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Linh vue ki thuat dwoc dé cip

Sang ché d& cap dén thubc phong ngira va/hodc diéu tri bénh than da u nang
(polycystic kidney disease-PKD).

Tinh trang k¥ thuat ciia sing ché

Bénh thin da u nang dugc phén loai thanh ADPKD (autosomal dominant
polycystic kidney disease-bénh than da nang do gen di truyén trdi trén nhifm séc thé
thuong) va ARPKD (autosomal recessive polycystic kidney disease-bénh thén da nang
do gen di truyén lan trén nhiém séc thé thuong). Trong ca hai loai bénh than da u nang
nay, c6 nhiéu nang phét trién trong v6 va tiy clia than, dan dén rdi loan chirc niang than
kém theo su teo va hoa xo déng ké. Khi bénh nay tién trién, than phat trién nd to, dan

dén suy than ma can phai tham tach.

Trong céc t& bao biéu md cia nang trong d6 cic nang phat trién tir cac t& bao dng,
AMP vong (cAMP) hoat hda protein kinaza A (PKA), va mét loat con duong MAP
kinaza (MAPK) duoc hoat hoa dé gy sy ting sinh té bao. Trong cic t& bao biéu md
cta nang, su biéu hién cta thu thé vasopresin (vasopressin receptor-V2R) gia ting va
hoat tinh adenylxyclaza ting, ma con ting cac mic cAMP va thic day su ting sinh té

bao.

Céc chit d6i khang thu thé vasopresin di dugc bao cdo 1a c6 phén tng day da
trong cac md hinh vé bénh than da u nang & dong vat, va tolvaptan dang phat trién trong
céc thir nghiém 14m sang (vi du, xem tai liéu sang ché 1 va cac tai lidu phi sang ché 1, 2,
va3).

Octreotit, 1& dAn xuét ctia somatostatin ma loai trir hoat tinh adenylxyclaza, cling
duoc mong doi 1a hitu ich nhu mot chét dé didu tri ADPKD, va cac két qué thtr nghiém

1am sang v& n6 da dugc béo céo gan ddy (xem tai liéu phi sng ché 4).

Tai liéu trich dan
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Tai liéu sang ché
Tai lidu sang ché 1: JP4-154765A
Téi liéu phi sang ché
Tai liéu phi sang ché 1: Nat. Med., 2003, 9(10):1323-6
Tai liu phi sang ché 2: J. Am. Soc. Nephrol., 2005, 16:846-851
Tai liéu phi séng ché 3: Clin. J. Am. Soc. Nephrol. 2008, 3:1212-1218
Tai liéu phi sang ché 4: J. Am. Soc. Nephrol., 2010, 21:1052-1061.
Bén chit k§ thuét clia sang ché
Vén dé k§ thuat cn giai quyét boi sang ché

Muc dich clia sang ché 1a dé xuét t5 hop dugc phdm ma c6 céc hiéu qua phong

nglra va/hodc diéu tri rat t5t di v6i bénh thén da u nang.
Céach thue giai quyét van dé

Pé giai quyét vn dé néu trén, cac tic gia sang ché d tién hanh nghién ciu sau
rong céc tb hop dugc phim ma c6 thé c¢6 cac hiéu qua phong ngtra vavhogic didu trj rét
tdt dbi voi bénh than da u nang. Két qua, céc tac gia sang ché d3 khing dinh duoc ring
viée st dung két hop tolvaptan va dan xuét clia somatostatin, octreotit, c6 thé tao ra céc
hiéu qua diéu trj déng ké (vi du, giam trong lugng than) dbi véi bénh than da u nang, so
véi viée st dung timg hop chét riéng 1. Hon nita, cAc téc gia sang ché da khéng dinh
dugc rng t6 hop dugc phim cia tolvaptan va dan xuéit clia somatostatin c6 thé tao ra
cac hidu qua diéu tri dang k& dbi voi bénh than da u nang, ngay ca khi lidu luong clia
tolvaptan va/hodc dan xust clia somatostatin 1a qué thép dén mirc khéng c6 hidu qua
néu ttmg hop chét ndy duoc sir dung riéng r&, Két qua ctia nghién ctru tiép theo dua trén

phéat hién nay, sang ché da duogc hoan thanh.

Cu thé hon, sang ché d& xuét cac t6 hop dugc phém sau:

-3-
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1. Thudc phong ngira va/hoiic diéu tri bénh than da u nang chira t6 hop duoc pham clia

tolvaptan hogc tién dugc chat clia nd voi dan xuat clia somatostatin.

2. Thube theo muc 1 chira t8 hop ctia ché phdm (dugc phim) chira tolvaptan hozc tién

duoc chit ctia nd va ché pham (duoc pham) chira din xuét clia somatostatin,

3. Thubc theo muc 1 hodc 2 chira liu luong thép cla tolvaptan hodc tién duoc chit cta

n6 ma khong hitu hiéu néu dugc st dung riéng r€.

4. Thudc theo muc bt ky trong sd cac muc tir 1 dén 3, trong d6 din xuét cla

somatostatin la octreotit, pasireotit, lanreotit, vapreotit, hodc mudi ctia chiing,

5. Thudc theo muc bét ky trong sb cac muc tir 1 dén 4, trong do6 thude nay 13 t6 hop
duge phim ctia ché phdm ding qua duong miéng chira tolvaptan hogc tién dugc chit

cua nd va ché pham tiém duge chira dan xuat clia somatostatin.

6. Thudc theo muc 5, trong d6 ché phdm tiém duge chira din xudt ciia somatostatin 13

thudc dimg dudi da.

7. Thudc theo muc 5, trong d6 ché phim tiém dugc chira dan xuéit clia somatostatin 13

thudc ding trong co.

8. Thudc chira to hop dugc phém cuia tolvaptan hodc tién duoc chét cta né véi dan xuét
clia somatostatin dé sir dung trong viéc phong ngtra vavhodc diéu tri bénh thén da u

nang.

9. Kit d& phong ngira va/hoiic didu tri bénh than da u nang chia ché phim ding qua
duong miéng chira tolvaptan hoac tién duoc chét ctia né va ché phdm tiém duoc (cu thé

18, thude ding dudi da hoiic thude ding trong co) chita dan Xuét clia somatostatin.

10. Thude theo muc bét ky trong sb cac muc tir 1 dén 7, trong do tolvaptan hodc tién

dugc cht ctia n6 14 tolvaptan va dén xuét clia somatostatin 13 octreotit.

11. Thubc theo muc 8, trong do tolvaptan hodc tién duoc chét ctiand 1a tolvaptan va dan

Xuét clia somatostatin 13 octreotit.
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12. Kit theo muc 9, trong d6 tolvaptan hoic tién dugc chét ctia nd 1a tolvaptan va din

xuat cua somatostatin 1a octreotit.
Hiéu qua cua sang ché

Thubc chia tb hop duogce phém cua tolvaptan hodc tién dugc chét ctia nd véi dan
xuét clia somatostatin theo sang ché tao ra céc hiéu qua diéu tri déng ké ddi véi bénh
than da u nang (vi du, hiéu qua ngén chéan sy ting trong luong than, hiu qua cai thién
chirc nang than, v.v.), so vdi viéc st dung ting chét riéng 1&. T6 hop dwoc phim cia
tolvaptan hogc tien duoc chét cia né véi dan XAt clia somatostatin tao ra cac hidu qua
diéu tri dang k& dbi voi bénh than da u nang, ngay ca khi lidu luong ciia tolvaptan hodc
tién duoc chit cia n6 va/hodic dan xuét ciia somatostatin 1 qua thép dén mirc khong c6

hiéu qua néu timg hop chat dugc sir dung riéng r&.

B6i vi tb hop duoc phdm theo séng ché ¢6 thé duy tri téc dung thudc trong khi
giam cac tac dung phu, su tao ra hiéu qua diéu tri cao trong khi duy tri chét luong cude
séng (quality of life-QOL) ctia cac bénh nhan méc bénh than da u nang c¢6 thé dat duoc.

MO 4 chi tiét sang ché

Pic trung cta thude phong ngira vahoiic diéu tri bénh than da u nang theo sang
ché 13 chira t6 hop dugc phém ciia tolvaptan hozic tién duoc chét ctia nd véi dan xuét

clia somatostatin.
1. Tolvaptan va tién dugc chat cia nd

Tolvaptan 13 tén goi chung cho 7-clo-5-hydroxy-1-[2-metyl-4-(2-
metylbenzoylamino)benzoyl]-2,3,4,5-tetrahydro- 1H-benzoazepin, c6 cong thire (1).



21460

OH
Cl

CH;

Iz

Tolvaptan chira nguyén tr cacbon lién két v6i nhom hydroxy 1am cacbon bét déi
xtmg, nhu duoc thé hién trong cong thirc (I). Do d6, tolvaptan c6 mét cap chét dong
phan dbi anh (cac chét ddng phan dbi anh R- va S-) trén co s& cacbon bét dbi ximg.
Thuét ngit “tolvaptan” duge st dung & day chira chét ddng phan dbi anh R, chit dong
phan ddi anh S, va hon hop cua hai chét déng phéan nay theo ty 1é bt ky. Tét hon néu
tolvaptan 13 chét déng phan dbi anh R, chét ddng phan dbi anh S, hodc hop chit
raxemic (hdn hop can bang clia chit dong phan ddi anh R v chét dong phan dbi anh

S); va tbt hon nita 13 hop chét raxemic.

Tolvaptan co thé 12 tinh thé, v6 dinh hinh, hodc hdn hop ctia hai loai trén. Khi cic
tinh thé c6 hai hodic nhiéu hién tugng da hinh, tolvaptan c¢6 tt ca cac hién tuong da hinh.

Tolvaptan c6 thé 13 nhu vay sao cho mot hodc nhiéu nguyén tir trong phan tir clia
tolvaptan dugc thay bang mdt hogc nhidu ddng vi ctia n6. Cac vi du v& cac dbng vi nhu

vay bao g@)m doteri (ZH), triti (3 H), B¢, "N, B0, va dé)ng Vi tuong tur.

Tolvaptan c6 thé 1a & dang, vi dy, anhydrit, solvat (vi dy, hydrat, alcolat, v.v.),

muoi, hodc cac tinh thé doi.

Tolvaptan c6 thé 14 tién dugc chat. Tién duoc chét nay 14 hop chét thu dugc bing
cach cai bién hop chét hoat tinh (tolvaptan) nhdm cai thién d6 tan trong nudc, cai thién
d6 8n dinh, cai thién tinh kha dung sinh hoc, v.v..

Vi du v& tién dugc chét 14 hop chét dugc san xuét bang cach phosphoryl héa
nhom hydroxy cia tolvaptan. Cac vi du cu thé clia nd bao gdbm hop chét benzazepin cd

cong thic (1a) dudi day hodc mudi cta ching, ma dugc bdc 16 trong JP2009-521397A.
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X a
A/OR
o~ "R
Cl

N (la)

Oé%:li::l\ O CH,
CH N/l\[i:]
H

3

(trong d6 R 1a nguyén tir hydro, nhom hydroxy tlty y ¢6 nhém béo v€, nhém mercapto
tlly ¥ c¢6 nhém bao vé, hofic nhém amino tly y ¢ mét hodc hai nhém bao vé; R* 1
nguyén tir hydro hodc nhém bao vé hydroxy; va X 1a nguyén tir oxy hodc nguyén tir luu
huynh).

Trong cong thuic (1a), khong co giéi han cu thé v& “nhém bao v&” cho nhém
hydroxy tlty y ¢6 nhdm béao vé, nhdm mercapto tlly y c¢6 nhém bao v¢, hodc nhom
amino tly y ¢6 mdt hodc hai nhdm bao vé, duoc thé hién boi R. Cac vi du diic trung ctia
c4c nhém bao vé bao gdm cac nhém alkyl thap (vi du, cac nhém C, ¢ alkyl, nhu metyl
va etyl), cac nhdm phenyl-alkyl thap (v du, cac nhom phenyl-C, ¢ alkyl, nhu benzyl va
phenetyl), cac nhom alkoxycarbonyl thap (vi du, cac nhém Cy. alkoxycarbonyl, nhu
metoxycarbonyl, etoxycarbonyl, va tert-butoxycarbonyl), va nhom tuong tu.

Céc vi du v& nhém béo vé hydroxy duoc thé hién bsi R® trong cong thic (1a)

gdm cac nhdm néu trén ddy lam cac vi du vé “nhém bao v&” dugc néu trong R.

Céc vi du khéc vé cac tién duoc chét bao gdm hop chét thu duoc bang cach axyl
hda nhém hydroxy cia tolvaptan. Cac vi du cu thé cta nd bao gdbm hop chat
benzazepin c6 cong thirc (1b) dudi day hodc mudi ctia ching, ma dugc md ta trong
W02009/001968 (JP2010-531293A).
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Cl

N (1b)

CHj

Iz

trong dR' 14 nhém duogc chon trong sb céc nhém tir (1-1) dén (1-7) dudi day:
(1-1) nh6m -CO-(CH,),-COR?

(trong donla sb nguyén ndm trong khoang tir 1 dén 4, R? 13 (2-1) nhém hydroxy; (2-2)
nhém alkoxy thip tiy y duoc thd nhém hydroxy, nhém alkanoyl thdp, nhém
alkanoyloxy thap, nhém alkoxycarbonyloxy thap, nhém xycloalkyloxycarbonyloxy,
hodc 5-metyl-2-oxo0-1,3-dioxol-4-yl; hodc (2-3) nhom amino tuy y duoc thé nhém
hydroxy-alkyl thap);

(1-2) nhém -CO~(CH,),-NR’R*

(trong d6 m 14 s6 nguyén nim trong khoang tir 0 dén 4, R’ 13 nguyén i hydro hodc
nhém alkyl thdp, R* 1a (4-1) nguyén tir hydro; (4-2) nhém alkyl thép tlly ¥ dugc thé
nguyén tir halogen, nhém alkylamino thép, nhém alkoxycarbonyl thap, hodc 5-metyl-2-
oxo-1,3-dioxol-4-yl; hodc (4-3) nhom alkoxycarbonyl thép thy ¥ duoc thé nguyén tir
halogen, nhom alkanoyloxy thép, hodc 5-metyl-2-oxo-1,3-dioxol-4-yl, R va R? ¢6 thé
tao ra nhan di vong bdo hoa cd 5 hoac 6 canh bang cach lién két R® va R* v6i nhau,
cling v6i nguyén tir nito ma R vaR* lién két véi no, truc tiép hodc thong qua nguyén tir
nito hodc nguyén tir oxy, nhéan di vong nay tury y dugc thé (4-4) nhém alkyl thép (nhém
alkyl thap nay tiy y duoc thé nhém hydroxy-alkoxy thip); (4-5) nhém alkoxycarbonyl
thip; (4-6) nhom alkylcarbonyl (nhém alkyl nay tlly ¥ duge thé nhém carboxyl hodc
nhém alkoxycarbonyl thap); (4-7) nhém arylcarbonyl; hogc (4-8) nhom furylcarbonyl);

(1-3) nhém -CO-(CHy),-O-CO-NR’R®
-8-
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(trong d6 p 12 sb nguyén nim trong khoéng tir 1 dén 4, R’ 1a nhom alkyl thap, va R® 1
nhém alkoxycarbonyl thip-alkyl thap);

(1-4) nhém -CO-(CH,)-X-R’

(trong do q 14 sb nguyén nim trong khoang tir 1 dén 4, X 13 nguyén tir oxy, nguyén tir
lvu huynh, hodc nhém sulfonyl, va R 1a nhém carboxy-alkyl thap, hoic nhém
alkoxycarbonyl thap-alkyl thip);

(1-5) nhém -CO-R®

(trong d6 R® 14 (8-1) nhom alkyl tly ¥ dugc thé nguyén tir halogen, nhém alkanoyloxy
thép, hodic nhém phenyl (nhém phenyl ndy dugc thé nhém dihydroxyphosphoryloxy
trong d6 cac nhom hydroxy tiry y dugc thé cac nhém benzyl, va nhém alkyl thap), (8-2)
nhém alkoxy thép dugc thé nguyén tir halogen, nhém alkanoyloxy thép, hodc nhém
dihydroxyphosphoryloxy, (8-3) nhom pyridyl, hodc (8-4) nhém alkoxyphenyl thip);

(1-6) nhom alkyl thép duogc thé nhém duoc chon tir nhém bao gdm céc nhém alkylthio
thap, nhém dihydroxyphosphoryloxy, va cic nhom alkanoyloxy thp; va (1-7) gbc axit

amin hodc peptit tity y dugc bao vé boi mot hodc nhiéu cac nhém bao vé.

Trong cong thirc (1b), thudt ngit “thdp” ding dé chi “C,.”, trir khi ngit canh c6
quy dinh khéc.

Céc vi du vé céc nhém alkanoyl thip bao gdm cac nhém C, alkanoyl mach
théng hodc mach nhénh, nhur axetyl, n-propionyl, n-butyryl, isobutyryl, n-pentanoyl,
tert-butylcarbonyl, va n-hexanoyl.

Céc vi du vé& cac nhém alkanoyloxy thdp bao gdm céc nhém C,.¢ alkanoyloxy
mach thing hodc mach nhanh, nhu axetyloxy, n-propionyloxy, n-butyryloxy,
isobutyryloxy, n-pentanoyloxy, tert-butylcarbonyloxy, va n-hexanoyloxy.

Céc vi du v& céc nhom alkoxycarbonyloxy thap bao gdm cac nhém
alkoxycarbonyloxy trong do gbc alkoxy 1a nhém Cy alkoxy mach thing hodic mach
nhénh, nhu metoxycarbonyloxy, etoxycarbonyloxy, n-propoxycarbonyloxy,

-0-
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isopropoxycarbonyloxy, n-butoxycarbonyloxy, isobutoxycarbonyloxy, tert-
butoxycarbonyloxy, sec-butoxycarbonyloxy, n-pentyloxycarbonyloxy,
neopentyloxycarbonyloxy, n-hexyloxycarbonyloxy, isohexyloxycarbonyloxy, va 3-
metyl pentyloxycarbonyloxy.

Céc vi du vé cic nhém xycloalkyloxycarbonyloxy bao gdm céc nhém
xycloalkyloxycarbonyloxy trong do6 gbc xycloalkyl 1a nhém Cyg xycloalkyl, nhu
xyclopropyloxycarbonyloxy, xyclobutyloxycarbonyloxy, xyclopentyloxycarbonyloxy,
xyclohexyloxycarbonyloxy, xycloheptyloxycarbonyloxy, va xyclooctyloxycarbonyloxy.

Cic vi du v& cac nhém xycloalkylcarbonyl bao gdbm cac nhém
xycloalkylcarbonyl trong do gbe xycloalkyl 13 nhém Csg xycloalkyl, nhu
xyclopropylcarbonyl, xyclobutylcarbonyl, xyclopentylcarbonyl, xyclohexylcarbonyl,
xycloheptylcarbonyl, va xyclooctylcarbonyl.

Cac vi du vé cic nhom alkoxy thip bao gdm cac nhém C,¢ alkoxy mach thing
hodc mach nhanh, nhu metoxy, etoxy, n-propoxy, isopropoxy, n-butoxy, isobutoxy, tert-
butoxy, sec-butoxy, n-pentyloxy, isopentyloxy, neopentyloxy, n-hexyloxy, isohexyloxy,
va 3-metylpentyloxy.

Cac vi du vé cée nhém hydroxy-alkyl thip bao gdm céc nhém C,4 alkyl mach
thdng hodc mach nhénh c6 mot dn ba nhém hydroxy, nhu hydroxymetyl, 2-
hydroxyetyl, 1-hydroxyetyl, 3-hydroxypropyl, 2,3-dihydroxypropyl, 4-hydroxybutyl,
3 ,4-dihydroxybutyl, 1,1-dimetyl-2-hydroxyetyl, 5-hydroxypentyl, 6-hydroxyhexyl, 3,3-
dimetyl-3-hydroxypropyl, 2-metyl-3-hydroxypropyl, va 2,3,4-trihydroxybutyl.

Céc vi du v& c4c nhom alkyl bao gdm cac nhém C,.i alkyl mach théng hoic
mach nhanh nhu metyl, etyl, n-propyl, isopropyl, n-butyl, isobutyl, tert-butyl, sec-butyl,
n-pentyl, isopentyl, neopentyl, n-hexyl, isohexyl, va 3-metylpentyl.

Céc vi du v& cac nhém alkyl thép bao g0m céc nhém Cy alkyl mach théng hoc
mach nhanh, nhu metyl, etyl, n-propyl, isopropyl, n-butyl, isobutyl, tert-butyl, sec-butyl,
n-pentyl, isopentyl, neopentyl, n-hexyl, isohexyl, va 3-metylpentyl.

Céc vi du vé cdc nguyén tir halogen bao gom flo, clo, brom, va iot.
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Céc vi du vé cac nhom alkylamino thép bao gdm céc nhém amino dugce thé mét
dén hai nhém C¢ alkyl mach théng hoac mach nhanh, nhu metylamino, etylamino, n-
propylamino, isopropylamino, n-butylamino, tert-butylamino, n-pentylamino, n-
hexylamino, dimetylamino, dietylamino, di-n-propylamino, di-n-butylamino, di-n-
pentylamino, di-n-hexylamino, N-metyl-N-etylamino, N-etyl-N-n-propylamino, N-
metyl-N-n-butylamino, va N-metyl-N-n-hexylamino.

Céc vi du vé cac nhém alkoxycarbonyl thip bao gdm céc nhém alkoxycarbonyl
trong d6 gbc alkoxy 14 nhém C,. alkoxy mach thang hodc mach nhanh, nhu
metoxycarbonyl, etoxycarbonyl, n-propoxycarbonyl, isopropoxycarbonyl, n-
butoxycarbonyl, isobutoxycarbonyl, tert-butoxycarbonyl, sec-butoxycarbonyl, n-
pentyloxycarbonyl, neopentyloxycarbonyl, n-hexyloxycarbonyl, isohexyloxycarbonyl,
va 3-metylpentyloxycarbonyl.

Céc vi du vé cac nhan di vong bio hoa c¢6 5 hodc 6 canh duge tao ra béng cach
lién két R® va R* vé6i nhau, cling véi nguyén tir nito ma R’ va R’ lién két véi n6, truc
tiép hodc thong qua nguyén tir nito hodc nguyén tir oxy bao gdbm pyrolidin,

imidazolidin, piperazin, piperidin, va morpholin.

Céc vi du vé cac nhém hydroxy-alkoxy thip bao gdm cac nhém hydroxyalkoxy
ma c6 mot hodc hai nhém hydroxy, gbc alkoxy 1 nhém C alkoxy mach thing hoic
mach nhanh, nhu hydroxymetoxy, 2-hydroxyetoxy, 1-hydroxyetoxy, 3-hydroxypropoxy,
4-hydroxybutoxy, 5-hydroxypentyloxy, 6-hydroxyhexyloxy, 1,1-dimetyl-2-
hydroxyetoxy, va 2-metyl-3-hydroxypropoxy.

Céc vi du vé céc nhém alkylcarbonyl bao gdm céc nhém alkylcarbonyl trong d6
gbc alkyl 14 nhém C, o alkyl mach thing hodic mach nhanh, nhur metylcarbonyl,
etylcarbonyl, n-propylcarbonyl, isopropylcarbonyl, n-butylcarbonyl, isobutylcarbonyl,
tert-butylcarbonyl, sec-butylcarbonyl, n-pentylcarbonyl, isopentylcarbonyl,
neopentylcarbonyl, n-hexylcarbonyl, isohexylcarbonyl, 3-metylpentylcarbonyl, n-
heptylcarbonyl, n-octylcarbonyl, n-nonylcarbonyl, n-dexylcarbonyl, n-undexylcarbonyl,
n-dodexylcarbonyl, n-tridexylcarbonyl, n-tetradexylcarbonyl, n-pentadexylcarbonyl, n-
hexadexylcarbonyl, n-heptadexylcarbonyl, n-octadexylcarbonyl, n-nonadexylcarbonyl,

11-
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va n-icosylcarbonyl.

Céc vi du vé& cic nhém arylcarbonyl bao gdm phenylcarbonyl va (1- hodc 2-

)naphtylcarbonyl.
Céc vi du v& nhém furylcarbonyl bao gdm (2- hoic 3-)furylcarbonyl.

Céc vi du v& céc nhém alkoxycarbonyl thap-alkyl thap bao gdm cac nhém
alkoxycarbonylalkyl trong d6 gbc alkoxy 14 nhém C,4 alkoxy mach théing hodic mach
nhanh, va géc alkyl 1a nhém C,¢ mach théng hodc mach nhanh, nhu
metoxycarbonylmetyl, etoxycarbonylmetyl, 2-metoxycarbonyletyl, 2-
etoxycarbonyletyl, 1-etoxycarbonyletyl, 3-metoxycarbonylpropyl, 3-
etoxycarbonylpropyl, 4-etoxycarbonylbutyl, 5-isopropoxycarbonyl pentyl, 6-n-
propoxycarbonylhexyl, 1,1-dimetyl-2-n-butoxycarbonyletyl, 2-metyl-3-tert-
butoxycarbonylpropyl, 2-n-pentyloxycarbonyletyl, va n-hexyloxycarbonylmetyl.

Céc vi du vé& cic nhom carboxy-alkyl thip bao gdm cac nhém carboxyalkyl
trong d6 gdc alkyl 1a nhém C,.¢ mach théng hodc mach nhanh, nhur carboxymetyl, 2-
carboxyetyl, 1-carboxyetyl, 3-carboxypropyl, 4-carboxybutyl, S-carboxypentyl, 6-
carboxyhexyl, 1,1-dimetyl-2-carboxyetyl, va 2-metyl-3-carboxypropyl.

Céc vi du vé céc nhém alkoxyphenyl thip bao gdm céc nhém alkoxyphenyl trong d6
gbc alkoxy 1a nhém C alkoxy mach théng hogic mach nhanh, nhur metoxyphenyl,
etoxyphenyl, n-propoxyphenyl, isopropoxyphenyl, n-butoxyphenyl, isobutoxyphenyl,
tert-butoxyphenyl, sec-butoxyphenyl, n-pentyloxyphenyl, isopentyloxyphenyl,
neopentyloxyphenyl, n-hexyloxyphenyl, isohexyloxyphenyl, va 3-
metylpentyloxyphenyl.

Céc vi du vé cic nhém alkylthio thdp bao gdbm cac nhém Cy alkylthio mach
thang hoic mach nhanh, nhu metylthio, etylthio, n-propylthio, isopropylthio, n-
butylthio, tert-butylthio, n-pentylthio, va n-hexylthio.

Céc vi du vé cac gbe axit amin hoc peptit bao gdm céc gdc axit amin nhur alanyl,
phenylalanyl, sarcosyl, valyl, leucyl, isoleucyl, prolyl, N-etylglyxyl, N-propylglyxyl, N-
isopropylglyxyl, N-butylglyxyl, N-tert-butylglyxyl, N-pentylglyxyl, N-hexylglyxyl,
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N,N-dietylglyxyl, N,N-dipropylglyxyl, N,N-dibutylglyxyl, N,N-dipentylglyxyl, N,N-
dihexylglyxyl, N-metyl-N-etylglyxyl, N-metyl-N-propylglyxyl, N-metyl-N-butylglyxyl,
N-metyl-N-pentylglyxyl, va N-metyl-N-hexylglyxyl; va cac gbc peptit nhur sarcosyl-
glyxyl, glyxyl-glyxyl, glyxyl-sarcosyl, sarcosyl-sarcosyl, alanyl-glyxyl, phenylalanyl-
glyxyl, phenylalanyl-phenylalanyl, glyxyl-glyxyl-glyxyl, N-etylglyxyl-glyxyl, N-
propylglyxyl-glyxyl, N,N-dimetylglyxyl-glyxyl, N,N-dietylglyxyl-glyxyl, N-metyl-N-
etylglyxyl-glyxyl, sarcosyl-glyxyl-glyxyl, N-etylglyxyl-glyxyl-glyxyl, va N,N-
dimetylglyxyl-glyxyl-glyxyl.

Céc vi du vé céc nhém bao vé cho cic axit amin hogic cic peptit bao gdm céc
nhom bao vé thuong dugc ding dé bao vé cac nhdm amino clia cic axit amin hodc cac
peptit, nhu tert-butoxycarbonyl, benzyloxycarbonyl, fluorenylmetoxycarbonyl, va
axetyl.

Trong phan mé ta nay, tién dugc chat cla tolvaptan (cu thé, hop chét c6 cong
thire (1a) va/hodc hop chét c6 cong thirc (1b)) cb thé duoc st dung cling véi hotic thay
thé cho tolvaptan. Theo sang ché, tolvaptan 13 thich hgp hon.

2. Dan xuat ciia somatostatin

Thuat ngit “dan xuét clia somatostatin” ding dé chi somatostatin, hop chét bao
gdm trinh tu axit amin (Phe-Trp-Lys-Thr) thiét yéu cho hoat tinh sinh ly cla
somatostatin; hodc cac mudi ctia né. Cac vi du cu thé ctia nd bao gé)m somatostatin,
octreotit, pasireotit, lanreotit, vapreotit, va hop chét tuong tw. Cac hop chét nay co thé
duoc st dung riéng 18, hodc dudi dang hdn hgp clia hai hodc nhiéu hon hai hop chét

néu trén. Octreotit 1a thich hgp hon.

Octreotit lién quan dén polypeptit vong c6 cong thirc (2), va 1a tén goi chung cho
(-)-D-phenylalanyl-L-cysteinyl-L-phenylalanyl-D-tryptophyl-L-lysyl-L-threonyl-N-
[(1IR,2R)-2-hydroxy-1-(hydroxymetyl)propyl]-L-cysteinamit vong (2—7) disulfua.

-13-



H
D-Phe-Cys-Phe-D-Trp-Lys-Thr-Cys-NH—C—C—CH;  (2)

D3An xuét clia somatostatin ¢6 thé tao ra mudi c6 axit ¢6 tac dung dugc dung. Cac
vi du v& cac axit nhu vy bao gdm cac axit vo co nhur axit clohydric, axit bromhydric,
axit nitric, axit sulfuric, va axit phosphoric; va cac axit hitu co nhu axit metansulfonic,
axit p-toluensulfonic, axit axetic, axit Xitric, axit tartaric, axit maleic, axit fumaric, axit
malic, va axit lactic. Mudi ctia dn xuét ciia somatostatin tt hon 14 hydroclorua hodc
axetat, va tot hon nita 13 diaxetat ctia octreotit. Cac mudi nay c6 ban trén thi trudng voi

tén thuong mai “Sandostatin” (san phém ctia Novartis Pharma K.K.).
3. T hop duoc phdm

DAu hiéu cia thude phong ngira vivhosic diéu tri bénh than da u nang theo sang
ché 13 bao gdm t6 hop duoc phim ciia tolvaptan hozic tién dugc chét cta nd véi dan
xuht ctia somatostatin. Ché phim nay tot hon 13 td hop cua tolvaptan véi dan xuét clia
somatostatin. TS hop ciia tolvaptan véi octreotit, t5 hop ctia tolvaptan véi pasireotit, td
hop cuia tolvaptan véi lanreotit, hodc td hop cua tolvaptan véi vapreotit 13 thich hop hon.
T6 hop cia tolvaptan véi octreotit thdm chi con t6t hon nita. Cac hdn hop nay st dung

cho toan bd sang ché.

Thubc theo sang ché c¢6 thé & dang ché phim don nhét (hdn hop) chira tolvaptan
hodc tién duoc chét ctia né véi dan xudt clia somatostatin; hodic & dang céc ché phém
riéng & (cac chét di kém), mot trong s céc ché phdm nay chira tolvaptan hoic mudi
cta ching, va hop chat con lai chira dan xult ctia somatostatin. Thube nay 6t hon 1 cac

chét di kem.

Mdt vi du vé céc chat di kém nhur vay 1a t8 hop ctia ché phim (duoc phdm) chira
tolvaptan hogc tién dugc chét ctia n6 v6i ché phim (dugc phédm) chira dan xuét cla

somatostatin.
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Ché phém duoc phim nay chira tb hop ctia tolvaptan hodc tién duoc chit ciia nd
véi din xuét ciia somatostatin c6 thé 1a hdn hop hodc cic chét di kém, va dang lidu
luong ctia ché phim dugc phim nay c6 thé dugc chon mét cach thich hop tir cac hop

chét dugc néu dudi day.

Ché phim dugc phim c6 thé dugc san xuét bang cach két hop tolvaptan hodc
tién dugc chét clia nd vivhodc din xuét clia somatostatin bing phuong phap théng
thuong sir dung chét pha lodng va/hodc ta dugce thong dung, nhu chdt don, chit khai

trién, chét két dinh, chét [am Am, chét phan 13, chit hoat dong bé mit, va chat 1am trom.

Dang ctia ché pham dugc phém nay ¢6 thé dugc chon mét cach thich hop tir cac
dang khac nhau tiy theo myc dich diéu tri. Céc vi du dic trung ctia cac dang nhu vay
bao gém vién nén, vién, bdt, 1ong, hdn dich, nhil twrong, hat, bao nang, vién dan, thudc

boi, thude tiém (dung dich, hon dich, nhii tuong, v.v.), va dang tuong tu.

P4 tao ra vién nén, céc chit mang khac nhau d biét 13 trong linh vic nay c6 thé
duoc st dung. Céc vi du vé c4c chit mang nhu vay bao gé)m cac ta dugc nhu lactoza,
sucroza, natri clorua, glucoza, ure, tinh bdt, canxi cacbonat, kaolin, va xenluloza tinh
thé; cac chit két dinh nhu nudc, etanol, propanol, xird don, dung dich glucoza, dung
dich tinh bot, dung dich gelatin, carboxymetyl xenluloza, senlac, metylxenluloza, kali
phosphat, va polyvinylpyrolidon; cac chét phan 13 nhu tinh bdt kho, natri alginat, bot
aga, bdt laminaran, natri hydro cacbonat, canxi cacbonat, este clia polyoxyetylen
sorbitan axit béo, natri lauryl sulfat, axit stearic monoglyxerit, tinh bot, va lactoza; cac
cht trc ché su phan rd nhu sucroza, stearin, dAu cacao, va dau hydro héa; cac chit thic
day su hép thy nhu cac mudi amoni bac bbn va natri lauryl sulfat; cac chit 1am 4m nhu
glyxerol va tinh bot; cac chét hép phu nhu tinh bdt, lactoza, kaolin, bentonit, va silic oxit
dang keo; va cac chét lam tron nhu hoat thach tinh khiét, cac mubi cla axit stearic, bot

axit boric, va polyetylen glycol.

Céc vién nén nay, néu mudn, ¢6 thé dugc phil vat liéu mang phti thong thudng dé
tao ra vién nén dugc pht. Cac vi du v& vién nén duoc phti nhu vy bao gdm vién nén
dugc phu dudng, vién nén duge pht gelatin, vién nén tan trong rudt, vién nén duge phi
mang, vién nén hai 16p, va vién nén nhiéu 16p.
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Pé tao ra vién, cac chit mang khac nhau da biét & trong linh vue ndy c¢6 thé duoc
str dung. Céc vi du vé cac chit mang nhu vy bao gdm céc t4 duoc nhu glucoza, lactoza,
tinh bot, diu cacao, dau thuc vat da duoc hydro hoa, kaolin, va hoat thach; cac chét két
dinh nhu bt gom arabic, bt nhya tragacan, gelatin, va etanol; va cac chét phan rd nhu

laminaran va aga.

Pé tao ra thudc dan, cac chit mang khac nhau di biét 16 trong linh vie ndy 6 thé
duoc sir dung. Céc vi du vé cc chét mang nhu viy bao gdm polyetylen glycol, diu

cacao, rugu bac cao, cac este clia ruou bac cao, gelatin, va cac glyxerit ban tong hop.

Céc dung dich tiém t6t hon 1a duoc diu ché & dang dung dich, nhii twong, hodc
hdn dich mé duoc khir tring va déng trrong v6i mau. Dé tao ra cac dung dich nhur vay,
cac nhil tuong, va cac hdn dich sir dung tolvaptan hodc tién dugc chét ciia né vi/hodc
dAn xuét clia somatostatin, cac chit pha logng bét ky thuong dugc ding trong linh vuc
nay ¢6 thé duoc sir dung. Cac vi du vé cac chét pha lodng nhu vy bao gdm nuée, dung
dich axit lactic trong nudc, etanol, propylen glycol, rugu isostearyl dugc etoxy hoa,
ruou isostearyl duogc polyoxy hoa, va este ciia polyoxyetylen sorbitan axit béo. Trong
trudng hop nay, chét 1am dang trurong, nhu natri clorua, glucoza, manitol, hodc glyxerol,
c6 thé dugce két hop vao b hop dugc phdm nhur vay véi luong da & tao ra ché phim
déng truong. Hon nfta, céc chit didu chinh do pH, cac chét hoa tan, cac chit dém, cac
chét lam mém thuong ding, v.v., ciing nhu cac chét tao mau, cic chit bao quan, cac

huong vi, cac chat 1am ngot, va/hodc cac thuodc khéc c6 thé duge bo sung vao, néu can.

Luong cua tolvaptan hodc tien dugc chit cua nd vd/hodc dan xudt cla
somatostatin trong t& hop duoc phdm theo séng ché khéng bi gi6i han médt céch cy thé
& lugng co tac dung diéu tri 1am td hop dugce phém, va c6 thé duoc chon mot cach thich
hop tir khoang rong. Néi chung tdt hon néu tolvaptan hodc tién duoc chit cta né
vi/hodc din xuét clia somatostatin chira trong t6 hop duoc phim véi ty 1é ndm trong
khoang tir 0,01 dén 70 % trong luong. Vi du, khi cac chét di kém dugc st dung lam t6
hop dugc phim, 6 hop dugc phim chira tolvaptan hozic tién dugc chit cia né thudng
chtra tolvaptan hodc tién dugc chat clia nd véi luong nam trong khoang tir 0,01 dén
70 % trong luong, va t6 hop duoc phim chtra dan xuét ctia somatostatin thuong chira

dAn xuAt clia somatostatin véi luong nim trong khoang tir 0,01 dén 70 % trong luong,
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4. Phuong phép st dung va lidu luong

Phuong phép str dung (con duong sir dung) ché phdm dugc phim khong bi giéi
han mot cach cu thé. Ché phim nay c6 thé duoc sir dung béang phuong phép phti hop
vé6i dang lidu lugng, d6 tudi va gi6i tinh ciia bénh nhén, tinh trang cda bénh, va céc didu
kién khac. Vi duy, cac vién nén, cac vién, cac chét 16ng, cac hon dich, cac nhil trong, cac
hat, va cac bao nang dugc dua qua duong miéng. Cac dung dich tiém dugc dua vao
tinh mach riéng r& hodc dudi dang hdn hop bang phuong phép tiém truyén thong
thudng, nhu dung dich glucoza hodc dung dich axit amin, hodc dugc dung riéng trong
co, trong da, dudi da hodc trong mang bung trong phuic mac, néu can. Céc thudc dan

duoc dung trong truc trang.

Cac vi du dic trung cta t6 hop duge phim theo sang ché 1a cac chét di kém. Mot
vi du v& céc chét di kém nhu véy 14 t6 hop cla ché phim (dugc phim) chira tolvaptan
hoic tién duoc cht cia n6 véi ché pham (duoc phém) chira dan Xuét clia somatostatin.
Trong trurdng hop nay, t8 hop dugc phim nay chira tolvaptan hodc tién dugc chit cia
né c6 thé 13, vi dy, thube ding qua duong miéng (ché phdm ding qua dudng miéng),
thudc ding trong co (ché pham giai phéng cham), hozc thudc ding trong tinh mach
(ché pham giai phong chim); t8 hop duoc pham nay t5t hon 13 hdn hop ding qua
dudng miéng. T6 hop dugc pham nay chira dan xuAt clia somatostatin c6 thé 13, vi du,
thudc ding duéi da (tiém dudi da), thudc diing trong co (ché pham giai phéng cham),
hogc thubc ding qua dudng miéng (ché phém ding qua dudng miéng), va 5t hon 14

thudc ding dudi da.

Céc vi du vé t6 hop ctia céc chit di kém bao gdm, nhung khong gi6i han 6, td
hop ctia thudc ding qua duong miéng chira tolvaptan hodc tién dugc chat cla nd va
thudc ding duéi da chira dén xuét clia somatostatin, va td hop ctia mét thube chira
tolvaptan hodc tién duoc chit ctia né va thudc khac chira dan xuét ctia somatostatin, ca

hai déu 13 thubc diing duéi da (tiém dudi da).

Liéu luong ctia t6 hop duogc pham theo sang ché dugc lua chon mét cach thich
hop tlly theo ché do liéu, do tudi va giéi tinh ctia bénh nhan, mic d trdm trong cua
bénh, va cac didu kién khéc.
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Ché d6 lidu ctia tb hop dugc phim ndy chira tolvaptan hodc tién duoc chét ctia nd
thuong duge dung sao cho tolvaptan hodc tién duoc chét cia né duoc ding véi luong
nim trong khoang tir 0,001 dén 300 mg, t6t hon 13 tir 0,001 dén 100mg, trén mot kg
(thé trong) mdt ngdy trong mdt hogic nhiéu l4n ding.

Ngay ca khi tolvaptan hogc tidn duoc chit ctia n6 duoc ding véi liéu thip ma co
thé 1a khong hiru hiéu néu dugc st dung riéng 1€, t6 hop cha né véi dan xuét clia
somatostatin c6 thé tao ra cac tac dung didu tri tuyét voi d6i v&i bénh than da u nang.
Ché d6 lidu ctia t6 hop duoc pham nay chira tolvaptan hogc tién duoc chit ctia né khi
duge dung két hop véi dan xuht clia somatostatin 14 nhu vAy dé tolvaptan hodc tién
duoc chit cia né duoc ding véi luong nim trong khoang tir 0,001 dén 50mg, va t6t
hon 1& nim trong khoang tir 0,001 dén 30mg, trén mot kg (thé trong) mot ngdy trong

mdt hodc nhiéu 1an ding,

Ché d6 lidu ctia ché phim chira din xXuit ctia somatostatin thudng duoc ding sao
cho dan xuét ctia somatostatin dugc ding véi luong nam trong khoang tir 0,001 dén
10mg, t&t hon 13 ndm trong khoang tir 0,001 dén 1mg, trén mot kg (thé trong) mot ngay

trong mot hodc nhiéu 1an ding,

T4 hop duoc phém chira tolvaptan hogc tién duge chét ciia né véi td hop duge
phém chira dan xut clia somatostatin c6 thé duoc dua vao co thé (cu thé, bénh nhan)

dong thoi hodc cach nhau gifra cac 1an dung,

Sang ché mé ta st dung to hop cta tolvaptan hodc tién dugc chat clia n6 véi dan
xuét clia somatostatin trong viéc san xuat thudc phong ngtra va/hodc diéu tri bénh than

da u nang.

Sang ché bao gdm t6 hop duge pham ciia tolvaptan hoic tién dugc chit cta nd
va din xuét clia somatostatin dé sir dung trong viéc phong ngira va/hogc diéu trj bénh

than da u nang,.

Sang ché mo ta phuong phép didu tri bénh thin da u nang, bao gdbm budc st
dung t6 hop cia tolvaptan hogic tién duogc chét cia nd véi dan xuét clia somatostatin cho
bénh nhan méc bénh than da u nang, Céc dang liéu lugng thich hop 1 sao cho tolvaptan
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duge ding qua dudng miéng va dan Xuét clia somatostatin duogc ding dudi da hogic

trong co.

Sang ché bao gdm kit dé phong ngira va/hodc diéu trj bénh than da u nang chira
thuc ding qua dudng miéng chita tolvaptan hodc tién dugc chét cia né va ché phdm
tiém duoc (cu thé, thuée ding dudi da hoic thudc ding trong co) chira dan xuét clia
somatostatin. Cac vi du vé kit nay 1a kit bao gdm dd chira dé chira thudc ding qua
duong miéng chira tolvaptan hodc tién dugc cht cia nd va dd chira dé chira thude ding

duéi da hoic thue ding trong co chita dan xuét ctia somatostatin.

Toan bd cic ndi dung va cdc ban mo ta ciia moi patent va tai liéu trich dan duoc

néu trong ban mo ta nay dugc két hop vao day bang cach vién dan.
Vi du thwe hién sang ché

Dudi day, sang ché s& dugc minh hoa thong qua cac vi dyu. Tuy nhién, sing ché
khong chi gidi han ¢ vi du do.

Vidul

Céc hiéu qua riéng 1& va két hop cuia tolvaptan, 1a chit dbi khang thy thé
vasopresin, va octreotit, ma la chit tuong tu somatostatin, chéng lai bénh thén da u nang

duoc danh gia sir dung chudt pey, 1a cac dong vat mo hinh PKD.

Chudt pcy néu trén la chudt mé hinh méc bénh thin da u nang truéng thanh, va
kidu di truyén 1a di truyén lan trén nhiém séc thé thuong. O chudt DBA/2FG-pey duge
sinh ra bang cach dua gen pey vao trong chudt DBA/2, cac nang duoc quan st bang
mét thudng tir tudn thi tw, va thé tich than ting 1én theo thdi gian cho dén twén thir 30.
b3 ¢6 bao cdo ma duogc so sanh v6i chudt binh thuong, chudt pey co cac muc cAMP
trong thin ting va cic mic mARN trong thdn ting cla aquaporin-2 va thy thé
vasopresin V2 (V2R). Cu thé, xem tai liéu phi séng ché 1.

Dua trén thé trong tai 4 tudn tudi va thé tich than dugc do béng MRI, chudt pcy
(chudt duc) dugc chia thanh bdn nhém sau (mdi nhom: 9 con):
(1) nhém d6i chimg;
-19-



21460

(2) nhém tiép nhan thirc an chira 0,03% tolvaptan;
(3) nhom tiép nhan octreotit (300ug/kg x 2/ngdy sc); va
(4) nhém tiép nhan thic n chita 0,03% tolvaptan, va octreotit (300pg/kg X 2/ngdy sc).

Vé chudt dbi chimg binh thudng, chudt DBA/2JJcl (5 con) dugc st dung. Thirc
sn MF chura 0,03% tolvaptan duoc cung cap cho cdc nhém tiép nhén tolvaptan. Thirc
an MF khong chira tolvaptan dugc cung cAp cho cac nhém khéc, vi dy, nhém adi
ching va nhém tiép nhan octreotit riéng &, Viéc tiém dudi da sandostatin (100ug/ml)
dugc pha lodng bing nudc mudi sinh Iy va dugc tiém dudi da véi lugng bang

300ug/kg/10 ml cho nhém tiép nhan octreotit hai Ian mot ngay, budi sang va budi tbi.

Viéc diéu tri béng thudc duoc bét dau tir 5 tuan tudi, va tiép tuc cho dén khi 15
tudn tudi. Nude tiéu duoc thu thap tir mdi con chudt luc 14 tuan tudi bang cach sir dung
cac 1dng trao ddi chét trong 19 gio, va thé tich nudc tiéu va su bai tiét albumin trong

nude tieu duogc do.

Chudt dbi chimg DBA va chuét pcy dugc gibt dudi sy gay té bang isoflurane lic
15 tuén tudi dé 14y mau ctia chiing, va c4c thin phai va tréi. Céc thong sb plasma duoc

do tir mau thu dugc, va trong luong cuia than phai va than tréi duge do.

Béng 1 thé hién trong lugng clia céc than (% thé trong) trong qué trinh mé. Lic
15 tudn tudi, sy nd to rd rang clia thin va cic nang dugc quan sat & chudt dbi chimg pcy,
so vé6i chudt DBA binh thuong, Trong lugng than ting 521an. So v6i nhém déi chimg
pey, nhom tiép nhan thirc an chira 0,03% tolvaptan va nhém tiép nhén octreotit dudi da
khong c6 cac hiéu qua giam trong luong thin dang ké khi tolvaptan hogc octreotit dugc
str dung riéng ré&. Tréi lai, hiéu qua giam trong lugng than dang ké duogc nhan thiy trong
nhém tiép nhén ca tolvaptan va octreotit (p<0,01), so véi dbi chimg pey. Nhém tiép
nhan c4 tolvaptan va octreotit ¢ hiéu qua giam trong lugng than cao dang ké (p<0,05),

50 v6i cac nhém tiép nhan chi tolvaptan hogic octreotit.
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Bang 1

Trong luong than (15 tudn tudi) cta chudt pey
(su diéu chinh thé trong: %)

Trong lugng ,
thén Két qua thir nghiém
36 (% thé trong)
Nhém chust lron Trung Sosanh | Sosanh voi
: M| binhtSE | véinhém | nhém tiép
chuot Lo 4, A 2
doi chimg | nhan ca
tolvaptan va
octreotit
1 DBA binh thuong 5 1,53+0,04 - -
Pcy do6i ching 9 8,02+0,66 - -
Pcy chi tiép nhén thic an
3 chira 0,03% tolvaptan 0 7,28+0,34 NS p<0,05
Pcy chi tiép nhan octreotit
: + <
4 (300ug/ke x 2/ngdy sc) 9 6,68+0,65 NS p<0,05
Pcy ti€p nhan ca thirc &n
chtra 0,03% tolvaptan va
+ < -
> octreotit (300ug/kg x 2/ngdy 7 4.870,36 p<0,01
SC)
MG gié tri biéu thi gié tri trung binh + SEM.
Pé so sanh v6i nhém ddi chimg, thir nghiém ctia Dunnett (c hai miit) dugc st
dung.

Pé so sanh nhém tiép nhéan ca tolvaptan va octreotit v&i cdc nhém chi tiép nhén
tolvaptan hodc octreotit, quy trinh thir nghiém kin dugc sir dung.

“NS” biéu thi khéng c6 nghia.

Cac két qua néu trén cho thiy ring t6 hop clia tolvaptan véi octreotit c6 thé ngan

chin sy to 1én ctia thin bi u nang va cai thién chirc néng ctia than.
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1. T hop dugc phém dung dé ngan chan sy tién trién cta bénh than da u nang va/hodc
diéu tri bénh than da u nang, trong d6 6 hop duoc phim nay chira tolvaptan hozic tién

duoc chat cia nd, va octreotit hodc muoi cia no.

2. T6 hop duoc phim theo diém 1, trong d6 lidu lwong ctia tolvaptan hodic tién duoc

chét ctia n6 nhé hon lidu luong hitu hidu khi dugc sir dung riéng 1,

3. T hop duoc phim theo diém 1, trong d6 t6 hop dugc pham ndy & dang cac ché
phém riéng 18, va 1a t6 hop duoc phém ctia ché phdm ding qua duong miéng chira
tolvaptan hodc tién dugc chit ctia nd, va ché phém tiém duoc chira octreotit hoac mubi

cua no.

4., Kit dung dé ngéan chan sy tién trién ctia bénh thin da u nang v&/hodc diéu tri bénh
than da u nang, trong do kit nay chira ché phdm ding qua duong miéng chra tolvaptan

hodc tién duoge chét clia no, va ché pham tiém dugc chira octreotit hodc mudi cta no.
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