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W h i l e  psychiatrists in the  \Vest are reap- 
ing the  benefits of the  surge in drug devel- 
opment during the  past 10 years, psychia- 
trists in Japan are curre~l t l \~  treating mental 
illness with a ~3s\~cllopharmacolc,gic arma- 
mentari~ull  that was considered state of the 
art in the U~l i t ed  States in the  earlv 1980s. 
None of the new generation antiiiepres- 
sants, antia~lxiety agents, or antips\~chotics 
that have made great changes in the may 
psychiatry is practiced in the  \Vest have yet 
been approved by the  Japanese hlinistry of 
Health and Welfare ( M H W ) .  Considering 
Japan's cutting edge position in most other 
areas of t ech~~ology ,  this lag seems a bit 
surprising. 

A closer look at the Japanese drug ap- 
proval system and its relation to mental 
health makes some of the reasons for this lag 
clearer. First, even if a drug has l ~ e e n  ap- 
proved in the West, there is a n  i ~ ~ c r e d i l ~ l e  
cost to the pharmaceutical industry in car- 
lying out the clinical drug trials that need to 
he repeated in Japan. This financial invest- 
ment may prove too burde~lsome for a drug 
c o ~ n p a n \ ~ ,  especially if the  nlarket for the  
product seems sparse. Additionally, because 
of inherent difficulties in the \\la\; drug trials , L, 

are carried out in Japan, the methodology 
often has flaws, and subtle psychopharmaco- 
logic drug effects may not be seen. 

Prosac (fluoxetine, produced by Eli 
Lillv), which l ~ e e a n  to dominate the  anti-  , , ,  
depressant market in  the  Uni ted States in  
the  late 1980s, is not  being developed in  
Japan. It is our understanding that  this is 
because of the  high cost of redolllg the  - - 
clinical drug trials and the  perceived lack 
of a n  adeauate market. Devressed individ- 
uals in Japan often do  no t  visit their family 
vh\;sician, and if they do  the\; are often 
;olh that  the\; just nee2 to  relax more. T h e  
other selective serotonin reuptake inhihi- 
tors l~esides Prosac, 111cluding Zoloft (ser- 
traline, Pflzer), Paxil (paroxetine, Smith- 
Kline Beecham). and Luvox ifluvoxamine. , , 

Solvay), have had o~lgoing drug trials in 
Japan since the early 1990s, although ap- 
proval applications for these drugs have not 
vet been sul~mitted to the MHW. 

Flaws in drug trial methodolog\; seem to 
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have resulted in the  inability of Buspar 
(huspirone, Bristol-blyers Squihl,) to be ap- 
proved. Buspar, a non-l~ensodiasepine anx- 
iolytic that has been s h o ~ v n  to l ~ e  effective 
and has been available in a n~unber  of coun- 
tries since the  1980s, \\.as determined to l ~ e  
no Inore effective than place170 by two mul- 
ticenter doul~le-blind trials in Japan ( 1  ) .  
Ho\vever. close scrutinv of these studies 
shows that too ten. patients a t  too many 
centers led to intersite variation: in addi- 
tion, although Inore severely anxious pa- 
tients would he expected to respond, mildl\i 
anxious patients were incluiied in a proto- 
col that was not lonu enouuh to detect 

u u 

improvement in a medication with subtle 
anxiolytic effects (2 ) .  Similar protocol de- 
signs in Japan lvere not  even sensitive 
enough to find hellsodia:epines ( that  is, 
Valium) superior to place170 for anxiety in 
five of six multicenter placebo-controlled 
studies, even though studies performed out- 
side Japan have concluded over\\~llelmingly 
that anxiolvtics are n o r e  effective than nla- 
cebo (2 ) .  Although psychotherapy is 
thought to be Inore pertinent for patients 
with low levels of anxiety, most Japanese 
ps\~chiatrists do  not think that buspisone 
has any utility anil usually prescril~e a l ~ e n -  
sodiasepine for patients with all degrees of 
anxiety. 

O n e  important antipsychotic drug intro- 
duced in the early 1990s in the West is 
Closaril (closapi~le, Sandoz). Although 
closapine is virtually free from extrapyrami- 
dal motor side effects and has been sllo\\rn 
to have enha~ lced  efficacy in 30 to 40% of 
other\\~ise treatment-resistant schizophren- 
ics ( 3 ) ,  it is not yet approved in Japan and 
has not  gained the  favor of Japanese psychi- 
atrists. Although a clinical trial is ongoing, 
a trial of closapi~le in Japan in 1974 in 
which the  mortal it\^ rate due to agranulocy- 
tosis lvas felt to be too high has left many 
Japanese psychiatrists with a n  understand- 
able hesitanc\~ toward its approval. There IS 

also concern that frequent testing for l o w  
ered lvhite l~lood cell co~ullts-a known but 
uncommon side effect-makes patient 
quality of life unacceptable. Sa~ldoz has 
minimized the  risk of agranulocytosis in the 
United States 1~~ re~luiring that patients 
register in a nationwide blood testing data 
bank l~efore they can receive the  drug. In  
addition, prospective patients must have 
already failed a trial of two standard anti- 
psycllotics. T h e  risk of agranulocytosis is 

greatest d ~ ~ r i n g  the  first 3 ~ n o n t h s  of treat- 
ment;  the  cumulative incidence is 0.8% 
after 1 year and 0.9196 after 1.5 years (4). 
Closani~le is nolv \\klelv used in the United 
States'and other coulltries and is thought to 
l ~ e  responsil~le for reduced symptom severity 
and decreased hospital stays. Japanese pa- 
tients with chronic schizonhrenia usuallv 
receive more than one antipsychotic a t  the 
same time, and many of them snend many 
years or their \\lhole lives in for-profit pri- 
vate psychiatric hospitals. 

Other  ~ love l  psychiatric lneiiicatiolls 
have l ~ e e n  approved in the United States 
hut not  yet in Japan. These include the 
antidepressants \Velll~utrin ( l~upropion,  
Glaxo Wellcome; U.S.  approval in 1989, 
not in developnlent in Japan) ,  Effexor (ven- 
lafaxine, \Vyeth-Ayerst; U.S. approval in 
1994, currently in development in Japan) ,  
and Sersone (~lefasodone, Bristol-Myers 
Squi l~h;  U.S.  approval in early 1995, cur- 
rently in development in Japan) ,  as well as 
the  antipsychotic Risperdal (risperidone, 
Janssen; U.S. approval in 1994, with plans 
to enter the  Japanese market in mid-1996) 
and a drug for alcohol dependency, REVIA 
(naltrexone, DuPont Pharma; U.S.  approv- 
al in 1995, not in developlne~lt  in  Japan).  

Yutaka Misushima, a past meml~er  of the  
blHW1s New Drug Conl~ni t tee  and current- 
lv an  Unner House Parliament Councilor 
and member of the Committee o n  Health 
and Welfare, is trying to initiate changes in 
the system. H e  has noted that there are too 
many investigators at too many sites with 
too felv cases at each site, and many of the 
illvestlgators do not  have sufficient k~lolvl- 
edge or experience to perform drug trials 
(5). T h e  Drug Approval Conllnittee of the 
M H W  has traditionallv bee11 co~nnosed of 
university professors, ~ v h o  serve o n  the com- 
mittee in their spare time. Often, outcome 
end points have heen unclear, and it is the 
~ioct i~rs '  subjective feelings about effective- 
ness rather than objective measures that 
have determined the outcome of trials. This 
process can lead to claims that ineffective 
drues are effective, and vice versa (6) .  

Clinical drug trials cannot ascertain the 
degree of i~nprovelnent in objective out- 
come measures (for example, quality of life, 
longevity) unless they are of adequate 
length and have adequate follolv-up. This is 
not yet the  case in Japan. After a drug has 
nassed clinical trials, the  MH\V tends to 
approve the  drug for a wide range of related 
conditions ~virhout assessine efficacy 17). , , 

Some foreign pharmaceutical executives 
have colnlnented that it is often difficult to 
get the  chief investigators (usuall\~ academ- 
ic physicians) to exclude protocol viola- 
tions or to discuss methodoloey with them. u, 

T h e  general consensus is that the  primary 
investigators have their 0\\~11 ways of doing 



things and do  not like to hear what the drug would make the introduction of drugs to the pharmaceutical drug trial coordinator, 
companies have to say. 

O n  tou of these diffic~rlties, the comhi- 
nation of the  antiviral Sorivudine and the  
anti-cancer d r ~ ~ g  5-fluorouracil \\.as associ- 
ated wit11 15 deaths in  1993; as a result, 
both the  M H W  and the  drug c o m ~ a n i e s  

u 

have become especiall!; sensitive to adverse 
effects, and the drug approval process has 
become even slower. Although the M H W  
charged Nippon Shoji, the manufacturer of 
Sorivudine, wit11 failure to report two of 
three deaths that occurred during phase 111 
c ~ f  the clinical trials and failure to urovide 
adecl~~ate package \varnings o n  this side ef- 
fect, poor and hurried data review by an  
inadequately staffed drug approval commit- 
tee a t  the  MH\V is thought to be the  actual u 

cause of the  tragedy (7). In response, the  
M H W  recently proposed a plan to take 
effect in 2 years that includes hiring a third- 
part!; medicinal review organization to 
rnonitor the clinical drug trials, increasing 
drug trial site inspections, and Inore closely 
reviewing inforlned consent procedures (8). 
There are also plans to greatly increase the 
size c ~ f  the b1HW staff: at nresent. consid- , L 

eral~l!; felver personnel are involved in each 
nelv drug application than in  Western 
countries, and man!; are not scientificall!; 
clualified (9) .  

A t  the  end of 1995, a t  the Third Inter- 
national Conference o n  Harlnollisation of 
Technical Requirements for Registration of 
Pharlnaceuticals for Hunlan Use ( in  Yoko- 
hama), the i~~ te rna t iona l  communit\~ at- 
tempted to make the  results of drug trials 
reciprocal bet~veen nations. This action 
placed additional pressure o n  Japan to i n -  
prove its system. Reciprocity lvould greatly 
reduce the  cost of drug development and 

Japanese market much more palatable for 
the international pharmace~rtical compa- 
nies. T h e  establishlnent of a n  international 
organization that ~vould revie~v the  clinical 
drug trials of a compound and make recom- 
lnendations for expedited approval in other 
ccluntries that aeree to this urotocol is one 

L= 

lva!; to alleviate the  need for repetitive stud- 
ies. If such a n  oreallisation were funded bv u 

the  various drug approval agencies of the 
respective countries, the  burdensome re- 
evaluation costs incurred IT!; each country 
could be considerably reduced. [This kind of 
process would need to take into consider- 
ation allv ethnic differences in drug metab- 
olism; for example, Asians seem to have 
lower heuatic metabolic canacities than do 
Caucasians, and t h ~ s  difference may lead to 
differellces in dosage (1 0) .] 

T h e  impetus for the  M H W  to improve 
its system has also come from sources other 
than the  Sorivudine incident. Recently, the  
M H W  reported that one of its departnlellts 
did not adequately assess l~lood products 
~ ~ s e d  to treat hemophilia for the  absence of 
the  hulnan immunodeficiency virus (HIV) 
in  the mid-1980s, even though the  U.S. 
Food and Drug Ad~ninistration had issued a - 
recall order for these products (1 1 ) .  Limita- 
tion of their i r n ~ o r t  \\.as delayed 1 ~ y  many 
months, and it is now estilnated that abou; 
40% of Japanese hemophiliacs have ac- 
quired HIV from blood products (1 1 ). 

Both the Sorivudine and l~lood product 
incidents have slo\\red drug approval in Japan 
by making the MHW Inore cautious. Meth- 
odology flaws inherent in the Japanese drug 
trial system \\rill be difficult to eradicate, h o ~ -  
ever, l~ecause of the strong line of authoritv " 

from the primary investigator dolvn to the 

which creates an  ilnpedilnent to educating 
the  investigator about proper drug trial 
methodology. In  addition, l~ecause different 
investigators at different sites each have 
their olvn way of carrying out a study, the  
standardization of outcome measures for 
usvchiatric disorders \\rill be difficult as 
L ,  

\\,ell. If Japan can agree on accepting Inore 
data from studies nreviouslv done in other 
countries, the  drug approval process could 
proceed much Inore cluickl!;, and Inore drug 
colnpanies would submit approval applica- 
tions if their costs d r o ~ n e d .  Efforts to edu- 

L L 

cate primary physicians and the general 
population about psychiatric illness would 
help to broaden the  market for these treat- 
ments 17); decreasing stigma and increasing 
a\xrareness about the large biologic compo- 
nent  of many of these disorders and their 
cost to society. 
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