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A B S T R A C T To determine whether the phosphaturic
response to circulating parathyroid hormone (PTH) is
exaggerated in patients with familial x-linked hypophos-
phatemic vitamin D-resistant rickets (FHR), we exam-
ined the phosphaturic response to parathyroid extract
(PTE) (administered intravenously in the posthyper-
calcemic state) in two unrelated adult hemizygotes with
FHR. In these two patients whose plasma concentration
of PTH was normal (determined by radioimmunoassay),
neither vitamin D nor phosphate therapy had been given
during the past 10 yr. Two normal men and a hypophos-
phatemic man with intestinal malabsorption, hypocal-
cemia, and osteomalacia served as control subjects. In
all subjects, calcium gluconate was administered intra-
venously from 6 p.m. to 12 midnight at a rate that main-
tained the concentration of serum calcium at 13-15 mg/
100 ml during the administration of calcium. When
normocalcemia had recurred the next morning, and the
plasma PTH concentration and urinary excretion of
cyclic 3',5'-AMP were reduced, PTE was administered
intravenously at successively increasing rates of 0.1, 0.4,
and 0.8 U/kg per h, each rate lasting 90 min. Minutes
after the initiation of PTE in the affected hemizygotes,
fractional excretion of filtered phosphate increased from
negligible values to values strikingly greater than those
of similarly studied control subjects and plateaued at
strikingly greater values throughout further administra-
tion of PTE. This phenomenon of exaggerated phos-
phaturia could not be attributed to volume expansion,
decreases in serum concentration of calcium during the
study, differences in percent of administered calcium

Dr. Short's current address is the Department of Medi-
cine, Stanford University, Palo Alto, Calif. 94305.

Received for publication 16 October 1974 and in revised
form 3 March 1976.

retained, or hemodynamic changes. Only the phospha-
turic response to PTE appeared to be exaggerated. At
any cumulative dose of PTE, urinary excretion of cyclic
3',5'-AMP in the hemizygotes was indistinguishable from
that of control subjects. The findings in this study sug-
gest that in patients with FHR, circulating PTH is re-
quired for the genetically transmitted abnormality to be
physiologically expressed as a reduction in net renal
reabsorption of phosphate, and that this physiological
expression of the genetic abnormality is expressed fully
at normal or nearly normal circulating levels of PTH.

INTRODUCTION
Familial x-linked hypophosphatemic rickets (FHR)' is
an x-linked dominant genetic disease characterized by
lifelong hypophosphatemia, increased renal clearance of
phosphate, normocalcemia, and, in children, rickets re-
sistant to treatment with vitamin D in amounts predic-
tably curative of rickets caused by simple deficiency of
vitamin D ( 1, 2). In patients with FHR, reduced renal
tubular reabsorption of inorganic phosphate (TRP) is
not necessarily associated with a demonstrable increase
in the concentration of circulating parathyroid hor-
mone (PTH) (3-6). Glorieux and Scriver proposed
that in FHR the parathyroid-hormone-responsive com-
ponent of renal phosphate transport is genetically al-
tered in a way that renders it physiologically unrespon-
sive to circulating PTH (7). This proposal is based
on their observations that in affected hemizygotes, the

1Abbreviations used in this paper: cAMP, 3',5'-cyclic
AMP; FE P04, fractional excretion of filtered phosphate;
FHR, familial x-linked hypophosphatemic vitamin D-re-
sistant rickets; GF, glomerular filtrate; iPTH, immunore-
active parathyroid hormone; PAH, paraaminohippurate;
PTE, parathyroid extract; PTH, parathyroid hormone;
TRP, tubular reabsorption of inorganic phosphate.
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measured magnitude of reduction in renal phosphate re-

absorption remained unchanged over a 10-fold increase
in plasma concentration of endogenous PTH (3), de-
spite intravenous administration of a large amount of
PTH (7). They confirmed previous observations that
experimental hypercalcemia is attended by an increase
in the value of TRP (8-11), and interpreted this as evi-
dence that induced hypercalcemia per se increased re-

nal phosphate reabsorption via a transport system inde-
pendent of that normally responsive to PTH. Yet, an

increased renal responsiveness to the phosphaturic effect
of normal (3) (or even reduced, [4]) concentrations of
circulating PTH could explain the characteristic re-

duction of TRP in patients with FHR (12) as well as

the increase in TRP that attends sustained experimental
hypercalcemia in these patients (8-11 ). Furthermore,
if hemizygotes were hyperresponsive to the phospha-
turic effect of normal concentrations of PTH, induction
of greater concentrations of circulating PTH might not
induce a greater magnitude of phosphaturia. In the pres-

A

ent study of two adult hemizygotes with FHR, neither
of whom had been treated with phosphate or with vita-
min D for at least 10 yr before the study, we have in-
vestigated the phosphaturic response to graded incre-
ments of experimentally administered parathyroid ex-

tract (PTE; para-thor-mone, Eli Lilly and Co., Indian-
apolis, Ind.) after hypercalcemia of a degree and dura-
tion sufficient to induce values of TRP approaching
100%, and, presumably, to sustain suppression of PTH
secretion. Previous studies suggest that experimentally
administered PTE can elicit a phosphaturic response in
some patients with FHR after sustained hypercalcemia
(13, 14).

METHODS
Study subjects. Two unrelated, previously unreported,

adult male patients with x-linked hypophosphatemic rickets
were studied (Table I, Fig. 1). Both patients had severe
rickets in childhood and persisting hypophosphatemia, but
neither had been treated with vitamin D within the last
10 yr. Untreated hemizygotes were studied to best examine
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FIGURE 1 Pedigrees of two unrelated families with FHR. Heights of adult members that are

designated in feet and inches are by history; most members of generations I and II are dead.
Heights recorded in centimeters (cm) are measured. All children (IV) in both pedigrees are

within current age-adjusted heights except two affected females (M IV-14, M IV-15) who
have been treated since infancy.
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TABLE I

Biochemical, Physiological, and Clinical Data on Members of Two Pedigrees with FHR

M pedigree S pedigree

G.M. J. S.
(III-12) H. M. L. M. S. M. (III-13) M. S. J. S. M

Subject Proband (II-7) (IV-14) (IV-15) Proband (11-11) (III-12)

Sex M F F F M F F
Age, yr 42 65 10.3j 7 2/12 43 73 45
Height, cm 160.5 162.6 130.5 (-2J SD) 113 (-21 SD) 154 128 169
Weight, kg 88 73 28.9 (-1 SD) 19.5 (-2 SD) 58 53.7 91

Serum
Pi. mg/1OO ml 1.7-2.0 2.7-3.7 2.3* 2.4* 1.4-1.8 1.4-1.5 2.7-2.8
Ca, mg/lOO ml 9.3 9.6 10.2 10.0 9.8 8.4 8.9
Mg++, mg/100 ml 2.0 2.0 2.1 1.9 1.8 1.7 1.8
Na+, meq/liter 140 145 139 138 138 138 140
K+. meqlliter 4.0 4.0 5.0 4.2 4.2 4.7 4.6
Cl-, meq/liter 103 104 104 103 96 104 108
HCOs, meq/liter 25 26 25 25 24 26 25
Alkaline phosphatase, IU 125 70 309 342 190 143 45
Total protein, g/100 ml 7.0 6.9 7.4 - 7.4 5.9 6.9
Albumin 4.1 - 4.8 - 4.4 3.3 4.3
Globulin 2.9 - 2.6 - 3.0 2.6 2.6
Plasma iPTH, pg/ml 347 420 - - 260 370 -

Ccr&., ml/min 98 88 - - 90 60 143
TRP, (%) 46-68 85-91 77 - 66-81 62-72 85

Therapy
Vitamin D2, U/day None None 25,000 15,000 None None None
Phosphate, mg Pi/day None None 400 200 None None None

Radiological Classicl
Skeletal Osteomalacia Classic:
Abnormalities Classict None Active rickets Active rickets Pseudofractures Osteomalacia None
Osteotomies Age 13 None None None Age 5 Age 20 None

Abbreviation: Ccreat, renal clearance of creatinine.
* Measurement was made during a period in which patient's therapy included inorganic phosphate.
$ Bowed legs, shortened, coarsely trabeculated long bones, and bony overgrowth at muscle attachments.

the single gene effect. Neither patients nor affected mem-
bers of their pedigrees (Table I) had hyperaminoaciduria,
proteinuria, glucosuria, or increased urinary excretion of
3',5'-cyclic AMP (cAMP).
A 43-yr-old man with long-standing, untreated non-

tropical sprue and osteomalacia served as hypophosphatemic
control subject. The serum concentration of phosphorus was
1.8-2.0 mg/100 ml; calcium, 7.3 mg/100 ml; magnesium,
2.1 mg/100 ml; total protein, 7.0 g/100 ml; albumin, 3.9
g/100 ml; and alkaline phosphatase, 180-200 IU.
Two 27-yr-old normal men served as normophosphatemic

control subjects.
Procedures. In all studies, a solution of calcium gluco-

nate was administered intravenously from 6 p.m. to 12
midnight at a rate calculated to deliver 20-30 mg/kg of
ionic calcium. The serum concentration of calcium was
monitored hourly and the rate of infusion adjus,ted to main-
tain the concentration between 13 and 15 mg/100 ml. Urine
flow and body weight were monitored throughout the period
in which calcium was administered and for the next 8 h;
fluid losses were replaced with an intravenously adminis-
tered hypotonic solution of sodium chloride (0.45 g/100 ml)
to avoid an otherwise substantial reduction in extracellular
fluid volume caused by calcium-induced natriuresis.

In each subject normocalcemia was documented at 8 a.m.
on the morning after administration of calcium; intravenous
administration of PTE was initiated approximately 2 h
thereafter. PTE was administered at successively increasing

constant rates of 0.1, 0.4, and 0.8 U/kg per h, each rate
lasting for 90 min (three clearance periods) (Table II).
In separate studies of both hemizygotes, a solution of 0.15
M sodium phosphate (Na2HPO4/NaH2PO4, molar ratio
4: 1, pH 7.4) was intravenously administered as a "prime"
before PTE was initiated and as a sustaining infusion
during administration of PTE (Table II). The total in-
fusate of sodium phosphate contained 0.15-0.30 mmol/kg
of inorganic phosphate and 0.3-0.5 mmol/kg of sodium.
PTE was not administered in single studies of normal sub-
ject W. V., hemizygote subject J. S., and hemizygote sub-
ject G. M., in whose study phosphate was administered as
previously described.
Throughout all studies sequential measurements were

made of the clearances of inulin and paraaminohippurate
(PAH). Urine samples were obtained by voluntary voiding
at 30-min intervals. Samples of arterialized blood were
withdrawn from a superficial vein on the back of the hand
that had been heated with an electric heating pad to 45'C
or greater for more than 30 min. Inorganic phosphate con-
centration was determined by autoanalyzer (15), calcium
and magnesium determined by atomic absorption spectro-
photometry, and chloride, sodium, potassium, and creatinine
determined by autoanalyzer. Plasma and urine alpha-amino
nitrogen, inulin, and PAH; arterial pH, Pco2; urinary
ammonium, titratable acid, and C02 content (16); and uri-
nary cyclic adenine monophosphate (17) were determined
by previously published methods.
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TABLE II
Physiological and Metabolic Effects of PTE and Sodium Phosphate Administered after Sustained Hypercalcemia

in a Patient with FHR (GM)

Serum Fluid and electrolyte balance

Time P04 Ca Mg Na K Volume Na Ca

mmol/ mg/100 ml meqliler ml meq mg
liter

(Administered/excreted in urine)
6 p.m. 0.58 8.7 2.2 144 4.2
6 p.m. Begin intravenous administration of solutions: saline, 0.45 g/100 ml,

at 5.6 ml/min; calcium gluconate, 3.2 mg Ca++/ml, at 2 ml/min
8:30p.m. 0.90 13.1 2.1 - -
9 p.m. Decrease infusion of calcium gluconate to 1.0 ml/min
10 p.m. 1.00 12.7 - - -
12 midnight 1.06 13.2 2.1 140 4.4
12 midnight Discontinue infusion of calcium gluconate
6 a.m. Discontinue infusion of saline
6 p.m.-6 a.m. 4,545/5,020 308/498 1,526/537

Serum Urine

CIN CPAH K Na Mg Ca P04 CPO4/CIN P04 Na K Mg Ca a-amino-N cAMP

mil/min meqlliter mg/100 ml mmol/ % nmol/ ueq/min pg/min pg/min pmol/
liter min 100 mlGF

6 a.m. Begin oral administration of water. 250 ml every 30 min
8 a.m. - - 3.8 140 1.8 10.4 0.67

Priming infusion: 40 ml of a 10% inulin solution, 5 ml of a 20% PAH solution, over 5 min, intravenously
8 a.m. Constant infusion I: Solution comprised of 33 ml 10% inulin, 9 ml 20% PAH, 8 ml normal saline; administered

intravenously at 0.382 ml/min

8:20-8:25 a.m. Priming infusion: 44 ml of 0.15 M sodium phosphate (Na2HPO4/NaH2PO4, 4:1, pH 7.4) over 10 min, intravenously
8:30 a.m. - - - - - - 0.93
9-9:30 a.m. 123 418 4.1 141 1.8 10.2 0.90 1.9 2.1 105 51 79 105 95 22.2
9:30-10 a.m. 132 580 4.2 141 1.7 9.9 0.87 1.3 1.5 114 57 73 98 70 26.4
10-10:30 a.m. 129 567 4.4 141 1.9 10.0 0.87 1.1 1.2 110 60 70 64 95 26.4

10:30 a.m. Constant infusion II: 0.433 U/ml PTE in 5% dextrose at 0.31 ml/min, intravenously
10:30-11:02 a.m. 120 518 4.2 141 1.8 9.9 0.83 2.0 2.0 102 47 70 44 136 32.8
11:02-11:30 117 521 4.2 142 1.9 10.0 0.80 8.5 8.1 70 64 52 33 69 50.1
11:30-12 noon 117 501 4.2 142 1.8 9.8 0.77 19.4 17.4 79 63 44 41 70 53.7

12 noon Constant infusion II: Continued at 1.24 ml/min, intravenously
12:15 p.m. Constant infusion III: 0.15 M sodium phosphate (Na2HPO4/NaH2PO4, 4:1, pH 7.4) at 0.28 ml/min, intravenously
12 noon-12:30 p.m. 138 641 4.0 141 1.7 9.9 0.77 35.3 37.5 199 77 68 64 101 63.3
12:30-1 p.m. 104 572 3.9 142 1.7 9.8 0.77 50.6 40.7 160 69 46 47 81 81.1
1-1:30 p.m. 141 755 3.7 141 1.7 10.0 0.77 54.2 58.9 194 80 57 57 81 81.6

Constant infusion IV: 0.5 U/ml PTE in 5% dextrose at 2.1 ml/min, intravenously
1:30-2 p.m. 145 950 3.7 140 1.7 9.9 0.77 54.1 59.3 307 61 66 81 140 87.4
2-2:30 p.m. 138 851 3.8 143 1.8 9.9 0.77 58.9 62.4 271 87 48 58 116 115.3
2:30-3 p.m. 147 1,060 3.5 141 1.7 9.8 0.74 54.2 58.9 244 71 46 51 129 103.5

Abbreviations: CIN, rate of glomerular filtration; CPAH, rate of renal plasma flow; CPO4/CIN, ratio of renal clearance of phosphate to renal clearance of inulin.

In the calculations of its renal clearance, inorganic phos-
phate was treated as if it were completely filterable (18,
19). Fractional excretion of filtered phosphate (FE P04)
was calculated as renal clearance of phosphate/renal clear-
ance of inulin X 100. Statistical significance was determined
by Student's unpaired t test.
On plasma drawn at 6 p.m., immediately before calcium

administration, and at 8 a.m. the next day, plasma im-
munoreactive parathyroid hormone (iPTH) concentration
was determined by radioimmunoassay in the laboratory of
Reitz and Weinstein, according to previously published
methods (6). The human PTH used as a reference standard
was derived from purification of parathyroid adenomas and

has been previously characterized in relation to purified
bovine PTH and the antibody (PG-I) (20, 21).

RESULTS

In both hemizygotes (studied in the posthypercalcemic
state), FE P0O remained negligible or quite reduced un-

til PTE was administered, whereupon FE P04 increased
progressively and then plateaued at values at least twice
those of control subjects studied in a similar way (Figs.
2, 3, and 4 and Table II). In both hemizygotes, this
phosphaturic phenomenon occurred despite concom-
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itant hypophosphatemia of a severity (and duration)
which in the hypophosphatemic control subject pre-
dictably precluded more than quantitatively trivial phos-
phaturia (Fig. 2). Despite phosphate loading, hypophos-
phatemia had recurred in both hemizygotes when the
phosphaturic phenomenon occurred and remained
throughout of a severity like that obtained without phos-
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phate loading (Fig. 3). Yet with phosphate loading, the
maximal value of FE P04 attained in the hemizygotes
during administration of PTE was 53±3.7% (±+1 SD),
compared to 23.9+2.3% in a normophosphatemic, nor-
mal control subject and 40±11.6% in the same hemizy-
gotes without phosphate loading (Fig. 4). The maxi-
mal excretion rate of phosphate attained with PTE was

- - 0

v v CONTROL
-

-+-- - _
0.5 1.0 1.5
PTE (units /kg) CUMULATIVE DOSE

2.0

FIGURE 2 Physiologic response to continuous intravenous administration of PTE initiated
almost immediately after termination of prolonged, experimentally induced hypercalcemia in
two untreated adult hemizygotes with FHR (G. M. [0] and J. S. [*], connected by un-
broken lines) and one hypophosphatemic control subject ([v], connected by broken lines).
Depicted are the mean (±+1 SD) of values from three successive clearance periods obtained
immediately before PTE was initiated (open symbols) and individual values thereafter (closed
symbols). Cyclic AMP = 3',5'-cyclic AMP in pmol/ml glomerular filtrate, a unit derived
from urinary excretion rate (UV) divided by glomerular filtration rate (GFR) as measured
by the renal clearance of inulin. CPO4/CIN = renal clearance of phosphate/renal clearance of
inulin: fractional urinary excretion of filtered inorganic phosphate.
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FIGURE 3 Physiologic response to continuous intravenous administration of PTE initiated
almost immediately after termination of prolonged, experimentally induced hypercalcemia in
two untreated adult hemizygotes with FHR (unbroken lines), who received an intravenously
administered prime of neutral sodium phosphate (G. M. [@] 6.6 mmol, J. S. [-] 10.4 mmol)
before clearance periods were begun, and in two normal control subjects (A and >, connected
by broken lines.) Depicted are mean (±+1 SD) of values from three successive clearance
periods obtained immediately before PTE was initiated (open symbols) and individual values
thereafter (closed symbols). Notations and units are as in Fig. 2.

also greater in phosphate-loaded hemizygotes (38.7±4.3
/hmol/100 ml glomerular filtrate [GF]) than in normal
control subjects (26.8±3.5 umol/100 ml GF; P < 0.005)
despite a significantly smaller filtered load of phosphate
(Table III).
In nonphosphate-loaded hemizygotes, administration

of PTE was attended by a decrease in the renal reab-

sorption of phosphate from 69.6+4.8 to 39.7+3.2 /Lmol/
100 ml GF (P <0.001), a value significantly less than
that obtained in the hypophosphatemic control subject
(65.8+1.7 iAmol/100 GF) during administration of PTE
(Table III). Studies were begun and concluded at simi-
lar serum phosphate concentrations and filtered loads of
phosphate in the hemizygotes and hypophosphatemic con-
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TABLE III
Effect of Intravenously Administered PTE on Renal Reabsorption of Phosphate in Hemizygotes (FHR) and

Control Subjects Studied in the Posthypercalcemic State

Before PTE administration* During PTE administrationt

Phosphate

Subject Filtered Excreted Reabsorbed Reabsorbed Excreted Filtered

pmol/100 ml GF

Hemizygotes (two) 69.644.8 0 69.6A 4.8 39.7±3.2 25.8±5.0 65.646.6
(Nonphosphate-loaded)

Control 76.04±1.4 0 76.04±1.4 65.8±41.7 0.89± 1.3 66.7+ 1.9
(Hypophosphatemic)

P value NS NS NS <0.001 <0.001 NS

Hemizygotes (two) 88.6+7.6 4.7+3.6 83.9±7.0 34.7+1.6 38.7±4.3 73.4±3.2
(Phosphate-loaded)

Controls (two) 121.3±10.5 0 121.3±10.5 86.144.4 26.8+3.5 110.7±7.7
(Normal)

P value <0.001 <0.02 <0.001 <0.001 <0.005 <0.001

* Mean value (4±1 SD) of three successive clearance periods immediately before administration of PTE.
Mean value (±1 SD) of three successive clearance periods during infusion of PTE at 0.8 U/kg per h, at which time the value

of fractional excretion of filtered phosphate (CPO4CIN X 100) had reached a plateau (see Fig. 1).

trol subject (Table III). Similarly, serum calcium was
within the normal range in each hemizygote and changed
no more than 0.5 mg/100 ml throughout the study.

In all subjects studied, the urinary excretion rate of
cAMP was reduced until PTE was administered and in-
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FIGURE 4 Comparison of fractional excretion of inorganic
phosphate and serum inorganic phosphate in hemizygotes
and control subjects during temporally comparable post-
hypercalcemic periods, before parathyroid extract was ad-
ministered (Base line) and during the maximal excretion
of phosphate that attended its administration (PTE). Bar
graphs depict the mean (±t1 SD) of values from three
successive clearance periods. Open bars represent control
subjects and solid bars hemizygotes. (A) Hemizygotes
(two), and a hypophosphatemic control subject. (B) Phos-
phate-primed hemizygotes (two), and normal control sub-
jects.

creased progressively thereafter. At any cumulative dose
of PTE, the rates of excretion of cAMP in the hemizy-
gotes were similar to those of the other study subjects
(Figs. 2 and 3).
When PTE was not administered during posthyper-

calcemic periods temporally comparable to those in
which PTE was administered, fractional phosphate ex-
cretion and urinary excretion of cAMP remained re-
duced, in both the hemizygotes (irrespective of phos-
phate loading) and in the normal subjects (Figs. 5 and
6).
At the lower rates of PTE administration, 0.1-0.4

U/kg per h, and before significant changes in the GF
rate or apparent renal plasma flow occurred, the values
of fractional excretion of phosphate in the hemizygotes
had increased significantly and were significantly greater
than those in the control subjects (Figs. 2, 3, and 7).
When PTE was administered at the rate of 0.8 U/kg
per h, both the GF rate and apparent renal plasma flow
increased significantly in all studies (Table II). At any
cumulative dose of PTE, the hemodynamic changes in
the hemizygotes were indistinguishable from those of
control subjects.

In those studies of hemizygotes in which sodium phos-
phate was not administered and in all studies of control
subjects, fractional excretion of sodium and chloride did
not change significantly during administration of PTE.
In those studies of hemizygotes in which phosphate was

administered, fractional excretion of sodium rose from
1.13+0.25% to 1.74±0.45% (P < 0.005) when PTE
was administered; fractional excretion of chloride did
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not increase. In the pre-PTE control period, hemizy-
gotes excreted significantly less calcium than the normal
control subjects; the fractional excretion of Ca was
1.09±0.49 and 1.55±0.37%, respectively (P < 0.025).
With administration of PTE, urinary excretion of cal-
cium decreased somewhat in the normal control sub-
jects but not in the hemizygotes.
Urinary excretion of bicarbonate increased signifi-

cantly in both normal control subjects and hemizygotes
when PTE was administered, but the increase in the
hemizygotes was significantly less than in the normal
control subjects in whom the maximal fractional excre-
tion of filtered bicarbonate attained was only 1.6%.
With administration of PTE, urinary excretion of am-
monium remained fixed in the hemizygotes and decreased
somewhat in control subjects. In the hemizygotes, excre-
tion of titratable acid increased from 12.9±3.2 to 35.9+
3.7 umol/100 ml GF when PTE was administered with
sodium phosphate, and to 27.1±3.4 /Amol/100 ml with
PTE alone. In the control subj ects, excretion of titrata-
ble acid did not change significantly when PTE was
administered. In all studies, the arterial plasma bicarbo-
nate concentration remained normal and did not change
significantly when PTE was administered.

Glucosuria did not occur in any study. In all studies of
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Cpo4
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CYCLIC AMP / _
EXCRETION f
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ml/ -___
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TIME (minutes)

FIGuRE 6 Urinary excretion of cAMP in hemizygotes and
control subjects when PTE was administered (closed sym-
bols) or withheld (open symbols) during temporally com-
parable posthypercalcemic states. Hemizygote G. M. (0)
received a phosphate prime (6.6 mmol) before clearance
studies were begun in each study; hemizygote J. S. (U)
received no phosphate prime. The control subject (A) was
normophosphatemic. When administered, PTE was initiated
at 0 time.

the hemizygotes, the urinary excretion rate of alpha-
amino nitrogen remained normal throughout and in-
creased significantly only when PTE was administered
at a rate of 0.8 U/kg per h and then to rates not sig-
nificantly greater than those occurring in the normal
subj ects.

Before induction of hypercalcemia, the plasma concen-
tration of iPTH in the hemizygotes, 424±125 pg/ml
(+ 1 SD), was not significantly different from that of
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FIGuRE 5 Comparison of fractional phosphate excretion
over temporally comparable posthypercalcemic periods in
which PTE was either administered (closed symbols) or
withheld (open symbols) in both adult hemizygotes and
control subjects. When administered, PTE was initiated at
0 time. (A) Individual clearance values for hemizygote
G. M. (0) who received 6.61 mmol neutral sodium phos-
phate prime in both studies, and for a normophosphatemic
control subject (A). (B) Individual clearance values for
hemizygote J. S. (*), who received no phosphate prime
and for a hypophosphatemic control subject (A).
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FIGURE 7 Percent increase in glomerular filtration rate
(0), apparent renal plasma flow (renal clearance of PAH)
(U), and fractional phosphate excretion (A) over mean of
control clearance periods (three) at the time when the
values of CPO4/CIN first became significantly greater than
those of the control period in the hemizygotes and normal
control subjects. This time ranged from 90-120 min after
PTE was initiated.
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the normal control subjects, 484±83 pg/ml (±1 SD), a
value in the normal range established with the antibody
used (6). After the occurrence of hypercalcemia, the
mean decrease in plasma concentration of iPTH in the
hemizygotes, 134+69 pg/ml, was not significantly dif-
ferent from that in the normal control subjects, 187±95
pg/ml.

DISCUSSION

The results of the present study indicate that in patients
with FHR the phosphaturic response to circulating PTH
is exaggerated. When PTE was intravenously adminis-
tered to two adult hemizygotes with FHR in the post-
hypercalcemic state, FE P04 increased within minutes
from a negligible value to values significantly greater
than those of similarly studied control subjects, even
though the filtered loads of phosphate in the hemizygotes
were significantly lower than in the normal control sub-
jects. The greater values of FE P04 in the hemizygotes
reflected rates of renal reabsorption of phosphate that
were significantly less than those obtaining with identi-
cal cumulative doses of PTE in hypophosphatemic and
normophosphatemic control subjects. The abrupt and
striking increase in FE P04 that attended administration
of PTE was clearly caused by an increase in the cir-
culating level of renoactive PTH, and the increase would
appear to have been from a reduced level. In both hemi-
zygotes and control subjects, FE P04 and urinary ex-
cretion of cAMP remained reduced long after termina-
tion of experimental hypercalcemia unless or until PTE
was administered, whereupon the excretion of both cAMP
and phosphate increased within minutes with no dis-
cernible difference in their times of onset. At any cumu-
lative dose of PTE, urinary excretion of cAMP in the
hemizygotes was indistinguishable from that of control
subjects. An exaggerated phosphaturic response to PTE
persisted in the patients with FHR throughout the 4i h
of PTE administration and could not be related to dif-
ferences between patients and control subjects in extra-
cellular volume (22, 23), serum calcium concentration
during the study, percent of administered calcium re-
tained, or renal hemodynamic changes. Moreover, only
the phosphaturic response to PTE appeared to be
exaggerated.

It might be argued that the patient with intestinal
malabsorption, vitamin D deficiency, hypocalcemia, and
secondary hyperparathyroidism was not an ideal hypo-
phosphatemic control subject, since the phosphaturic
response to PTE might be blunted by such consequences
of malabsorption as contraction of extracellular fluid
volume (24, 25), depletion of potassium (22), and sys-
temic acidosis (23). But none of these (nor hypomag-
nesemia) was present in this patient at the time of study,
nor had they been present for at least 1 wk beforehand.

Although several observations suggest that vitamin D
deficiency per se might act to dampen net renal tubule
reabsorption of phosphate (26, 27), virtually complete
net renal tubular reabsorption of phosphate has been
observed in the vitamin D-deficient, hypophosphatemic,
phosphate-depleted rat (28). Presumably, the "blunted"
response to PTE in the hypophosphatemic, presumably
phosphate-depleted control subject was a consequence of
hypophosphatemia per se (29, 30).
The known and likely determinants of renal phos-

phate transport (with the obvious exceptions of the ge-
netic defect and the hypophosphatemic state) were de-
monstrably equalized in the patients and normal control
subjects of the present study. Only men 25 yr of age or
older were studied and none had received phosphate
therapy, vitamin D, or any of its analogues or deriva-
tives for at least 1 yr before study. Accordingly, inter-
pretation of the physiological data is not complicated by
whatever effects these agents or those metabolic events
attending somatic growth might have on renal tubular
transport of phosphate. When PTE was administered, the
patients with FHR were not different from the normal
control subjects with respect to posthypercalcemic status,
plasma concentration of PTH, renal tubular reabsorption
of phosphate (approximately 100%), serum concentra-
tion of calcium (normal), urinary excretion of cAMP,
receipt of PTE on dose per unit weight basis, renal
hemodynamics (as judged by measurements of the clear-
ance of inulin and paraaminohippuric acid), and non-
occurrence of phosphaturia or increased cAMP excre-
tion during temporally comparable posthypercalcemic
periods in which PTE was not administered. The re-
sults of the studies thus provide the first convincing evi-
dence that in the patients with FHR the phosphaturic
response to PTH is exaggerated, and strongly suggest
that the phenomenon reflects the genetic defect.

In two previously described boys with hypophospha-
temic vitamin D-resistant rickets, the possibility that the
phosphaturic response to administered PTE is exag-
gerated in patients with FHR can be entertained, but
a definitive conclusion cannot be made because of un-
certainties of diagnosis, experimental design, and meta-
bolic state of the patients. In a 6-yr-old boy with hypo-
phosphatemic vitamin D-resistant rickets studied by
Fraser et al. (31) FHR could not be diagnosed because
the boy's family history was "negative." In this patient,
200 U of PTE were administered subcutaneously dur-
ing a period of sustained intravenous administration of
calcium begun 48 h earlier. In a single clearance period,
that initiated by the administration of PTE, urinary ex-
cretion of phosphate increased from a negligible value
to a value greater than the apparent values obtaining
before administration of calcium. The possibility that the
transient phosphaturic response was related to a marked
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increase in renal blood flow, which almost invariably
occurs with large doses of PTE, could not be excluded
since the only index of renal hemodynamics reported was
the clearance of creatinine. Studies of control subjects
were not reported. Given the uncertain growth status
of the patient, it is problematic whether an appropriate
control study could have been carried out. In a pubes-
cent boy with hypophosphatemic vitamin D-resistant
rickets studied by Magid et al. (13) at age 14 and 15 yr,
after prolonged therapy with massive amounts of vitamin
D2 (8,000,000 IU day) had been discontinued for 6 wk
and 1 day, respectively, PTE was administered intra-
venously as single injections of either 200 or 25 U, with
and without prior induction of hypercalcemia. When
PTE was administered, FE P04 (clearance of phos-
phate/clearance of creatinine) increased transiently to
values greater than those occurring in a normal subject
of unspecified age, size, and growth status studied in a
similar way. Measurements of renal blood flow were not
reported. The patient may not have had classical FHR,
since FE P04 did not decrease after sustained hypercal-
cemia. Familial involvement could not be shown except
for the patient's possibly affected mother in whom
neither a posthypercalcemic reduction in FE P04 nor
an exaggerated phosphaturic response to PTE could be
demonstrated.
The present demonstration in the hemizygote that the

value of FE P04 plateaued after administration of 1.0
U/kg of PTE, despite further PTE administration (to 2.0
U/kg) and continued increase in urinary cAMP excre-
tion, suggests the presence of a residual component of
net phosphate reabsorption that is not responsive to PTE
or conditioned by cAMP response, at least in the con-
centrations of PTE achieved in this study. This residual
reabsorptive capacity was 34.7±+1.6 jmol/100 ml GF
with phosphate loading and 39.7±3.0 tmol/100 ml GF
without phosphate loading, a nonsignificant difference.
The data of Glorieux and Scriver suggest the presence
of a similar residual component of net phosphate trans-
port in hemizygotes with a capacity of approximately 50
zmol/100 ml GF (7).
At any cumulative dose of PTE in hemizygotes, uri-

nary excretion of cAMP was indistinguishable from that
of control subj ects irrespective of serum phosphate con-
centration, in accord with the findings of Glorieux and
Scriver (7). In the hemizygote, the finding that the dose-
response relationship between administered PTE and
cAMP excretion is indistinguishable from that of con-
trol subjects suggests that in patients with FHR the
renal response to PTE is not abnormal with respect to
membrane binding of PTE, adenyl cyclase activation
(32), and cAMP production (33).
An exaggerated phosphaturic response to circulating

PTH need not reflect an "abnormal" response of the

renal tubule to PTH (or cAMP) at the cellular level
of action of this hormone. Specifically, the exaggerated
phosphaturic response to PTE need not reflect a state
of hyperresponsiveness of those phosphate transport sys-
tems normally responsive to PTH. If in FHR the geneti-
cally transmitted abnormality acted to reduce reabsorp-
tion of phosphate in the proximal nephron by a PTH-
unresponsive mechanism, and if a normally large rate
capacity for phosphate reabsorption in the distal nephron
were inhibited by normal levels of PTH (34-41), the
magnitude of phosphaturia would be greater in patients
with FHR than in normal subjects at similar filtered
loads of phosphate and circulating levels of PTH, even
though responsiveness of the renal tubule to PTH was
normal at the cellular level. The difference in rate of
phosphate excretion would reflect the difference in rate
of delivery of phosphate out of the proximal nephron.
If, in the absence of PTH, the rate capacity for phos-
phate reabsorption in the distal nephron were sufficiently
great, net renal reabsorption of filtered phosphate in
FHR might be complete despite the persistence of a sub-
stantially reduced net reabsorption rate of phosphate in
the proximal nephron. In this circumstance, PTH could
be said to "unmask" the abnormality of the PTH-un-
responsive phosphate transport mechanism of the proxi-
mal nephron. It is apparent that the unmasking of an ab-
normality of the PTH-unresponsive phosphate transport
mechanism in the proximal nephron might also be con-
tributed to (or even accounted for) by the effect of PTE
to further decrease reabsorption of phosphate in the
proximal nephron.
The results of the present study are also consistent

with the possibility that in patients with FHR, a PTH-
responsive phosphate transport mechanism in the proxi-
mal and(or) distal nephron is genetically altered such
that it is hyperresponsive to the phosphaturic effect of
PTH. Such hyperresponsiveness might stem from a
genetically determined defect in one of the determinants
of the PTH-responsive phosphate transport system or in
the transport system per se. In patients with FHR, the
increase in intracellular concentration of cAMP induced
in the renal tubule by subphysiological amounts of PTH
might be greater than that induced in normal subjects.
The finding of a similar, PTH-induced increase in uri-
nary excretion of cAMP in the patients with FHR and
control subjects provides no support for this possibility
but does not exclude it. In FHR, hyperresponsiveness to
the phosphaturic response to PTH could reflect a genetic
defect in a component of the phosphate transport sys-
tem that normally acts to dampen the phosphaturic re-
sponse to PTH-induced increase in intracellular concen-
tration of cAMP.

In patients with FHR, a genetically determined de-
fect in the metabolism of vitamin D could underlie the
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exaggerated phosphaturic response to PTH. 25 (OH) D3,
the principal initial metabolite of vitamin D3 (42), can
act directly on the renal tubule to increase its net phos-
phate reabsorption (27, 43, 44) and, in parathyroidecto-
mized rats, to blunt the phosphaturic response to ad-
ministered PTH (43). Although it is not clear that
25 (OH) D3 or its metabolite 1,25 (OH)sD3 (which is
made exclusively in the renal cortex) (45-47) acts di-
rectly on the PTH-responsive phosphate transport sys-
tem, 25 (OH) D3 acts to enhance renal reabsorption of
phosphate in the rat only in the presence of PTH (43,
44). This suggests that PTH may act to convert 25-
(OH)D3 to a metabolite normally required for enhanced
renal transport of phosphate. PTH is known to enhance
conversion of 25 (OH) D3 to 1,25 (OH)2D3 (48, 49) and
possibly to 24,25(OH)2D3 as well in some circumstances
(50). The PTH-responsive phosphate transport sys-
tem might then normally be modulated by 25 (OH) D3 or
one of its metabolites such as to dampen the phospha-
turic effect of PTH. If so, hyperresponsiveness to the
phosphaturic effect of PTH in patients with FHR might
reflect a genetic defect that acts to prevent or dampen
the conversion of 25 (OH) D3 to a metabolite that nor-
mally acts on the PTH-responsive transport system to
blunt the phosphaturic effect of PTH.
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