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TOLERANCE TO HYDRALAZINE IN CONGESTIVE
HEART FAILURE

To the Eduer: The arucie by Packer et al.} in the Jan
provided valuabie information on the deveiopment

heart (ailure. [ believe. however. that the potenui
anons in the effects of digoxin was not adequates
er et al. did not indicate the serum digoxin
patients. nor did they indicate that anv di
were made after the imnanion of vasodilyfing agents. Although the
authory acknowledged that hemodynagiic alterations may produce
changes in the absorpuon of orally administered drugs (including
digoxin:. thev did not address the effect of vasodilators on the renal
clearance of diguzin. Cogan et 41.2 recently found that the use of
either hvdralazine or nitropruséide in patients with congesuve hean
Gailure produced an increage’of 30 per cent in the mean renal clear-
ance of digoxin (from appfoximately 100 ml per minute te approxi-
mately 150 ml per mipGee). This increase in the renal dearance of
digoxin. which was pécompanied by an increase in renal blood flow
without 3 change & the glumerular filtration rate, was apparendy
in the renal wbular secretion ddlgm Vasodi-
¥ therefore improve the patient’s hemodvnamics
inuially. hytthe increased renal clearance of digoxin may precipitate
decompre fsated failure vver the ensuing days by r!duang the serum
digoxigy concentration. This informacioa eeﬂmnb does not chal-
lenee the findings of Packer et al., but it is presented as another
impriant factor to consider when one is evaluating the recurrence of
cor:..stve heart failure in 3 patient who has recently responded 10
vamdilator therapy.
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The above letter was referred to the futhors of the articr in
questiun. two of whom offer the g reply:

Te thr Editor: We thank Dr. Bysfev for his interaating comments.
Th- dmes of digoxin 1n our gafients were not altered during loag-
term ! - rapy with hvd . but we did aot measure sevur. di-
ROCE concentrations in <ider w confirm hat 3 constant dipalis
" We should point out, however, that the
es after the development of tolerance to hvdra.
iffer from the values seen before the imitianon of
ing suggests thac tiic adequacy of digitalizanon was
. Although increased renal clearance of digomin may
result in mblhenprunc drug levels 1a some patients receiving
hvdralazine, it 1 hikeh that :olerance to this effect mav also deveiop
in the same paurnts who have tolerance 0 hydnhnae s hemody-
aamic acrions.

MiLron Pacxea, M.D.
Josz Mzuee. M.D.

New York, NV 10629 Mt Sinai School of Medicine
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FAMILIAL LOWER ESOPHAGEAL RINGS

To the Editer: | would like 1o report the occurrence of 3 sympromat.
ic lower esophageal nng in idenucal twins and rwo mother-son pairs.
A 68-vear-oid man had intermittent dysphaga without gastro-
esophageal-reflux svmptoms for 12 vears before a hiatal hernia
lower esophageal nng were found on an aophagognm.
reveaied 2 thin ring. and bougrenage relieved his.

Endoscopy revealed a hiatal hernia and a lower ¢
hus brother's. and bougienage was succeasful.
were known to have dviphagia.

svmpioms for 30 vears before the rad
hiatal hernia and a lower esophageal i

onstrated 2 hiatal hernis
age stopped his dvap
but had not sought m

A 64-vear-old
svmptoms for five vears before her hiatal hernia and lower esopha.
geal nng were foénd by oophamphv Endacnpv confirmed the

3 lower esophageal rlng. and houp:a-
- One of his five siblings had dvsphagia

ily lustory revealed no more dysphagia.

am not aware of any other reports of the concordance in rwins or
the familial occurrence of a symplomatic lower esophageal ring.
Although an asympiomatic lower esophageal ring may be found in §
to 14 per cent of the population, g7 3 lower esophageal ring produe-
tive of dvsphagna is much less common. Although its puhogtnem is
problematic, anatomic data suggest a developmental origin.* These
cases suggest 2 hereditary factor in the genesis of the sympiomatic
lower esophageal ring.

Geonce F. Lonastartu, M.D.
Southern California
San Diego. CA 92120 Permanente Medical Group
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HLA-B27 AND COLORECI;AL CANCER

To the Edusr: The high familial incidence of colorectal cancer!
suggess the possibilin: of 3 linkaee or an assocation of this disease
with histocompanbility anngens Sivak et al. have reported a family
study compatible with the linkage of adenocarcinoma of the colon
with the major histocompatibility complex.? On the other hand,
previous studies have failed to show such an associadon, partcularly
with HLA-A and B anugens.?

Westudied 81 pavents (43 men and 38 women. 19 10 83 years old)
with histologicallv proved colorectal licberkGhnian epithelioma. Six-
teen of themn (20 per cent) had a ciose relative affecied by the same
disease. HLA-A and B antigens were com with those of 319
controls. 827 anugen was l’o-md in 16 patients (19.9 per cent) and in
27 controls /8.3 per cent:. T ne relative risk was 2.67 (P<0.01). No
other antigen was found with a significant difference in frequency
between the two groups. The frequency of the B27 antigen was
comparable among the pauents with aflected relatives (three of 16)
and 1n the whole sample 16 of 81.. Abdominal films in ail patients
showed definite sacroiiiitis in three. all of whon: were B27-positive
and none of whom had clinical evidence of anky losing spondviitis.

Thus, provided that tients,
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colorectal cancer may join the group of diseases associated with
HLA-B27. The increase 1n the frequency of this histocompadbility
anugen was not higher in famulial forms of colorectal cancer: the
frequency of radiclogic signs of ankviosing spondvlits amoog B27.
positive patients with colonic cancer (three of 16) was comparabie to
that found by some of us among B27-positive bealthy blood donors
(16 of 40).* suggesting that the existence of colorectal cancer in B27-
posiove peopie has no influence on the incidence of radiologic signs
of sacroiliids. '

These results raise the question of 3 possible causal role of B27
antigen in colonic carcinoma and ankviosing spondylids. Since some
microbial specias (e.g.. kiebnella) are thought to have 2 responsibil-
irv in che genesis of ankylosing spondvlitis.® and since some others
IStreptococrus fascalis and clostndia) are thought 1o be colonic carcino-
gens.* it is conceivable that B27 antigen favors some intesnnal dvs.
microbisms that would lead to different specific diseases. Finally, it
is noteworthv that another potennal coloaic carcinogen, asbestos.’
can qive nse 10 another B27-associated discase. asbesvosia.’
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PYRIDOXINE (B6) SUPPRESSES THE RISE IN
PROLACTIN AND INCREASES THE RISE IN GROWTH
HORMONE INDUCED BY EXERCISE

Totke E2® The role of moncamines in control of the secrevion of
antenor privia™ hormones has been vidd:;nudb:'ia l::;m few
veans.' The hvpothalamic dopaminergic psthways have shown
10 be 1nvoived in the regulation of prolactn, growth hormone,
ACTH. and ins.? .

Pyridoxne (viiamin B) is one of the nstural precursors of pyri-
doxai-§'-phasphate coensyme in the decarboxviation and cans-
amsnamdmmm&lm‘w&nm
this viamin can induce the transformation of dopa to dopamine,
thus tharing the endocrine effects of this amine. [n fact, this drug has

been reported 10 reduce prolactin levels and raise growth hormone

tevels,? although this acnon has not been confirmed.* )

We conducted 3 study 1o evaluate the effect d'pvndant on
prolactin and growth hormone levels during exercise, since exercise
provides a good model for the physiologic reiease of the adeachypo-
phvical hormones.®® Six healthy subjects 2323 yesrs oid volun-
teered 10 enter the study. Informed consent was obuined from all
subsecus. Each volunteer was tested at rwo different imes scparated
by 3 s~ven-dav interval (once with drug and once with placebo).

Phisical exercise. performed on a bicyde ergometer, was moni-
tored by an open-circuit gas analyzer. A spirometer included in the
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Tabdle 1. Plasma Levels of Growth Mormone and Prolactin
before and after Exercise, Performed in Subjects Given g
Saline or Pyridoxine infusion.

— —
Tau Gaowrn Hossom *
-iTe v
aLon rrapozsn
g/=i
Befors eaercise
20 min before 22409 432048
At start (basal) 19208 43314
Afisr nnerse
Sma 19246 22s28.1
1S man 5.521.4 Slen204¢
30 men 20.126.8 419262 ¢
48 maa 124242 N4zS3*
60 ma [REF ¥ ] 17.0242¢
ProracT ®
- TR
agrmi
Before exerass
20 min befors 12216 14209
At san (basal) 4214 43208
After exsrcrse
Sm 16.922.] 48209
1S ma .024.) J2=06
30 mn 12.121.6 38206 ¢
45 mm 6.4204 40209
60 mun [RFIN 40212
*Meas 25.0. » a1 mubyonn. -

tSgulmaty Gifferan from velue with sbae miumee (P<0.001, Student’s uam)

System was used to evaluate the sutic and dynamic lung voiumes.?

The bicycle workioad was adjusted 50 that the heart rate, moni-
tored from 3 V, lead, was constant at a value corresponding 1o 80 per
cent of the maximum hean rate of each subject (about | 70 beats per
minute), during the cight minutes of maximum workioad. The exer-
cise phase was preceded by a 20-minute rest period and followed by
3 ¢5-minute recovery phase. Saline or 809 mg of pvridoxioe in 250 ml
of s=line was grven by infunion for the duravion of the test (resr,
exercise, and recovery phases).

The subjects were not told which infusion was given. A catheter
was incroduced into a forearm vein 1o coilect biood at the beginaing
of the 20-minute rest period, immediately before the suart of exercise,
and then five, 15. 30, 45, and 60 minutes after the end of the exercise
peniod. Alier blood collecnon the test tubes were placed on ice; the
plasma was immediately separated and frozen at =70"C. Levels of
growth hormone and prolactin were measured by means of sensitive
and specific ndioimmuncassavs.’

The results. analvzed with Student’s t-test, are shown in Tabie 1.
A significant increase in growth hormone and prolactia oceurred in
response 10 maximal effors during the test performed afier the saline
infunon. The hormonal response to phynical exercise performed
alter the pyridoxine infusion showed that prolactin respoase was
supprassed (P<0.001) whereas the growth harmone response was
enhanced (P<0.001).

The present dsta indicate the efRcacy of vitamin B in simulating
growth hormone and suppressing the rise in prolactin induced by
exercise. This phenomenon is probably due 10 the increase of dopa-
mnergic acavity by pyridozige.’
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