véi cac chét trc ché hép thu serotonin hodic cac loai thudc c¢6 anh hudng dén
serotonin khac. R4t hiém gip tac dung khéng mong mubn (hdi ching serotonin) véi céc rdi loan
hé than kinh thuc vat (nhu ra md hai, nhip tim nhanh, ti€u chay, s6t), tAm than (nhu kich dong,
mét phuong hudng) va thay ddi van dong (nhu run, rung giat co) khi két hop cé thanh John véi
céc chét Grc ché hip thu serotonin hodc céc chat ic ché hip thu serotonin khéc.

12. TAC DUNG KHONG MONG MUON CUA THUOC

Nhiing tac dung bét loi di dugc bao cdo trong cac thir nghiém 14m sang va duoc xép loai theo tAn
sudt sau ddy: R4t thuong gip (> 1/10); thudng gip (> 1/100 dén < 1/10); it gip (> 1/1,000 dén <
1/100); hiém gip (> 1/10,000 dén < 1/1,000); rat hiém gip (< 1/10,000); khong rd tin sudt
(khong thé wéce tinh tir dit liéu hién c6).

Réi logn hé thdn kinh:

Thudng gip: nhirc diu, dd md hbi

ft gap: chong mat

Réi logn tém than:

Khéng phd bién: bdn chdn

Réi logn chung:

Thuong gap: suy nhugc

Khoéng phd bién: mét moi

Hé tiéu hoa:

Thuong gip: r6i loan tiéu héa

Réi logn da va mé dwéi da va réi loan mét:

it gdp: phan tmg dj ting ctia da

Hiém gip: ting nhay cam 4nh sang

Réi logn mdt:

Trong tai liu y vén, d4 ghi nhan cac tdc dung phu trén mét ¢6 lién quan dén viéc sir dung cac
ché ph&m chira chiét xut c6 thanh John khi tiép xtic véi 4nh ning mit troi.




Trong trudng hop xay ra phan (ng khong mong mudn trén da va mét, phai nging st dung
Remotiv® 500 va thong béo cho béc si.
13. QUA LIEU VA CACH XU TRi
Cho dén nay, chi c6 mdt trudng hop qua lidu da dugc bao cdo véi biéu hién co giat, 1a 1an. St
dung mirc lidu qué cao c6 thé 1am ting mirc do cia céc tac dung khong mong mudn. Ngoai ra,
qué lidu c6 thé gay ting mirc dd nhay cam v&i 4nh sang. Trong trudng hop ndy, nén tranh dé da
va mét tiép xvic véi dnh sang mit troi hodc cac ngudn birc xa UV khéc (nhu nha tim néng) trong
khoang 1-2 tun.
14. CAC DAU HIEU LUU Y VA KHUYEN CAO KHI DUNG THUOC
Khong cé. !
15. QUY CACH PONG GOI
Hop 3 vi x 10 vién nén bao phim.
16. PIEU KIEN BAO QUAN:
Béo quén trong hp, dudi 30°C. ‘ TL.CUC TRUGNG "
17. HAN DUNG: 36 thang k& tir ngdy san xuét. ALY 1 TRUGING PHONG PANG K{ THUOC
18. TIEU CHUAN CHAT LUQNG: Tiéu chudn nha san Xuat a PHO TRUGNG PHONG
19. TEN, PIA CHI, BIEU TUQNG (NEU CO) CUA CO SO SAN XUA% %W c%ﬂ
Max Zeller Sohne AG
Dia chi: Seeblickstrasse 4, 8590 Romanshorn, Switzerland, Thuy ST
20. PHAN PHOI BOI:
Céng ty co phin Tap doan Dwoc phim va Thuwong mai Sohaco
S6 5 Lang Ha, phudng Thanh Cong, quan Ba Dinh, thanh phd Ha Nbi, Viét Nam.
Website: sohacogroup.com.vn, Email: contact(@sohacogroup.com.vn
Tel: (024) 6664 4567, Fax: (024) 6664 6226




