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Pharmacological Treatment of Alcoholism*

Sang Kyung Sung, M.D.*1

ABSTRACT

The pharmacological agent for alcoholism can be divided into the following categoriesd anticraving agent, aversive agent, agent to treat

T his review focused on the pharmacological treatment of alcoholism, especially alcoholism-related mental disorder.

acute alcohol withdrawal, agent to diminish drinking by treating associated psychiatric pathology, agent to induce sobriety in intoxicated indi-

viduals.

Following frends are included in new frends of pharmacological treatment of alcoholism. What are precise conditions amenable to pharmacological
intervention?d How can psychosocial and behavioral intervention be integrated with pharmacotherapy to enhance freatment outcome?0 s the
concept of* matching” specific pharmacotherapy freatment to different aspect of alcoholism more efficacious than a more generalized medicational

approach to freatment?

One of the most important factors for alcoholics freatment is good and proper therapeutic relationship with patients and setting up individually spe-

cialized treatment program is also important.
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00 000 000 000 000 0000 ooo oooo
00 0,00,00,00 00 00 OO0 00O OO0 OO
000 00,00 000 000 400mg/dl OOO OO OOO
0000 00 00000 bO0o 000 ooo.

000,0000 o000 00 0boo0o oob oooo
o000 00, 00000 00,0000 0 000 ooOoo
0 0000 Opooo0o 0ooooo, 00 ooo oo oo o
00 000 00 00 0000 (emodialysis)b0 000 O
000 00,00 00 00bo 0oo 00,000,000 0
0 0000 000 00000 0000 00 0 oooob oo
0O 0000 OO0 0000 O chlordiazepoxidel OO0OODO
00 200mg OO OO 00O OO 00 00 0000 00
0000 000 0000.00 00 00 0bo ooopo o
00 00000 00 0 000 00 0000 ooooo o
0O 0oo.

Diazepamd OO0 00O 10020mg0 100 0OOOO OO
0 000 000 0000.000 00 000 0O o0 0o
00 000 000 00O 000 00 0000 oo oo o
00 00 lorazepamO O oxazepamO OO0O0O0 OO O0OO
oo.

GABAD 000 OO0 OO Gamma—hydroxybutyrate
(GHB)O 00O O OO0 O OO0 ODOO0ODO oo ooOo
0000 0o0O. 00 OO0 oboooOo ooo ooo oo
ooooo 0o ooo, 000 00 000 o0 000 oo
thiamin0 000 O000-00000 0000 000 00 0
00 00000 0000, 000 00 00 ooogo thia—
min0 OO0 0000 00 0000 250100mg OO OO
000 300 00 0oO0o0 oo 0o.00 bo0o ooo
20mEg/L OO0 OO OO OO0 00O 0OOOO ooOo
000 00 0 000 00D 00.00000 NMDAOOO
0 0000 0000, 00000 0bo 00 U ooo Ooo
0 0000 0oo00 ooooboo 00 Oooob ooo oo
0 GABAUUOOO OO0 OO0 NMDAOOOO 0000 O
00000 000000 (neurotransmitter signal—conduction
mechanism) 000 OO0 O0O0O0 000 0000 O0O(Ho-
ffmanO 1990).

0000 GABAD GABAOOOOD OO OO0 OOOO
GABALD 00O OO0 OO0 OO0 OO0 U0 OO0 oOoOo
NMDAOOOO O0O00O0 DO0O 000 NMDAOOOO O
0 0000 0000 oo 0boo boo opoo.oooo

OO0O0 norepinephrine, serotonine, opioids, dopamine, ad—
enosinel] 00 00000000 OO0 OO0O.000 OOO
000 000 00 000 000 000 00 0O 00000
000 00 000 00000 ooooo oao.

000000 000 0000 0000 beta—adrenergic O
000 (atenolol, propranolol), 00000 (carbamazepine), al—
pha—2—adrenergic OO0 (clonidine) OO OO0 carbama—
zepine(CB2)U 000 00000 0000 OOOOOO O
000 000, 00 2000400mgd OO0O0O0O OO OO0 O
000 00O 0O 100140 000 O boOO.cBzo OO O
00000 00,000 000 00 0000 00 00 0o
(MalcolmO 1989).

000 000 O0DO0OD OO0 000 beta—adrenergic
0000 OO0 00000 00 adrenergic OO0 OO0OO
Propranolol, atenololl OO beta adrenergic 000 OO O
00 0000 00 0o00ooo oo@o, oo, 000 o)
00000 0000 000 0000 000 000 ooo O
000 000 Ooo0OdWilkinsO 1983). 00 alpha—2—adr—
endergic 0000 clonidineD O OO0 O0O0OO O0O0O0 ad—
renergic 000 O0O0O0O, OO0 00O (locus ceruleus)d nora—
drenergic 0000 OO0O0 0O0O0 O0O0OOO O0O,00
00 0000 0O 00000 (Aghajanian 19760 GoldOl 1979).
000000 OO0 o3006mg ODOODO UOODO OO0 OO
000 00000 U0 00 000000 oooo ooood
og.

0000 000 000 000 000000 o000 Ooo
0000 OO0 00,0000 00 O haloperidoll OO0 OO
0 000 o502mg0 O 20000 OOO OO0 OO0O O
00 O 0O0.00 OO0 OO0 0000 0000 0o oo
000 000 000 00 000 ooao.
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00 00 000 ooo@o,000) oo 0o o oo
00 000 OO0 OO0 ooo0. 00 oooo ooooo
0 000 0000 OO0 000 00,000 booo ooo
0000, 0000 00 OO0 D000 OO0 bOo0b ooo
ooo oo.

000000 chlordiazepoxide 25050mgl 0O 204000
O 0000 000 0000 0O 40000 500100mgd OO
00 000 000 00.000 0o00 0o0o diantin O
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000 000 0000 000 ooooo oooo ooo,
ooo, 000,000 00 000 OO0 Oob.0o0o ooo
000 O0O0OC 000 0000 o000 ooobo oooo o
0O 0000 00 00000 O0. 00 00000 oooo
000 00 000 000 000 0000 000, 0og oo
00 00000 ooooo oo.

000 000 00000 ObobO oo oo o o o
00 00000 00 0000 00 000 000 oooo
00 OOCO OO0 oooO oooO booo oo ooo
000 00 0O 00.000 00000 00000 00 00O
0 00 00000 O 0000 ooooo o ooo.
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DisulfiramC OO0 0000 0000 O00O0O O00O0O0O OO
0 00000 00 acetaldehydell acetic acidd OOO0O O
000 02000 0000 000000 acetaldehyded OO
oo0O 0oooO 0o bo,00040, 00,000,000 O o
000 000 000 oDooooo.

OO0 OO0 00 2s0mg OOOODO OOO OO0 OO
1250500mg0 OO O O O0. DisulfiramO OOO00 OO0
00 000 000 000 00 oo oo o 0oo O oo
0 000 0000 00,0 000 000 00 00000 O
000 000 OO.00 OOooO 000 OO0 oo ooo
000 10 00 00000 000 000 20 00 000 0O
0000 000 0000 (KaplanO 1994).

Calcium carbimided DisulfiramO 0O OO aldehyde deh—
ydrogenase] O0O0O0O0 OO0O0O OOOOO 2400 OO O
000 000 00 0000.000 000 00000 ooo
00 00 somg OO 20 OOOO OO oooOoO.oooo
00 00,00 00 000 000 000 00000 00O
0000 0000 000 O0(Peacheyd 1983).

Nitrefazoled 0O trichomonacide 000 000000 im—
idazole 00 OO0, DisulfiramO OO 000000 aldehyde
dehydrogenasell 000 OO0O0O O OO0 30700 OO0
0O 0000010400 000 OO0 D000 Oooo oo
000 000.00000 OO0 OO0 oooo oooooo
000 O000KranzlerD Orrok 1990)0 O00O0O0O OO OO
0O ooo.
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Naltrexonel OO0 OO0 OOOOOO OO OoOOO DO

0 000 Opioid 00O O0O0OOO. Opioid DOOO0OOO O
000 000 ooO0o0O0O Oo0oo oo.oooooo mor—
phined OO0 p —opioid 00000 0000 000 00OO0O
00 (Reidd Hubbell 1987) 0000 p —opioid OOO0O0O O
000 000 000000 ooooo(Volpicellio 19920
FroelichD 1990). 19940 OOOOOOODA)OO OOOO
00 00 00000 OO 00 Naltrexoned disulfiram OO
00 00000 OO 00000 O00O00. Naltrexonedl O
00 D000 naltrexone OO0O0 O00O0O OO0OO OO O
000 0000 ooOob O oooooo, oogoog oo
O O 000 (Volpicelli 199200’ Mallyl 1992). 00O O
000 0000 0O 000 0000 oooo ooog goo o
00000 00000 0000 00000 (Swiftd 1994). O
OO0 Naltrexonel OO0O0O OO0 OOOOO OOOO OO
(Doty de Wit 1995)0 00O OO0 OO. Naltrexoned 0O
0000 00000 OO0 OooOo OO ooo ooo ooo
KingO (1997)0 Naltrexonel OO0 OO0 OOO0 OO O
0000 OO0 O00OO000O OoooOg.oooooo oo,
0o0,00,00,0 00 00 000 O0O0O0O 0000 o0
250100mg0 OOOO OOOOO O0O0OO OO0 0O oo
0O 00000 0000 00 000 FDAD OO0 0ODO0000O 3
000 o000 OO0 00 9012000 OOOoOo oo oo
O 00000 (Littend Allen 1998). Naltrexonell 0000
000 00000 000 000 000 ooo ooo, ooo
o000 oooo oo.

000, 00 000 (nucleus accumbens)d 0 dopamine O
OO0@umnoven)d 0000 00000 OO0 OO0 OOOO
0000 00 00000 O0(psychomotor stimulation)d (0
00 0000 0000 000 000 oooooo oooo
(Wisell Bogarth 198700 Benjamine[d 1993).

0000 ethanold Hypothalamic—Pituitary—Adrenal(HPA)
00 00000 ACTH, beta—endorphin, glucocorticoid 000
OOOOO0O Naltrexoned OO opioid antagonistC 0 HPA
00 0000000 0000 000 obooooo ooo0 u-
kas0 Mendelson 1988).

00000 000000 0000 000 0oo ooooo
O 0000 O0O000(Naranjod 19840 Krasnerd 1976). Fl—
uoxetine, Sertraline, Zimelidine, Citalopram [0 Selective Se—
rotonin Reuptaker Inhibitors(SSRIs) 000 O0OO0O0O OO
O 00000 0000 000@sb20%0 0oo0d), oo oo
000 000 0000 000 00 00 000 o0(Naranjo
O 19940Balldin0 1994). 5-HT2 000 OO0O0O Ritans—
erin 0000 000 OO 0000 0000 OO0 OO00OO
00 000o00d, 000 (antiemetic drug)d O0O00 5-HT3



000 00000 ondansetron, zacopride, ICS 250—-93001
0O 000 ethanold OO0 OOOOOO OOOOO (Sellers
0 19910 Knappd Phorecky 199200 Hodgell 1993). OO
ondansetrond OO0OO0O0O0O0 OOOO OO0 O0OO OOO
000 000D 00D 000000 OO0 OO0 OO0 00O
00000 OO0 000@ohnsond 1993).

Buspironell nonbenzodiazepine 0000000 5-HTI1A
0 5-HT20000 00 OO OO0 000 oog, Dopa—
mine 2 0000 0000 0000 OO0 OO0 OO. Bu—
spirone OO OO, 000CO OOOO OO0 OOOOQO,O
0 00000 00 000 0oooo oooooo (CollinsO
Meyers 198700 Kranzlerl Meyer 1989). 00O, 00000
00 000 0000 0000000 0000 0o oooo
0 0000 OO0 OO boOooo oood oo oog oo
(Kranzlerd Meyer 198900 MalcolmO 1992).

GABALO 00000 Acamprosate(calcium acetylhomot—
aurine)d 00000 GABAD 0000 GABAUOO OOO
00 000 000 NMDAOOOO OOOD ooooo oo
0000 000 00000. 000000 0ooo ooo o
00000, 0000 OO0 Oo0bouo O0b O oooo o
0 000 000000 0000 000000 oooodHe-
nningd 199601 Lhuintrel] 1990).

Gamma—hydroxybutyrate(GHB)O OO0O0OO GABAO O
000 0000 ooooo,d00b0o oo booo ooo o
00 0000 00000 0000000 000 000 ooo
0 00.000 00 OO0 oooobo oooo ooo ooo
0 0000000 20gm(C0 60kg00)0 OOODO OO.

0 000000 00000 boob 00 oo obooo o
00 0O000ODO OO0 OO 00.00 oooOo, 00 0ooo
0 0000 00000 oooo oooO ooooo ooo o
0000 00000 OO0 0000 OO0 OO0 00 0o0Oo
oooo oo.

LithiumO OO0 00000 O0O0O0 OO0 0000 OO
000 00000 00@uddD 1977)0 OOO OOOQCO O
0 000 0000 000 0o0o O0O(Dorust 1989)0 O
0 000 00 OO0 00 UOoobO oooo ooo oo.
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00 OoooOb0 oobobo oboo ooo obooo oo o
00000000 000000 ooo,000000 oo
0 0000, 00000 O00,0000,00000 0O OQO
0 OO0 (Gastfriend 1997). OO0 OO0O0O 0000, 000,
oooo,o0000,0 00,0000 OO0 Ooo O o0.

0000 0o0,000 00,00000 OO0 O0OoOO oo
OO0 00 0000 noradrenergic 0000 OOOOO OO0
0 000 000 0 000,00 0000 o000 oo o
00000 00000000 o0.00000 00 000
O catecholamine 0OOO O000O (up—regulation)d OO
0000 0000 0000 down—regulation) 000 OO
00 000 00D 00000 OO0 (Gastfriend 1997). 0O O
00 0000 OO0 00000 00 000 0 000 0ooo
0 000000 0000 ooo0oo 00,000 0ooo o
0O 000000 ooo0o ooo 0obob 00. 00 ooo
0 00 00000 0000 0000 00 o0obo 0o ooo
00 000 000 obo0o 0oobo, 000 0oboo, ooo
000 00/00 000 0oooo oo.

1. 2USY| o3t U=x =

0000 0000 o000 00 (withdrawal)D OO0O0O0O
000000 0000 0000 0O 000 000 oooo o
0 000 0000 000 000 00.000 000 0o O
0000 OO0 00 00O 000 Od, diet 00O, androgenic st—
eroid0 00 00O 000 00000 OO OOOOO OOO
0000 00 000 00000 o0oo oo oo.

000000 0000, 000, 00000 00 00 ooo
00 000 0 000 000 suloooooo. oo ooo
0 000 00000 000 0000 ooooa.

000 0000 00 000000 0000 ooooo oo
0 00 0000 O000. Trazodone 00O 500 150mg0 O
000 0000 00 benzodiazepine(BZD) 0000 OO0
0O 0oo oo.

Buspirone] 000 0000 000 00000 OO OO O
00 0O 00 000 00.Buspirone 00 0000 OOOO
00 000 000 000 0 0 00.00 eo080mgh OO
00 og.

BenzodiazepineD 000 O0O0O0O 0O0O0O O00O0OOO O
0000 000 U000 00 000 0000 00 ooood
0.000 00000 000 O clonazepam OO0 O O
000 O 00 00 OO0 0000 00 000 000 oo
oo.

2. 2E3M U3t A==

00 0ooo 0oooO ooo booo obooo ooo o
U 0ud oo ooo ooo ooooob oo Jodo goo
0 00.00 00000 000 0ooo oog 0ob oo 0o
ud ooo oo.ooo oduo ooo ocodo O ooo o
0000000000 ooo oo obboo.boo go
uto oodd ougg ooo oo ooo oooo og od
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00000 000 0000, 00000 OO0 00000 0oo
oooo.

0000 0000 0000 00000 oooa, ooo o
0000 000 00 0000 sulooooo oooo ooo
00 000.sUl00000 ooooo oooo o ooo
0000 000 0000 000 00 0000 oooo oo
00 00.00 000000 REMOOO 0000, 0000
0100 000 0000 000 000 00 00.5-HT20
00,5-HT 000 0000 Nefazodonel 00O, OOOO O
000 00 000 00000 00 ecomgd O OO OO OO
0 0O OO0 (Gastfriend 1997).

000 00000 dopamine O OO (Bromocriptine, Am—
antadine)D 00 00 0000 OO0 OO0 0OOOOO OOO
000 000000 00 00000 0000 000, Mason
0(1996)0 0000 OO0 00000 000000 000 De—
spiramined0 0000 OO0 0000 DesipraminedO O
000 00 00000 0000 000000 000 oood
00 ooooo.

Monoamine oxidase(MAO) 00000 Cluster B OO0 OO
000 00000 000 0000000 000 ooooo
0000 00 000 00 0000 0000 00 0oo oo
0000 ooooo.

3. 2H30 tfet Ad=X=

00 000 OO 00O OO0 oobo Oooo ooo ooo
0 0000 00 00 0000 BZD OOO O OO0 O0O0OO
gooo0o. 000 Oo00 000 Dooo ooo ooo
000 000 oooo.

Trazodoned 5-HT OO0 OO OO0 00O OO OQO
00 0oO00.000,00,00 00 0000 OO0 OO0OO
0000 0O0O.00 0000 00 00 oo oooog oo
0 000 00000 stage 0 OO0 REM 000 (latency)
0 00000 (Scharfd Sachais 1990). 00 500200mg0 O
000000 ooooo.

4. 7| 2Z0Hof| ot A==

LithiumO OO0 OO0 OO0 OO0 OO OO0 OO0
00 00 000 0000000 000 0 000 ooo oo
0 0000 000 00000 000 000 oooooo o
00 OO0(youngd 1981). 000 OO0 O0OO0O OO0 OO
0,000 00 O00000O00 O0o0oo 0o ooo oo
0 oo.

Carbamazepine(CBZ2), valproic aciddd OO 0O 00,0 O
0 0000 000 000 0000000 o000 0 0 00
0 Carbamazepine(CBZ), valproic acid 00 O OO OO0

000 Carbamazepine(CBZ)O valproic acid 00O 0000
00 (complex partial seizure) 0 O 00000 (Mattsond
1992).

5. LBl et ot=xl=

Dopamine D20 00 000000 OO0 OO0 00 00O O
0O 00 000 bO00 0000 o0 000 ooboo o
0000 OO0 O O0. 00 haloperidoll OO OO0 OO
0 0o.

Haloperidol(5010mg IM)O OO OO0 OO0 O 00O O
00 00,00,000 OO0 00000 000 0000 o
00 0000 00 00 OO0 OO0 00 000 0o oo o
00 0OO000 oo 00 00,00 bbo0o oooooo
0 0000 00 00 000 000 000 ooo oo o
000000000 000 000 booo oo.

Clozapined Dopamine D1, cholinergic, muscarinic, ser—
otonergic 00000 OO0, 00 0DO0O0OOCO OOOOO O
o000 000 000 oooo0oo 000 00 (BuckleyO
1994). 000 102%0 0000 00000 00O 000 o0
000 oooo.

Carbamazepine(CB2)O 000 OO O0O0O0 DOOD0OOO
0000 000 O 000 000 O0. Carbamazepine(CBZ)
0 000 000 000 000 000 00 00 0ooo oo
0 000 0000 og.
UFE ANBS
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g3E Az = K= LS 23 471K 712 HA|
gooo ob ogoodo 0ob oobooob od.

2.00 OO0 OO0 OboOo booob ood.

3. 000 000U Ooooo oobob boooooo o
0 000 bob 000 Oob obo gbooob boo
go oo.

4. 0000 OO0 OOO ODOO0O O ObODO bbobooo o
gob ogoo go od.

1. Opioid ZYHXE

Naltrexone, naloxone, nalmefened OO opioidD O OO
00 00000 00 000 OO 000 00B0o O0o. vol-
picelli] (1992), O MallyD (1992)0 OOOO Naltrexonel
000 00 0000 000 00,000 00 bobobo o
00000 OD00O0 OO0 Naltrexone OO0O0 OOOO OO
00G4% 0 23%) 0000 00000. 00 0000 000
000 0000 000 OO 000 00000, 00 Naltre—
xoned OO0 OO0O0O0O0O O OO OO0 OO0 (euphoria) O



00 00 000 000 00000 (VolpicelliD 1995).

2. NZEUH ZEH

Fluoxetine, Zimelidine, Citalopram, Viqualine OO OO0
00 0000 000000 Ooobo 000 oooo oooo
0 00000 000 00000, Naranjod (1994)0 OO0
0 10020%0 000 OO0 0000 000000 Fluox—
etined ViqualineO O00O0O0 O00O00O0OO ZimeldineO Ci—
talopramd 00000 OOOOOO O0O0OOO. 0OO Ball—
dined (1994) 00O OO0O00O0O OO0 ODOOOO ODOOOO0 O
00.00 000000 ooooo sskRiOoooo oooo
000 000 000 0000 000 oooo.

00000 OOO00 o0 O00b OOoO ooo oooo
0000000 10020% 000 000 000 oooooo o
000 000 000 000U booboo o o oo.

5HT1A 000 (agonist)0D 0 OOOO0OO 5HT1IA OOO
0000 0000 OO0 Doo0o00o oo ooo 00 dop—
amine activityDl 00000 OD000O0 0000 O0O.5HT1
00000 Gepirane, Ipsapirone, TFMPP(3—trifluoromet—
hyl—phenyl—piperazine), 8 —OHDAPT (8—hydroxy—2—di—
N—propylamino—tetralin), FG5893, Buspirone(partial SHT1A
000)OOD 000 O O Buspironell OO0 OOO0O OO O
000.500 000000 Buspironed OO0OO0O OO OO
00000 400 0000 0000 00000 OO0 000
00O BrunoOO OOOOO OO0 OOOO OOOOOO O
0000 000000 OO0O0O00. 00 Kranzlerd Meyer
(1989)0 OODO0O0O0O0O OD0U0OO U0 OO0 UOOob bo
00 000000 0000 0000 000 000 oooo
00 0000 00000 0o Oooo oooo ooo o o
00 000oo ooo.

5HT20 5HT3 O0O0O0O0 000 0000 0000 00
0000 00000 00 00 0000000 oood oo
o000 000000 00,000 Ooo0 OO oOo ooo
0O0.00000 DOODODoOO 5HT2 0000 ritanserin,
amperozide, risperidone 00 OO0 OO0 OO0OOOO O
0000 (Panockall 19930 Myersd 19930 Panockall Ma—
ssi 1992). 0000 ritanserind OO0 OO0 OO0O0O OO O
00 0000 000,000, 0000 00 000 OO0O0O0O
0 000 Montid Alterwin 1991). 5SHT3 OO0 OOOO on—
dansetron, zacopride, MDL7222, ICS205-930 00O OO0
000 0000 OO0 000000 0000 Hodged 1993)
0O OO0 OO0 0DOoo0oo@mesocorticolimbic system)O O
0000 000 00000 ooooo oooob. 0d ond—
ansetron00 O0O0O0O0O OO0OO OO0 OO 0O0O0OOO0O O

0000 000000 025mgd 0000 O 000000 O
000 OO0 (Sellerd 1994).

3. GABA ZEH|

Acamprosate(calcium acetyl—homotaurinate)(1 OO00
0 GABAD 0000 GABA 000 OO0 OO NMDAOO
00 000 000.000000 00 000oooo ooo
00 00000 gamma—glutamyl transpeptidase(GGT)OD O
0000 00000 Lhuintred 1990). OO0 OO0O0O OO O
00 0000 000 000000 0O00. GABAO 0000
O gamma—hydroxybutyric acid(GHB)O O0O0O0O OO OO
0 00000 000 00 00000 00000 oooood
000000 00 (Gallimbertil 1992).

4. A ZEH X LA

000000 (mesocorticolimbic system) dopamine ne—
urond 0000 OO0 O0O0O0OO0 000000 OOO0O O
OO0 0000 O0.dopamine OO0O0O OO0 OO0 OO OO
0000 0000 000 000000 00. dopamine OO0
(D2 type)d bromocriptinel OOOO OO OO0 O0OOO
00 000 000 000 000000 000 000 oo 0
0000 OO0 000 o000 000 0o DongierD 19910
Brog 1983). dopamine D2 0000 tiaprided OO OO O
000 000 000 0000 000 00@9wo oooo
00@#3%)0 00000(Shawd 1994). 00 OOO0O OO
ooooOo ooooo.

0 00O Metadoxim(Alcotel)d 000D 0000 000
00000 00 0000 0000 0000 O 000 ooo
000 0000 000000 O00(Radix puerariae)d OO0
000 000 00000 00 000 000 000 oog o
O@oo O 1997).
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ut gooo ooo ooo ooo oo ooo ood d
O 0000 0o oob obo boobo 0D Ooo0 ood
U0 0bb Jouou oo gudod ouoodg gad
0ood 0ooo 00 ooo Oob ogooobo oo, 00, 0o
ud ood ood,guouoto ooodo oo oo oo g
00 ooo 0o oobo obooo bo 0o boo oD od
U oodog og.

oo 0ooo0o bo0o0 oobodg oooobo boog od
OO0 oo, 00 000 oo oboo oo oodg oo o
oo, 00 ooob oo oo ood oooo, oo oo g



000 00 000 000 000 (matching specific pharm—
acotherapy) 00 00O 000 000 00000 0OO.00 O
00 000 00 00 000 00-00 oooo o0o oo
0000 000 00 000 00 0000 00 0ooo O
00 00000 0 ooo oo.
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