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Chi djnh

Mun timg cé tir nh¢ dén trung binh & ngudsi 16m va tré em trén 12 tudi.
Chbng chi dinh

Min cam véi thude.

Phy nit mang thai hoic chuén bj mang thai.

Thiin trong )

Nén ngimg sir dung thuoe néu xudt hién cac ddu hiéu kich img
nang. Néu cic dau higu kich img ting 1én hoc t4i phat, cin giam
tan suat boi thude hodc ngimg thuée.

Tranh d& fh“ﬁ‘f tiép xic lén mét, miéng, mii hodc mang nhay. Néu
vO tinh dé thucfc riy vdo mit, cin nra sach ngay bing nudc 4m,
Trinh bdi thude 1én céc ving da hé (nhur vét cit, viing da bi triy
xudc), ving da bi chay ning hofic eczema. Trénh ding thudc trén
cc b¢nh nhan c6 trimg c4 ndng hoac trimg c4 trén cic ving da c6
di¢n tich lom.

Han ché tiép xtc véi 4nh ning hodc c4c dén chiéu tia UV trong thai
gian ding thude. Sir dung cac sin phim va quén 4o chén g ning dé
bio v céc ving da diéu tri khi viéc tiép xiic véi dnh ning khong
thé tranh khoi.

Théi ky mang thai

Chéng chi dinh ding thudc ¢ phu nit mang thai. Cac nghién
ciru trén dong vat cho thay thudc gay doc tinh trén sinh san khi
ding theo dudng udng. Cac nghién ciru 1am sang vé viée sir dung
adapalen tai f:hé trén phy nir mang thai con han ché nhumg mét s6
dir li¢u ¢6 sdn cho thay thudc khong c6 anh huéng déng ké dén
phu nir mang thai hoac sirc khde cta bao thai khi me ding thube
trong céc thang dau thai ky. Tuy nhién do con thiéu dit liéu nghién
ciru, va do thude ¢ thé dge hap thu qua da (mac du it), adapalen
khong nén sir dung trong sudt thoi ky mang thai. Cin ngimg thude
néu phat hién ¢o thai.

Thoi ky cho con bu

Chua c6 nghién ciru trén ddng vit ciing nhur trén ngudi vé kha ning
bai tiét ciia thude vao sira me. Tuy nhién do kha ning hép thu qua
da thip, thudc c6 thé khong cé anh hudng trén tré bi me. Adapalen
cé thé ding trong thoi ky cho con bu, tuy nhién tranh bbi thude
lén nguc.

Téc dung khéng mong mudn (ADR)

Thiong gap

Da va mb dudi da: khé da, kich (rng da, cam gidc bdong rat trén da,
ban do.

I gap ‘ ‘

Da va mo dudi da: viém da tiép xic, kho chiu, chdy ning, ngira,
tréc vay, trimg ca.

Chuea xde dinh diegre tan suat

Da va mo dudi da: viém da di img, dau, sung, phu né da.

Mit: kich tmg mit, d6 mit, ngira mét, sumg mi mit.

Huéng din cach xir tri ADR

Ngirng thude khi xuit hién cac déu hiéu kich tmg ning. Néu cac
dau hiéu kich tmg tang I1&n hodc tai phat, cAn giam tin sudt boi
thude hodc tity mirc d¢ kich img co thé ngimng thude.

Liéu hrgng va cach ding _

Cach diing: Trude khi boi thude, 1am sach va dé kho ving da can
diéu tri. . )

Liéu ding: Nguoi 16m va tré em > 12 tudi: Béi thude Ién viing da
cin didu tri 1 1an/ngay, sir dung dang kem, nhil dich dung ngoai va
dang gel vao budi toi trude khi di ngu. ‘

Céc tridu chimg thudng cdi thién trong vong 8 - 12 tuan sau khi
ding thude. Khong ding thude qua 12 tudn.

Bénh nhan suy than: Khéng cin hiéu chinh liéu.
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Bénh nhan suy gan: Khong cin hiéu chinh liéu.

Tuwong tc thude )
Chura r6 liéu c6 tuong tac gifra adapalen V_Gj céc thube - .
ding dong thoi trén da hay khong. Tuy nhién nén trinh d'MI
déng thoi adapalen véi céc retinoid khac hodc céc thuée il ¢
co ché tac dung tuong fir. | ‘ ¢
Thubc it dugc hip th!.] khi bai ngoal d?. Vi Av_ay. tuong (4 "
adapalen vdi cac thuoc dfmg'duc{ng tozin m‘an hiém ki -, r:
Khéng co bing chimg cho thay cac thuc.’c dung dudmg Uaug h; i
hube tranh thai va khang sinh bi anh hudng khi sit dung cyp, . é:
ché pham tai chd cua adapalen. .

Thuée co thé giy kich tmg nhe khi dung;tal f:ho. Do vay, vige phé;
hop v6i céc thudc tay trang da, cac thuoc lafn sﬁf da hoge ¢4 ;
phém gay kich img c6 thé lam tng nguy co kich img da. Tuy L
che san pham diéu tri trimg ¢4 khac nhu efyﬂfromycin e P
hodc clindamycin 1% hodc gel benzoyl peroxid toi 10% ¢ o
du;,n: sir dung véao budi séng, kel:n efdapalcn r;u dung vao byj G
Nhu vay, chc thubc khong lam mat tic dung ciia nhau va khang J;,
tang nguy co kich tmg. L '

Trénh sir dung cac san pham tal cho chira sulfur, resorcinol hoy,
acid salicylic trudc khi str dung adapalen. Chi nén bat day diéu&i
véi céc ché pham chira adapalen khi anh huéng cia céc ché phip
tai chd khac duoc loai bo hodn toan.

Qui lidu va xir tri ‘ .

Triéu chimg: Néu bai thube voi mot luong 16m, c6 thé gay do ¢,
trac vay hoic kho chiu trén da,' .

Xi tri- Néu vo tinh nuét phai thude, can rira da day rudt cho bénh nhip

Cdp nhat lan cuoi: 2019.

ADEFOVIR DIPIVOXIL

Tén chung qudc té: Adefovir dipivoxil.

Mi ATC: JOSAF08.

Loai thude: Thudc khang virus, nhém tre ché enzym phién ma
ngugc nucleotid.

Dang thude va ham lrgng

Vién nén 10 mg.

Dwge lue hoc

Co ché téc dung: Adefovir dipivoxil 14 tién thudc cua adefovir, mjt
tac nhan khang virus ciu tric twong tu nucleotid khong vong. Sau
khi b thity phan diester in vivo dé tao thanh adefovir, thude tiép tuc
dugc phosphory] hda boi enzym trong té bao tré thanh chét chuyén
héa c6 hoat tinh adefovir diphosphat. Adefovir diphosphat trc ché
enzym sao mi nguoc ADN polymerase ciia virus HBV nhér canh
tranh véi co chat ty nhién deoxyadenosin triphosphat va nh lim
ket thie chudi ADN sau khi sép nhap véi ADN ciia virus. Adefovir
diphosphat 1 mét chit {rc ché yéu ADN polymerase & nguoi, gom
¢o o va y-polymerase,

Pho tac dung: Adefovir ¢6 tic dung khang virus viém gan B
(HBV) in vitro va in vivo. Thude ciing c6 hoat tinh in vitro trén mdt
s0 virus khdc, bao gom: virus Herpes simplex typ 1 va 2 (HSV-I
va HSV-2), virus gay suy giam mién dich & nguéi typ 1 va typ 2
(HIV-1 va HIV- 2), virus gdy u nhi HPV, virus Epstein - Barr v
virus gdy bénh thuy dau Varicella zoster, tuy nhién hiéu qua chua
du‘qc chimg minh trén lam sang.

Dé khdng voi thue khdng virus: Su phat sinh khang thube 14 mdi
lo ngai khi diéu trj viém gan B man tinh lau dai bing cac thuoc
khang virus dan chat nucleosid hodc nucleotid. Cac nghién ciu
trén ngudi bénh viém gan B man tinh cho thiy khong c6 khing
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adefovir sau mét ndm diéu tri, nhung ty 1§ khang thube tang theo
thin gian 1Gi khuung 1%, 18%, va 299, twong img & nam thir 3,

4 v 5. Adefovir van ¢6 higu qua & nhimg ngudi bénh trude d6 da
phat sinh d¢é khang véi lamivudin.

Durge ding hoc
Hip thu: Sinh kha dyng dudng uéng cia adefovir Xap xi 59%.
( ngudi 1on sau khi ung mét licu duy nhét 10 mg adefovir
dipivoxil, nong do dinh adefovir trong huyét tuong dat dge trong
vong 0,58 - 4 gio. Hap thu bj lam cham lai nhimg khong giam khi
dung cung thic an.
Phin bo: Adefovir duge phan b6 rong rdi dén cac mé cia co thé,
djc bigt 1a than, gan va rugt. Ty 1€ thude lién két véi protein huyét
turong < 4%.
Chuyén hoa: Sau khi udng, adefovir dipivoxil duge chuyén
thanh adefovir va sau do6 dugc phosphoryl héa béi cde enzym
kinase trong 1€ bao thanh chét chuyén hoa ¢é hoat tinh adefovir
diphosphat. Adefovir khdng b chuyén héa bai cytochrom P450
(CYP} 1soenzym.
Thar tre: AdchV“' duoc bai tiét qua than nhe loc cu than va bai
xudt tich cye qua ong than; nira doi thai trir & pha cudi cung la 7,48
gior. Sau khi uong 10 mg adefovir dipivoxil, 45% liéu dugc thai trir
trong nudc lieu dudi dang adefovir trong vong 24 gids & trang thai
én dinh. Tham tach mau gitp loai bo adefovir, nhung chua 16 hiéu
qué cua thdm tach phiic mac.
Khéng c6 su khac biét dang ké vé duge déng hoc cua thude &
ngudi lon bi suy gan vira hojc nang (khéng co nhiém HBV man
tinh) so v6i nhimg ngudi khdng bi suy gan.
O ngudi 16m suy than trung binh dén ning hodic bénh than giai
doan cudi can thim phin mau (khéng c6 nhiém HBV man tinh), do
thanh thai ctia thude giam, AUC ting v nira ddi thai trir ciia thude
kéo dai so v&1 nguot 1on ¢6 chire nang than binh thudng.
Duogc déng hoc cna adefovir dipivoxil chra duge nghién ciru ¢
thanh thiéu nién tir 12 tudi trér 1én bi suy than.
Chi dinh
Piéu tri viém gan B man tinh ¢ ngudi Ién va tré em trén 12 tuoi
trong:
Bénh gan con bi va co bing chimg vé sy nhén 1én cia virus viém
gan B, ting enzym gan ALT hodc AST kéo dai, giai phau mé hoc
cho thiy ¢6 viém gan hoat dong hodc xo gan.
Bénh gan mit bu, dung phéi hop véi cac thude khang virus diéu
tri HBV man tinh khac ma khong c6 dé khang chéo véi adefovir.
Chong chi dinh
Mién cam vai thude.
Thén trong
Viém gan: Ngimg su dung adefovir néu ndng @6 aminotransferase
taing nhanh, gan to tién trién, gan nhiém md, nhiém toan chuyén
hoa hodc toan lactic khong rd nguyén nhin. Adefovir nén dunc
dung thin trong vdi nhimg ngudi ¢o phi dai gan hodc co cac yeu
t6 nguy co khac cua bgnh gan Nhitng bénh nhén cé enzym gan
tang lén do dap (g diéu tri can dugc phan biét rd rang voi cac
trudmg hop tang enzym gan 12 déu hiéu déc tinh cua thuée. Viém
gan trd nén tram trong hon da dugc béo cdo & nhimg bénh nhan
¢6 khang adefovir hoiic ngimg ding adefovir; nhimg ngudi bénh
duge ngimng diéu tri nén dugc gidm sit chit ché trong mot giai
doan phit hop. Pé giam thiéu nguy co khang thude & ngudi bénh viém
gan B khang lamivudin, nén su dung két hop adefovir voi
lamivudin, khong ding thude don doe.
Déc tinh trén thdn: Doc tinh trén thin la doc tinh co bén lam gioi
han liéu dung cua adefovir duge dic trung bai su khoi phat chim,
cling co thé xdy ra ¢ nguoi bénh ding thude lau dai & mirc lidu
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thdng thudmg. Ngudi bénh ding adefovir co chirc ndng thjn binh
thudmng nén dugce theo ddi 3 thang mot lin céc dAu hléu suy giam
chire niing thin; ngudi b¢nh c6 nguy co bj suy thdn cén dugc theo
ddi thudmg xuyén hom. Cén theo ddi sat sao nhlmg ﬂgUf" b¢nh c6
d6 thanh thai creatinin < 50 ml/phut (co thé cén diéu chinh lieu
thuée) va nhimg ngudi bénh sir dung déng thai céc thuoe gdy dnh
huéng xiu dén chire nang thén.

Ngueoi bénh HBV dong nhiém HIV: Six dung adcfowr d¢é diéu trj
viém gan B man tinh & ngu'm bénh ddng thdi mac HIV ma khong
dugce chin doan hodc dn,u trj c6 thé din dén sy xuit hién cla cdc
dong khang HIV. Mot s6 tic gm khuyén khom, nén dung adefovir
don dgc hodc phoi hop cée thube khac dé diéu tri viém gan B ¢
ngudi bénh dong nhiém HIV.

Nhiém toan lactic va phi dai gan nghiém trong c6 nhiém mé: Nhiém
toan lactic, phi dai gan nghiém trong c6 nhiém md, bao gom ca tir
vong, di dwgc bdo cdo ¢ nhimg ngudi bénh dung thude tuong ty
nucleosid don doc hodc phdi hop véi thudc khang retro virus khac.
Yéu t nguy co c6 thé Ia giGi nit, béo phi va sir dung thude kéo dai.
Cin dic biét than trong khi sir dung dén chét nucleosid & ngudi
bénh co6 cac yeu t nguy co di biét. Tuy nhién toan lactic va phi dat
gan nghiém trong c6 nhiém mé ciing da duge ghi nhan & mét 80
truromg hop khong co yéu t6 nguy co. Ngimg thude khi ¢6 céc biéu
hién lam sang hodc xét nghiém nghi ngd toan lactic hoac doc tinh
gan nghiém trong.

Thoi ky mang thai

Céc nghién ctru trén déng vit gam nham véi lidu cao adefovir tiém
tinh mach (phai nhidm todn than cao gap 38 1an so véi licu ding
trén nguoi) ghi nhin thube ¢6 thé gay doc bao thai hodc phéi. Dung
lidu cao dudng ubng (phoi nhiém toan thin cao gip 23 dén 40 lan
s0 v6i lidu ding trén nguoi) hodc tiém finh mach liéu thip hon
{phoi nhiém toan than cao gép 12 lan so véi lidu ding trén ngudn)
déu khong cho thiy bing ching gay quéi thai hay doc & phoi.
Khong 13 thudc qua nhau thai hay khéng, tuy nhién, tién thubc
adefovir dipivoxil ¢6 lién két protein thap, phan tir lugng nho va
nira déi thai trir dai 1a cac ddc diém goi ¥ thude cé thé vao duge
trong bao thai.

Mic du béng chitng trén dong vét cho thiy nguy co thap, nhung do
chua co nghién ciru va dir liéu han ché trén phu nir mang thai, chi
ding cho phy nir mang thai khi lgi ich vuot tri nguy co tiém an.
Néu thuc su cin thiét phai didu tri voi thube khang virus, khong
nén ngimg thude khi ngudi bénh ¢6 thai.

Phu ni cho con bi

Chua 6 béo cdo vé sit dung adefovir & phu nit cho con bit. Adefovir
dipivoxil ¢6 lién két protein thap, phan tir lurong nho va nira doi
thai trir dai goi ¥ thude duge bai xudt vao sira, co thé gy ra doc
tinh nghiém trong v&i tré bl me (vi du, doc tinh than nhu & ngudi
16m). Do loi ich ctia thude, ngudi me nén ngimg cho con bi khi sir
dung adefovir dipivoxil.

Tac dung khong mong mutn (ADR)

Thuong gdp:

Thén kinh: dau dau, suy nhugc.

Da: ngira va phat ban da.

Tiéu hoa: non, budn nén, diy hoi, tiéu chay, kho tidu, dau bung.
Viém gan: viém gan ngng hon, dic biét trong vong 12 tuin sau khi
ngirng ding thuoc.

Thén: ddi mau, ting nong d¢ creatinin huyét thanh c6 thé xay ra
va c0 truong hop suy than va suy thin cdp, gism phosphat huyét,
116 hap: ho, viém miii.

Nhiém toan lactic, thuémg lién quan dén phi dai gan thé nang véi
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gan nhidm md, lién quan dén diéu trj bang cac din chit nucleosid
don doc hoiic phéi hcrp tic nhén khéng virus khéc.
Chca xdc dinh duge tan sudt

Hégi chimg Fanconi, chimg nhuyén xuong (dau xuo'ng va hiém kh1
gdy gdy xuong) dau co, déu lién quan dén bénh ly 6ng lugn gin
vi viém tuy.
Huréng din cich xir tri ADR
Xét nghi¢m theo doi chire néing gan mi 3 thang va tai lugng virus
viém gan Bmdi3-6 thang trong qua trinh didu tri (tiép tuc theo
dai it nhét 1 nim sau khi ngimg - viém gan tai phat c6 thé xy ra
khi ngirng thudce).
Theo ddi chirc nang thin trude khi diéu tri va mdi 3 thang sau do,

theo ddi thuong xuyén hon & ngudi bénh ding kém thude cé déc
tinh trén than.

Nén sir dung cac bi¢n phap trénh thai hi¢u qud trong qua trinh
diéu tri.

Ngimg diéu tri néu c6 suy giam chirc nang gan, gan nhiém ma, gan
phi dai hodc nhiém toan lactic khong 13 nguyén nhan,

Liéu hrong va cach ding

Nguoi Iém: 10 mg (1 vién) méi ngay mét lan, uéng cing hoic
khéng cung thirc an.

Khéng dugc dung lidu cao hon, thoi gian didu trj téi wu chua ro.
Thude di duge tlcp tuc sir dung dén 5 nim trong cac nghién ciru
lam sang co aoi chimg. Theo huémg din cuaa hiép héi nghién ciru
bénh gan My, thoi gian diéu tri O nguoi bénh viém gan B man ¢
HbeAg duong tinh: Diéu tri kéo dai > | nam cho dén khi ¢6 Lhuyen
dao huyct thanh HbeAg va khong phat hién duge HBV ADN, tiép
tuc diéu tri thém it nhit 6 thang sau chuyén dio HbeAg. O ngtrm
bénh viém gan man c6 HbeAg &m tinh, diéu tri trén 1 nim, c6 thé
ngimg khi HbsAg 4m tinh,

Nguoi cao tuéi: Dit ligu lam sang & ngudi bénh > 65 tudi rit han
ché. Can than trong khi ké don adefovir dipivoxil cho ngudi cao
tudi, dac biét lwu ¥ dén giam chirc niing than, tim, gan & nhimg
ngudi bénh ndy, va su gia ting cac bénh kém theo hodc sir dung
ddng thoi cac thudc khac & nguoi cao tudi.

Tré em: Doi v6i diéu tri nhiém HBV man tinh & thanh thiéu nién
tir 12 tudi tr¢ lén, liéu théng thudmg cia adefovir dipivoxil 1a
10 mg * 1 lan/ngay. Hiéu qua va an toan & tré em durgi 12 tudi chua
dugc xac dinh.

Suy thgn: Adefovir dugc thai trir qua than va can phai diéu chinh
khoang cach lidu & ngudi bénh co C1_ < 50 ml/phit hodc ngun
bénh loc mau chu ky.

Cl,, tir 30 - 49 mV/phut: 10 mg/lan cich nhau moi 48 gio.

C‘] tir 10 - 29 ml/phat: 10 mg/lin, ding cach nhau méi 72 gid;
Ng‘l.rcn bénh lgc méu chu ky: 10 mg/lan, ding cich nhau mdi
7 ngay.

CI_ < 10 ml/phut va nguoi bénh loc mang bung: Khong cé khuyén cdo.
D¢ an toan va hi¢u qua cua adefovir dipivoxil chua dwoc nghién
ctru & thanh thiéu nién tir 12 tudi trd 1én bi suy thén, dir liéu hién
khong di dé dua ra mire liéu khuyén cao cho ngudi bénh tir 12 - 17
tui b suy than. Can chi y sir dung than trong va giam sat chirc
néng than chat che.

Suy gan: Khéng can chinh liéu & ngudi bénh suy giam chire
ning gan.

Tuong tic thube

Khi ding thudc adefovir cung vai cac thube bai xuit tich cuc qua
ong than c6 thé lam ting nong dd trong huyel thanh ctia mot trong
hai logi thuéc do canh tranh thai trir, cin theo doi bénh nhan cédn
thin. Khong ghi nhén thay tuong tac duge dong hoc gitra adefovir
VGi paracetamol, co-trimoxazol, entecavir, didanosin, tacrolimus.
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[buprofen cé thé lam ting néng 46 adefovir pividoxil nhung Khong

anh huong ngugc lai.
(ééan than m;.ﬁg khi diing adefovir véi cac thude khac 6 kha Ning

gdy doc than (vi du ammuglycomd cyclospong, la‘-""lmm
vancomyein, mot sb thuée ¢ chéng viém khong ster:ln ).
Khong nén dung dong thoi adefovir dipivoxil vai tenofov,
disoproxil fumarat (tenofovir DF) hodc cac ché pham phdi hop 4
dinh c6 chira tenofovir DF.
ir tri .
LQ,ll:i I:lil:l;i;ef‘ovlr dlinOX!l 500 mg méi ngay trong 2 tuin -
250 mg méi ngay trong 12 tuan lién quan dén cac ADR trén dlrén
tidu hoa va ching chéan an. Néu xay ra qua liéu, ngudi benh pha.
dgc theo doi dé xéc dinh doc tinh va didu tri hd tro néu cin thidy
Adefovir c6 thé dugc loal bo bing thim phan mau; d¢ thanh tha;
trung binh qua thim phdn mau cua adefovir la 104 ml/phut. Vig,
loai bé adefovir béng loc mang bung chua dugce nghién ciru.

Cap nhdt ldn cudi: 2018.

ADENOSIN

Tén chung qudc té: Adenosine.

M3 ATC: COI1EBLO. |

Loai thube: Thude chéng loan nhip tim.

Dang thuoc v ham luwgng

Dung dich tiém finh mach: 6 mg/2 ml, 12 mg/4 ml.

Dung dich truyén tinh mach: 3 mg/ml (lo 30 ml).

Duge luc hoc

Adenosin 13 chét cha véan purin, kich thich chu yéu trén receptor P,
(trong d6 bao gdm receptor adenosin A, va A, trén ming té bao). Ta.c
dung chéng loan ]'lhlp ctia adenosin do k]Ch thich thy thé adenosin A,
lam cham dén truyen théng qua nit nhi that. Tac dung gian mach
vanh va giin mach ngoai vi do kich thich thu thé adenosin A,. Tiém
tinh mach nhanh adenosin lam chim sur din truyén qua nat nh1 tht
va lam mat nhip nhanh kich phat trén that do cat hién tugng vio
lai & nt nhi that (mét khi hién tugng vao lai da mat, nhip nhanh
ngimg va nhip xoang binh thudmg s& phuc héi). Thude ciing c6 ich
trong nghién ctru dién sinh 1y hoc dé xac dinh vi tri cia bléc nhi
thit. Do téc dung dac hiéu trén nit nhi - that, adenosin ciing cé ich
trong chan dodn phéan biét nhip nhanh trén that co phirc bo QRS
gidn rong hay hep.

Thuéc 1am téng déang ké luu luong mach vanh binh thuéng trong
khi hau nhu rit it hoac khéng lam ting & déng mach hep nén co ich
trong k¥ thuét xa hinh tudi mau co tim.

Adenosin khong c6 higu qua ddi véi cuong déng nhi, rung nhi,
hoac nhip nhanh that.

Duoe ding hoc

Phén b6: Adenosin khi tiém tinh mach bi mét nhanh khoi tuan
hoan do thube xdm nhap vao té bao, chil véu vao héng ciu va
bdo ngi mé mach mau. Qua trinh nay lién quan dén mot hé thong
chat van chuyén nucleosid xuyén mang dac hiéu.

Chuyén héa: Adenosin trong té bao chuyén héa nhanh do
phosphoryl héa thinh adenosin monophosphat nhér adenosin
kinase hodc do khir amin thanh inosin nhé adenosin desaminase
trong bao tuong. Qua trinh khir amin chi déng mét vai trd quan
trong khi adenosin bao twong bao hoa con dudmng phosphoryl héa.
Inosin dugc hinh thanh bang céch khir adenosin c6 thé thodt khéi &
bao & dang nguyén ven hodc c6 thé bi phan hity thanh hypoxanthin,
xanthin va cudi cing 1 acid uric. Adenosin monophosphat duge



