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INTRODUCTION

A. OVERVIEW OF THE DISCUSSIONS

On Januar 2, 1985, Pr sid nt R agan and Prime nist rNakas n metinL sAng | st dis uss, among th r
issu s, bilat ral n mi issu s. Th S talks r sult d fr m that me ting.

On Januar 28 and 29, 1985, high-l v | ffi ials f mJa anandth Unit d Stat smetinT k t laun hth

r ssagr dt b th Pr sid nt an®®h Prime nist . Th Unit dStats rs nt dana r a hthat was
mark t- ri nt dands tr-s | tiv,withth arnm S.Th mark t- ri nt das t fthisaMr ah
meant f using nr moving barri rs that limit mgrk ta ss.Th s tr-s | tiv as tmeantund rtaking this
barri r-r moval withins ifi industrials t rs--t | @amuni ati ns, medi al qui mentand harma uti als,
| trnis,andf r st r duts-disuss db th Pr sid ntandth Prime nist n Th Ja an s sid indi at d
that it was willing t f Il w this Sa r ah.

Th S dis ussi nsinth medi al qui mentand harma utialss t'rb twenth g v rnments fth
Unit d Stat sandJa an n nH3t d nfurth r ningth Ja an s h alth ar mark tb addr ssing h
tradpgff ts fla an'sr gulat r s st mfr rt ting ubli h althandsaf t anditsinsuran s st mfr
r imbursing h alth ar x ns s. Th Sdisussins v rdth fulls trum f r du tmark ting,

in luding manufa turing rimp rta r vals (sh nin), li nsing f r manufa tur rimp rt (k ka), and ri ing.

Th U.S.sid rais dth mark t- nin&%su sfr mth vi wpint fr moving barri rst trad and/ rt th

ndu t fbusin ssinJa anb f rignfirms. Th U.S.sid n t dthatinman as sth issusr fl td
in ffi i n i sandinfl xibiliti sinth r gulat r s st mwhi hhadth ff t fimp dingth ntran int th
mark t fnw rdu rsandn w r duts,and finflu n ingbusin ssd isi ns v nwh nh althand saf t
qu sti nswe n tatstak . Atth sametime, th U.S.sid didn tqu sti nth basi mandat fth nistr f
H ealth and Welfar ( )und rth Pharma uti al Affairs Law (PAL) t r gulat infav r fth h alth and
saf t fth Ja an s I andth v rall bj tiv f t rdu Jaans halth ar x nsjs.

Th Ja ans sid r ¥Wnd dthatth Ja aMs r gulat r sst mnithr vrtl nr v rtl dis riminat d
against f r ign firmsinfav r fd mesti n s, r viding B with qual rtuniti st nt rth h alth ar
mark t. Itr gniz d,h wev r, th imp rtan f simplif ing administrativ. r  dur s, liminating
administrativ d la s, and in r asing trans ar n , f r furth r fa ilitating® sst Ja an's mark tand

str ngth ningth fr trad s st m. Th Ja an s sid agr dt disussands ks luti nst th issu sas
r s nt din this wa .

Th int ragn d | gati ns fb thsid s metsix timesin 1985t dis ussandd v | mark t- ning

measur s, and wok dint nsiv | t r aliz th int nt fth S initiativ . As a r sult, imp rtant r gr ss has
b nmad thr ughth s dis ussi nsand impr v mentsina sst Ja an'smark thav b nand willb
r aliz d. (O}S]

This r rtd sribMth r bl msaddr ss dinth talksandth arti ularissu s fmark ta sswhi hth
inv Iv d. It x lainsth s Iuti nst th issu st whi hb thsid sagr d.Its ifi sfutur wok lans fb th
sid sinthiss tr. M



The measu es a ee by heUnie S aesan Japansh ul eliminaeea vese a eeffecs f he

e ula vy sys em while ¢ ninuin safe ua he heal han safey f heJapanese pe ple. T fu he hese
bjec ives, b hsi eshavea ee c ninue mee na e ula basis eview implemenai n f hea ee
s lui nsan es lve any ¢ mplicai ns ha may a ise.

The U.S. D ewasle byAssisan Seceay f heTeasuyf Inenai nal Affais vi C.Mulf .The
Japanese si e was le by Vice Minise fMHW Hi shiY shimu a. a

B. SUMMARY OF THE AGREE SOLUTIONS
II.Issues Res Ive

Chape II f his ep p viesmoe eaile escipins f heissuesan hea eemens ha es lve
hem. Thisseci nisasummay, escibe in hec nex f he elevan peai nalfeaues f heJapanese
healhcae e ula ysysem, f hespecificmeasues ¢ mmimensa ee up nby he MOSSne ia s.

1. Main Fea u es f he Japanese Heal h Ca e Re ula y Sys em

The elemens f he e ula ysysem mos elevan he iscussi nsan nwhich hene ia s
c ncen ae invilve hep cessesf b ainin elevan app valsan licensesan helisin f

eimbu semen p icesun e he c mp ehensive Japanese me ical insu ancesysem. T bin ap uc
ma ke , heiniialsepf f ei nan mes icp uce s alike is b ain manufac u in imp app vals f
he pha maceu ical me ical evicep ucs hemselves. Such app valsa ecalle sh nin,an b ainin hem
epen sesseniallyup n cumenai n,inclu in he esuls fclinical esin , which can sa isfy MHW ha
safe y an efficacy equi emensaeme .Inis ecisi n-makin p cess, MHW c nsulswihana vis yb v,
he Cen al Pha maceu ical Affai s C uncil (CPAC), which inves i a esf m a scien ificp in fview whe he i is

app piae app ve manufacu in imp f new pha maceu ical me ical evicep ucs.

T p wuce imp a u me ical evice, alicense manufacue imp ,calle aky ka, mus als be
b aine n hebasis f cumenai nwhich emons aes (1) ha p ucin imp in es ablishmen s mee

app piaesafeyan manufacuin san a s,an (2) ha b a membes f hemanufacue imp e

a ele ally able sevein ha capaciy.

The sh ninis ane eachpes n( jui icalpes n)inen in manufacu e imp us evices.

The ky kais ane f each manufac uin plan imp e 's business ffice.

Wi h sh ninan ky kain han , afi mis echnically qualifie bin ap uc ma ke . Neve heless, sales f
hep uc,in eneal, epen heavily up n eimbu semen un e he Nai nal Heal h Insu ance scheme,

because i c ve s p acically 100 pe cen f he Japanese p pulai n. The ef e, he manufac u e imp e

mus seek anapp piaepicelisin un e hesysem. Theinsu ancepicelisin p cessissepaaef m he
app vals p cesses which ene a esh ninan ky ka.Picesaese by MHW base n ene al ulesf mulae
by he S cial Insu ance Me ical Affai s C uncil (Chuiky ), which is he anf ecnciliain f heineess f
paye s an payees finsu ance eimbu semen .

2. The Issues an Thei Res lui ns

The specific issues iscusse by hene ia scanbe upe un e hef Il win hea in s, each f which

c espns anaspec f heapp valan eimbu semen pice-se in p cesses: (a) esin an es a a;
(b) app val an licensin p cesses hemselves; (c) linka es be ween he app valan picin mechanisms; ( )
he Na i nal Heal h Insu ance eimbu semen sys em; an (e) anspa ency. Gene ally, hene ia ss uh

s lui nswhichwaul p ec heine iy fMHW'sman aeun e hePAL p ec hehealhan safey f
he Japanese pe ple; elimina e elaysin ma kein newp ucs; eliminaes uces funnecessailyhi he c ss
f in business in Japan; an imp ve he c mme cial business ecisi n-makin envi nmen in Japan.

a. Tesin an Tes a

Re ula yauh i Rsinb h Japanan heUnie Saes equiefims submi eaile ep s np e-clinical

an clinical u an evice ialsin supp fapp valapplicai ns.A hene iains, heUS. eleainD



pointedo tt t p ne eclinic | te ting req irement in effectfort e oninc ed problems for foreign firms
interms of co tlydel y in pprov| nd ig ercot ofdoingb ine .T eU.S. idenotedt tMHW req ired

Il clinic | te ting to be donein p nonre ident p ne ecitizen . T i req ired co tly d plic tion of te ting
performed el e ereint e rld, even en difference mongte t bject maynot ve d nybe ringon
t ere It.Itintrod ced del y ic co Id prevent ne prod ct from enteringt e p ne e market q ickly.
Dome tic firms did not be r® e e d plic tive te ting co t . Problems of d plic tive te ting req irement r i ed
by t e U.S. ide extended to p rmace tic | , medic | device , nd in-vitro di gno tic .

Te pnee idenotedt titw re of problems in t e te ting field. Priortot e MOSS t |k ,it d

et bli ed gro pof cientificexpert to t dyt ei e of ccept nce of foreignclinic ltetd t T e

negoti tor | o noted cert inot erte tingi e ic concerned p n' in pection req irement for blood nd
ot er biologic | , Il t bility nd terility te ting t nd rd .

T e negoti tor re ceedt efollo ng greement ont ete ting ndtetd t i e:
(1) Accept nce of Foreign Clinic { D&

-- Wit reg rdtop rmace tic |, foreign clinic Ite td t Ilno be ccepted for Il ex min tion nd te ting
req irement exceptfort efollo ngt reeitems eret ere re immunologic | nd et nic difference bet en
p ne e nd foreigner : I

e
o Comp r tive clinic | tri | ;

o Do efindingte t ; nd

o Ab orption, di trib tion, met boli m, nd excretionte t .

-- For in-vitro di gno tic re gent , foreign clinic Ite td t Ilno be ccepted exceptfort oe t ne

p r meter (i.e,t oe ic me re nentirely ne b_t nce di gno tic indic tor), nd t oein ic
imm nologic | re ction problemsco Idocc r t t emateti | to be te ted. I

-- Foreign clinic I te td t llno be cceptpd for medic | device , exceptimpl nt ble ndt o e ffecting

org nic d pt bility.
(2) Ot erTe tingl e

--In erie of expert ' meeting , bot ide greed on ignific ntimprovement in p n' te ting req irement
for t bility nd terility te t nd for blood nd ot er biologic | prod ct .

b. Approv | nd Licen ing Proce e

T eMOSSt Ik exploredn mero b ine i e riedbyt eU.S. ide ffecting foreign firmsin  rking
t ro g t eproce e ofobt ining onin ndkyok , ndin mendingt e e doc ment b ine
req irement ndrel tion ip ¢ nced. o

--MHW dno t nd rd proce ing period forne pprov | .T i oftenc edco tly ncert intie nddely
nd it may ve cre ted perception int e eye of foreign firms of rbitr rine int e y tem.

-- No di tinctive y tem exi ted for pre-market revie of in-vitro di gno ticre gent . A re It firms
enco ntered co tly del y in bringing prod ct to market, nd innov tive prod ct co Id notre ¢ t e market
q ickly.

--T ereg | tory y tem did not provide for "tr n fer " of oninfromoneb ine entityto not er. T i

diffic Iti ede lt t core principleof t ereg | tory ytem ic t e p ne e ide believed co Id not nd
oldnotbec nged,bt tt e metime, t eU.S. deleg tion noted, itin ibitedt e f Il exerci e of

propriet ry rig t td prod ct .

T e ytemco Idnotde | implyore ily t nig e combin tion of dr g nd device (e.g., t e combin tion
into inglep ck geof dr g ndit delivery y tem).S c p ck ge reincre ingly edin rld market .

T ey retec nologic lly dv nced, medic fly perior, nd ble to offergre tco t ving in medic Ic re. w
o



Costly do tatio r q ir tsa dr g latory iMP i tswer pla do for ig fir™S wishi gto ha g
th o tryof M3 tatr ofalr ady approv d prod ts;

oMak M or Mifi atio sa diMProv ts to alr ady approv d prod ts; or

oCha g th addr ss s of iMPort rsi Japa witho tdisr pti gb si ssop ratio
1"Port rs of dr gsaddvi s o trdad™ istrativ d lays i iMPort pro drsb as C stoa d
MHW i ort | ara op ratio swer oti t grat d This probl Mi ras di™Port rs' ostsa di™P d d
ffi i ttrad

Th gotiatorsr a h d t allya ptabl sol tio sto a hofth s approval pro ssiss s, as follows:

Sta dgrd pro ssi g p riods hav b adopt d a d p blish d for approvals for pharma ti als, diag osti s,

addvi s IfMHW a otpro ssa appli atio withi th r | va tsta dard pro ssi gp riod, th appli a t
will ow hav th righttob soi for da dgiv a xpla atio ofth r aso sth r for

I -vitro diag osti r ag ts ow hav th irowndisti tiv , xp ditio sapprovalr vi wpro ss S hr ag ts

ar xa d s parat ly fro™ oth r pharma ti also th basis of si"Plifi d appli atio do ts

For tra sf rs of approvals: wh a 0oMPa y wish sto ha o} r |aI arra g ts (for xamP| , fro

i ortigtoli sig,fro o I|i s toaothrorfro li sigto M3 fat ri g),adth o ay's
for rb si sspart ragr stotra sf rMa fat i gori Torti gop ratio sa d all ssary dataa d

i for'™3io toth w part ror tity, th sho i willb tra sf rr d by otifi atio a o MPa i d by th

vid of th ir agr t Kyoka willb iss da d xisti gpri swillb list d withi thr ths aft r th
q@t of appli atio (prior appli atio for kyoka willb possibl ) Wh th r is os hagr tbfwe

tra sf rora dtra sf r , MHW WI|| iss shoi a d kyoka WJthI thr M ths of appli atio d rsi™Pifi d
pro d r s, ifth appli a ts bMts dataa di for" o si™lar to that for a?ﬂ dtra sf rs,a d wh th

for rb si sspart r as sto™@ fatr ori"Portth prod t Th ri b rs tpri gwillb s tatth
sa | v las forth pr vio sly approv d

prod twithi thr MO ths aft r th wsho i isiss d Th US a dlJlapa hav agr dto o sid r

r sol tio of alltyp s oftra sf rsit atio so a as -by- as basis asth y aris withi th fra work of th
foIIow— p pro ssd s rib di Chapt rIVofth r port Bothsid sar o tt dtofi di g pra ti al sol tio sto
| gltl 3% b si ss probl MS that aris | this ar a

-- MHW hasd vis dad q at approvala dprii gpro d r sfor"kits"whih o i dr gsa dth ird liv ry
syst MS's hkits a owb bro ghttoth Japa s Mark ta d pri ghpppropriat ly d rth i s ra
ri brs t syst

- Firm® xporti g approv d dr gs or di ald vi stolJapa thatwishto ha g th ir o tryof M3 fatr
do ly otify MHW; approval difi atio sar ologrrqird b

-- MHW has larifi d by offi ial oti th s op a dtyp sof mi or prod t MO4ifi atio s whi hdo otr q ir
approvals

--1 ort rs wishi gto ha g lg atio soffailiti sorpla sofb si ss may ow M adva appli atio for
kyoka, bas d o wly si MPjifi d do tatio , sothatb si ssop ratio sar otdisr pt d

--Th sto™® | ara pro ss for iMPort d prod tshasb str a i dtoprovid for"o stop"s rvi If .
i ort rshav MHW approvalsa dli s s drth PAL thirgoods a b | ardbyC sto  offiials dr
orPal sto pro drs

Li kag sB twe Approvala dPrii gMe ha isms

I
B as th r g latory ma ry gov r i g approvals was s paratng]:llfrom th priig ma gy of th Natio al
HealthI s rg syst "ak I3/|ss for th gotiators was th i atio ofd laysb twe th grati g of
sho i a dth sttlgofrl rs tpri s S hdlaysadd dtoth ostsa d rtai ti sfa dbyﬂr
doi gb si ssi Japa.



The negot to gee on gnfcntnce e nthefequencyofp cng ec on fo ug n me cl
evce (ee cu onontmingof embu ementp ce , below). The ech nge wil evetolnk ppov |
ec on muchmoecloelywthp cng ec on,thu gnfcntly e ucngthe el y n uncet nte tht

totheco t of f ms.

.The N ton | He Ith n u nce Re mbu ement Sy tem

Seve | majo ue e olve by the negot to pple tothe embu ementp cng y tem t elf. nthe
cu on the U.S. e not que ton the ove Il objectve of MHWto e uceJ p neehe lthc ecot. t
eek, howeve, p cng y tem whchwoul ope temoe egul ly n pee ly,un e cle ly efne
c te

-- At the out et of the negot ton , the U.S. e ete th tthel tngof embu ement te wa too
egul n gene lly nf equent. Th tu tonp o uce fo f msnotonlyuncet ntybutcotly ely n
ma ket ent y even fte the hu le of obt nng honn n kyok h been u mounte .

--TheU.S.te m | oob eve th tc te et by the Chukyo nt elbe ton n ue byMHW n ec ng
how to et embu ementp ce well wh tp ce to etweeuncle .Th hn ee the bltyoff msto
commun c te eff cently the p ec e nfo matonnee e to pee p cng ec on n makethem e pon veto
cot of ongbu ne

The negot to gee thtfo Illnew ug n manyme c | evce (nclu ngmany n-vto gno tc ),

p cel tng wilbepov e qu tely-- gnfc nt nce e nfequencyth twil e uce el y between
ppov| n p cel tngtonomoeth n90 vy ; n ton, MHW h committe telf np ncpleto el y of
nomoeth n60 y (nlmite ¢ e, uch when few tems e e yfo | tnhg n p cng ue e not
cont ove I, t might be po bleto ho tenthe el ySo bout30 vy ).New, nnov tve n-vto gno tc
(tho e nCl , nthe MHW cl fc ton) wilbe nt o uce ntothe embu ement y temwithn x month
fte the ppov | .The ech nge wilbe mplemente u nglJpn' f clye (JFY) 1986.

A eg the c te et by the Chukyo nt elbe ton n ue byMHW, eve Ich nge wee gee
upon by the negot to .Thefomul ue fo clcul tngnew ugp ce n fo ev ng ugt ff tn

wil be ma e publ c. When the e fo mul e tobech nge ,oppo tunte wilbepov e fo foegn well
ometcnuty epeenttve toexpe the vewsongene | ue of embu ementpolcy. n ton,
MHW, fte con ult ton wih the Chukyo, wile t bl h n nnounce nJFY 1986 t gene | ule fo ettng n
ev ngp ce ofme cl evce n n-vto gno tc .

T np ency

When the MOSS t |k beg n, the U.S. te m note th tfoegnf msh n uff cent oppo tunty to communc te
wih the egul toy utho te ontechnc Imatte no e to pee up n mp ovethe egul toyp oce e

fo me clpo uct.Aple getonce et np ency n Il equl toybo e key element of J p n'
ma ket-open ng effo t , tte cle lybyP meMin te N k one nlJuly 1985. The U.S. e eque te tht
t np encyp ncple beexten e to Il pect ofthe] p ne e egul toyp oce , nclu ngthe Cent |

Ph maceut c | Aff Counc | (CPAC), the Chukyo n MHW t elf.

Du ngthecou eofthet Ik ,the U.S. eleg tonnote wih ppec tonth t MHW h te ly nce e both
the f equency n the openne offomal n nfomal <cu onon ppov | n othe matte wihfo egn
fm n the epeent tvegoup .US.cont ctwih epe ent tve offoegnf ms eve le h gh level of

t f ctononthep toftho ebu ne e wihth poge ve tttu eof MHWoffc | t Il level . MHW
conf me th t twil contnueth ucce ful polcy.

The negot to gee on eve |fomal tep to nce ethet n p encyofthe egul toy y tem. The
CPAC' "Common n tucton "wilbema epublc n meetng wil be hel toexpl nthem.Du ng CPAC
elbe ton, pplc nt fo new wug ppov | wil eceveoppotunte tohe n tucton fom CPAC
membe ,to kque ton, n tocommentonthe Councl' n tucton .A note bove, fo egn well
ometcnuty epeent tve wilbe bletop e entthe vewstothe Chukyoongene | embu ement
polcy ue whenthegene | ule ofthet fffo me clfee o the ugt ff etobeet bl he ol



changed. e consul a ion wi h he Chuikyo, MHW also will es ablish du ingJF 1 8 p ocedu es o closed
hea ings a which individual company ep esen a ives (including p oduc o igina o si hey wish o accompany
applican i m ep esen aives) may sae o MHW hei opinions on p icingo hei pa icula p oducs; hese
hea ings will eceive es imony on e icacy, desi ed p ices, and o he a gumen s ega ding he p oduc p ices a
issue; and MHW will p ovide adequa e p io public no ice when he hea ings a e o be held.

I1. ISSUES RESOLVED
CCEPT NCE OF FOREIGN CLINIC L TEST D AT
1. Issue

In bo h he UniedS a es and Japan, manu ac u e s 0 medical devices and pha maceu icals mus submi new
p oduc s o ex ensive ba e ies o p e-clinical and clinical ialsin o de o demons a e adequa e saey and
e icacy. The da a de ived om hese ials p ovide heins umen al basis o egula o y decisions.

Japan's egula o y au ho i ies his o ically had no accep ed o eign-gene a ed clinical es da a. In o he wo ds,
i especiveo apoduc's esinghisoyaboad,a oeign i mhad ope omallo heclinical ials equi ed by
he Japanese app oval p ocess, on Japanese subjec s in Japan.

The U.S. side explained ha hese esing equi emen s had wo se ious ma ke e ecs. Fi s, he duplica ion o
es ing, which is ex emely cos ly, placed upon o eign i ms a cos bu den which hei domes ic compe i o sin
Japan did no have o ace. Second, duplica ive es ing in Japan b ough abou delays in p oduc ma ke ing.

The Japanese side no ed ha i was awa e o p oblemsin his ega d, and ha i had es ablished a g oup o
scien iicexpe s osudy hep oblemo he accep ance o o eign clinical da a.

2. geed ppoach

Expe s-level discussions ook place be ween he U.S. Food and Dmug dminis a ion (FD A and MHW in May 1 85
in Rockville, Ma yland, ega ding each na ion's policies 0 he accep ance o o0 eign clinical es da a in making
egula o y app ovals. ha ime expe s discussed he possibiliy o se ing, bila e ally o mul ila e al, common
s anda ds o he accep ance o o eign clinical es da a. The FD Aand MHW ag eed in p inciple ha i is desi able
owo k owa dasys emo in e naional ha moniza ion. Following hese expe discussions, he Uni ed S a es
and Japan esolved a hei June 1 85 alksin Tokyo o p omo e he accep ance o o0 eign clinical es daa o
egula o y pu poses in Japan.

Japan ag eed o accep o eign clinical es daa o egula oy app oval o pha maceu icals, medical devices, and
in-vi o diagnos ic eagen s, as ollows:

(1) Wi h ega d o pha maceu icals, o eign clinical es da a will now be accep ed o all examina ion/ es ing
equi emen sexcep o he ollowing h eei ems whe e he e a e immunological and e hnic di e ences be ween
Japanese and o eigne s: compa a ive clinical ials; dose inding es s; and abso p ion, dis ibu ion, me abolism,
and exc e ion es s.

(2) Fo eign clinical es da a will now be accep ed o in-vi o diagnos ic eagen s excep hose wi h new
pa ame e s (i.e., hose which measu e an en i ely new subs ance as a diagnos ic indica o ), and hose in which
immunological eac ion p oblems could occu wi h he ma e ials o be es ed.

(3) Fo eign clinical es da a will now be accep ed o medical devices excep hose implan ed in he human body
and hose a ec ing o ganic adap abili y.

The elevan egula oy ac ion aken by Japan is as ollows:

-- No i ica ion No. 660, "Handling o Fo eign Clinical Da a o Pha maceu icals, e c." (da ed: June 2 , 1 85;
e ecive: July 31,1 85).

B. "TIME CLOCK" OR "ST ND ARD PROCESSING PERIOD" FOR NEW PPROV LS

1. Issue 9



The U.S.s es htthea pt n nJapan fasystem fstan ar pr cessn per s anal st that se n
the Unte States. The U.S.s esa thatstan ar pr cessn per swol removethep ssbltyf rexcessve
elays nlcensn whchs metmes cc rre n the Japanese system, an enerally el minate ¢ stly
ncerta nt es wh ch affecte b th Japanesean f re nfrms.Iltwol c ntrb tet an hastenpr resst war
the ltmate al fsh rtenn the appr val pr cesses.

2. ree ppr ach

s fOct ber1, 1985, MHW ntr ce stan ar pr cessn per s anal st theFD 's "tme cl ck"

pr ce res. These stan ar per sare n erst as ter Imits f r the appr val pr cess; where feas ble, as n
the past, applcat n pr cessn tmes can an wil be sh rter. If an applcat n cann t be pr cesse wihn these
per s, the applcantwilbes nf rme an ven the reas n. MHW can "st p the cl ck" nly when t s
necessary f r the applcantt c rrect nc mplete applcat ns,c n cta At naltests, ranswer nqg resfr m
MHW. The stan ar pr cessn per sbe nwihthes bmiss n fapplcat nst prefect ral ffcesan en
wih the ss ance fsh nn nT ky . (N te: Theky ka sn rmally ss e smultane sly wikh the sh nn.) The
appr val takes effect when ss e by MHW n T ky .

The stan ar pr cessn per sareasf Il ws:

New Dr s: E hteen Months

"Me-T " Dr s:TwoYears*

OTC Dr s: Ten Months

In-Vtr s: S x Months

Quas-Dr s: Sx Months A

Me cal Dev ces: One Year

"Me-T " Devces: F r Months

C smet cs: Three Months

The relevant re lat ry act n taken by Japan sasf Il ws:

--N tfcat nN .960, "Settn fStan ar Pr cessn Per s ( ate : Oct ber 1, 1985; effect ve: Oct ber 1 A
1985).

*Pr vs nal.
C. REGUL TION OF IN-VITRO DI GNOSTIC RE GENTS
1.Iss e

Thefel f n-vtr a n stcrea ents sarap lychan n ,h hly nn vatve, an c mplex market. Pr  ct
cycles can be very sh rtaspr cta vancesare ma e.Pr rt the MOSS ne tat ns,Japanha n st nctve
system f r premarket revew t spee the ss ance fsh nnf rthesepr «cts. sares It,f re nfrms, the
U.S.s eexplane ,s metmesface elay an ncertanty whch can precl e market entry when pr  ct cycles
are sh rt an c nstant chan e ntechn | vy s pervasve.

The sc ss nscentere nstreamlnn the Japanese appr acht re lat n nthsareas thatthe system
c | ()respn q cklyan effcentlyt maj r rmin rmo fcat ns nalrea y appr ve pr cts, an (2)
reserve f rstr n erre lat ry scr tny nly th se cases where safety an effcacy c ns erat nsreq re t.

2. ree ppr ach

When experts fFD an MHW met n May 1985 n R ckv lle, Marylan , they sc sse eachnat n'sp lcesf r
there lat n f n-vtr a n stcpr <ctsaswell asf rthe acceptance ff re nclncaltest ata.F Il wh
these expert sc ss ns, Japan ann nce atthe] ne 1985 talks the pr mul at n faseparatere Ilat ry A



channel f hea al fin- i diagn sic ducs, and als he acce ance ff eign clinical es da ain

a ala licai nsasdescibed e i usly.I wasageed ha:

(1) A licai nsf in-i diagn sica al will be ecei ed and exa™'ned se a a ely f M dina y
ha M3ceu icals: and

(2) Theecaeg ies fin- i diagn sic duc swillbese u : (a) new aa e ; (b) new h d; and (c¢)
Id aa e.Thea al equi eM™nsf ca eg ies (b) and (c) will be si lified.

The ele an egula yaci ns akenbylJa anaeasf Il ws:

--N ificai nN . 662, "Handling fIn-Vi Diagn s ic Reagen s" (da ed: Juneg29, 1985; effecei e: July 31,
1985) m

--N ificai nN .5, "Handling fSh nin A licai nf In-Vi Diagn s ic Reagen s" (da ed: July 15, 1985;
effec i e: July 31, 1985).-14-

D. TRANSFER OF APPROVAL

1. Issue

In dynam'c, a idly changing indus ies, such as h se making ME4ical equi M€, and ha Mceu icals, ec n mic
efficiency and g d business acice fen equi e changesinc cial elai nshi s by Manufacu e s and/

i e s. Thisfac  has s ecial significance in he Ja anese Ma e f d ugs and de ices because, his ically,
f eign fi ha een e ed he ke insagesin 1ing ai usly (1)i ai nand ke ing h ugh

wh lesale s, (2) i ai nanddiec ke ing, (3) licensing f nufacu e Ja anesefi ™ , and (4)

es ablish™€n  f subsidia ies in Ja an nufac u e duc s Hae may be M2 ke ed ei he di ec ly h ugh
wh lesale s. As f eign fi MS ass h ugh hese s ages and ada  hei eains he Ja anese M2 ke ,
changes ig ¢ cial elai nghi sneed bes hly acc da ed, subjec leggl ieay ighs(e.g.,

aen ighs)andc n acs, aswell as MHW's egula y bligai gsf heheal handsafey f hela anese
e le.

The U.S. and Ja_anese delega i ns discussed Ja anese ceduesf s hly all wing he ansfe fa als
(sh nin) e ™ changes in c cial elai nshi sinJa an. The U.S.sidesaed ha he egula ysyse
es iced heabiliy f s f eignfi ke such changes. In de change he nufacue fan
a ed duc f neeniy an he, MHW equied hela e sub da a and inf i nand
b ain a new sh nin. When he f was unwilling ¢ e ae, hechange wasex e ly difficul .
e me mme
The U.S. side s a ed ha such difficul ies in changing a alsc_uld ccu e enin cases whe ec cial

ela i nshi s, such as licensing ag ee Sn's, Rad been legally e Mha ed. In ‘heU.S. ie? heea eaed,
heef e, beacn adici nbeween hec n acual elai nshi g e nifng wobusiness fi2 and he

i lied elai nshi g enedby e egula vya als heMSel es, wih hela e c ffe ingand ec ing
Ma ke ighsn cne laedby hef

The U.S. side s a ed ha hisissue h&d se e al s ecific,c, acicali licai nsf f eign fi MSa e ing d
business in Ja an as f Il ws: s

--Un il 1975, in es M€ es ici nsunde heF eign Exchange C n | Law, which was changed in ha yea,

gene ally es icedf eignfi £ m making di ec in es n sinJa anese duc i n facili ies. Thus, he
inci al M€ans fen y he Ja anese ke ha was a ailable was license duci n Ja anese fi
The U.S. sides aed ha fi "> whichin es edin lansinJa anafe 1975 we e able, bu f undi ex emely
difficul and i -c nsum'ng, b ain M@nufac u ing a al because unde hebasicfa wok f hePAL he
qufac u ing a alhasng elai nshi wih aensand siMa ie ay igh s held by fi ms,

--In 1983, h ugha eisi n f hePAL%a anageed all w Manufacu e sin f eignc un ies h Id sh nin
in hei wnna swheni esinlJa ani ed hei duc s unde alid ky ka. The U.S. sides a ed ha
f eisgn fi Which e i usly had ei he licensed duci ninJa an ke ed inJa an®h ugh Ja anese

fi MSh Iding hesh ninc uldn effeci ely ake ad an age f his 1983 change f e i uslya ed m
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products US sid alsostat dt att 1983 c ang t us appli d only to n w products import d and
introduc dtot Japan s mark tby for ign firms fort first time

Mor gnrallyt US sid not dt at MHW ad no mac in ry fort transf r (or r vocation and r issuanc
ton w applicants) of s onin in any of t many situations in whic ¢ anging busin ss and commercial
r lations ips would mak suc transf rs advantag ous for for ign firmswh nt y Idcl arand| gally
d monstrabl propri tary rig ts ( g, pat nts) und r Japan s busin ss law.

is broad issu was a difficult on for bot sid s US t am saw it primarily as on d aling wit int Il ctual
prop rty, namely, t rig tof for ign firmsto old and b n fit fromt ir propri tary innovationsast vy c oos ,
subj ct only to MHW's undisput d mandat to prot ctt alt and saf tyoft Japan s p opl

Japan s sid ass rt dt atitis most appropriat tor quir t manufactur r or import r, who is wit int
Japan s jurisdiction, tob arallt r sponsibiliti s for fficacy, saf ty, and quality of t product in ord r to
prot ctt alt andsaf tyoft Japan s p opl Fort atpurpos ,t r gulatory syst mr quir st
manufactur r or import r to obtain s onin and kyoka individually for ac product In ot rwords, und rt
PAL, MHW ast grav r sponsibility to confirmt att manufactur r or import r as full knowl dg and
information on fficacy, saf ty, and quality control of t product and is abl to do its busin ss und r all
obligations impos dbyt law.Int ats ns ,t Japan s sid not d,t pr s ntl gislativ framework is most

ffici nt, r asonabl , and practical in ord rto prot ct alt andsaf ty oft g n ral public

Furt rmor ,t Japan s sid comment dt att PAL, a public law for alt r gulation, as no conc rn wit
privat busin ss r lations ips or propri tary rig ts gov rn d by privat laws and | av s privat disput s fort
Pat nt Law, t Civil Law, tc r for ,t s onindo snotint rf r wit pat nts or propri tary rig ts

Ont ot r and,t Japan s sid agr d to consid r simplification of r | vant documents and sp d up of
approval proc dur s for ¢ anging manufactur rs to t xt ntt att yar consid r dtob abl totak t ir
own r sponsibiliti s for public alt and saf ty

2 Agr d Approac
a ransf rs Wh n Bot Parti s Agr

transf r of manufacturing approvals will now b nabl d sot atfirms canr gist rint ir own names all
rig ts and titl stot ir products wit out avingtor g n rat and r submit data upont t rmination of t
r | vant busin ss r lations ip wit t former approval orlic ns old r Itwasagr dt att transf rof
manufacturing approvals is p rmitt d:

(1) Upon submission of a transf r notification wit accompanying documentationt ats ows t at bot parti s
av agr dtot transf r; and

(2) Provid dt att transf r r c iv sfromt transf rorall dataont fficacy, saf ty, and quality of t
r | vant p armac utical or medical d vic

Aft rt transf r,t product's r imburs ment pric willb list datt samel v last atappli db for t
transf r Issuanc of kyoka and pric listing will occur att time of a s onin transf r if an application for kyoka
and notificationar r c iv datl astt r mont spriortot dat oftransf r Ot rwis ,t kyoka will b

issu dandt pric willb list dwit int r mont saft rt dat of application

r | vant r gulatory action tak n by Japan is as follows:
Minist rial Ordinanc No 26 (dat d: Jun 29, 1985; ff ctiv : July 31, 1985)

Notification No 658, "Impl mentation of t  Minist rial Ordinanc for Partial R vision of t Enforc ment
R gulations, P armac utical Affairs Law" (dat d: Jun 29, 1985; ff ctiv : July 31, 1985); No 1 (1) "It ms
Conc rning ransf r of Approvals

b ransf rs Wh n Bot Parti s Do Not Agr -



Intheca ethat th atie d ntageet thetan fe fmanufactuing imp ta val, if the a licant
u mit data and inf mati nf thea val imila t that equiedintheca e ftan fe when th a tie
ag ee, and at the ame time the iginal a valh Ide cea e t manufactu e imp tthe duct afte the
new a vali gantedf thea licant, implificati n fa licati nd cument , and accele ati n fthe

a val ce , will ccu, with the ame effect and within the ametime ei d a incae2aa ve.The
eim u ement icewill e etatthe amelevela f the weviulya ved duct within th ee month
afte thenew h nini i ued.

c. Tan fe  fManufactu ingt Imp ting and Vice Ve a

In ca e fchanging manufactu ingt imp ting and vice ve a, a licati n equi ement and implified
cedu e identicalt th eincae2 a vewilla ly.A a e ult,the ameeffecta incae2aa vewill e
achieved.

ficial n tice implementing the cedue deciedin aaga h 2 and2ca vewil ei uedinMa ch
11986, t take effect nA il 1, 1986.

d. F Il w-u

The United State and Ja anhaveageedt cnide e Iutin fallty e ftan fe ituatin nacae- y-
cae ai a theyai ewithinthefamewok fthef Il w-u ce deciedinCha te IV fthe e t. B th

ide a ec mmittedt finding actical Iluti n t legitimate u ine lemsthatai einthi a ea.
E. APPR AL AND REIMBURSEMENT F  KITS
1.1 ueV R

Among the many advance f mode n medicine and health ca e delive y ha een the eme gence nthewold
ma ket f cedu e "kit " which ¢ mbine medicine with thei delive y y temsin ingle ackage . Such kit
gene ally ffe ima y advantage ucha h wn el w ve edece (n n-kit) delive y y tems:

(1) They mitigate infecti n i k ;

(2)0hey educethe i k fmitake ind age e aatin ecaued age ae eciely e- ackaged:
(3)0hey e mitfa te eme gency t eatment;

(4) They gua antee imp ved t eatment quality;

(5) When u ed in clinic and h ital , they eliminate wa te and facilitate invent y c nt |, which lead t
mate ial ¢ t educti n; and

(6) They a e c nvenient, afe, andla - aving.

Du ing the MOSS di cu i n ,the U.S. and Ja ane e delegati n a ce tained that Ja an did n t have fully

c n lidated a licati n, a val, and icing cedue f thekit, ecau @ fthei di tinctive featu e a the
unique ¢ mbinati n fd ug anddelivey y tems. A a e ult, theint ducti n fth e newtechn | gy duct
int the Ja ane e ma ket had een delayed. Yet uch cedu e neededt ewoked utin de f thekit t
ea let ente thela ane e ma ket mo thly.

The U.S. ide n ted that the f Il wing ecific difficultie neededt e Ived.
C nce ning a val ,
(1) MHW had n time limit within which t decide whethe t a ve a kit.

(2) It equi ed manufactue t g th ughtheentieduga val ce f akiteven when the d ug tin
f the kit had al eady een g anted a valf imp tati n manufactu e. ( thela ane eview nd ug

a val, ee Secti n D, age 15.) O n



(3) Thes e it du manu cture, which is bec ming incre singy ¢ mmon stechn gy dv nces, was
rued ut.

C ncerning pricing,

(1) The he th insur nce reimbursement system ¢ vered ny thedrugp rti n it ndh dn mech nism r
reimbursingthet t v ue the its th titsse erc udbe de u teyc mpens ted.

(2)Ame nsh dt be und rb singreimbursement prices nthetruyinn v tive e ture it, n mey, the
uni ue ¢ mbin ti n  drug nd deivery system which gives the itits medic ndec n mic dv nt ges.

2. Agreed Appr ch
.Appr v s

The Government J p ng ve the U.S. Government pr p s nthe ppr v pr cedures r its. Acc rdingt
th tpr ps ,MHW wi ccept ppictins r ppr v s rpr cedure its nd setreimbursement prices r
its. Either the ma er thedrugc mp nent the it rthema er the devicec mp nent the it may be
the h der the ppr v s nd may be the manu cturer thec mpete it.

MHW pr misedt c riythe ppr v pr cedure rthe itpr ductbyissuing n ici n tiic ti n. The c ntents
wi be s WS:

(1) The it pr ductitse wi betre ted s druginthe ppr v pr cess.

(2) When the manu cturer ph rmaceutic ,wh h s re dy bt inedits ppr v , desirest manu cture
it pr duct using the re dy ppr ved ph rmaceutic , heisre uiredt see p rti modiic ti n the ppr v
the ph rmaceutic (the pr cessing peri d is within ne ye r).

(3) When manu cturer c ntiner nd s uti n(here terreerredt s "device manu cturer") desires
t m nu cture it, it sh ppy r n pprv rthe it nd rrnge r prti modiic ti n thedrug
ppr v , wing simp i ied MHW pr cedures. It is underst dth t ( ) the drug manu ctureris c nsidered the

rm ppic nt rthep rti modiic ti n thedrug ppr v , nd(b)the manu cturer ppying rthe it
ppr v. mustsuppy c pies thed t (deve ped by either p rty) supp rting the p rti drug ppr v  ndthe
rigin sh nin hed by the drug manu cturer. B th ppr v . swi ccur tthes metime ndwi be pr vided by
MHW within nevye r.

The United St tes ccepted the pr p s with the wing greed c riic ti ns:

(1) Appr v re uirements re essenti ythes me rdevice nddrug manu cturers ppying. F r ppic ti ns
r m device manu cturers, the two-p rt ppr v pr cedures wi be h ndedsimut ne usy.

(2) Appr v swi begr ntedinthes meperi d timeirrespective whether n ppic ti nis ied by drug
r device manu cturer, initi ' yn moreth n neye rn. MHW greest ma ee rtst sh rten urther the
pr cessing time ndintendst d s when e sibe.

(3) Either p rty, the device r drug manu cturer, may h d the manu cturing sh nin nd there re c n be the
C nsign r.

(4) C mmerci rr ngements between the ¢ nsign r nd the c nsignee wi n t be inter ered with by MHW. MHW
wi regu tethere ti nship ny sreg rdsthes ety nde ic cy the itpr duct.

(5) C mmissi ned manu cturingis ccept be r types its ¢ vered by MHW's pr p s , which is intended
t be gener s utin rdrug nddeivery system c mbin ti ns. Theneg ti ti nsh d cused n ur it
types most c mmony inuse utside]J p n ndthepr p s isb sed ntheseex mpes. Theneg ti t rs greed
t indin uture w-upt sprctic res utin ny new pr b ems th t might emerge s ittechn gy

dv nces.

b. Pricing g



(1) The k duc selfwilbe eaedasadug n he embu semen sysem.

(2)C nsde ng heds nc vefeaue f hek duc, he embu semen cewilbese based n heec s
elemens 1) he cen hedug a ffsandad f he hamaceu calc naned n hek ;2) he <ce n he
dug a ffsandad f heslu ncnaned n hek ;and3) hec s ce f hen n- ha maceu cal n
whchsh ws heds nc vefeaue f hek duc . P cngwilbebased naf mulawhch nceases he sum
f hese h eeelemensbyafxed ecenage emium f hek duc demons aesce an f he med cal
advan agesf m (1) (4)whchaelsedn hef s aagah f hssec n.Ths emium,3 ecen asa
sanda d, can angef maminmum flL5 e cen amaxmum f4.5 ecen de endng n hesze f he
sum.

(3) When hedug a ffsandad s evsedf Il wihg he nves ga n fma ke ces fd ugs, hegene al
calcula n ulef dug ceswilbea ledf hek duc based n he ma ke ce f hek self,
egadless f he <ce f hamaceu cals slu nn hek .

c.Im lemena n

Offcaln ces mplemen ng he ag eed a achf handling a val fk swil be ssued n Ma ch 1986,
ake effec nA 11, 1986. When k s have been a ved acc dng such cedu es, cngwilbe
execu ed nacc dance wih he af emen nedag eed a ach.

F. CHANGE OF COUNTRY OF MANUFACTURE
1. Issue

Lead ng ha maceu cal and medcaldevcef ms f hewold eaemul na nalmanufacu ng ea ns
and f equen ly sh f duc nlca nsf mcuny cun yn es nse changng make ngand he
busnessc nd ns.A hesa f heMOSS alks, MHW's egula ysysem equ ed he cedu e f
modfca n fa val wheneve af egnf mwshed make such achange n manufacu ngs ef a

ev usly a ved duc . The U.S.sdesaed ha hs cedu eceaedanunnecessaycs fd ng
busness n he Ja anese ma ke , and eques ed ha MHW elax sa valmodfca n equ emens e mi
f egnf ms changec un y fmanufacuewihsmplen fca n MHW.

2. Ag eed A ach

F u ses fla anese egula n ff egn medcal devce and ha maceu cal c mpanes, a change n he
cun y f duc n faleadya ved ducswiln w equ esmplen fca n MHW.

The elevan egula yac ns akenbyla anaeasf Il ws
--Mnse alOdnance N . 26 (da ed June 29, 1985; effec ve July 31, 19R55 :

--N fca nN .658, "Implemena n f heMinse alOdnancef Pa alRevs n f heEnf cemen
Regula ns, Pha maceu cal Affa s Law" (da ed June 29, 1985; effec ve July 31, 1985); N . 1 (2), "I ems
Relaed N fca n fChanges n heSuceCun y fImp ng,ec.,A vals."

G. MINOR PRODUCT MODIFICATIONS

1. Issue
Ths blem ¢ nce ned MHW's handlng f min duc modfca ns(e.g., c | changes n nfunc nal
ex e nal desgn changes) ha d n affec safey ef mance fmedcalequ men,whchddn equ e

modfca ns fa val. MHW had n clea gudelnes fwhch y es f duc changes equ ed modfca ns
fa val. The ¢ nsequence, n hevew f heU.S.sde, was ha f egnf ms faced en alunce an es
anddffcul esa mp cleaance,and ha he n duc nn Jaan f ducswihmin modfca nc uld
be mpeded.

2. Ag eed A ach :



MHW has r irmed that mi r ha g si medi ald vi swhi hd ta tsa tyad iayd t

r quir kmodii ati s appr val. T lariyguid li s, MHW hasmad | arby iial ti xampl s mi r
pr du t modii ati sthatd tr quir modii ati s appr val. Thisi rmati hasb suppli dt

Cust ms auth riti sa dr lat dag i s.

Th rlvatragulat ryati ta by Japa isas Il ws: k

--N tiiati N .155 "Ha dli g Appliati s rMa uaturi g rImp rt Appr val Medi alDevi s" k
(dat d: Ju 29, 1985).

H. CHANGE OF ADDRESS OF IMPORTER

l. Issu

Wh a imprtr a appr v dmedi ald vi rpharma uti alpr dut ha g sitsaddr ssi Japa , r
purp s s th irmati  thatth stru tur a d quipme t its a ility ar mpatibl with th | gal

sta dardsaswdlas publi a u tabilitya dmai t a rlva tappr valr rdsa dadvrs r ati
data, MHW r quir sth imp rt rt apply ra y a.Th U.S.sid stat dthat MHW pr dur si thisar a
rquird x ssiv d ume tati a d t aus di t rrupti imp rt rs'busi ss p rati s.

2.Agr dAppr ah

Th U it d Stat sa dJapa agr dthat(1)appliati pr durs ra hag addr ss by imp rt rs as wdl
asma uatur rswouldb simplii dby mitti gd ume tsthatar irrl va tt th ha g addr ss (su h
asth s rlat dt it msimp rt d, qualii ati t hiias, rphysiia's rtiiat),a dthat(2)prir
appli ati r y at hag th addr sswasa ptabl i rd rt av idi t rrupti busi ss p rati s.

Th rlvatragulat ryat sta by Japa ar as Il ws:
-- Mi ist rial Ordi a N .26 (dat d: Ju 29, 1985; tiv : July 31, 1985).

--N tiiati N .658, "Impl me tati th Mi ist rial Ordi a r Partial R visi th E r met
R gulati s, Pharma uti al A airs Law" (dat d: Ju 29, 1985; tiv : July 31, 1985); N . 3, "Ha dli g
Cas sWhr Fatris rBusi ssOfi sar Mov d- -25

I. SIMPLIFICATION OF IMPORT CLEARANCE PROCEDURES
1. Issu

Atth utst th g tiati s, MHW r quir dimp rt rst btai rtiiat s r ust ms | ara thr ugh
MHW i ials whi hsh wed thatth imp rt d pr du ts(a dth imp rt rs) mpli d with MHW r gulati sa d

rmed with appli abl li s s(sh i, y a, tal.).Th U.S.sid saidthatth s pr dur s aus d stly
d lays a d additi al admi istrativ wor rimp rt rs. With thisi mi d,th U it d Stat sa dJapa dis uss d
th simplii ati imp rt | ara pr dur s rappr v dpr dutsthr ughasi gl | ara by ust ms, as
is d i th U it dStat s.

2. Agr dAppr ah
It was agr d that:

--Imp rts pharma uti alsa dmedi ald vi swill wb p rmitt dt passthr ughJapa s ust ms
with ut MHW's i dividual rtii ati (aswas rmerly r quir d)wh th imp rtrprs tsa py th

i s (sh i ady a) r th tii ati li i altrials pap r(asisr quir du d rth Pharma uti al
A airs Law).

Th rlvatragulat ryati ta by Japa isas |l ws:

--N tiiati N .667,"R qu stt Cust ms rC p rati Imp rtI sp ti Pharma uti als, t." k
(dat d: Ju 29, 1985; tiv : August 1, 1985).

J. HEALTH INSURANCE REIMBURSEMENT SYSTEMk



1. Issue

Te on I He | Insur ncesys emof] p ncoversne rly 100 percen of eJ] p nese popul on.T erefore,
re mbursemen op ysc ns, osp Is, ndclncsfrom e el nsur ncesysem s dominn fcorn e
marke en ry of p rmaceu c Is nd medc | dev ces.

TeU. .sdes ed fore gn manuf c urers of drugs nddevces ve dgre dffculy nunders ndng
ow MHW goes bou se ngrembursemen r es nd del ys nse ngrembursemen r es vec used
unnecess ry frusr on nd cos .

T eMO dscusson n s re covered reerel ed ssues: (1) e ming forse ngrembursemen pr ces;
(2) ecr er used n eoffc |Iprce-se ngprocess; nd(3) e r nsp rency ndpublcvsbl yof e
process, ncludng ppropr ep r cp on n eprocessby osewhose producs reul ma ely prced.

T efrs ssue concerned bo e frequency of new prcng decsons nd erel edques on of del ys be ween
manuf c urng or mpor pprov Is nd ees bls men of re mbursemen prces for pproved produc s.

Indscussng esecond ssue, eU. .deleg onsoug nforma onreg rdngcr er nev lu ngproducs
for prcng decsons nd sked ese cr er be made publc. T eU. .sde was espec lly concerned bou
one cr eron -- marke pener on (.e., gener | ccep nce nduseof p r cul rproduc by elJ p nese
medc | commun y). T scr eron, eU. .sde dded, mpeded marke en ry bec use made prcng decsons
dffcul oob nfor nnov vemedc | ec nology no unformly v | ble roug ou J p n.

T eJ p nese sde responded S s proper for MHW o judgewhe er p r cul rmedc | ec nology s ould
be v | ble o egener |publc. T® on | He | Insur nce sc eme covers ne rly 100 percen of e

J p nese popul on nd, erefore, MHW mus be concerned wi equ y when judgng ow bes o provde n
dequ elevelof medc | c refor e people.

T e] p nese sde Iso expl ned under new progr m n ed n Oc ober 1984, med c | dev ces

ncorpor e g ly dv nced ec nologes nd re n ended foruse unversy osp Is ndequv len

f cl eswil berevewed feroneye rforrembursemen by n expersgroupof eC ukyo.If MHW concludes
ferrecevng s group's repor n ems ould be ncluded n e on | He | Insur nce sys em,

re mbursemen prce wilbelsed n enex revsonof e feesformedc |servces. T erembursemen

sys em wil cover e ncll ry coss nvolved nusng edevcedurng eperodpror o eC ukyorevew.
Durng e course of e MO lks n1985,16 g ly dv nced medc | ec nologes n56c ses 31 osp Is
rece ved desgn on under s progr m.

DbBcussonon e rd ssuerevolved round smil rreques -- no only decson cr er be made publc
bu Iso I neresedp r es begvenopporun y o provde ppropr e nforma on nd rgumen on o
responsble u or es(ncludng eC ukyo) n e prce-se ng process.

2. Agreed Appro ¢
T eUn ed es ndlJ pn greedon e ree ssues n e el nsur ncerembursemen re s follows:
(1) T e ming for se ng re mbursemen pr ces.

ew drugs wil be regul rly Is ed four mes vye r n ccord nce wi e ming of manuf c urng or mpor
pprov | for e purposeof erf ser nroduc on no edrug rff fer er pprov Is.

T eywilbelsed ssoon spossble fer er pprovis,wi n60d ys nprncple, ndno | er n 90
d ys.

T spolcy wil be ppled for new drugs pproved n nd ferJFY 1986.

b. ewmedc Idevces nd n-v rod gnos cswilbe ndled sfollows, n ccord nce wi emedc | S
ec nolog es for whc ey ppled.



i. The highl ce me ic |tech olog isi iti Il i tro uce i tothe s stem of "highl ce me ic |
tre tme t"i which the b sic ch rges such s hospit liz tio fees re reimburse , fter MHW co sults with the
expert group u er the huik o (the meeti gisto behel o ce mo th). MHW will i tro uce the pro ucti to
the ge er | reimburseme ts stem tthe time of the re isio of the t riff for me ic | fees, if it recog izes the
i tro uctio s ppropri te ftero e e rfrom esig tio s "highl ce me ic | tre tme t."

ii. Other ew me ic | tech ologies will be regul rl i tro uce i to the reimburseme ts stem four times er

Howe er, those for which ew poi ts shoul be pro i e u erthe "fee-for-ser ice" reimburseme ts stem will
bei tro uce i tothes stem tthe time of re isio of the t riff for me ic | fees. Newi o ti ei - itro

i g ostics ( | ssIIVDs) will bei tro uce i to the reimburseme ts stem withi six mo ths fter their

ppro Is, with impleme t tio b MHW i JFY 1986.

(2) The criteri use i the offici | price-setti g process.

. Opportu ities for he ri g from foreig s well s omestici ustr represe t ti eso ge er |issues of
reimburseme t polic will be pro i e whe the formul for the re isio of the rugt riff st r orthe
c lcul tio formul for prices of ew rugs. e ch of which was est blishe b the huik oi September 1982,
re ch ge . The formul will be ma e public.

b. The ge er | rules for setti g re isi g prices of me ic | e ices i - itro i g ostics will be est blishe
ou ce b MHW, fterco sult tio with the huik o, i JFY 1986.

(3) Thetr sp re c of the process.

. The opi io s of foreig swell s omestici ustr represe t ti eswillbehe r i the huik o, whe the
ge er |rules of the t riff for me ic | fees or of the rugt riff re to be est blishe orch ge .

b. Opportu ities to st te opi io s o their p rticul r pro ucts willbe pro i e b MHW fori ii u |lcomp
represe t ti es. The proce ures for he ri gs will be ma e public rules co cer i gthe p rticip tio of the
comp iesco cer e will be ma e.

i. At the he ri gs, testimo o the effic c, esire price, other spectsreg r i gthe pro uct bei g pplie
for will be he r . The he ri gs will ot be ope to the public. If the origi tor so esires, he will be gi e the
opportu it to tte with the pplic tcomp to st te his opi io s.

ii. The te pl ce for the he ri gs Will be ma e public tle sto e week or 10 s before the he ri gst ke
pl ce.

(4) The me sures liste i (2) (3) will be impleme te i JFY 1986 fter co sult tio with the huik o.
K. TRANSPAREN Y OF THE APPROVAL PRO ESS

(Note: The issue of tr sp re c i the price reimburseme t ecisio processisco ere i Sectio Jo the

he Ith i sur ce reimburseme ts stem.)

1. Issue

The U ite St tes Jp ffirme the import ceoftr sp re c i he Ithc reregul tio , semph size i
the Jul 30, 1985 Actio Progr m.

At the st rt of the MOSS t Iks, foreig firms felt th t the oper tio s of the PA MHW i the ppro |
process were ottr sp re te ough th tthes stem ma eitu ecess ril ifficult to solicit timel

rele ti formatio from them to tr smit publicl i formatio th t woul be of use to them. The U ite

St tes Jp iscusse wasofi cre si gthetr sp re c of the regul tor processi J p for the be efit
of ] p ese foreig ma uf cturers of ph rmaceutic Is me ic | e ices.

Duri g the course of the t lks, the U.S. eleg tio ote with ppreci tio th t MHW h ste il i cre se both

the freque ¢ the ope ess of formal i formal iscussio o ppro Is other matters with foreig C



firms an irr rsnaiv grou s.US.conacswi r rsnaiv sofforignfirmsr v a a ig |vlof
sa isfac ion on ar of os busin ss s wi is rogr ssiv a iu of MHW officialsa alll v Is.

2. Agr A roac

Wi r gar o nw ruga roval roc ss,i was agr a:

T a lican willb givno oruniis o arinsrucions ir clyfrom memb rs of CPAC, o ask
qu s ions, an o0 mak commen s on Council's ins ruc ions.

T numb rof rsonsan amoun of ime allo 0 ac a lican willb fix b for an

T  Council's "common ins ruc ions" willb ma ublican me ings will b I o x lain m.

Ina iion, MHW will con inu i s succ ssful olicy of fr qu n, o n, informal xc ang s of informa ion an

iscussion of r gulaoryma rswi inusryr rsnaivs,bo in ivi uallyan roug organiza ions suc
as American C amb r of Commerc in Ja an (ACCJ) an conomic an commercialr r s naiv sof
U.S. Embassy. As no abov , is rogr ssiv a iu as on muc o0 romo armony an goo r la ions
b w ninusryr rsnaivsan MHW officialsa alll v Is.

T r | van r gulaoryacion ak nbyJa an is as follows:

No ifica ion No. 664, ransmission of Ins ruc ions Conc rning N w Drugs, c., from C nral P armac u ical
Affairs Council" ( @ :Jun 29, 1985; ff civ :July 1, 1985).

L. BLOOD PRODUCTS AND OTHER BIOLOGICAL PRODUCTS

1. Issu
T US. lgaionsa a Jaanr r s nsanimporan mark forbloo an o rbiological ro ucsan
r for isr gulaion of S ro ucsisimporan.In isvi w, alks focus on wos ara U.S.
conc rns:
T numb ran kin sof ssr quir of manufac ur r, impor r, an Ja an s Naionallnsiu
of H al (INIH) forr | as of S ro ucs, an r sul an lays caus by r un an sing; an
T r x or ofbloo ro ucsan gr o whic for ign manufac ur rs can con rol irinv n ori s for

r manufac uring.
2. Agr A roac

Ex rsfrom FDA an MHW me in Rockvill , Marylan , in Nov mb r 1985 o iscuss r gula ory olici s of

bo coun ri s conc rning singan r |l as ofbloo ro ucs.Asar sul, Ja an s Gov rnmen
agr 0 mak following ¢ ang s:
To work owar armoniza ion of in rna ional bloo s an ar san limina obsol ss.A osiiv s

in is ir cion was ak nwh n MHW ublis r vis san ar sforbloo ro ucsinOcob r1985.

To carry ou ins c ions of for ign manufac uring facilii s o rmin complianc wi goo manufac uring
rac ic s (GMP) r gula ions. As for bloo ro uc s whic r quir naional sing, MHW will acc s aafrom
firms in complianc wi Ja an s GMPs an ar san will limina n for Ja ans impor r or a
ssb for a lying for naional s ing by JNIH. For rsn,ingnralun r na ional sing

rogram, o ncy,s riliy, yrog ns, an abnormal oxiciy willconinu ob rforme by INIH. (T is
measur willb come ff civ A ril 1, 1986.)

On s con issu , U.S.si  r cogniz Ja an s olicywhic in rinci | ro ibis x or of bloo
roucs. T Jaans Gov rnmen o0 S rmi r Xx oraionofbloo ro ucsin same form as y -
we  impor an whic ono viola ir x or olicy, asin cas ofbloo ro ucsin n for

r manufac ur .

M. VITAMINS -



1. Issue

Te ese istoric lly ve usedt ree criteri forregul ti gvit mi s:t es eorformoft e roduct, (2)
whet er dos geiss ecified, d( )whet ert e ma uf cturer makes e It cl im. Accordi g to MHW, if vy
of t ese criteri relikely to rovidet e ver ge erso wit t eu derst di g tt etimeofs let tte
subst ce s medici | ur ose, t e itiscl ssified s drug. T e criteri me tio ed bove resu orted by
te ese Su reme Court.

Wit i t e MOSS discussio so t isissue, t e U.S. side first requested t t MHW cl rify its criteri for regul ti g
vit mi s. U o recei toft ecl rific tio ,t e U.S. side furt er requestedt tMHW elimi tes e ddos ge
requirethe tsto ermitt es leof vit mi s sfood su leme ts.Simil r roductst t resold s food

su leme tsi t eU ited St tes re bei gregul ted sdrugsi .T eU.S.sides idt tt ere retwo
difficulties i vi g roduct regul ted s rmaceutic | so osedto food. First, le gty rov |
rocess exists for rmaceutic | roducts. Seco d, vit mi sregul ted s rmaceutic Is ve limited
distributio system.

Te esesides idt ti t eirview,t eregul tio of vit mi s must be decidedo t eb sisoft e istoric |

b ckgrou d d tio Irecog itio ofdrugsi e c cou try. T erefore, itisimpossibletoc get e rese t
ese criteri . I Euro e, e ¢ cou try sitsownsystem forregul ti gvit mi s. T e ese side s id

t tt eU.S.regul tio is ott e best bec use of roblems of overuse.

MHW ex | i edtot e U.S. side its criteri used to regul te vit mi s. MHW Isoex | i edt tt e rocedure to
get remarket rov | of vit mi s sdrugsisge er Illy simple dt tvit mi sregul ted eve sdrugs re
widely v il blei rmacies d drugstores wit out rescri tio si

I dditio tot eregul tory co cer ,t e U.S.- egoti ti gte mt ckled rel tedt riff issue. Vit mi

re r tio sregul ted sdrugs resubjectto 4.9 erce tt riffr te. Vit mi re r tio sregul ted s foods,
owever, re cl ssified s "miscell eousedible re rtios df ce 25-28 erce tt riff. T e ig t riff
effectively makes foreig - roduced vit mi re r tio su competitivei t e ese market. T e U.S. side

st tedt tt e most ro ri te resolutio would be to elimi tet eregul tio ofvit mi s s rmaceutic s,
but resolutio of t e regul tory issue, wit out resolutio of t e rel ted t riff issue, would cre te ot er roblem
for foreig ma uf cturers who reviously imported roducts sdrugs d idoly 4.9 erce ttriff, dt e
fou dt emselves yi g 25-28 erce tt riff toimportt eir roducts s food.

2. Agreed A ro c

.FDA d MHW ex erts discussed regul tory issuesi November 1985 i Rockville, Maryl d.I t ese
discussio s, bot sides recog ized t tsig ific tdiffere cesexisti e ¢ cou try's tio | ro ¢ toward
t eregul tio ofvit mi s. As result,t eU ited St tes d ve greed to furt er meeti gs to ex lore

d co sider ossible Iter tives. Bot sides Iso greedt tt e romisi g solutio toex lore would beo e
i volvi gregul tio ofvit mi re r tio s sover-t ecou terdrugs, wit remarket rov Is to be made s
f st s ossible. Amo got er dv t ges,t is ro ¢ would removet e ssoci tedt riff roblem, s suc

re r tio swould co ti ue to be subjecttot e 4.9 erce tt riff for drugs.

b. Wit reg rdtot et riffissue, tt ee doft e Decembert lkst e U.S. side rese ted list of vit mi
roducts whic rese tly reregul ted sfoods. T e ese side greedtoex mi et e matter ssoo s
ossibleb sedu o t emateri Is rovided byt e U ited St tes.

c. T etwo sides d difficultyi greei go t etimesc edule for Il oft eissues,i cludi gt t described i

rgr (b) bove.T e roblemwat tt eissues dreceivedt eirfirsti te sive discussio tt eex erts'
level i November 1985, d d otyetbee discussedi y sig ific tdet il tt e le ry, olitic |Ilevel of
t e MOSS egoti tio .

T etwo sides greedto oldco ti uedt lksi t eex erts' grou beforet e first follow-u meeti g tt e

le rylevelis eldi 1986. T e e tire roblem of vit mi s will receive full vetti gi t efirst le ry follow-u
meeti g tt e olitic I leveli 1986, twhc time sc edules will be discussed d effort will be made to
resolve t e roblem. 3



N. STABI IT AN ST I IT T STING
1. Issue
a. Accelerated Condition

In June 198 , MHW issued improved regulations for pharmaceutical products stored at room temperature which
allowed the manufacturer to submit a new drug application accompanied by one-year interim stability data at
room temperature and six-month accelerated stability data. For products which are not expected to be stable at
room temperature, however (for example, products which require refrigeration), Japan had not defined
acceptable accelerated test criteria. For such products, Japan required that the manufacturer wait until the full
data of the long-term stability study under proposed conditions be available before submitting the new drug
application. This meant that submission of the new drug application for such products had to be delayed until the
real-time stability data had been generated.

b. Sterility Testing

Prior to the MOSS discussions, MHW regulations required that when an importer in Japan wanted to import an
injectable product, the importer in Japan had to (1) have facilities to conduct sterility tests and animal tests, and
(2) conduct them as acceptance tests. The regulation prohibited the foreign manufacturer or a third party in
Japan from conducting these tests. The U.S. side said that when the importer did not have the facilities to
conduct such tests, this requirement necessitated additional facilities investment which was both costly and time
consuming.

c. Matrix Testing

The U.S. side raised the concern that in Japan real-time stability data had to be generated for all sizes and
concentrations of drugs (including in-vitro diagnostics). In other words, the U.S. side believed that if a
manufacturer produced a product with five concentrations and packaged it in five containers of different sizes, he
had to generate real-time stability data for all concentrations at all sizes.

2. Agreed Approach
a. Accelerated Condition

xpert-level meetings took place at F in November 1985. As a result of those meetings, the Japanese side
agreed that regardless of whether or got the product is stable at room temperature, a new drug application can
be submitted if it is accompanied by one-year real-time stability data, accelerated stability test data, and severe
test data, as defined in MHW's notifications (No. 06, March 31, 1980, and No. 718, May 30, 1980). The method
for conducting the accelerated study on the products which are not expected to be stable at room temperature
can be decided by the manufacturer and will be evaluated by MHW on a case-by-case basis.

The applicant will be required to continue the real-time stability test to completion after the new drug application
is submitted. All real-time data must be submitted to MHW and will be reflected in the approval.

This measure will be effective April 1, 1986.
b. Sterility Testing

Both sides agreed that sterility tests (and animal tests) for pharmaceuticals and medical devices can be
contracted out to certain Japanese labs certified to conduct such tests. The importer, however, remains
responsible for quality control of the products. This measure will be effective April 1, 1986.

c. Matrix Testing

As the result of the experts meetings, the Japanese side clarified for the United States that as of June 8, 198 ,
long-term stability tests are not required for all different concentrations and volumes of a drug. ong-term
stability, severe, and accelerated tests are only required for one product considered to be most sensitive under
the storage conditions, and only simple accelerated tests or relative comparison tests are required for all other 4



concentration an oume a hown in the examp e be ow. The MHW proce ure wi permit ome fexibiity in
app ying the e tabiity te ting tan ar when rea onabe groun exi t.

Vo ume
10ml Oml 50ml
Concentration
5% (a)(b)(c) () ()
10% () ( ) ()
0% (c) () ()
(a) Long-term tabiity te t (b) Se erete t
(c) Acce erate te t( ) Reati e compari onte t
III.TECHNICAL EXPERTS GROUP

During the cour e of the MOSS tak , both i e agree that e era factua que tion rai e uring the

i cu ion require the attention of technica expert . Con equenty, a technica expert ' group wa e tabi he
to icu the e etaie matter un erthein truction of the Japane ean U.S. eegation ea er . The e

i cu ion pro e fruitfu an actua y e to the re oution of certaini ue through co e cientific con u tation
at the technica e e, without requiring negotiation atthe penary e e. A are ut, thetwo i e agree to
continue the expert ' group' exi tence a a forum for imiar i cu ion in the future. The group wi meet on an
a hocbai a i ue arie.

IV. FOLLOW-UP

A howninthe etaie e cription in ChapterIl ofthei ue icu e inthe e MOSStak an the agree
approache to oution , the ubject matter of the i cu ion wa highy compex. Agree oution cou notin
a cae beeaiyre uce to impe, comprehen i e tatement .

The thru t an intention of both i e inthetak , howe er, wa to pro uce agreement that wou imp ify

a mini trati e proce ure , eiminate a mini trati e eay , increa e tran parency, further faci itate acce to
Japan' market for me ica equipment an pharmaceutica , an thu trengthen the free tra e y tem with
pecia reference to thi in u try ector. Gi en the e hare objecti e , both i e recognize that further

i cu ion wi berequire ,a impementation continue ,to i cu any compication thatari ean tohan e
reate i ue thatnee toberaie an reo e .In ee , e era of the "agree approache " etaie in
Chapter II make pecia reference to the negotiator ' commitment to fin practica o ution to rea bu ine
prob ems, an to the anticipation that further i cu ion in afo ow-up proce may we be nee e to obtain
uch o ution .

To faci itate thi nee for ongoing i cu ion , therefore, both i e agree to che uereguarfo ow-up
meeting , approximatey e ery ix month uring 1986 an on che ue tobe eci e in ateryear a
nece ary, at ite tobe eci e . The efo ow-up i cu ion wi be atthe penary e e. The meeting wi
re iew the imp ementation of the agree o ution ; re iew foreign firms' experience with the new rue an
proce ure that ha e been agree upon; an re o eanyreate i ue that may ari ea experience
accumu ate .

V. GLOSSARY
Japane e Terms

Chuikyo -- The Socia In urance Me ica Affair Counci. A i ory bo yto MHW which e iberate the tota
amount of reimbur ement an the genera rue for reimbur ement price . The Chuikyoi ma e up of
repre entati e of payer an payee of in urance reimbur ement, an of the pubicintere t. 2



CPAC --Cent P ceutic Aff i s Counci. Adviso y body to MHW w hic investig tes f o™ scientific oint
of view whet e itis ppopi teto pp ove nuf ctu ing o iMPo t of new p ceutic so MEdic devices

J Y--] p nesefisc ye
MHW -- Minist y of He t nd Wef e.

NHI -- N tion He t Insu nce syste

PAL -- P ceutic Aff isL w.

qu si-d ugs -- P oducts wit mi d effectsont e u nbody suc s MOut was es, b by powde s, etc.

ei bu se™ent p ice -- P ices given to p ceutic s, ME€dic  tec no ogies, etc., by MHW fo eimbu seMent
unde t eN tion He t Insu nce system'

U.S. Te

DA -- ood nd D g Administ tion.

tiM€ ¢ ock -- Pe iod du ingwhic e t egu toyoffici sev u te Medic p oducts to dete Mhe s fety nd
effic cy.s

m
Gene Te ™S

bio ogic p oducts -- P oducts de ived f o™ bio ogic souces,suc sp S ,V ccines, etc.
cinic tests -- Tests pe fo Me4 on peop e to dete Mhetes fety nd effic cy of p oduct.
GMP -- Good nuf ctu ing p ctices.

IVDs -- In-vit o di gnostic e gents. P oducts used in outside-t e-body tests, suc s bbit se u™ used fo u ine
p egn ncy tests.

-too" d ugs -- Gene ic d ugs.
OTC d ugs -- Ove -t e-counte d ugs

p e-cinic -- A tests conducted p io to cinic testing, incuding ni tests.

E ocedu e kit -- Combin tion of MCdicines wit t ei deive y systems insinge p ck ge.

me

st biity tests -- Testst t sue ow time, teMPe  tu e, nd ot e conditions ffectt e qu ity (potency, etc.)

of d ug coMPounds.

st biity tests, ccee ted --Testst t si™ tet e conditions of e -tiM€st bi ity testsin n ccee ted
pe iod, p oducing co be esuts. An ccee ted st biity test y epic tein six %t swht e -ti
st biity test woud do intwoye so e.

st biity tests, e -tiM€ -~ st bi ity conducted unde t e ctu conditions (ti , etc.) fo whic d t e being

soug ttodete net es ef-ifeof p oduct.
p e

TANC offers these agreements e/ectroni?a//y as a public service for general reference. Every effort has been made to
ensure that the text presented is complete and accurate. However, copies needed for legal purposes should be
obtained from official archives maintained by the appropriate agency. F



