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TERAZOSIN HYDROCHLORIDE TABLETS

DESCRIPTION
y de. an alpha-1 0 blocking agent. is
3 quinazoline vative r by the name and struc-

ep
tural tormuta:  (RS) Piperazine, 1- (4 ammo—s 7- dnmelhoxy 2-quinazolinyl)-4-
[ftetrahydro-2- arbonyl}-,

NH,

CH,O )\ /-—\N—gi J e

Molecutar Formula: € gHgN.O,-HCI
Terazosin hydrochloride is a white, crystalline subsiance, freely soluble in
water and isotonic saline and has a ‘moleculas weogm of 423.89. Each tablet, for
oral hy: lent 1o 1 mg, 2 mg.
$mg, or 10 mg of levamsm

CHyO

Inactive Ingredients:

1 mg tablel: corn starch, lactose monochydrate, magnesium slearate, povi-
done and 1alc.

2 mg tablet: corn slarch, D&C Red No. 30. FD&C Yellow No. 6, lactose mono-
hydrate, magnesium stearate. povidone and taic.

5 mg tablet: corn starch, D&C Red No. 30, FDAC Blue No. 1. FDAC Yellow
No. 6, lactose monohydrate, magnesium stearate, povidone and talc.

10 mg 1ablet: corn starch, D&C Yellow No. 10, FDAC Blue No. 2, lactose

y gt stearate, povi and takc.

CLINICAL PHARMACOLOGY

Pharmacodynamics:
A. Benign Prostatic Hyperplasia (BPH)

The symptoms associated with BPH are related to bladder outtet obstruction
which is i of two D a static o and 3
dynamic component. The stafic componenl is a consequence of an increase in
prostate size. Over time, the prostate will continue to enlarge. However, clinical
studies have demonstrated that the size of the prostate does not correlate with the
severity of BPH symploms or the degree of urinary obstruction.! The dynamic
component is a function of an increase in smooth muscle tone in the prostate and
bladder neck. eading 10 conslriction ot the bladder outiel. Smooth muscle tone is

by syr ic nervous stimulation of alpha- 1 adrenoceptors, which are
abundant in lhe prostate, prostatic capsule and bladder neck. The reduction in
symptoms and improvement in wine flow rates following administration of lera-
2osin is refated to refaxation of smooth muscle pvotmced by blockade of alpha-!
adrenoceptors in the bladder neck and p there are relatively few
alpha-1 adrenoceptors in the bladder body terazosin 15 able to reduce the blad
des outlet ion without

Tevazosm has been extensively swudaed in 1222 men ‘with symptomatic BPH.
In three pl studies, symp and uroflowmetric mea-
sulements were performed approxi y 24 howrs ing dosing.
were Systemalically quantified usmg the Boyarsky index. The wesumnane eval
vated both obstructive {hestancy. intermittency. Iermmal dnbbﬁng wmpairment of
size and force ol stream, of P ptying) and iritative
{noctusia. daytime frequency . urgency, dysuria) syrvploms by rating each of the
9 symptoms trom 0 - 3, ftor a tolal score of 27 points. Results from these studies

indicated that y #mor y and peak
urine flow rales over placebo as h)llows
Symptom Score Peak Flow Rate
(Range 0 - 27) {mUisec)
Mean Mean Meat Mean

N__Baseline Change  {%} N__ Baseline Change {%}
Study 1 (10 mg)*
Titration 1o fixed dose (12 wks)
Placebo 55 97 -23 24) 54 10.1 «1.0 _(10)
Jerazosin 54 10.1 45 {45)°. 52 8.8 +30 (34}
Study 2 (2, 5, 10, 20 mg)®
Titration 1o response (24 wks)

Placebo B9 125 38 (30 | 88 88  +14 (16
Terazosin 85 122 53 {43 | 84 84 _ 29 (35)

Study 3 (1, 2, 5, 10 mg)*©

Titratior to response {24 wks)

Placebo 74 104 -1 [33)] 74 8.8 +12 (1)
in_ 73 109 46 @z | 73 86 426  (30)

a Highest dose 10 mg shown.

b 23% of patieni= an 10 mg. 41% of patients on 20 mg.

<

67% of patients on 10 mg.

Significantly {p < 0.05) more improvement than placebo.

In all three studies, both symplom scores and peak wrine flow rates showed
statistically significam improvement from baseline in patients treated with lesa-
20sin trom week 2 (or the first clinic v-sal) and thioughout the study duration.

Analysis of the effect of urinary sy
strated that compared to placebo, igniti
of i y. § i Y, Impai in size anxt lovce ot urinary sueam, sen
sation of i ing, terminal dribbling, daytime Irequency and nocturia.

Global assessments of overall urinary function and symptoms were also per-
formed by investigators who were blinded 1o patient treatmert assignment. in
studies 1 and 3. patients treated with terazosin had a significantly {p<0.001)
greater overall improvement compared to placebo treated patients,

In a short term study (Study 1), patients were randomized to eithes 2. 5 or
10 mg of terazosin or placebo. Patients randomized to the 10 mg group achieved
a statisticaily significant response in both symptoms and peak flow rate compared
to placebo {Figure 1).
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*  p< 0.05 compared to placebo group

In a long-term, open-label, non-placebo controtied clinical trial, 181 men were
followed for 2 years and 58 of these men were followed for 30 months. The effect
of terazosin on urinary sympiom scores and peak flow rates was maintained
throughout the study duration (Figures 2 and 3).

Figure 2
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*  p<0.05 vs baseline
mean baseline = 10.7

Figure 3

Mean Change in Peak Flow Rate from Baseline
Long-term, Open-Label, Non-Placebo Controlled Study (N=494)

Mean Change from Baseine

* p<0.05 vs. baseline
mean baseline = 9.9

in this long-term trial, both symptom scores and peak urinary flow rales
2 igrufi LY suggesting a relaxation of smooth

muscle cefts.

Jol of alpha-1 also lowers biood pressure in
hypertensive patients with perip I’ * i
treatment of normotensive men with BPH did not result in a clinically significant
blood pressure lowering effect:




Mean Changes in Blood Pressure trom
Baseline to Final Visit in all Double-Blind,
Placebo-Controlied Studies

Normotensive Hypertensive

Patients. Patients
DBP < 90 mmH: DBP > 90 mmH:
ean Wean

v N L] N

Placedbo 293 +0.1 a5 58
Terazosin 519 -3.3° 65 -14.4°
Placebo 293 404 45 A
Terazosin 519 22 65 -154°

P < 0.05 vs. placebo.

B. Hypertension
_1n animals, terazosin causes a decrease in bload pressure by decreasmg lotat

vascular ce. The
appears to be p mainly by of alpha- Te i
lood [+ 9 within 15 minutes following oral administra-

tion.

Palients in clinical trials of terazosin were administered once daily (the great
majority) and twice daily regimens with total doses usually in the range of 5-20 mo/day,
and had mild (about 77%, diaslolic pressure 95-105 mmHg} or moderate (23%,
diastolic pressure 105 ns mmHg) hypentension. Because terazosin, fike all alpha

can cause y large talis in blood pressure after the lirst dose

> or first tew doses, the initial dose was 1 mg in virtually all ials, with subsequent
* titration to a specified fixed dose of litration 1o some specified biood pressure end

poimt {usually a supine diastolic pressure of 950 mmHg).
Blood were at the end of the dosing interval

T {usually 24"100'5) aﬂd eftects were shown 1o persist throughout the interval, with
< the usual supine responses 5-10 mmHg systolic and 3.5-8 mmHg diastolic greates
. than placebo. The cesponses in the standing position tended 10 be somewhat larg-

e, by 1-3 mmHg, although this was not true in all studies. The magnitude of the
blood pressure responses was s-mlac to pvazosm and less than hydrochioroth-
iazide (in a single study of hyp n 24 hours afier
dosing. heart rate was unchanged.

Limited measurements of peak response (2-3 hours aler dosing) during
chronic terazosin administration mo-cale that it is greater than about twice the
trough (24 hour) response, some of at 24 hours,
presumably due to 3 tall in blood terazosin concentrations at the end of the dose
werval. This explanation is not established with certainty, however. and is not
consistent with the itarity of blood pi P to once daity and Iwice
Gaily dosing and with the ab ol an do:
over a range of 5-20 mg, i.e., it blood concemtrations had takien 1o he point of pro-

. viding less than full effect al 24 hours, a shorter dosing nterval or larger dose

should have jed to increased response.

Further dose response and dose duration studies are being canied out. Blood
pressure should be measued at the end of the dose interval; # fesponse is not
satisfaciory. patients may be tried on a larger dose or Wwice daily dosing regimen.
The iatter should also be considered it possibly blood presswre-related side
eftects. such as dizziness, palpitations, or onthostatic complaints, are seen within
a tew hours after dosing.

The greater biood presswre effect associated with peak plasma concentra-

tions {first few howrs after dosing) appears more position.
{greater in the erect position) than the eflect of terazosin at 24 hours and in the
erect position there is also a 610 beal per minute increase in hear rate in the first
few hours after dosing. During the first 3 hours after dosing 12.5% of patients had
a systolic pressure fall of 30 mmHg or more from supine to standing, or standing
systolic pressure below 90 mmHg with a tall of at least 20 mmHg, compared to
4% of a placebo group.

There was a tendency for patients 10 gain weight during terazosin therapy. In
placebo-controlled monotherapy trials, male and female patients receiving tesa-
zosin gained a mean of 1.7 and 2.2 pounds respectively, compared 1o losses of
0.2 and 1.2 pounds respectively in the placebo group. Both differences were sta-
tistically significant.

During controfled chinical trials, patients recewmg terazosin monotherapy had

a small but {a 3% taif pal to placebo in
total cholesleml and the combined fow-density ano very-low-density #poprotein
were n high-density hpoprotein frac-

" tion and mgrycenoes compared to placebo.

Anatysis of clinical y data

. i sug-
" gested the possiility of hemodilution based on decreases n hematocm hemo-
- glo%in, white blood cells, total proten and albumin. Decreases m hematocrit and

“Iotal protein have been observed with alpha-blockade and are afiributed to

.+ hemodikution.

.

- Pharmacokinetics:

Retative to solution, terazosin hydrochloride administered as tablets is essen-
llany completely absorbed in man. Food had Kitle of no effect on the extent of
but food delayed the time 10 peak Concentration by about 1 hour.

-eraZusm Nas DEen STowI (O LTIRIGO TTRNIMGE DEPAK L3t-pass metabIiem and

_nearly all of the circulating gose is i the form of parert drug. The plasma levels
peak about one how after dosing, and then decline with a hafi-life of approxi-

mately 12 hours. In a study that evaluated the effect ot age on terazosin pharma-
cokinetics, the mean plasma half-ives were 14.0 and 11.4 hours for the age group

-2 70 years and the age group af 20-39 years, respectively. After oral

tion the plasma clearance was decreased by 31.7% in pallerls 70 years of age or
older compared to that in patients 20-39 years of age.
*The drug is highly bound to plasma proteins and binding is constant over the

. chnicalty observed ion range. App y 10% of an orally adminis-

tered dose is excreted as parem oruq m lhe uﬂne and app'mmalely 20% is
excreted in the feces. The renal

. lunction had no significam ettect on ﬂ\e elmnanon of terazosin, and dosage

adjustment of terazosin 10 compensate ko the drug removal during nemoo-alysa
(approximately 10%) does nol appear 10 be y. Overall, ap

40% of the administered dose is excreled in the urine and approximalety 60% in
the teces. The disposition of the compound in animals is qualitatively simiar o
that in man.




INDICATIONS AND USAGE

Terazosin tablets are indi for the

Lmgn prostatic hypemlasna (BPH). There s a rapid response, wulh appmxvmale—
70% ol patients experiencing an increase in urinary flow and improvement in
-symptomns of BPH when treated with terazosin. The long-term eftects of terazosin
- ~on the incidence of surgery, acute urinary obstruction or other complications of

- SPH are yet to be determined.
- : Terazosin hydrochioride tablets are atso indicated for the treatment of hyper-
tension. Terazosin hydrochioride tablets can be used atone or in combination with
. other antihypertensive agents such as diuretics or beta-adrenergic blocking

agents.

. CONTRAINDICATIONS

Terazosin hydrochloride tablets are contraindicated in patients known to be
hypersensitive 10 terazosin hydrochioride.

WARNINGS
Syncope and “First-dose” Effect:
. H Terazosin, like other alpha- adrenergnc biocking agents, €an cause
. marked ing ot blood p! and

I syncope in assocuabon with the first dose or lirs! 'zw days of therapy. A sim-
ilar etfect can be anticipated it therapy is interrupted for several days and
then reshﬂed Syncope has also been reported with other alpha-adrenergic

agents in i with rapid dosage increases or the introduc-
tion of anomer anuhypmnsm drug. Syncope is believed to be due to an
ive effect,

: pisode has been preceded by a bout of seveu supravefmicubr bcrrycar-
. dia with heant rates ol 120-160 beaB per minute. Additionally, the possibnl»—

- ty of the contribution of to the P yp
sion should be considered.
To the likelil d of or i i treat-

ment shouid always be initiated with a 1 mg dose of lerazosm given at bed-
time. The 2 mg, S mg and 10 mg lableu are not md-cmd as initial mempy
N - Dosage should then be i slowly,
o o R _ the DOSAGE AND ADMINISTRATION section and addlllonal annhypenen—
ST .-, Sive agents shouid be added with caution. The patient should be cautioned
- to avoid situations, such as driving or harardous tasks, where injury could
+ result should syncope occur during initiation of therapy.

In early investigational studies, where increasing single doses up o 7.5 mg

were given at 3 day inlervals, tolerance to the fiust dose phenomenon did not pec-
" essanly develop and the “fwst dose™ effect could be observed at all doses.
.- Syncopat episodes occurred in 3 of the 14 subjects given terazosin at doses of

2.5. 5 and 7.5 mg. which are higher than the recommended initial dose; in addi-

tion. severe orthostatic hypotension (blood pressure fafiing to 50/0 mmHg) was

seen in two others and dizziness. tachy and %

most subjects. These adverse eflects afl occutred within 90 minutes of dosi dosing.

In three placebo-controled BPH studies 1, 2 and 3 (See CLINICAL PHAR-
MACOLOGY), the incidence of postural hypolens»on n the terazosin treated
natients was 5.1%, 5.2% and 3.7% respectively.

in muliple dose clinical trials involving nearly 2000 hyperiensive patients
treated with terazosin, syncope was reported in about 1% of patiems. Syncope
~as not necessarily associated only with the first dose.

¥ syncope occurs, the patient should be placed in a recumbent position
and treated supportively as necessary. There is evidence that the orthosta-
tic eftect of lerazosin is greater, even in chronic use, shortly after dosing.
The risk of the events is greatest during the initial seven days of treatment,
but continues at aH time intervals.

Priapism:
Rarely, (probably less than once in every several thousand patients), lera-
zosin and other aipha-1 gonists have been J with priapi (painful

penile erection. sustained for howrs and unrelieved by sexual nlef:ourse or mas-
turbation). Two or thwee dozen cases have been reported. Because this condi-
lion can lead to permanent impotence il not promptly ireated, patients must be
advised about the seriousness al the condition {see PRECAUTIONS: information
for Patients).

PRECAUTIONS

Generai:
Prostatic Cancer

Carcinoma of the prostate and BPH cause many of the same symptoms.
These two d q y co-exist. T , patients thought to have BPH
should be examined prior 1o starting lerazosin theraphy to rule out the presence
of carcinoma of the prostate.

Orthostatic Hypotension

While syncope is the most severe orthostatic eflect of terazosin (see WARN-
INGS). other symptoms of Jowered blood pressure, such as dizziness, ighthead-
edness and paipitations, were more common and occurred i some 28% of
patients in cknical tnals of hypertension. In BPH clinical trials, 21% of the patients
experienced one or more of the ing: dizziness. hyp
hypotension, syncope, ang vertigo. Patients with occupations n whn:h such
events represent potential problems shoutd be treated with particular caution.

- < Information foe Patients (see Patient Package Insert):

: " Patients should be made aware of the possibility of syncopal and orthostatic
symptoms, especialty at the initiation of thesapy, and to avoid driving of hazardous
tasks for 12 hours aher the first dose, after a dosage increase and after interrup-
tion of therapy when treatment is resumed. They should be cautioned to avoid sit-
uations where injury could result should syncope occwr during initiation of lera-
zosin therapy. They should also be advised of the need to sit or ke down when

symploms of lowered blood p occur, ugh these Sympi are not
always oﬂhoslabc and to be carelul when rising from a sitting or lying position. ¥
dizziness, light are they should be repont-

ed to the physician, so that dose adjustment can be considered.
Patients should aiso be told that drowsiness or somnolence can occur with
terazosin. requiring caution in people who must drive or operate heavy machinery.
Patients shouk? alse be advised about e possibilty of priapism as a result of
treatment with terazosin and other similar medications. Patients should know that
this reaction 1o terazosin is extremely rare, but that # it is not brought 1o immedi-
_ ate medical attention, it can lead lo permanent erectile dystunction (impotence).

Laboratory Tess
Small but g i in. white
. blood cells, total protein and abumin were observed in conlroled chmca’ riats.
These y findings
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with terazosin or up to 24 months had no significant eftect on prostate specific
antigen (PSA} levels.

Drug Interaction:
n mntvolled trials, terazosin has been added w0 diuretics, and several beta-
no [ were has
a!sobeen used in patients on a variety of concomitant therapies; wh-\e these were
not formal interaction studies, na interactions were observed. Terazosin has been
used concomitantly in at least 50 patients on the lollowing drugs of drug dasses:

!) y (e9.. P , aspirin, codeine, ibuprofen,
in); 2) iatics (e.q.. ery ycin, oprim and
10‘9); 3 g/ Symp: émetics (e.g.. pheny ine hy k
Yip ine hydrochioride, p: ine hy ide); 4) antigout
teg S} anti wnes {(e.g., phen . 8}
agems(eg a\enold hydr Vazi Y nazide, pr . 7) cor-
B} o inat agents le.g.. ids); 9) hypoglycemics; 10}
and izers (e.Q.. di
Use with Other Drugs:
In a study (<24} where in and were R con-
's mean AUCoz i 1% after the first verapamil dose

and atter 3 weeks of verapamit teatment it increased by 24% with associated

increases in C,,,, {25%) and C,,, {32%) means. Terazosin mean T,  decreased

hom!stmxslooshoursaﬂelawe&so! sig-

nificant difterences were not tound in the vevapamnl level with and without Nera-

zosm In a3 study (n-S) whe(e and it were con-

y. plasma disp apiop wasnolmnuencedbyconcomnam

£ ol n and i

increased linearly with dose at steady state after admm-suanon of terazosin plus
captopril (see DOSAGE AND ADMINISTRATION).

Carcinog i NP3t of Fertility:

Terazosn was devoid of e [ ial when in vivo and in
vitro {the Ames 1est. in vivo cylogenetics, the dominant lethal test in mice, in vive
Chinese hamster chromosome abemation test and V79 forward muation assay).

Terazosin, administered in the feed 10 fats at doses of B, 40, and 250 mg/kg/day
(70, 350 and 2100 mg/m?/day). tor two years, was associated with a statistically
significant increase in benign adrenal medullary tumors of male rats exposed 1o
the 250 mg/kg dose. This dose is 175 times the maximum recommended human
dose ot 20 mg (12 mg/rv). Femnale rats were unaftected. Terazosin was not onco-
genic in mice when administered in leed for 2 years at a maximwim tolerated dose
ot 32 mg/kg/day {110 mg/m?, 9 imes the maximum recommended human dose).
The absence of mutagenicity in a battery of tests, of tumorigenicity of any cell type
" the mouse carcinogenicity assay, of increased total tumor incidence in either
species. and ol prokiferative adrenal fesions in female rats, suggests a male rat
species-specific evemt. Numerous other diverse pharmaceutical ant chemical
compounds have atse been associated with benign adrenal medullary tumors in
male rats without supporting evidence for cavcv\ogemcty n man.

The eftect of erazosin on fertility was
ductive performance study in which mate and female 1a!s were aﬂm-nvslerea oval
goses of 8. 30 and 120 mg/kg/day. Four of 20 male rats given 30 sg/kg {240 mg/r;
20 times the maximum recommended human dose), and five of 19 male rats
given 120 mg/kg {960 mg/me; 80 times the maximum recommended human dose)
failed to sire a3 litter. Test weights and D gy were by reat-
mert. Vaginal smears al 30 and 120 mg/kg/day, however, appeared Yo comain
less sperm than smears trom contro! matings and good corelation was reponted
between sperm count and subsequent pregnancy.

Orat administration of terazosin for one o two years elicited a statisticalty sig-
nificant in the i of i atrophy in rats exposed 0 40 and
250 mg/kg/day (29 and 175 times the maximum recommended human dose), but
not in rats exposed 10 8 mg/kg/day (> 6 tmes the maximum recommended human
dose). Testicutar atrophy was also cbserved in dogs dosed with 300 mg/kg/day (>
500 times the maximum recommended human dose} for three monaths but not
after one year when dosed with 20 mg/kg/day (38 times the maximum recom-
mended human dose). This lesion has also been seen with prazosin hydrochio-
ride. another {marketed) selective-aipha-1 blocking agent.

Pregnancy:

Teratogenic effects: Pregnancy Cateqory C. Terazosin was not teratogenic in

enhev rats of rabbits when adminisiered at oral doses up to 260 and 60 times,
the ded human dose. Fetal resorptions
oocurled Py taB dosed with 480 mg/kg/day, approximately 280 times the maxi-
mum secommended human dose. increased fetal resorptions, decreased fetal
weight and an increased number of Supx y ribs were oby n off-
spring of rabbits dosed with 6C times the maximum recommended human dose.
These findings (in both speaes) were most likely secondary to maternal tCaicity.
There are no studhes in pregt women and the
satety of i inr g ,hasnmbeen Terazosin is not rec-
auring pregr y unless the iat henefit justifies the potential

risk 10 the mother and fetus.

Nonteratogenic effects: in a pen- and post-natal development study in rats,
significantty more pups died in the group dosed with 120 mg/kg/day (> 75 times
the maximum recommended human dose} than i the controt group during the
Guet-week POSIPSIUM Deridnd.

Nursing Mothers:

It is not known whether terazosin is excreted in breast mik. Because many
drugs are excreted in breast mikk, caution should be exercised when lesazosin is
administered o a nursing woman.

Pediatric Use:
Satety and eflectiveness in pediatric patierts have not been determines;:



ADVERSE REACTIONS

Benign Prostatic Hyperplasia

The incidence of treatment-emergent adverse everts has been ascertamed
from chnical trials conducted workdwide. All adverse events reported during these
trials were recorded as adverse ions, The inch rates below
are based on combined data trom six placebo-controfied trials involving once -a-
day admunistration of terazosin at doses ranging rom 11020 mg. TABLE 1 sum-
marizes those adverse everts reported tor patients in these trials when the inci-
dence rate k. ihe 1erazosin Group was at least 1% and was greater than that for
me placebo group, o where the veacbon ns of ciincal mlevest Asmema postural

and &

weve the ONy events that were s~gmﬁcan|?y {p<0.05) more common in pahens
receiving terazosin than in patients g placebo. The i of urinary
tract intection was significantly lower in me patients recewing terazosin than in
patients receiving placebo. An analysis of the ncidence rate of hypotensive
adverse events {see PRECAUTIONS) adjusted tor the length of drug treatment
has shown that the risk of the events is greatest during the initial seven days of
treatment, but continues at all time intervals.

TABLE ¥
ADVERSE REACTIONS DURING
PLACEBO-CONTROLLED TRIALS
BENIGN PROSTATIC HYPERPLASIA

Terazosin Placebo
BotI! SStem N= 636) {N= 360)
E

tAsthenia 7.4%" 3.3%

Flu Syndrome 2.4% 1.7%

Headache 49% 5.8%
CARDIOVASCULAR SYSTEM

Hypolension 0.6% 0.6%

Palpitations 0.9% 1.1%

Postural Hypotension 3.9%° 0.8%

Syncope 0.6% 0.0%
DIGESTIVE SYSTEM

Nausea t.7% 1.1%
METABOLIC/NUTRITIONAL DISORDERS

Peripheral Edema 0.9% 0.3%

Weight Gain 0.5% 0.0%
NERVOUS SYSTEM

Dizziness 91%" 4.2%

Somnolence 2.6%" 1.9%

Vertigo 1.4% 0.3%
RESPIRATORY SYSTEM

Dysprea 1.7% 0.8%

Nasal CongestionvRhmitis 1.9%" 0.0%
SPECIAL SENSES

Blurred Vision/Amblyopia 1.3% 0.6%
UROGENITAL SYSTEM

Impotence 1.6%" 0.6%

Urinary Tract Infection 1.3% 3.9%"
th and latigue.

“ p<0.05 comparison between gvonps

Additional adverse reactions have been reported. but these are, in general,

not distinguishable from symptoms that might have occurred in the absence of
exposure to terazosin. The safety protile of patients treated i the long-term open-
labet study was similar 1o that observed in the controlied studies.
The adverse events were usually ient and mid or ini iy,
sometimes were serious enough lo interrupt reatment. In the placebo-con-
£0 Clinical 1ias, the fates of grematug lentinalicn due 1o adverse events
were not statistically different between the placebo and terazosin groups. The
adverse events that were bothersome, as judged by their being reported as rea-
sons tor discontinuation ot therapy by at least 0.5% of the terazosin group and
being reparted more often than in the placebo group, are shown in TABLE 2

TABLE 2
DISCONTINUATION DURING
PLACEBO-CONTROLLED TRIALS
BENIGN PROSTATIC HYPERPLASIA

Terazosin Placebo
Bod! s¥aum (N=638) {N= 360)
OLE

Fever 0.5% 0.0%

Headache 1.1% 0.8%
CARDIOVASCULAR SYSTEM

Postural Hypotension 0.5% 0.0%

Syncope 0.5% 0.0%
DIGESTIVE SYSTEM

Nausea 0.5% 0.3%
NERVOUS SYSTEM

Dizziness 2.0% 1.1%

Vertigo 0.5% 0.0%
RESPIRATORY SYSTEM

pnea 05% 0.3%

SPECIAL SENSES

Blurred Vision/Amblyopia 0.6% 0.0%
UROGENITAL SYSTEM

Urinary Tract Infection 0.5% 0.3%
Hypentension

The prevalence of adverse ions has been I rom clinical trials
conducted primarily in the United States. Al adverse experiences (events) repon-
ed during these trials were as adverse . The prevalence rates
presented below are based on i data trom placebo-
trials i ng once-a-day i ion of in, as apy of i com-

bination with other antihypertensive agents, at doses ranging from 1 to 40 mqg_
TABLE 3 summnarizes those adverse experiences reported for patiems in these
trials where the prevalence rate in the terazosin group was at least 5%, where the

h rate los the in group was at least 2% and was greater than the
prevalenoe tate for the placebo group. of where the reaction is of particular inter-
est. Asthenia, blurred vision, dizziness, nasal congestion, nausea, peripherat
edema. palpitations and somnolence were the ooiy synvtons that were Signif-
cantly (p < 0.05} more in patients than n patiems
receiving placebo. Similar adverse reaction rates were observed in placebo-con-
trolled monotherapy trals.

TABLE 3
ADVERSE REACTIONS DURING
PLACEBO-CONTROLLED TRIALS

HYPERTENSION
Terazosin Placebo
Body System (N= 859) (N= 506)
BODY AS A WHOLE
1Asthenia 11.3%° 4.3%

Back Pain 2.4% 1.2%



D

eadache 16.2% .. 158%
CARDIOVASCULAR SYSTEM =
Palpitations 4.3%" 3 1.2%
Postural Hypotension 1.3% ] 0.4%
Yachycardia 9% ¥ 12%
e
mcesnve SYSTEM ~
4.4%" < 1.4%
uenaoucmmnmonu msonosns Sl
0.9% Y 06%
Peﬂphelal Edema 5.5%" i24%
Weight Gain 0.5% 0.2%
MUSCULOSKELETAL SYSTEM
Pain-Extremities 3.5% 3.0%
NERVOUS SYSTEM >
Depression 0.3% o 0.2%
Dizziness 19.3%" X> 75%
Libido Decreased 06% —< 0.2%
Nervousness 2.3% 1.8%
Paresthesia 29% —a 1.4%
Somnolence 5.4%" 2.6%
RESPIRATORY SYSTEM oo
Dyspnea 3.1% 2.4%
Nasat Congestion 5.9%" 3.4%
Sinusitis 26% B3 1.4%
SPECIAL SENSES 8
Blurred Vision 1.6%" 0.0%
UROGENITAL SYSTEM
Tmpotence 1.2% 1.4%
i de and fatigue.

t . k
* Statistically significant at p=0.05 fevel.

Additional adverse reactions have been reported. but these are, in general,
not u-smgmshaue from symptoms that rmgm have occurred in the absence oi
The adverse ions were repo
byalleastl%oli!)ﬂpahentswho i n or open,
short- or jong-term clinical Irials or have been reported during marketing experi-
ence: Body as a Whole: cheSIpam tacial edema, fever, abdominal pain, neck
pain, shoulder pain; C. #ar System: y a, Dig
Systam: oonshpauon diarrhea, dry moum 4

ySP

gout; System: aﬂhn~
tis, jont d-sordev myalgva Nervous Syslem anxiety, msonrua, Resnratory
System: cold
pharyngitis, monms Skm andAppendages prumus 1ash swealing; Speaal
Senses: i tinnitus; Urog. Syslem urinary fre-
quency, usinary i C P Hy rep: n p ! women, wri-
nary vact inection.

that in rare instances patients may
Oevelop allergic reactvors ncludmg anaphyiax-s blow-ng admnslranon of tera-
zosin. There have been reports of p during pe

The adverse reactions were usualy mild or moderate in mlensny but some-
fimes were serious enough 10 i The adverse that were
most bothersome, as judged by their being reponed as reasons lor discontinua-
tion of therapy by at least 0.5% of the terazosin group and being reported more
often than in the placebo group, are shown in TABLE 4.

TABLE 4
DISCONTINUATION DURING
PLACEBO-CONTROLLED TRIALS

HYPERTENSION
Terazosin Placebo
Bod§ System (M= 859) (N=506)
WHOLE

Asthenia 1.6% 0.0%

Headache 1.3% 1.0%
CARDIOVASCULAR SYSTEM

Pafpitations 1.4% 0.2%

Postural Hypotension 0.5% 0.0%

S 0.5% 0.2%

Tachyca 0.6% 0.0%
DIGESTIVE SYSYEM

Nausea 0. 0.0%

METABOLIC/NUTRITIONAL DISORDERS

Peripheral Edema 0.6% 0.0%
NERVQUS SYSTEM

Dizziness 31% 0.4%

Paresthesia 0.8% 0.2%

Somnolence 0.6% 0.2%
RESPIRATORY SYSTEM

Dyspnea 0.9% 0.6%

Nasal Congestion 0.6% 0.0%
SPECIAL SENSES

Biunet Vision 0.6% G.0%

OVERDOSAGE

Shouid of in tead to hyp ion, support of the cardio-

vascular system is of first imp! e R ion of blood p and normal-

ization of heart rate may be accomplished by keeping the panem in the supine
posmon It this measwre is inadequate, shock should first be treated with volume
Y. should then be used and renal function
shouldbe U and as needed. L. y data indicate that ter-
azosin is highly protein bound; therefore, dialysis Mmay not be of benefi.
o




DOSAGE AND ADMINISTRATION

" in hy inistration is disconts for several days,
therapy should be reinstituted using the initial dosing regimen.

Benign Prostatic Hyperplasia:
tnitial Dose:
1 mg at bedtime is the sianing dose for ali patients, and this dose should not
be exceeded as an initial dose. Patients should be closely followed during initial
in order 10 minimize the risk of severe hypotensive response.

Subsequent Doses:

The dose should be increased in a stepwise fashion to 2 mg, 5 mg or 10 mg
once daily to achieve the desiked improvement of symptoms and/or flow rates.
Doses of 10 mg once daily are generafly required for the clnical response.
Therefore. reatment with 10 mg for a minimum of 4 - 6 weeks may be required to
assess whether a L has been achi Some patients may not
achieve a clinical respt despite ap iate titration. gh some addition-
al patients responded at 20 mg daily dose, there was an insufficient number of
patients studied 1o draw definitive conclusions about this dose. There are suffi-
cient data lo support the use of higher doses for those patients who show inade-
quate of no response 10 20 mg dady.

Use with Other Drugs:

Caution should be observed when in is i i y
with other antil agems i Ihe calcium channel biocker vera-
pami, to avoid the ibi ing signil Y ion. When using

and other antihypertensive aqe dosage reduction and

retitration of either agent may be necessary {see PRECAUTIONS)

Hypertension:

The dose of terazosin hydrochloride and the dose interval (12 or 24 hours)
should be adjusted according to the patient's individual blood pe
The following is a guide to its administration;

nitial Dose:

1 mq at bedtime is the starting dose for all patients, and this dose should not
be exceeded. This initial dosing regimen should be strictly observed to minimize
the potential for severe hy ive effects.

Subsequent Doses:

The dase may be slomly increased to achieve the desired blood pressure
response. The usual recommended dose range is 1 mg to 5 mg administered
once a day; however, some patients may benefit iom doses as high as 20 mg per
day. Doses over 20 mg do not appear to provide further blood pressure effect and
doses over 40 mg have not been studied. Blood pressure should be monitored at
the end of he dosing interval to be sure control is maintained throughout the inter-
val. t may also be helplul to measure blood pressure 2-3 hours aftes dosing o see

it the i and are similar, and to evaluate symptoms
such as dizziness of pab:lahons “which can resul from excessive hypotensive

P " is st L at24no\nsanmeaseddose
wuseo'alw-cedawy g canbe i

discontinued for several days or longer, therapy should be relnsmuled
using the initial dosing regimen. In chnicat trials, except for the initial dose. the
dose was given in the moming.

Use with Other Drugs: (see above)

HOW SUPPLIED
Terazosin Hydrochloride Tablets are available in four stengths:

The 1 mg tablet is a white, unscored, oval shaped, flat face beveled edge
compressed tablet, engraved N 842 on one side and 1 on the reverse. They are
supplied as follows:

NDC 55953-842-40 botties of 100

NDC 55953-842-70 bottes of 500

NDC 55953-842-80 bottles of 1000.

NDC 55953-842-41 wnit dose packages of 100.

The 2 mg tablet is a dark orange, unscored, oval shaped, fiat face beveled
edge compressed tablet, engraved N 843 on one side and 2 on the reverse. They
are supphed as follows:

NDC 55953-843-40 botties of 100

NOC 55953-843-70 botties of 500

NDC 5$5953-843-80 bottles of 1000.

NDC 55953-843-41 unit dose packages of 100.

The 5 mg tablet is a brown, unscored. oval shaped. flat face beveled edge
compressed tablet, engraved N 844 on one side and 5 on the reverse. They are
supphied as follows:

NDC 55953-844-40 botties of 100

NDC $5953-844-70 bottles of 500

NDC $5953-844-80 bottles of 1000.

NDC 55953-844-41 unit dose packages of 100.

The 10 mg tablet is a dark green, unscored, oval shaped, flat face beveled
edge compressed tablet, engraved N 847 on one side and 10 on the reverse.

NODC 55953-847-40 botties of 100

NOC 55953-847-70 bottles of 500

NOC 55953-847-80 bottles of 1000.

NDC 55953-847-41 unit dose packages of 100.

Di in a tight, ight-res iner as defined in the USF.

Store at controfled room temperature, 15° to 30°C (59° to 86°F).

CAUTION: Federal (U.S.A) law p P g without p

REFERENCE

1. Lepor H. Role of alph: n the of benign
prostatic hypenrophy Proslale 1990: 3: 75-84.

Manutactured by: Novopharm® Limited

Torono, Canada M1B 2K9

Manufactured for: Novopharm® USA tnc.
Schaumburg. It 60173

issued: October 1996
84321 Sub. 03
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*Each tablet contains: terazosin hydrochloride
equivalent 10 1 Mg Of 16fa208IN.

This unit 8ose Packaging is not child-resistant.
Siote al controlied soom lempatature, 15° to 30°C
(59° 10 86°F). Protact trom light.
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sEach tablet contains: Israzosin hydrochioride

aquivaient to 1 mg of lerazosin.

This unit dose packaging is nol child-resistant.
Stora &1 controlied room temperaiure, 15* 10 30°C

(59 10 88°F). Protect from light.

Manutactured by Novopharm Limited, Toronto, Canade M18 263
fof USAinc.,

Area for Lot and Exp.

*Each tablet contains: terazosin hydrochioride
equivaient to 1 mg of tetazosin,

This unit dose pPACKagng Is not child-resistant.
Store al controlied room temperature, 15 1o 30°C
(58" 10 86°F). Protect from light.

Manutactured by: Novopham Limated, Toronto, Canada M18 2K9
lor; USA Inc., L 60173

L80173

Area for Lot and Exp.
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100 TABLETS
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Caution: Federal law prohibits

Terazosin
il el

Hydr
Tablets

“Each tablet containe: lerazosin hydrochioride
oquivalent 10 1 mg of erazosin.

This unit doss packaging is not chikd-resistant.
Store at controbied room temparature, 15¢ to 30°C
(59" to BE"F), Protect lrom lighl.

Manutactured by: Novopharn Limded, Tormnto, Canada M1B 2K6
USAme., 4600173

Area for Lot and Exp.
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*Each tabiet contains: teazosin hydrochioride
equivaient to 2 mg ol tarazosin.

This unit dose PACKEQIng is not child-rasistant.
Store at controlied room temperature, 15° to 30°C
{59° to 88°F). Protect trom fight.
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*Each tablet conteing: lerazosin hydrochioride
oquivalent {0 2 mg of werazosin.

This unit dose packaging is not child-resistant.
Store at conirolied room temperature, 15° to 30°C
{59° 1o 86°F). Protect from light,

Manuisciured by: Novophamn Limited, Toronio, Canade M18 2K9
USA ., 180173

Area for Lot and Exp.
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“Zach tablel containa: lerazosin hydrochioride
equivalent to 2 mg of terazosin.
This unit dose packaging s noi child-resistant.
Store at controlied room lsmperaturs, 15° 1o 30°C
(59° to B8°F). Protect irom light.

g&::ﬂgsﬂ Toronto, Canade M1B 2K9
USAinc., i 80172

Area for Lot and Exp.
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Terazosin
Hydrochloride
TabletsAPP/%;v
m Fm law pvm

*Each tablet containa: Wrazosin hydrochioride
squivalent 10 2 mg of tefmzoein,
4::5583%::233.3-.2-3
Siore at controtied room temperature, 15° o 30°C
(50° 1o B8°F), Protect from Hght.

:5}9-83:9823:13436 Canada M18 2K$
wenrs

Area for Lot and Exp.
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“Bach tablet containe: terazosin hydrochloride
equivaient to 5 mg of terazosin.

This unit dose packaging is not child-resistant.
Store al controlled room lemperalure, 15° to 30°C
(59° 1o BB°F). Protact from light,

Manutactured by: Novopham Limied, Torormo, Canada M1B 2K
USAInc, K. 80173

sEach tablet comaing: larazosin hydrochionide
?iso%&:;oz_a.g:_bi

Stors at controlled room temperature, 15* to 30°C
(59° to B6°F). Protect from light.

%2%58 Toromo, Canada M1B 2K8

USAInc.. 80173
8 66821
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100 TABLETS

Terazosin
Hydrochloride

*Each tablet comaine: terazosin hydrochloride
aquivaient to 5 mg of terazosin.

This unit dose packaging is not child-resistant.
Siore al controiied room lemperature, 15¢ 1o 30°C
(59° to 86°F). Protect from light.

!Sssci_cﬂ Novophattn Limited, Toronto, Canada M18 2K9
USAwe, 1 60173

19998 66821
00'Aey  FDRVRD petung ]
vonwwson
1ot uewr oBexoBd weg vnsn

100 TABLETS
UNIT DOSE

5 mg‘MAY ,8

Caution: Federal law prohibhe
dispensifig without prescsiption.

Terazosin
Hydrochloride
Tablets /ABPI,

*Each tablet contsine: terazosin hydrochioride
squivaient 10 5 mg of terazosin.

Thia unit dose packaging is not child-tesistant.
Store st controtied room temperature, 15° 1o 30°C
{59* to B°F). 398:39 ight.

igvﬁg;ri«g Canaca M1B 2K
K 00173
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“Each tebiet contains: terazosin hydeachiorice

squivaient 1o 10 mg of lerazosin,

Thia unit dose packaging }s not child-resisian:,
Store at controlied room temparatura, 15° to 30°C

(59° 10 B6°F). Protect from fignt,

!!s-ni!v‘gia:r!..& 4§o Canada M1B 2¢9

A .,

Area for Lot and Exp.
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100 TABLETS

MAY™ 1

Terazosin
Tablets APPROVE

Hydrochloride
10 mg*

WFMWM

@spensing Wit prescription.

*Each tablet comalne: terazosin hydrochioride

squivalent 1o 10 mg of lerazosin.

This unit Sose packaging is not chiki-resistant.
Store at controlied room lemperature, 15° 10 30°C

(59° to BE*F). Protect trom light.
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TebkisAPPROVE

Hydrochloride
10 mg*

Caution: Federal law prohibits
Gspensing without prescription.

Terazc%m

“Each tablet conaine: terazosin hydrochioride
aquivalent to 10 mg of terazosin,

This unit dose packaging Is not child-resisiant.
Stors at controlied room iemperature, 15° 1o 30°C
(58° t6 B°F}. Protect trom light.

:.._.‘5583 Novopham _.558 Tomnlo, Canaca M1B 2¢8
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*Each tablet conains: terazonin hydrochioride
squivaient 10 10 mg of lerazosin,

This unit dose packaging is not child-resistant.
Store at controled room lemperature, 15° to 30°C
(50° 10 86°F). Protect Irom sght.

glni&qwg?rss&..—g Canade M18 29
JSA inc., Sohw w 60173

Area for Lot and Exp.
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PATIENT o
o —
3. DP’HOVED TERAZOSIN HYDROCHLORIDE TABLETS
)

1en used to treat HYPERTENSION or BENIGN PROSTATIC HYPERPLASIA (BPH)

»ase read this leafiet before you start taking terazosin hydrochioride tablets. Also, read it each time you get a new prescription. This is a summary and should NOT take the place of a full discussion
h your doctor who has additional information about terazosin. You and your doctor should discuss terazosin and your condition before you start taking it and at your regular check-ups.

razosin is used 10 treat high blood pressure (hypertension). Terazosin is also used 1o treat benign prostatic hyperplasia (BPH) in men. This leafiet describes terazosin as a treatment for hypertension
BPH.
1at is hypertension (high biood pressure)?

»d pressure is the tension of the blood within the blood vessels. It blood is pumped 100 forcetully, o if the blood vessels are too narrow, the pressure of the blood against the walls of the vessels
L

righ blood pressure is not treated, over time, the increased pressure can damage blood vessels of it can cause the heart 1o work too hard and may decrease the flow of blood to the heart, brain, and
neys. As a result, these organs may become damaged and not function correctly. If high blood pressure is controlied, this damage is less likely to happen.

ratment options for hypertension

n-drug treatments are sometimes effective in controlling miks hypertension. The most imponant lifestyle changes to lower biood pressure are to lose weight, reduce salt, fat, and alcobol in the diet,

t smoking, and exercise regularly. However, many hypertensive patients require one or more ongoing medications to control their blood pressure. There are different kinds of medications used to
at hypertension. Your doctor has prescribed terazosin for you.

1at terazosin does to treat hypertension

azosin works by relaxing blood vessels so that blood passes through them more easily. This helps to lower biood pressure.
13t is BPH?

» prostate is a gland located below the bladder of men. It surrounds the wrethra (you-REETH-rah), which is a tube that drains urine from the biadder. BPH is an enlargement of the prostate gland.

» symptoms of BPH, however, can be caused by an increase in the tightness of muscles in the prostate. If the muscles inside the prostate tighten, they can squeeze the urethra and slow the flow of
1. This can lead to symptoms such as:

weak or interrupted stream when urinating

feeling that you cannot empty your bladder completely

feefing of delay when you start to urinate

need to urinate often, especially at night, or

feeling that you must urinate right away.

atment options for BPH

e are three main treatrnent options for BPH:

‘ogram of monitoring or "Watchful Waiting™. Some men have an<«enlarged prostate gland, but no symptoms, or symptoms that are not bothersome. If this applies, you and your doctor may
«ide on a program of monitoring including regular checkups, instead of medication or surgery.

edication. There are different kinds of medication used 1o treat BPH. Your doctor has psescribed terazosin for you. See "What terazosin does to treat BPH" below.
wgery. Some patients may need surgery. Your doctor can describe several different surgical procedures 1o treat BPH. Which procedure is best depends on your symptoms and medical
ndition.

at terazosin does to treat BPH

1zosin relaxes the tightness of a certain type of muscle in the prostate and at the opening of the bladder. This may increase the rate of urine flow and/or decrease the symptoms you are having.
razosin helps relieve the symptoms of BPH. h does NOT change the size of the prostate, which may continue to grow. However, a larger prostate does not necessarily cause more or worse
mptoms.

-erazosin is helping you, you should notice an effect on your particuiar symptoms in 2 to 4 weeks of starting to take the medication.
'en though you take terazosin and it may help you, terazosin may not prevent the need for surgery in the future.

er important facts about terazosin for BPH
u should see an effect on your symptoms in 2 to 4 weeks. So, you will need to continue seeing your doctor to check your progress regarding your BPH and to monitor your blood pressure in
dition to your other reguiar check-ups.

ur doctor has prescribed terazosin for your BPH and not for prostate cancer. However, a man can have BPH and prostate cancer at the same time. Doctors usually recommend that men be
acked for prostate cancer once a year when they turn 50 (or 40 if a family member has had prostate cancer). These checks should continue even if you are taking terazosin.
-azosin is not a treatment for prostate cancer.

out Prostate Specific Antigen (PSA). Your doctor may have done a blood test called PSA. Your doctor is aware that terazosin does not affect PSA levels. You may want to ask your doctor more
out this if you have had a PSA test done.

it you should know while taking terazosin for hypertension or BPH
ININGS

zosin Can Cause A Sudden Drop in Blood Pressure After the VERY FIRST DOSE. You may feel dizzy, faint, or "light-headed" particularty after you get up from bed or from a chair. This is
2 likely to occur after you've taken the first few doses, but can occur at any time while you are taking the drug. 1t can also occur if you stop taking the drug and theawre-start treatment.

use of this efiect, your doctor may have told you to take terazosin at bedtime. If you take terazosin at bedtime but need 10 get up from bed to go to the bathroom, get up siowly and cautiously until
are sure how the medicine affects you. It is also important to get up slowly from a chair or bed at any time until you leam how you react to terazosin. You shouid not drive or do any hazardous
5 until you are used to the effects of the medication. if you begin to feet dizzy, sit or lie down until you feel better.

1 will start with a2 1 mg dose of terazosin. Then the dose will be increased as your body gets used fo the effect of the medication.
rer side effects you could have while taking terazosin include drowsiness, blurred or hazy vision, nausea, or "puffiness” of the feet or hands. Discuss any unexpected effects you notice
1 your doctor.

xmely rarely, terazosin and similar medications have caused painful erection of the penis, sustained for hours and unrelieved by sexual intercourse or masturbation. This condition is serious, and if
rated it can be followed by permanent inability to have an erection. If you have a prolonged abnormal erection, call your doctor or go to an emergency foom as soon as possible.

1o take terazosin

w your doctor’s instructions about how to take terazosin. You must take it every day al the dose prescribed. Talk with your doctor if you don't take it for a few days, you may have to restart it at a
1 dose and be cautious about possible dizziness. Do not share terazosin with anyone else; it was prescribed only for you.

' terazosin and all medicines out of the reach of children.

+ tablets below 86°F(30°C)

MORE INFORMATION ABOUT TERAZOSIN AND HYPERTENSION OR BPH, TALK WITH YOUR DOCTOR, NURSE, PHARMACIST OR OTHER HEALTH CARE PROVIDER.
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