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B. Korea - To review with staff members of the Korean Associationi for
 
Voluntary Sterilization some of the statistics of the Korean
 
laparoscopic sterilization program to explore reasons for the
Korean trend away from the use of the Falope ring and the trend 
toward increased use of electrocoagulationr Specifically I was to

evaluate whether electrocoagulation had higher rates of ectopic 
pregnancies than did use of the Falope ring.
 

-C. Korea To interview 2 potential Rockefeller CDC candidates.
 

III. CONTACTS
 

Park, Chan Moo, President
 

Whang Young Whan, Program Supervisor
 
Korean Association for Voluntary Sterilization
 

Kim Sung Koo, Director-General
 
Bureau of Public Health 
Ministry of Health and Social Affairs
 
Seoul, Korea
 
(Formerly, Director of Maternal and Child Health)
 

Kwak Hyun-Mo, Professor and Chairman
 
Department of Gynecology and Obstetrics
 
Yonsei University, P. 0. Box 71
 
Seoul, Korea
 

Dr. Park Tai Keun,
 
Yonsei University College of Medicine
 
Yonsel University Graduate School of Health Science and Management
 
Seoul (120) Forca
 

Dr. Byung Hoon Jun
 

Korean Institute for Family Planning
 

IV. ACCOMPLISHMENTS
 

A. See Appendix 1
 

B. 
 I spent 3 days working with Mr. Whang, Program Supervisor of the
 
Korean Association for Voluntary Sterilization. During this time
 
I reviewed with him the data that he collected from a survey of

physicians. In addition, through meetings that he arranged, I met
 
with some local gynecologists who are active in the Korean
 
Sterilization Program. 
Before leaving I discussed with Mr. Whang,

and Dr. Park, the President of KAVS, a summary of my findings. 
 In
 
addition, I presented a copy of summary of my findings to the AID
 
office.
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KAVS conducted a nationwide mall questionnaire of all 632 
physicians eligible for Government reimbursement for tubal 
ligation. Fifty percent of the physicians who were mailed a 
questionnaire responded. I attempted to put the results of the 
survey into perspective by comparing them to data, both published 
and unpublished, on the safety of sterilization from other places
 
around the world. The main results are abstracted below.
 
Comparative data from elsewhere are also shown.
 

. COMPLICAIONS FROM TUBAL LIGATION STERILIZATION 

-orean Other 
Com' -ication Rate Rate _ 
Death 2.6/105 4/10) (US, CDC (1)) 

Serious Bleeding 7/105 ?
 

Pregnancy Rate/lO00
 
Procedures 1.7 2 (US, AAGL (2))
 

1.7 (US, CDC Unpublished)
 
4.8 (Singapore, Cheng et al (3))
 
10.9 (World-Wide, IFRP(4))
 

Bowel Burn* 0.2/1000 1-2/1000 (US, AAGL (2))
 

*Limited to electrocautery procedures
 

The KAVS data suggest tubal sterilization in Korea is as safe or
 
safer than in the few limited, comparable data from other
 
countries. The death rate may be lower than the rate in the U.S.
 
since over 90% of tubal ligations in Korea are performed under
 
local anesthesia. In the U.3. most procedures are performed under
 
general anesthesia. CDC investigations show that general
 
anesthesia appears to be one of the main risk factors for death
 
(unpublished). Herce, because the Korean physicians do their
 
procedures under local, it seems plausible that their death rate
 
may be lower than in the U.S. Their pregnancy rate is comparable
 
to that in the U.S. and lower than that reported world-wide.
 
However, with only a 50% response rate, this could be a result of
 
underreporting. Their bowel burn rate is only 1/5 or 1/10 of that 
in the U.S. I have no explanation for this finding. 
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One of the main purposes of my trip was to evaluate the isauc of
 
ectopic pregnancy. Results are tabulated below.
 

ECTOPIC PREGNANCY RATES* FOLLOWING TUBAL
 
LIGATION BY TYPE OF PROCEDURE 

STUDY ELECTROCOAGULATION FALOPE RING
 
KAVS 0.53 .05
 
AAGL (2) 0.2-0.5 2,3
 
CDC (unpublished) 0.5 0.5
 
IFRP (4) 0.9 0.0
 

*Per 1,000 Procedures
 

The KAVS data for ectopic pregnancy following electrocoagulatlon
 
is similar to data from uther countries. However, the KAVS data
 
on ectopics following Falope ring use aepears to be lower than all
 
reports known to me except the IFRP report. The KAVS data could
 
result from selective underreporting of ectopics following the use
 
of the Falope ring. On the other hand, it could be a real
 
finding. That it is a real finding is supported by the IFRP
 
report showing the same result. That it is a result of
 
underreporting is suggested by comparing the percent of
 
pregnancies that are ectopic with other data. KAVS reports 29% of
 
pregnancies following electrocoagulation are ectopic; 4% following
 
Falope ring are ectopic. Tatum and Schmidt (5) and Cheng (3)
 
report that 29% and 16% of pregnancies following tubal ligation
 
are ectopic. Two of 5 pregnancies in the CDC study are ectopic
 
(40%). Thus, it seems the KAVS figure of 5% of post-Falope ring
 

pregnancies being ectopic is low and suggests underreporting.
 

On the other hand, if the Falope ring does have a lower ectopic
 
pregnancy rate than the electrocoagulatlon technique, this would
 
have important implications worldwide and this possibility should
 
not be discounted--rather it should be re-tested.
 

KAVS also showed me a table which reports 10 deaths following
 
sterilization. They did not publish this data and provided only
 
minimal detail to me. Five of the 10 are a result of bowel burns
 
following unipolar coagulation. This finding supports a recent
 
CDC review of tubal ligation deaths where we noted that 3 deths
 
occurred from bowel burns secondary to uniolar electr'-oagulation 
(6). Four of the 5 remaining deaths were attributed t ,.nern1 
anesthetic complications. This is especially remsr'^,,te dhen one
 
notes that by everyone's estimation less than 10% of tne 
sterilizations in Korea are performed under general .nesthesia.
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Moreover it is consistent with CDC's preliminary review of tJ.S, 
data which implicate general anesthesia as the single most
 
important risk factor for death following tubal ligation,
 
However, more detail is needed before conclusions can be drawn.
 

KAVS data also reveals 35% of government designated physicians
 
performing tubal ligations are general practitioners. Tbsse
 
physicians have relatively little training in the procedure
 
according to KAVS but they certainly have a large experience in 
doing the procedure. KAVS is concerned about this trend ecause
 
they feel that the sterilizations in Korea are now being performad
 
by inalequately trained physicians. I pointed out that their own
 
data suggests that Korea's complication and death ratts are among
 
the-lowest- in- the world,- thus-their-data -do -not- support-- th.!i-r­
contention that the geaeral practitioners are perlnrming 
inadequately when compared to others elsewhere in rho world. 
Unfortunately, KAVS has not compared safety by different levels of 
training of physicians.
 

C. 	 Interviewing CDC Rockefeller recruits
 

I interviewed 2 persons with previously expressed interest in the
 
2 year 	Rockefeller-CDC Fellowship in Family Planning Evaluation
 
and Reproductive Health Epidemiology. Dr. Byung has taken a job
 
with a Korean pharaceutical company and is no longer inte-csted in
 
the Rockefeller program. On the other hand, Dr. Park Tai Keun is
 
extremely interested in joining either the EIS or the CDC. I was
 
favorably impressed by him. He speaks English quite well, has
 
both an M.D. and the equivalent of a Dr.P.H. in maternal and child
 
health. He has good familiarity with up to date statistical
 
techniques. In addition, he is articulate and very pleasant. I
 
think he would make an excellent EIS or Rockefeller CDC candidate.
 

IV. RECOMMENDATIONS 

1. 	 The KAVS data on the safety and efficacy of electrocroagulation
 
tubal ligation vs tubal ligation by Falope ring shouidI be
 
confirmed in 4 prospective study enrolling a minimum of 3000 women
 
undergoing tubal ligation by Falope ring, 3000 undergoing tubal
 
ligation by bipolar electrocautery and 3000 undergoina tubal
 
ligation by unipolor electrocautery. Major complications should
 
be determined at the teie of surgery and to elimiate rieaible 
physician bias by conticting the women at 1, 12, and 24 months 
after surgery. At the 12 and 24 month contacts, pregnancy rates 
can be determined. 

2. 	 KAVS should be encouraged to publish detailed data on the 10 
deaths to help expedite the phasing out of unipolar 
electrocoagulation. In adition, the data would help to speed up 
the shift in other zountries towards performing this procedure 
under local rather than general aneasthesia. 
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3. ;Ve1nmontve ot Kt ei and outside agencies could be encoura. ed 

to partialylv subsiizv the buying of other than unipolar 

electrocaI'trv y ipm 'lit 

4. The IKAVS sw.ji~ ho e'ncouragvd to aim its ltrm I training .,.s,; ons 

at the incre':,sin;, number of general practitioners dning tubal 

sterilizat ion:;. 

/,
 

Hovward W. ()ry, N.D ., O i,
 

Epidomi,.l,,.ic St :Iio'n: Branch 

Family Planning Evaluat ion Division 
Center for iehalth Promotion and Education 

http:Epidomi,.l,,.ic
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a4rvin J. Katten, Ph.D.
 

Howard Ory, M.D.
 

Willian A. Sadler, Ph.D.
 

The dolocation arrivod in Doijina at 12130 p.m. after a ctopoveo the nigiht
 
before at Tokyo _.irpott. Tire stopover was fortituous since we had a full
 
achedulo on arrival. We were mot by Dr. Wang Chih Chun; the Chinese Coordinntot 
for 7Poijing, Dr. on- Guang Done, who accompaniud our delegation during our entito
 
visit (and proved to be a patient and helpful companion), and 11r. Chiong Chengfll,
 
an adninistrator fion the Office of Foreign Affairs.of Beijing 1!.edical Celloqe,
 
who arranged fox out visit, as did an adminiatrator in each city.
 

When 	we arrived at the hotel our hosts discussed with us "the progrnm,in Beijing"

and itbecame apparent that our only contacts in Beijing were to be saciontist3 at 
the >ijinc tOdital College. We recomwiended that we would like to noo people in 
other institution,; bit thin was not possible with one exception--an epid oIlogist 
from the Capitol Ilospital whom Dr. Ory know personally. We particularly I.,1nted 
to seo Dr. Huang Linng at the Institute -of Vitetia Medica who attended a itk:hop
 
on L1iJIR hol4 We told Dr. Otto Schn,:pp, the Sciol~ce Attr-h,
that fIIll late in 1950. 
at OUr Embassy, of this diflculty and he said he would call ahead to Ihanjin5 an 
Shnn1hni and try to facilitate our visits there. 

After unpacking, we were taten 'to the Fang Shan roataurant in Beihel Park for a 
foxin-l dinner. Oat hosts were Pjofaonor Ma Xu, the Presidont of Boijintg
Nedical Collcg., rnd Dr. Xu Shuo Ron, the Deputy Director of the Biroau of 
Foreign Affairs.
 

Hoi~iir)gdoeiica Collt~oI ntitute of Hanic 1.:edical Scincos
 

Oar first fotal visit took plaeo the next day with tho prinlipal dolente
 
from tho Vl.ijint;,drcal Collot,,o. Thooe dolngator, wore:
 

W1111r 	 Chih Chun, PhD,, Ptofennor nid Chaittinn, Dop,,rtmont of Phy iolo4,y
Director of the In.tituto of Binic mudicil Scioncori 

http:Affairs.of


Yahn ln Yin, Mi.PD, 1 foian.t An Obututrtoe a Gynlogy, N roctot
 
of the 1ilit %'cahing Hotapitrd
 

Zhinn,, L4h M.D., PofIeor r .An4 Dizetor, Department of Obutetzivs & 
Cynly, Thtii Teaching flonpital 

Montj 1uani M.D., and Chairman, Depitmont of
lcni,,,g Aurooiate Professor 


Uroley, People'o Hoftpital
 

Asintnnit to the dole#rtion 

Li Wei xiong, "".D., I'Aotirot in zoprOduOtivQ phy iolo"y, p-)plrtrnt of 
Phy S I 'oY 

Yuan Qi Xiao, M.D., Lectuire in_ reproduotivv physioloiy, Depitmvwnt of 

Dr. Zhang beazu vith tre follosring about the reueazch work in reproluctivo 
medicto done in the Medical *cho.ols 

"I have thb pleanuts.'of introducing to you the wotk done by the repio­
ductive medeine zoeech group of out College. This group consist of 
50 people fion the Depl:ttment of Physiology, Depaitmont of Histology anJ 
Embryology3, Department of Obstetrics and Qynecology ani Doptoii of 
Urology. 7nere aie 4 plofessozs, 3 associate professorst and 15 lecturers. 
Our zesearch work haa been concerned with the following topics: 

1) To loot: foi somo effective antifertility ageonts and to study thoiz 
efficacy, safety and nechnium of action. 

According to the expertmental results ftom the Departments Of Phyalooy and
 
listology, a Chinono herb medicine (Androeraphic paniculata ?oefs) could tezt.­
nate piegnatncy in nice, rats ani rabbits, This herb medicine could n1sro
 
decrease the bl)ol flow of the uterun and inhibit the DA nyntheoin of ilo­
dual tissue,. The hintolo,;its havo done uorao work on the cultuie of hutAn
 
chorionic villi and noticed the cello woze destroyed by this herb wnd there
 
wan a reduction in the 4ctivity of the 5-delta- beta hydroxyutetoil dhydIo ­
;onatto in t),, nyncytiotop'ioblot. The nboitifAclent effrect, of different 
plootar 4indn were in the affiliated tenchint; hocpit.la. derivativeo otudied 
Thuy were found to be ely good to torninate pircnancy in thu uecond tiliootei, 
but not so good for early abortions. Rocently, nnother plont"llnildin doriva­
tive, 0:;0-8i, in boin. tried out. The pralilninAry result frot? thf lt Teach­
in(: Hoopital nhowod that it ii quito effective for the first triiontor aboltion. 

2) Varce dosisco LIII0 analoguon - its antifuitility offect nnd its iochaninm 
of action. 

Since 1976 we have done 
none nninal experirents and clinical bnozvaitionn to 
nee whbt)i-t the MRIH1{ arrilogj-uns in largo dosos have any antifoitility eff m ts 
and to stidy the n hhnimu of action. The phyniologinto filnt ob mtvwr the 
1III tuloj1u1 in lanre doso could effoctively tonimlnate preojntIucy itn,
 
anl thin 'iition was obl1t.,itod if pioleortezone w'iri injr!,ctcd it the irn,
 
time. Followint*e wminintiation 1251 JllfI (rodiuoe
intirvenou-i of rkbu'lld), 

http:hocpit.la


the radiolAntivity w43n obsuivd not only t be hirthly ccnthittodi n thea 
hypophiysn but 41so proesent in tho liver, ktdnoy and ovaty, oto. It 

action. Weo also foud that hilh doues of an '11 analogue could offo"tiVfvle 
inhibit ovarian 3 F -whyd-oz.diyhzogoenase activ. ty, decrease 34,u pri)trtono 

levels and inhibit uterino doid-vlizution. If imrpino waa *4ntod nn, 

at the rimo ti-tin witi the L901i, the antifertility effect of the iattu; 

wis ae-iin counter-acted, Roeontly we have given the injection fito the 
latetal vuntziclo in rats on pieCnancy day 5 in this paiticular way the 

ViR la a antifortility effect, but if injection w-mn dorc oilhr, satiafactoxy 
day 7, thin effect could not be obtained. In ouT clinical trial, oi 

few ht'Ot h ovulatory wozen were given LIMITI nnalogue in large dowto.i thzouiih 

noso dzojiu and other routes becinnine on di ffrewL diy. of the ovcyk' anI 
the FItani p-ogesturone levels were followetd up, (n1 it wal fovi 

that ovul0tion wan inhibitud and the function of the copuB latoun esped, 

The pooiu of the First Teaching 11oupital also found that the ultdruture 
of' tr~x' -iz' C1in tpregnnt- vomnn htid~~udrn 
with this kind of treatment.
 

3) We a: also interested in the basic principles of the topoductive
 
process. 

BlooA lovl of diffirent hormones were meariured by the RIA method, thert' 

holmones include FSH1, L}, PHL, Y, and P in the Third Teaching Po iitil. 
The nornAl values of those hormones at different periods of a woman's life 
woro determined as woll as the changes of those hormones in variouns stageo 
of breast feding and disoano states. 

While studying the mochanism of implantation, the scientists in the Depart­mient of Phy~iology observed two kinds of cyclip nuoleotides (cAMP and cUJP)
 

may take the place of eastradiol to initiate the procos of implantatimO1
 
of blastocysts but two other cyclic nucleotides (cG'XP and cC'P) lhnd no 

such effects. They also showed that the cAMP and cO1? an well as 0s3ra­
diOl could significantly increase the synthesis of DNA in the utei.ie 

tisue. These results have aroused their interests in studying the 

relation between steroids and nucleotidos at the cell level. In riut - rIlelo 

with unllnteral pregnancy, it was shown thvit the uptake of 311-progulterone 

was incoeaod significantly in the .pregnant uterine horn during the 

second tzlmenter, It suggests that some local factots of the embryo 

may have something to do with the regulation of progaatoron in..orplton 

of the uterus. Tn the study of corpus lutoum of pregnant wo-:en w; have 
obtained noe data on the content of hormones and their receptois snf ;tleo 

some matitial from the hiotochbeintry aspt. Preliminary reult. ',oit 

there oxist receptors of natindiol and ptojesterone in the hunImn orpu:i 

luteum in the first trimoster of pregnancy. N'ow, we tre beginnin,: to 

Atudy the action of drugs on the cozpus luteum. 

4AMP - cyclic Adenino - 3.5 monophosphote 
cA1F,- cyclic v nmino - 3.5 monephosphate
 
cC*.P - cyclic C. tidinf - 3.5 monophonphnts?
 
cU"P - cyclic Uridino - 3.5 monophonphnite
 

4) We hv, ethlinhod the PIA nrthods for the meaiurement cC r e ,nj her­

nones and hove 11-d the)se :.otho1, in nninal expirmentmand cl l :anr) 

The pros ttrono nntigi n wan oynthni , its, antibody pFroduced and t. 1 " 



for pi o i the tmeilt 	 han Oo03teblo hoii flopu of Physiol 0;,,V . p
)1di n47,~ rvthqri wzst toncn tj~td~ tO o~nuior tho levols of 11olim~~tc~~ t 
chino'v nnQ. wo'nor". 1 nntiev? wau Alsio "ntheoizs4, it"Aa jtt !IPro­
ducel i ni RIA r~otutl~ ~~bih in theu Poptirt;1unt of Phy:1iol(Y 9 T)hf 
RI A tmothod f orlirI' w~t fix3t (,:itnbIihod in tho 1,4t Ttmchin! ID'i Ipt"I . 
NoQw, We azo 'I'l ;i n.' thtotb1od for tho d i~nrnis of oail, z ui~ 
arid in tho follciw-ap 3tuily of abnortmal prerntici. Now, we ha*~e pf~ 
tho IICG- t Liulist hrtd plf n to dto the RIA of W0(, -rsubunit . 

Unfo%tunately, wo hrivo no,t boun nblo to eatnblish our own UA vvt i-ll f',) 
maneU1iTii thw j,.t'itiiy hotnon. We could oiily got zlortt I,1 0,7 o tlI 
lit'itltona now qnd thon. 

Recently, vom~y piliminrty xparimtontrl have been done for matzrinf. t)es 
F,? hrl P vrcoptot 3 in the rabbit uteius, Thuste steroidi if~cptorn 1%~th 

niaauuzled 	 in th~e 711ird Toaching Hospital," 

Following Dii, Zhang-a talk each of thu Amioricana gave a short talk withi ollelit o 
concioinln- his Ownfl ld of Ivntezort. Dr. Yartun cot?1-entlto,. oaz wW, ,* ;,-1II 
as Ch.nerio w~z1V known t(, hfr% Oil 1Al1Ut and norm* of oul intel )to irl plrirltn i,, L 
putativao inti~ottililly *%'f,)t_-0 ieviewed pioj*:wi of thf. 4ot.'rfie the o 
flqvolop!-,ont Branch, .nclultng tlvi ipabilities of Its bological , 1 f2tyt 	 4" 1 

rind theyn fipe,nt . *~r)jb ttrjo dI OUnnine o,,11 wotk With ,Vf~syp4 ,hc
expected wolild b~e of dome3 in ttnooet to the Chinon*, andi out mtudh n oi pro il;irm 

The U,33, dolegatiorit offeteli namplln~ of LIMH and goouiypol which wote *t'tcl 
acce~pted by the Beijing, gtotip. 1Whtle their leproductive gloup hil fo!.n!t 
coital activity in zct~; 1unnt, IX14PH, they had found rio tsetivit , innicv fv-11 
'"hey were particilAi ly .intexinte In 104nill tbolt ,Oflypol Wct ote ohv 
an onti-irnplantntion e'~'eot in rats; they intend to verify thrtitla 

Dr. Yuan was espeiialy Interested In eatmblishing slxr~rtitlo in tr" i 
a visit to the U.';.) In~ order to not-tip a piinato corter in fLc 11tr !, or Vi.,ir 

pco of tontii, irl 	 They apparently brtve r:~~ io'ttifotility tigontn. 
south China hit t)h4y have no) vxperience in prinato temtinr, 

tyl r~ d~iu th o Wi th 2ri 
and othot zncoptot.i lnpoltnnce to the Ir t 

Sni IThder 	 acI~iv 1.tiua rl ann A 
anditlvirl dovolpar f 

coptive ngfonta. tv *Cy pro~n"Itfe a unrryof th "v1 fr.io 
iafety of cont cvieti ;"o uanld irl tho ws, It. 14he ht feh*4ui n'n 
looking~at the) 1onr 'fet vaut0Won!y.et of 

withi Ql~ T) I~tine~o v i rt~th Ir41yuo of thq Zd ~ e ijr"I 
in :e~wa~ch,1ltIn-;ooe, tllus wtlyo 11 which Wo' n1ght beft4~t 

in thmmi fioldti. 

The, 1n"XI 	 -rn1ro, ;4r1 eip'nt ofith Iii~lewiiiot Yamng {n Yin th.o TjrA~ f 
1/~Il t A o Ifo t i n~~ 'oqlnt ,)1 P IW o l i'tdtitY r,-C,'IIt 

tit" 'ichfilr oClVt, ly Plmlfinf-,: f~qVch (41?)p tind theirloI 



Prof. Yarn V4411yi~n
 
Prof, Waug ChwunnWen
 
Dr. Kuo Chih-tmtn
 
Dr, )Ian Jeh-bat
 

Dis Ui WOIaa-.Qz1(
 
Dr. Wu );-iow
 
Dr. Zuo Won-li
 
Dr. Shen Shao-4i
 

i.an ttiocdate,, lively woiin, 

Univoisity Collogo of Phyotii'n" and Slitdo.onno 3Iho began tho diocuiwiio y

iug the flePart~t'lnt Zftlug that theyV h~ve a hsary cliniecal Intsi Qo!vabined4~i
 
ine And coitAin 14boratory toavarch work. Thid roobsth 4.do'votod to thrqe
 

Dr. Yan .. who hal #onm tiftninr At 1'11n 4-A 

2. Stoz11i~ration with uolexoning~agents ani the 4.volopmont or teuv~sAib* 
aterilization techniq~ues tot women
 

3- Vorinatil t.aoaroJ with the atintogy of improving the outooau of %104 
prennnoy. (ii.noted dutinng our visit nsrkei emhimn being~~u 
on the quftlty of niognancy.) 

Dr. Wang, the Anjocint PNofeuna of Ob~iatoc *ni Gynocooey %n4 th*o i4,p 4% 
Chnir of the ?trndy Plnning Reosrch lioi'p, then disouuetd oone of ho; tvti 
zeUarnrch intqronts inluling altornotivos to vacuum aspitation for whic~h toy Ili# 
tenting vartQo)J hoibnl 4tug-A aoh as Anltogzapii panicalath ani othet p~it~at*4,
abortl facienta. 

They hnvo triel a conbiuation, Of Vut1lul an4 R?34Z3 (forigtrione, a% v ft*ji
geatin) and obtiinod An 16 ncoosa fate*~ 7tlry iun,4 LHRfl, which wae pynt~o4tz~o4
in China# 4t 1-3 me 4onoz to induov abortion but veo unatioonfal. 10, 4 
lyn1in approach empicyine. UMR) itwa fouind that th* cycle loeth wila ohotio.nO 
by 1-2 dayA but thoi. voe no signticant 4ooroias inprogentoroneot lovo!1w~e~. 
0100-907 (a Jarsnona proatgAandin analods I61-tuty-P jiyen 44 a4~ tg 
wan found to bo 75 effective in Intortuptine fihat tiseter plentncy wit', 
"t ofv aide offoct"." 

0.. y hie also wo:leimr, n an 41toinntivo to tubil otetl twin, in t*i 
a mixture of 3~phontl Ani 1 % 11tablin" Mixel with 410114:11. 4rnd a .t4 
which ininpoftftl tAindly Into tho tutvd Utq11"o 04inotionno 0.14 n) ONoheac ffIA 
To date they hiavo obmv:vod a 151 succoss fat*, stiessa tie dotin4odais~ 
3 Cm of wat. In onach ovil*ct, 141iorlrihiclily irnolinatoly tifte the ii 
So for thoy have treated 7004 pntients un4 they hsvo had *oe~.nny h 
aORo working on c1tri mil# of titanlum AMi Ailcoo fut;Wf ".) SOYCIPtoid 

Their onlocr ina work incl ,Owi the aititition and i*,4tfiention of hC04. tte0 
wa inolate4 fv~m the Qtrltt of ehily pretnw Antosn An.1 putirivi to I,n 
($00 gsle on t: 

7heir final frietrch effcuut im in or,f natfl esopln01ry 4eilnril %a f v 
sent vlat4 10"106, 4e10 ib two efeivit tho riat t~otnr- mrovtol etcruq 4ai t* 
soConi1*NtM4 al 'r2"q whJ h withVie~ ~W'f~ ad*~ 
ps*en~itnl care. Tho prc *f thi o~qi#tvtent 1t to ohv4 thtt rcoh Q,, .t 
410 Caett will I*?trifio V1aifif*It-l *AtA Omo 

http:ohotio.nO


Themnext pnna~ n wall) by Dr, Shen Sh4p-ji, Asopeaie plofopQor o jO
and Ainttnt Directr Of~ thO Inotitute Of UI009. Appjironty male oonrt 
Ceptiorn in not popular in Boi1.nt; the InaoCermole rattio patcptn in 

.. ­

contraceI xptitcies tis oatinitod na, I o 20., Even so a certnin anount of' 
112la1 contz*4copt1ve zoeao ia under way. Ono approach being stiied is thp 
une of aQ3Aationa~ to flush the3 vas at the time 'of vas3ectomy to inhibit r0,d4 
speim. Tbethree -toltion.n cui ently in uae are 1%boric acid, 3%lactic nr'id,
and 0,001'.' phnyoiuri acqtatQ, Dr. Shen likes the phonyirnercudoc ncot~to 
solution beat. 

They tilso hanve a limited numiber of patients-l00--usillf g"osaypol which they claim 
aj "931 arfectiv#e." The doato eiiiploel wean 20 mg/day for '70 days followoed by
40 -ne per Wo. "Very few pativnts did not retturn to fertility," No d f roien1ce(
waD noted in ooxual function fromi controls. It'a of intei.s~t to note thatt..1ii'y
also uso (,osaypol to tivat painful epididynis whico aionaly oceuzi af'tel 

7hat afternoon we vinito tho Third Tea~ching Hoopital and were tnet by' the 
Vice Supiintendent, D%. 1A Bing-'.hang. The diacuuions at the hospital woie 
led b~y Piofo33o: Zhane iAnd hmer coll.eag~ues listed below: 

profeozcot Zhafng 'A-Zho 

Dr. Li Mei Chih 
Dr. Chnto ?Mei 
Dr. Chon Cuoi..an
 
Dr. Focng Pay 

Pi . Z(.h!4nf hii under he: direction C beds, managjes IS') deliveries a month ani 
in 1,,80 did 2050 htottions and1 1900 doliverieu. The reaoeirch interestv of her 
Depa:;tont are dencribed in he: stutemont tranuctibed above.
 

Aft thone pentqtiona we visited the Depaitmentu of Physiology and Annto-::y
of the teiJing I~oicitl Collfee. 

A vftrifty Of Plant extisicta hal 1boon inv'nti{ated an potentiol antifertility 
a ,,en t r,. Unfoitu;nrittely te iirnoo of the plantn, which had boe rpquootedl by. ,
Wele iot aiuprpllel TAho chinrl-e' were Intereuted, heoCvor (find appnrlrity *nw;
of~) In tbo wo0, d fn pd'mnt (1141ontanoai tornftora). toe will nr te znqtle 

t thom btt,)ion oti tnlilmt experionce with thin riato~inl which is clai'no 
to htivo liitvolytt4c cr- well na abottiffaoient propertios. 

Bt)th Dr. %hni n Yan hrid nn irntoikt in the work dont- with nozethiindrone irte 
rind wri WiY1 l r~il hr With ..Vq ttn ) clinincal rnd toxl270locrilin ate . 

tPleiniry 1?.tinga !it t0he 1ei~inri. t"dic'i1 Coal i, 

cvr ~ti~~.n [15ln V~inpont I uirt onn.-ihle ant%' of crol il 
at$ion. 7m'r flrnil nf. r..ylol4)eolwlitom by Pltornho 
Chum~ ain. hilt col gu-,ta andl rqfiuvo In pilnoipla. by till doloJ-qteo. (ArlP~
prvt~j-ol timi .ncd yt tboon ~evd)Tho folloiong in the diriAt ver"11ion: 



Deegtin heddb r .. Wnmtadhl ak 	 nBiiC 

"Re--Sino--Amerineat ooeraini 	 irn i FieldpOuRoac mthe of 

•):Reproductie ,PUytioog nd Tmec 	 :Fmily Panning~~~ut ulhniqueos..i. 

aigrea-lo-a tiicityof feu of rt t rin ie ofre io he ld epio-uct."­
eiology fatilt and Pnirntec nl. 

" neateiati echnr vlatind , i::"J"Th:. U.S. heaon iipand th mnn the ireue! 
"The Uo. og ine deismaywie consider l future poslt ui y e /h endin 


:/:inf.-ao. be.t"we nd y,:.side ver .s: and i " is
:effcc st two i beeiil ..... 
)ap esibiliy edfsfholarscoortin in the fieldm of reproductiveb o 

2) The mechanih. of implantation and the mechanism or maintenance 
o 	 Cally_, fopr xteancy...... ........... - -­e e ded .	 - ---------


) 	 Th development of male and female contraceptive mease and 
now stediliation technique, and the evaluation of their 
efficacy and safety.
biboog~adel ty regumiy lain to- rie yteNI}.adCDC
Evaluation of the safety of contr oeptivaes in uei :.
 

"Tefloingtopiex frew conrsidneedh Ufor fuue legaoha i~ed o:o- '
 
"The 	following plans of' action were proposed:
 

I. Exchan of technoloical and scientific information inciduing
 
the 	most up-to-date, important material in the above mentioned 
fields. 

II. The Chines e delegation will oonside the posoibility of sending,
 
a few qualified scholar working in the field of reproduct 0e}
 
biology and family planning to be trained by the .I.H. and C.D.C.
 
in the next few years, and the U.S. delegation has ag to p.o­,ned 

vide scholan hips during the period of training. In th ,year of
 
1982, two Chinose scholars will beieco mended 
to 	the Polcgttion,
 
one, for training in reproductive endocrinology, another in opi­
deniology, foi extended perioda up to two years.
 

III. 	 Cooperative st'adie3 may be. under tal~en in animal experimentation 
of none of Lhe new contraceptive diugs ond techniques which nriyle 
supplied either from, the U.S. side or the Chine;3e, j o ptl
and/or contiaceptive drug releasing, oyntems. The efficr.cy and 
safety of the new methods should be evaluated by opidonitological 
inveontigations.I 

IV. 	Wforknhlops rnny, be orn~ by theo U.11. and to bo carieid out in 
China, for inntannce, on the more fsojhi.,ticatod laboiatoiy netinlns 
for nonaay of hormones thOil rcCeptors. Son TarIsdifferent and 010,", 
rn~y also be arrt~ngo'i. Thoth woikohops and oeminazi should be hold 
according to the need of tho Chinwse and the preoent conditionn 
in China. 

V. 	 ThO U-..dl.to h-rOed to supply qpocifiod drug,-s, rrng'nts
and snndriatii accorlding to the nood fox ioserch pupoes o tlvrt 
the laboritory resultsj of both Biden mgiy be, compnred. 

http:efficr.cy


The dolegate;3 On both, sides are confiden~t that the cooporative efforts 
made by. the sciontints of the two0 Countries in the fields of reproductivescience will contribute much to the development of human health, welare
 

and progress."e 

The final evening oui Deleo[ ttion hosted a dinner at the Peking Puck restauranit,

At that time, Professoi Wang said in he his
that general and colleagues at the
BBeijing 14edical Collo'e were pleased with the draft protocol and that lie would 
forward thefinal version to us 
as soon as possible. There were 12 Chinese
 
attending the banquet and their 
names are provided below: 

Prof.- 11 Xa Mr. Chiang Cheng-fu Dr. Mhang Li Zhu
Dr. 
Xu Shue Ron Dr. Fong Chuang-ian Dr. Meiig Guang DaripDr. Shu Yang-fu Dr. 
Wang Chih Chan Dr. Li Wei Xiang
Dr. Liu Yang Shen Dr. Yan Ren Ying Dr. Yuan Qi Xiao 

Commentu--Conco. 
__n__te_Visi-f__--

The discussions with the ccientists at the Beijing Medical College and the

inspection of their laboratozies was revealing in several ways. Their expertisi

in contiaceptive delivery services appeared to far 
exceed their research capa­bilities in reproductive biology and contraceptive technology. Not surprisin ly,

no synthetic chemistry is being done here at all, 
nor do they have the pezseolnel
 
and equipment to do so.
 

Some basic research in. reproductive biology and mechanism of action of contia­
ceptives is being conducted but sparse equipment, archaic but clean laboratories,

lack of chemical and biological supplies, and very few capable scientists 'sevezely

limit the quality and quantity of work that can be conducted. The animal housing

facilities were not shows to us. Additional personnel, additional training,

supplies and equipient are badly needed. 

The research work being done appeared to be geared 
more for attaining short term
objectives and imriediate clinical ay'plication than long-range research. Classes 
of chemical antifertility agent3 of interest to 
this group include plant extracts
(Chinese herbal medicine), piostaglandins and LR11 agonists. In each case their
interest in these arents was primarily for abortifacient, luteolytic and postcoital
application. In broader terms it appear that they want simple, enjy-to-a ninistvr 
methods of contraception. Antiovulation agents such as LHRH antagonints would
 
not be of immediate clinical value to them since they would require montily nni
continuous patient care whereas abortifacients, luteolytic and post-coital agents
can be used as occasional and simply-administered methods of contraception. 

Despite these reservations, the Delegation believes that contact and cooperation
with scientist3 from the Beijing Medical College should be continued. 



NANlJING 

Our Delegation and our com~panion, Dr. Meng, wore not In Nanjing by RQofesnoi Yan(;
IluaigonC, the Director of the DepAitment of Obatotricn and Cynocology ait tht,
Worker's Hlospital, af~lited to Nanjing dical College, and M'r. Lu floo-..i.ng 
an adminis ator Ao the foreign affairs office of the Bureau of Public Health
 
of Jiangsu Province. 

N
lanjing~ In.stitute of Matozia Modica 

We went diroctlyto the Nanjing Institute of Materia i4edica and met a particuq 
larly 8~tulatin and hospitable group, some of whose names ate isted below: 

* Dr. Fr) LLt Xio (Deputy Director)
 
Dr. Qian Shao When (Pharmacologist)
 
Dr. Want, 11.11. (pharmacologist) 

Dr. Ho introduced tho diaous&on by telling us that the Institute became intepon.

dent in 1963 at which time thero were only 44 scientistu. The staff now totala
 
152. Th" Institute his six-departments: Phaimacology, Drug Synthesis, Phytichoem­
istiy, Drug Analyois, Drug Phrnmiceutics, and Biochemistry. There are fou!
 
areas of special lAterest: fertility regulation, schistosomiasis, cancer, And
 
bronchitis.
 

Their stud5i-8 on f-rtility regulation include gossypol and a number of aborti­
facients, Nncluding two plants: trichosanthes krilowii and gileditsia sineunis
 
(a saponin) which are studied as mid-term abortifacients. Their work with
 
arintolochic acid (isolated from Aristolochia mollissima) was described, Where­
as this material was orally effective postcoitally ir rats (days 0-5) at 0.3 mg,
 
several animals had died at a dose of 0.4 mg.
 

The next presentation was by Dr. Qian who is particularly articulate and well
 
inforued. He distributed reprints of his work on gossypol and dincussed his
 
work at length. A group of ?5 voluntoers were administered 60 mg/day of ,oij­
pol. After 2 weeks of the drag sperm motility decreased and titei 6 weeks the
 
spe.m count dropped. The optimal dose was recounted an 20 mg/day for 75 days
 
followed by 50 mn&woek (imilrr to the Beijing Medical College ieginen). ati ntr
 
on thin regimen became infertile in 2-3 months. A few men (10%) ri,
remain a pve.

3-4 yenrE after cr-;0tion of treatment. Hiypokaleic piialysin vas pien-nt in n 
of the men. Gossypol has no effect on plasma testosterone, dihydrotetost:' n, 
and LH levels in man. Although Dr, Qian ropotted thni: .oosypol had no effect on 
sparrlton:onia or npelmatocytue he did concede that pi longed administration wonuld 
affect these earlier stages of spernatogenesin.
 

Dr. Qinn VAn boan particularly interested in gonnypol 1elnted hypokalenid, proU­
tuglnndin metabolism and mechanlnm of action of gosaypol.. conclulon !hit 
goseypol can iniucc zenal potnvnium lona, which may be the result of its "tinalatory
effect On renal prontglAndin biosynthesis nnd/or itn inhibitory effrct on roinal 
OI-ATS= activity. The influencoe of gonnypol on potassium metabolism L 

conditinnal: it naty not be npp.ient if thu pota:niulm intake of the etgrni. L­-

sufficient, and becomos ob=iop when the diotary potasium level low.
in Clin­
ically, the una of pitramium nalt in advanoe can pzevent the occurtence of 
goanyporinducod hypokalaemic paialynis. In rats, the antinpeanntogonic effect 



Of Pavpo On

22ck sii, n unot)j y11lkn 

2v.oi SPT~0CnSn h 2KiilyrvejdbTh it i t)~ 

2n4i h mcnni o the fic to ofgoyo 11tolpoaniipetrioifliand~apeimtoboois. Fiartohee4mThenim o ton ituico 

Dr. Karten then eivo a ttrdk onl tho Ineatitutr,'n wcx1k in gt~osiypol nid Wail incoivr~denhuaintiiilly an-1 geeatwith inteos0t. A slide proemitltion wa.I w~~)~indtaped with conmo"'Utivo ti nolltiolm by Dr. Qitfn into Chine'o, The iN'Afinr ouWkaivery iiittentvd in the goijyp4,) annlogs buingl syntho~ undor Contillot(by S523A) nnd ths~lz biolog~ical
finalogs (hroiyo 

Itvtoat turned ou~t that~two of our p~o)"ted~t the 8.8 -bincety2 derivaitive of' gonypol) vwe asbeing~ nyrtheoizl. by UN, Na~njint mu We obtainei no infoiidstiori (eitherchemically or bio'.oicrdly) on tIho PQ "Mpundf fmmo t)lie, but theY flnKod for 
t L-coi±oundi an( 

____ 

tan-Chtliiuos~h mupnht~~~ Wii 0 i ntI igueA by our plan2i foi: prop~irine the 4,4'-diflozogomypol.
 

Al though tho ce ictil ln or tio~ VOMS qsr
thf, 1V63V: COreWh~t 01d, the il,t IrionMtat ion a id mo or rnu u.pion t ',,It t 1mN?r)j 111 I n t it ut f t f it e Ii aM 4-. a ;1 k,ICtoqii pIeo -i ve Fox ext~plo c 1i~h 1'iut4 zPhy (anaIy t iPi nure Creo. a 'A ilcI 
ty op~iotomttol, Coi nirig Ylirm Photometot , UV I Valio 4s (ChIrae-so ar4l Go zntmi) iob~ilancen an-1 clquip7nt analytes; Fi~ X.-rhyfoi Clk 100 nd diffiactiolnnvaiilable oloiewhviv iii NarJin-. WeF uid nlot see t) Ph 

4wer 
imscology 14boiatorie, 

The next day Pi. l'arten returned to tho tnistittite of ?Matorii, 16adicn for ttarthoidiricuusioni on tgaosypol und nllieworzk. The I~i, nibzorevel wlithmotntu~a~~(lnd ripplnseo) oat Pi'+ of 5 g. of gonsypol for compiit:,4 vw'ththeir sn'nplecl. "Ahoul V of their'Z.W' M rjrfj j:osnypol wn.i -Arntical withiou 9D ': pc.1 of 0"4! goqypol. ThYIP had, risEyet, not tun HPLC' on their ow ,go~1sypol sa'li Wo hanfgedvx thin Inyor .hi omtorrphy Cond! iomi for eootip;. 
Mi. K'artenl rivo a SlIide Preflentitton (with conivocitivo tinrmsl~tioii into Clrl-of)on tho ovvzsjll CD prt:im which wvn tJapob h to 4 peowt ttlurel we h-ld toto n noeiit- bulinr which lii ill- own gpnerntor (nfparetl. thono f'il")Ioli
which Itiit ritny h;outf,, nie fitlquont). Allid" from fljrth~zrmclqtira
ritii, to wnpL hin group wari nlro intorontel in our npr(t4tIf1 

C1~~2 lo~qitTh~ ~ ro tho Niin.in,- tn'itittn of Mntst: 1 !:elir:ar rro lo1 l111iM)1 nt1 It tn l 14t,1lU in th" tnzkipa rre aril other wolk h ('np. Ir 

Iv I~nj,th~ t int qutt"4 to0 111po: t th .; 't)Irt' d 0I~tItn 1,o

We t~pdiyoJ!,v tirvW .ehtpr will Lo hith. 
 It 10mad111bor)ne in rl!n t h it WI1i12 ' -oou Y iC 14,,1ht ~ cfif~oOridiot("'I hci5 on
 
On te Otif'Q vnv 
 tIcbUCOf t~( ji-jtitioniv or the hyit~f 1,111 11oor"rT, 0)l 1 i ltk at'1' c 1ab(nivofrt~ tll, matej i"11, thait pry14" Oi';i 

2ln 2 t r m W,'1 4 



U~n~n ?aternit,,y and Infant Oare 11oflital 

Three membein. of tho Polotgalion vinited theo Nanjing Maternity and~ Infant On, 
fonpita4 tQnd the lResoaroh0 Instituto of Family Planning with, which it in, allied. 
Semi, nnmeb of' tho aevon Chincoo ocientIsts visited ale: 

Profosaoi Cien Chin-chon (Diiotot of both institutiona)
 
Dr, Worig Qi-yu (Vice Dizector, RIo.-sarch Inotitute)
 
Dr. Yu Kn-fu (Diroctor of Labotatoris)
 

Thu bulk of the dincussion was conducted by Professor Chen, an anticulate 
obs~trien/oog~s ,h han been tit the hoopit.al for 350 yenrs aii1 it-11 

Director for the last 15. The hospital was establishied in 1934 before Liber­
ation and then hnd 50 bedo. It has 200 beds with 335 workelo, including 0 
physicirn3 and 162 midwives, nuises and technicians. The hospital has 3 divisions: 
obsteJtrics, gynecology, and Research in Family Planning, cloly linked to the 
Research Inotituto. 

In 191") the hospital did 2000 gynecological operations, 5000 deliveries, 9000
 
aboxtions, 1300 of which were mid-trimester. The;/ also caried out over 20,000
 
operations for family planning including 3000 sturilization and over 7000 11)
 
insertions or iunovaln. In addition nasa soceening is conducted in rural areas
 
every two year.s, aipparently of all women. The screens include breast and
 
pelvic exams and pap smears.
 

Retearch activities include teiting of various IUDo and C-film, the devolopmont 
of an instrument to measure uterine cavity size so as to determine which IUD 
to use, and the use of a caustic paste for transceivical sterilization. 

The Dolegation then had a tour of the hospital and its facilitics. We olbsc:ved 
the abortion clinic, the labor floors, the operating rooms, the nurseries and 
the laboatolea. 

We returned to the conereznce room for more discussions which were inteyesting
 
to both aides but unfortunately we did not seem to be able to identify %ieas
 
fo collaboiative work. Dr. Ory, howeve, did mention the opidemiological
 
training under way at CDC and there was some interest expressed in this program.
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Our hosts in Shang hi were Dr. Wang Shi-xuang, Vice-Directol and Chief of 
Obstetrics and rtynecoyt the Interntional Peace Hospital and M1 . 1,u 
Chin 1 Iui , Adninisii;ive Of ficez in the Depar tnient of Foieign Affair s of the 
Shanghai 1unicipnil Health IButeau. 

Internetonal Poac, flateinal and Child Health Hospital of the China WelfAie 
Institute.
 

This obstetrical/gynecological ho.pital serves one of the 10 dintriots in
 
Shanghai with a population of L ,0 0 0 0  Some of the staff visited were: 

Professor Zhang Bei-zhu (Dir-)ctor)
 
Dr. Wang Shi-xuan (Vice-Director)
 
Dr. Yang Bing-yan (Pathologist)
 
Dr. Wu Gin-quan (Pathologist)
 
Dr.' (Vice' thUisliilli FameltCPltlicfSnn 

Institute)
 

Director Zhang, a dynamic elderly woman, began by describing the hospital in 
some detail. She has a staff of 560, 350 beds, and manages a 3-year mid-wife
 
school. Her hospital is divided into 6 depaitments: obstetrics, gynecology,
 
neonatal care, fannily planning, endocrinology, and pathology.
 

The hospital has a heavy clinical loni with approximately 5000 deliveries
 
each year, 5000 abortions, 1000 sterilization piocedures and something
 
approaching 10,000 family planning procedures such as IUD insertions and
 
removals. In addition to this they also teach m-dical students and post­
graduate students.
 

The policy of the hospital (as it was everywhe:e) is "prevention first".
 
An example of this is the mass screening carried out in the community served. 
It seems that women in the community -have a breast and pelvic exaa, a pap 
smear and an exa.ination for vaginal infections such as ttichomonis at least 
every three yoirs. Dr. Zhang says that they mnko every effort to integrate 
their work with Chinese traditional medicine. For example, they use acupuncture 
for anesthenia and for mal-ponition of the fetus. They also use heib treciation 
for ectopic pregnancy and the treatment of Rh negative babies. 

We found the discussion of the treatment of ectopic pregnancy with herb medicino 
intriguing. Dr. Mang claims that lesn than half of the patients who are 
diagnosed no hving ectopic pregnancy receive sulgery. Preforably, on adni.­
sion, they are givnn herb meuicine by mouth and if in shock are given blood 
transfiono. Operation is reserved for only the most extreme c'iseo. }Howro"eI 
ectopic pregnancy is quite uncommon. She stated that they ICe only about 10 
to 20 cases a yo1r. 

As for farily' planning, the institute is termed a "technical institute" for 
commnlicstion conceining all forms of fai.ily planning. Technical in'itruction 
is given to physicians, nidwive; and paramedical peronnel on the iso of 
vrriourl contzaceptive hSx is plodided young:3te1s. The"ethoos.}yglne for 
emph',nis ic pla(-ed on indivildualiation of contiiceptive methods dopending 



onl age, mrode of living, etc. A film entitled "Cortiaceptive Technique" is
 
used for educational putponeo. In general they reco;,mond the condom and OC.n
 
and recommend 9tarting ti the pill 3-6 mionth6prior to intoicoi rso.
 

Dr. Zhvn,-g's 1079 daita for contraceptive u~e in.Shanghai were [is follows: 
*oral contraceptiv%,, ?2,82d2; IUDj 2.1.2;".; lemle aterilization 33.34%; mae 
sterilization 5.9t, othur methods 12.62%. 

We then had a dincussion of the clinical research no.i in progress in the 
Institute. They test IUDs and Dr. Zhang provided a display of the various
 
IUDs in urge in her hospital. In all there are at least 13 types in China, 
but the type she likes, as do many of the other clinicians we spoke to, are 
the stainles steel ring. 

The second form of research is stetilization using a laparoscope provided by
 
previous visitors. Dr. Zhang is willing to state that to date she pief'ers 
mi nilap to lapo oscOpY., 

The staff is also testing mogouterol as a visiting or weekend pill -whereby 
the woman takes a 4 ng tablet each day of the weekend, that is Saturday, 
Sunday and Mon6,y and Tuesday. The failure rate is claimed to be 2%. Finally, 
a variety of safety studios are under way by which ate meant long term studies 
of the effects of IUDs, oral contraceptives and sterilization. We had in,3uf­
ficient time to obtain details of these studies.
 

We had a quick tour of the hospital, clearlj an active, crowded, clean, well • 

run facility and were taken across the street to thu special family plann'.ng 
outpatient department which consisted of two particularly well appointed ioons
 
set aside for private consultation with family plannin.g patients.
 

We returned to the meeting room for more tea and discussions which began with
 
more talk about the IUD studies now under way. These consist of the follow-up
 
of 30,000 women who had IUDs inserted back to 1958, looking for symptoms such 
as blood loss. The patients all receiVe pelvic exams an! the physicians look
 
for the tail of the devices or take X-rays of those devices without tails. 

A necond large study concern. follow-up of oral contraceptive users including 
periodic histories, blood piecsures, liver function tests, -1d other blood 
tests. Dr. Zhang claims to lose only 10% of patients to follow-up. 

Finally, we discussed in more detail the interesting treatment of ectopic 
piegnancy. Dr. Zhang says that 904 of the pationts with that diagnosis receive 
herb medication first. This is a mixture of four diujns, one of which wao 
identified as trichosantin which allegedly kills trophoblastic tissue. The 
other herbs increane blood flow and thereby help clear the blood clot.
 

Dr. Zhang, has a strong personnl interest in barrier methods, particilarly
 
diaphrrtgms, which she says unfortunately are no loneor made in China, but .1ho
 
would like to do research on the . It is her clinical opinion that they olinuld
 
be 100% effective even without the use of jolly. This would be fortunite if 
true benuie jelly is not cittrently available in China. They are not interoted 
in ltatural Finily Planning methods, since they cimnot tolerate their failure 
Iite'.
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Thin is an Qbvioualy very active clinical group. There is a great deal of 
intorot in pationtu and' nourance that the. medical care is as effective and 
safe no possible. Unfoituitely, we weie unable to identify tiny areas foi 
collaboration. Dr. Mhing was intereated, howover, in more information on 
our* biodlegradablu- substance, capronar. 

Shnehai Institute of Planned Parenthood Reseanrch -(,sIPPR) 

This Instituto if3 currently located in 4 temporary locations waiting for the 
completion of its now building. The staff that ',e had the opportunity to visit 
are listed bla 

D1r. Zhang Han,- (Deputy Director)
 
Dr. Li Rniling (Chemist)
 
Dr. flaje Chutng-".ing (Phyniologist)
 
Dr. Yang Yi-qinn (Physiologist)
 

Dr. Tao Yun (Epidemioloist)
 
Dr. Shen Chi-F1ang (Physician)
 
Dr. ZhanCg ZhonC-Shu (Goneticist)
 

Our vi!3it began with a rather long presentation in Chinese (and subsequent 
translation) by the De:puty Director, Dr. Zhang. She stated that family plran.ing 
was an essential part of "social and economic development" in China. SIIPR1 
was founded in 1978 and it.9 objectives are applied and bas,-ic reaearch in hu:man 
reptoductivo biology. The emphasis to date is on contrAception, particularly 
anti-implantation and termination of early pregnancy, safety studies and the 
prevention of side effecto.
 

The Institute was deoianatpd a Clinicil Research Center by the W411Expnnedl 
Prog ia:vii and it operates under a protocol agreed upon by the Chirnse in 1979. 
The bidget is $2.6 million fr~rn the ShIanghai goveinmcnt providing for expan3ion 
to more than 8000n12 of space to be finished by the end of t-.his year, and 
$1.64 million for equipment and supplieo. The work now under way is supp-crted 
by a S5030100 a.,aid firm WHID' which includes considerable triount of equip:1ont. 
The staff now totals 175, 10 of whom are senior investigators; 10 have had 
WHO fel lowshipn.
 

The resuafch topcs included the synthesio of A-nor ateroids and Anordin n , 
the isolation of the effectivi agents from plants, and work 'which is not yet 
unler wny such an the stuidy of anti-implantation subs3tanceo and ploceduron' 
and the prevention or nagemrrent of undesoirable sido effecti of prognAincy 
termirntion and purifrcrition of oocyte naturation Jnhihitor (O:MI). To rnuei 
thin latter work, twi invco-tigutor!s are currently receiving training, ono 
with Drz. Channineg anit the other in 11one 11,ong. 

They arze also stullyinr the che~micail terinntion of eairly prorac wt h 
use of triconuitin itni have in mindl a vuitoty of other studien includin, ti 
deterninstion thatt oral contracoptives hfAve no ,;onotic effect. 

i3 ranalogo becausie cenicluAI thn 
the usrgnct nd~ efficaicy of Anvr ha rt parillel, lin admIisslion VIIrrI -, 
9t At td The activil aonalogn to lo~ nynthes,ized wtiij not rev'ofid-(. Thi poulp 
nhowoed conuiiderltIbl interest in out uynthaiotn/diuj, pio, ,ram deocribed ly [r, V'i:ttcni, 

Thin i,,oup t:.'nithosizing of' Anoidin they have l 



After thin diSCUSuton we bad a tour of the temporary facilitie3 in the buildinL) 
in which tho nieetliu was held and saw a good doal of'pmnow equ nt (UV, IR, 
polaietrnei, and )RIA equipment) an(I biological materials provided by WHO. 

Thi:.group is clefrly linked olosuly to the WHO Programme and in oui view 

has idequato access to the provicion of information and supplies from other 

sources. Dr. Oiry returned to SIPPR the following day and had a fairly long 

diacu~sion with Dr. Taw and Dr. Chen concerning the ponsiblity of linkage 

in epidemiology. 

* 	 vnecoloi'lcal and Obstetrical Hospital and Research Institute of the
 
First shanrhai i..edica.l College
 

This hospital in over 100 years old, has 300 beds and is devoted entirely to
 
the practice of obstetrics and gynecology and is located in the old part of
 

Shanghai. ,Itwas established by Anerican protestant missionaries and was
 
badly dam,,jeed duiing the Japanese invasion. At present, however, it is a
 

-bu sy, aetiveand quit% improesive-Institution.--5000-6000-dolivaer .are­

performed annually by n staff of 108 physicians. The director, Dr. Zheng, 

is an articulate physician who speaks excellent English and who is extremely 

well informed on research topics. The staff that we visited are listed 
below: 

Wang Shu-zheng (Director of Hospital) (Not present)
 
Zheng l1ai-mei (Deputy Director of Hospital)
 

Yuan Yao-e ()eputy Director of Institute)
 
Zhang Xi-yin (Chairrian of Gynecological Department)
 

Lu Xiang-yun (Deputy Director of Institute)
 

Li Chao-jing (Deputy Director of Institute)
 

Zhuo Jing-ru (Deputy Chief, O.P.D.)
 

Du Xin-gu (Chairman, Division of Pathology)
 
Yue Chuan-xin (Chairman, Division of Genetics)
 
Bing Sheng-min (Chairman, Division of Endocrinology)
 

We then had an extended discussion of topics which might lend themselves to
 
collaboration. Drs. Sadlor, Karten and Ory each described their special
 
fields of interest. Dr. Zheng, who dominated most of the dincussion on the
 
Chinese side, indicated interest in problems related to the polycystic ovary
 
syndrone, karotyping, etc. to determine the "chromosomal effects" of oral
 
contraceptives, estrdliol and proge sterone receptor assays, and ondometriorsi"
 

(said to be quite common in Chinen, women).
 

They were pleased to receive a sample of gossypol and they havp a eneral intor­
out in trying to rcnove the toxic co~nponenta of'plants. This project is just
 
beginning! but thoy have no funds for- thin work. They hatve no ch4i try depit­

met but 	 they need anditional steroid standords for their holono deto:],iton 
work uslngt gas chzonatoeinphy. They were intereste, in the mnsroeet as a1
 

pimatu model beerlse of its omill nire. Although lone acting piokWstattio ,cl
 
agents arlo pp-rent y not desiible here, botaus, women wont to bleed, thy
 
were nvvuithelPuji int4iuvaLmd in ruceiving moto data on norethindrooie entnt1.te. 

Finnlly we diocunsid n spociid intoroot of the Centet for Population R ch,
 

namely the long term effacts of formals nterilizatioh. D1. Zheill believes thait
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this procedure does often lead to heavy bleeding~ in women and, in (hinone
women, psychol'ogcl effects. Ii hei Viii tn intensive study of the. long torm
effects of foemale sterilization is waranted. 

In conclusion, a variety of areas were identified for early and possible latei
 : collaboration, including tho provision by NIB of certain reagents for 
use 	in the
 
endocrinology laboratory and provide certain technical information and 
leprints
 
on work of importance to the institute. 
 We also discussed the possibility
 
of concomnwtant clinical trials, particularly of L1110i.
 

Shanghai Biochemical Institute
 

uui host was Dr. Kung, the Vice Director, and the Chinese scientist hho
 
syntheized insulin in 1965. The staff we met 
included the following:
 
(Dr. Wong, the Director, unfortunately is quite ill)
 

Kung Yuch-ting (Vice Director)
 
Ge-Lin--ji .n
 
Lin 	Nan-Qing
 

Yuan Xue-Wen 
Que 	Xin-di
 

The 	Institute itself is impressive. It includes new buildings, a separato

auditoriua and is clearly an active and productive institution. Dr. Kung says

that the total staff is more than 200 scientists and workers and they thejy
 
currently have eight divisions:
 

1. 	Proteins and peptides
 
2. 	Nucleic acids, including the synthesis of transfer RIA, nuclectlIo
 

synthesis and sequence determination of DNA and RNA
 
3. 	Enzymology, especially studies of glycolytic processes, the respiratory
 

chain and immobilizing enzymes for industrial use
 
4. 	Steroid metabolism, especially studies of sex 
steroid hormones and
 

their receptors
 
5. 	Oncology, particularly early diagnosis of liver cancer, serologica!
 

screening and mechnnism of genetic expression
 
6. 
A division with a variety of activities includinR muscle protein,


plant viiusos, use of isoenzynes to cha'racterize gcne fragments,

hybridization 
to produce now species and the isolation of snake venom
 
toxins. 

7. 	 A new division involved in genetic engineering (They are currently
working a plan to synthesive insulin, although Dr. Xung claims 
that the porcine inaulin available in Chinn is quite adequate.)
 

8. 	 Instrumentetion, which includes an electronic workshop to mnnufwiture 
instruments such a amino acid analyzers, a computer group, and a 
small factory to produce reagents. 

The 	 rest of the discussion was devoted to LMIR and there wau considerable intoi­
change between Nx. Kung and Drt. Karten and Sadler on this topic, includin 
toxicity, clinical trials, routes of administration and the possibility of
 
selectivo FlIf-hiI vs 1L1H. 

The 	 ntjor interosts of thia troup in L1I1{ ae in its use in pitricilture, the
allovittion of infertility and the tr.titment of rmenorihea. Por fresh wttor 



f'ish "11)01 11s carp duting the npawining rien-ori they uueo IiR1 (or [I-Aln6, 
den..Oly10 ]JJIIU. ,1A); 70-100 Crarin per your. HCG alone is not iidtuqua1fte for
 
carp but thuy can k:no hCO + 1,10111. Neuionral stimrllntion in fisnh (im o? ip)
 
ToquiTo much higher amounts of' LII than for nmamnnrlian stimulation. They
 
conclole that fish MlfWI may be different from mailmalian LHII and they are
 
currently trying to isolate fioh LH1R11 In pisciculture the dooe of MMU11
 
used mln.,A be carefolly controlled. High doses ofLHRII nometimes give woiso
 

,esultn than low do~.Clinintilly, L11101 or its analog is used for the
 
regulation of pqychological dioorders associated with ameniorrhen or for the
 
induction of ovalation.
 

Althoug['h they have 9ynth0esi~ed seval well known L11,101 oupet-ag~fist3, they 

*have neither used nor synthesizod tiny MH antagonists. 

Dr. K(un-r feels that 	 the uouud nethods of solid phase nynthonin air) adequrile 
for ;olypepticdos containi'ig up to ton amino acids. Ilowevor, for peptidoo of. 

10-40 irmino acids, Dr . Kunig pirefors the n'rewer soli-d 'plase- tagrotmto
 
recently published by Bruce 11eriifield, the father of nolid phante peptiden
 

*synthesis. The reasons arp two-fold: 1) tha addition of one amino a'-id at i 

time (using, the olu uolid phnse technique) requires rigorous purificaitioni o'
 

the product to eli-iinrite nany possible impurities andI SneichearIUones
 

na
2) with the fingmerit method, iterically larTge amino, acids such as vriline 

ioolencine (which !ilntiriei causeo coupling problems in normazl solid ph'Av
 
addition) can be injer ted between two anino acids and the entire fragment
 
then couplei to thie Crowing peptide chain.
 

Dr. lKun-'n c roup in currently evaluating the Fmnoc group as a protecting groulp 

and has already used it to syntheoizaj zomatostatin., He prefero to Use tl,? P7100 

group only for the final (11-teiminal) coupling. 

An notei above much 	 of their equipment required for paptide chemistry is mille 
iince they obviously poojes the equipment and fiioilitlr,,iin-house, However, 

to 	 carry out sop),isticated peptide work, it was surprising to learn thtit thcy 
do not uise 11PLC. They proces D and ORD) instruments (Japanese mcnufiiwtuied), 
liV, amnino ricid ialynes (Hitachi 835), a refrigerated centrifune and qemi­

mannual sequonce r; the latter two were Lin&% in-houso. 

Dr. Kartonl gave, 1 brief preoenitation on the statuts of the choiem1iA!iU pinrrrxi 
in toirr of thie str;ctur -%ctiLvity olsationnhipi. Ki. Kng'",,s thinterest in 


"101 area rtern(ed 'rom hin wish to have the currn owegtoepndt'
 
inquizies fro-i Chinese clinicani rther than to bnegin his3 own prortm..
 

The final phase, of the icuoo concernedi Dr. KUn-,s Irttst in v,,tHou!1
 
subjects rvp~otM in CPR's 19931 Population Rho-acrcih proigress report. Tho ,t.
 
subjoct~i nre ntiiii7.ed below:
 

n) 'Dindin"4' W, nnture or mtpeinl, otc. 
b) Appllcation of Ojnll to fertility and infertility 
c) Noew toeeh 1,1,141 fol -11toling, the fortiLity level of hurvrti) 'I"MMu 
d) N~ow dv cmsin irihibin aind )TU 

f) 	 Infettility tand nn.tbodio,a incluling tevont work on ntnti-lC(, tcriulri 
) nadosrinin - pttnoiit atus 
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1)Clinico tziala and primate work with nut11 ttn4o09a 
1.) Cros arentivity of 1 and P'll in variouti upoen; monkeoy kitn 

information. 

Dr. Ktarton inndicitor that we would Bond D)r. Kiunr current information on thelle 
subjects, Although tbere is little likelihood of forna4 collabortition ill 
contruceptive devulopient botwoen 11111 and this Institutoo it iB quite obvli'avs 
that continuod interchange of infozmation will be beneficial to both aidon,
 

Htitl-
ZhonCgnhanv 


Threo members of the Delogation visited thist Hospital and met.­

11siwntg J!u Chong, M.D., Professor and Chairman of Urology, Doputy 
Director of the Hospital 

Chnno J-.1n An, M.D. (Asn.atant Profonvoz and Vice-Chirman of Ui olocy) 
Nio Zong-ronr, 11.D. (Departmont of Ob.tetzic and Gynecology) 

This in one of the six toaching hospitals for the Shanghaii Fiz--it Medicril 
Colloge and was founded in 193L. It currently has 840 beds, 150 out-patient 

vioit, per day, a staff of 1303 with 348 physicians, 380 nursea and 200 
technicians. Teaching ienponcibilities include medical students and residents. 
(Modicrtl education in Chinn hris recently teen incotasod to 6 years. Ronldenci s
 

are also now 6 yoazs). The fiiat class to enter medical school since tho
 
Cultural Revolution was 1977 so students ire just now graduating.
 

Dr. Chun. doscribed the research in fertility currently under way in the , 
ment of Uiolo-y. It includes the following elementa irrigation of the 09ninvl 
veaicle3 in doga amid rabbito with hexachlorcophone; direct injection into thn 
epididymiq of vallouq solutions, such as "nodiun morate," liquid pr-affin 
(which we assumed to be kerosene), and vanius polymara; and the doveloAn-nt 
of vasoctony instrumonts. It wis reported that varaectomics were popular b~~ 
1960 but ate quite unpopuln! ii, Shanghai at present. 

Then D. Nie dincusned some of the tesearch done in fonml family plnnnin!, 
Includinr, theP use of vatioup pzosit,lavdt.nn, iuch as natural rsandn 
and synthetic analogs. 

A regimen of special interoot is a telatively now one, designed enpclilly fol 

Pitionts with eio cocatian soctiona and/or abottionti. Tho rfimer 
consists of 101 nr injortions of tostosterone proprionute each day fo 

3 days (apparently to "piim " the endonotrlum; that is, to csun,' it tn a v:o, 
follovol by the u. of prost% ,landin F, , first intrivaginilly to di ,toh.. 
cervix and tihours later intitmueculafly. 

This hospital in nelarly heavily angairod in pationt caro and t'aching anl at 
the ptoont tins hi littln :ovie-rch under wy suitaibl. for collaboltion, 

MonNiecommune 

Thin eoivmne in located wetit of Shnne-hai betwoen the city and the airport,
 
It in one of the I co ,ner' in one of the 10 countiesi that nrake up tmw db1ti let
 
of Shiinrhiii, which itiolf is a city-piovinev.
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The coinune eaoin 1950. It hna~a Pptil1ation Or. t2 1 6 Compontod or '6 
(4 houuohold boine, 4n im4to family Winob*4tn* 3 doneintiof$)i"bllhlolds' 

it ±s divid4ed ito 11 "binios" And 117 "production tomma." 

Tho no,vino in co'iapoed of 24 ntiniao kilometers, 5~3% of' whiob to~ .ltivtited; 

235% of tho culttitul~ lqn1 in devotei tn votlatisbloo It ptQY$iA1Wn food for 
ftnd A4ao Producao )iouaoho14 itonal ftniuo 4r 4 a Ppillatiofl of ODOM0 

olothfing, 

of which 19 iltlioitTho tqta1 inomet in 19810 wa olnt,'04 to be 42 illion Yonn 

we'" "Ptot'ita." Tho tAv.eano monthly incoio par chpit in 40 Yunn. fI U.4q­
dol1~ir 1.7 Yunn) 

enot.h van couebei in thu te~mm of hott bermttol'dThe pr,setntion naturally 

it co,7Lmunn' in for iti nQr-.aia. 1Eaoh portion han 29 nqu'je isetet4s livitin, Mjri :
 

which in t imuivounl1 ' greater thsin whnt is nva'1ibl* in the elty; 3Q or' tt~d 

tI4DaMo onlyThe ).onpitnl we vllattd hai 4 ataf' mf' 781 28 of whom wae 

25 bdrti3 beo-nutie naoh mnjor edolcnio fis providod by no,,byv rity aA .
 

for 30'6 of thoitrv41(aNTho otit-pztient lita 25i0 viila pot day. Pttionta pay 

for a 1ptlnottlic in sh4At thlo hospitill ve Haw foul Pitionta lint4 uap 
atqgol nVflfoi in tat t1Io nrictj:imt a@omoi to eioV VRlto4 fot aja. 7, 11 o r 

v$doily, rAnan end a w~oman witli arthtitin, a vonI4O withthn p-ttionti w'e 
:oc.ve4
WROS P, OUflK AW with AC'4tQ back attain. ichflatUlenC01 tha fonltl 

it difW'oiant ttcupanctJ? tintmont, inclt*i~in nixhbuotion ani mopuniitiq V1,0h 

electrical s,t u-ation (L volts). 

An fot Ntzily planlningtill mothods niv appokrently availmkNo buat the mt 

porulni nothotl ie ' OrAl contraceptves# 11(owlyw~e ax e1ura: iUTand4 

to tqlca a "onu-ch1J4 pei'At tho time of R4utine (whit% to ~ t
 

.. Pa7 ~nn of ' Yuan tqL totalu1co Weceat ago~ '5)~ 10Plai't~invo2vCS 

coulao, nn 4 Yvhn p.: Mont~l child Mlppl'"aoft until the ch~4i t VYoqiwa of
 

n*. Wu nokoi what hpj-on If a couple his xoio thAn one rhiId #tnl wo weir
 
the fitat chill ittA,. thisiinln;t px o-for inmtaneo if 


abormri or rlo,0. It 3onQ1 vty unlikoly thit t a otplo in thits r-nn
 
isual comtetano.
woutli hnve A veconi child ocoept unin: u 


