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( ~DEPARTMENTOFHEALTHANDHUMAN SERVICES 

'~~~......~ 
Food and Drug Administration 
Silver Spring MD 20993 

NDA 012616/S-074 SUPPLEMENT APPROVAL 

Pfizer, Inc. 
Attention: Sheetal Alur 
Sr . Man ager, Worldwide Safety and Regulat01y 
235 Eas t 42nd Street 
New York, NY 10017 

Dear Ms. Alur: 

Pleas e refer to your Supplemental New Dmg Application (sNDA) dated and received August 19, 
2013 , submitted under section 505(b)(1) of the Federal Food, Dm g, and Cosmetic Act (FDCA) 
for Aldactazide (spironolctonelhydrochlorothiazide) 25/25 mg, and 50/50 mg Tablets. 

This supplemental new dm g application provides for labeling revised as follows (additions are 
marked as underlined text an d deletions ar e marked as sa·iketffi·e·..-tgh teRt): 

1. Under PRECAUTIONS, the following text was added/deleted: 

Serum Electrolyte Abnormalities: Spironolactone can cause hyperkalemia. The 
risk of hyperkalemia may be increased in patients with renal insufficiency, 
diabetes m ellitus or with concomitant use of dm gs that raise sennn potassium (see 
Dm g Interactions). Hydrochlorothiazide can cause hypokalemia and 
hyponatremia. The risk ofhypokalemia may be increased in patients with 
cinhosis , brisk diuresis, or with concomitant use of chu gs that lower semm 
potassium. Hypoma gnesemia can result in hypokalemia which appear s difficult to 
treat despite potassium repletion . Monitor semm electrolytes periodically. 

All fl8.tieBts feeeiYiag 6-i"..ifetie tfteHiflY Sft9'..ila ae ea servea fef 9'/lSetiee ef flaia 9f 
eleea·e ly4:e i-fBaalaBee, e.g., ~emagaesemia, ft;'fl eaaa·emia, ft;'fl eehleremie 
aika:lesis, !iftS ft.)'flel€alemin ef ft.)'flet"l€alemia:. 

Serum aaa '..ifiae eleea·elyte aetenfti.aa:tieas ftfe flati iea la:d y lrBfl9liaftt Vlfteft th e 
fJatieat is vemitiag eJ~eessively er reeeiviag fJareateral flaias. Waraiag siga s er 
S)'rBfl1:9HlS ef flaia ftftS eleea·elyte imaa:laaee, lU9Sfl eeti'le e f 98:HSe, iaelaae 
aryaess efthe rB9'..itft, tftit·st, wea:l€aess, letha:fgy, Sf9VIsiness, festlessa ess, rB\.iSele 
fJaHlS er eramfJs, masea lar fatigae, ~eteasiea, eligaria, taehyearaia, aBe 
ga:sa·e ifttestifta:l 6-istat·aaaees sa eh ns aa:asea: !lfta Yemitiftg . HYflet"l€aleHlia: may 
eee:-tr ia fJatieats with imtJairea reaal fuaetiea er eJ~eessive fJetassi:-tm mtake aBe 
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can cause cardiac irregularities, which may be fatal. Consequently, no potassium 
supplement should ordinarily be given with ALDACTAZIDE. 

If hyperkalemia is suspected (warning signs include paresthesia, muscle 
weakness, fatigue, flaccid paralysis of the extremities, bradycardia, and shock), an 
electrocardiogram (ECG) should be obtained. However, it is important to monitor 
serum potassium levels because mild hyperkalemia may not be associated with 
ECG changes. 

If hyperkalemia is present, ALDACTAZIDE should be discontinued immediately. 
With severe hyperkalemia, the clinical situation dictates the procedures to be 
employed. These include the intravenous administration of calcium chloride 
solution, sodium bicarbonate solution, and/or the oral or parenteral administration 
of glucose with a rapid acting insulin preparation. These are temporary measures 
to be repeated as required. Cationic exchange resins such as sodium polystyrene 
sulfonate may be orally or rectally administered. Persistent hyperkalemia may 
require dialysis. 

Hypokalemia may develop as a result of profound diuresis, particularly when 
ALDACTAZIDE is used concomitantly with loop diuretics, glucocorticoids, or 
ACTH, when severe cirrhosis is present, or after prolonged therapy. Interference 
with adequate oral electrolyte intake will also contribute to hypokalemia. 
Hypokalemia may cause cardiac arrhythmias and may exaggerate the effects of 
digitalis therapy. Potassium depletion may induce signs of digitalis intoxication at 
previously tolerated dosage levels. Although any chloride deficit is generally mild 
and usually does not require specific treatment except under extraordinary 
circumstances (as in liver disease or renal disease), chloride replacement may be 
required in the treatment of metabolic alkalosis. 

ALDACTAZIDE therapy may cause a transient elevation of BUN. This appears 
to represent a concentration phenomenon rather than renal toxicity, since the BUN 
level returns to normal after use of ALDACTAZIDE is discontinued. Progressive 
elevation of BUN is suggestive of the presence of preexisting renal impairment. 

Reversible hyperchloremic metabolic acidosis, usually in association with 
hyperkalemia, has been reported to occur in some patients with decompensated 
hepatic cirrhosis, even in the presence of normal renal function. 

Dilutional hyponatremia, manifested by dryness of the mouth, thirst, lethargy, and 
drowsiness, and confirmed by a low serum sodium level, may be induced, 
especially when ALDACTAZIDE is administered in combination with other 
diuretics, and dilutional hyponatremia may occur in edematous patients in hot 
weather; appropriate therapy is water restriction rather than administration of 
sodium, except in rare instances when the hyponatremia is life threatening. A true 
low salt syndrome may rarely develop with ALDACTAZIDE therapy and may be 
manifested by increasing mental confusion similar to that observed with hepatic 
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We have completed our review of this supplemental application, and it is approved, effective on 
the date of this letter, for use as recommended in the enclosed, agreed-upon labeling text. 

CONTENT OF LABELING 

As soon as possible, but no later than 14 days from the date of this letter, submit the content of 
labeling [21 CFR 314.50(l)] in structured product labeling (SPL) format using the FDA 
automated drug registration and listing system (eLIST), as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Content 
of labeling must be identical to the enclosed labeling (text for the package insert), with the 
addition of any labeling changes in pending “Changes Being Effected” (CBE) supplements, as 
well as annual reportable changes not included in the enclosed labeling.   

Information on submitting SPL files using eLIST may be found in the guidance for industry 
titled “SPL Standard for Content of Labeling Technical Qs and As” at 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U 
CM072392.pdf. 

The SPL will be accessible from publicly available labeling repositories. 
Also within 14 days, amend all pending supplemental applications for this NDA, including CBE 
supplements for which FDA has not yet issued an action letter, with the content of labeling 
[21 CFR 314.50(l)(1)(i)] in MS Word format, that includes the changes approved in this 
supplemental application, as well as annual reportable changes and annotate each change.  To 
facilitate review of your submission, provide a highlighted or marked-up copy that shows all 
changes, as well as a clean Microsoft Word version.  The marked-up copy should provide 
appropriate annotations, including supplement number(s) and annual report date(s).   

PROMOTIONAL MATERIALS 

You may request advisory comments on proposed introductory advertising and promotional 
labeling. To do so, submit the following, in triplicate, (1) a cover letter requesting advisory 
comments, (2) the proposed materials in draft or mock-up form with annotated references, and 
(3) the package insert(s) to: 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Division of Drug Marketing, Advertising, and Communications 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

You must submit final promotional materials and package insert(s), accompanied by a Form 
FDA 2253, at the time of initial dissemination or publication [21 CFR 314.81(b)(3)(i)].  Form 
FDA 2253 is available at http://www.fda.gov/opacom/morechoices/fdaforms/cder.html; 
instructions are provided on page 2 of the form.  For more information about submission of 
promotional materials to the Division of Drug Marketing, Advertising, and Communications 
(DDMAC), see http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm. 
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All promotional materials that include representations about your drug product must be promptly 
revised to be consistent with the labeling changes approved in this supplement, including any 
new safety information [21 CFR 314.70(a)(4)].  The revisions in your promotional materials 
should include prominent disclosure of the important new safety information that appears in the 
revised package labeling.  Within 7 days of receipt of this letter, submit your statement of intent 
to comply with 21 CFR 314.70(a)(4) to the address above or by fax to 301-847-8444. 

REPORTING REQUIREMENTS 

We remind you that you must comply with reporting requirements for an approved NDA 
(21 CFR 314.80 and 314.81). 

If you have any questions, please call: 

Lori Anne Wachter, RN, BSN 
Regulatory Project Manager for Safety 
(301) 796-3975 

Sincerely, 
 
{See appended electronic signature page}  
 
Mary Ross Southworth, PharmD. 
Deputy Director for Safety 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation 1 
Center for Drug Evaluation and Research 

 
ENCLOSURE: 
Content of Labeling 
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This is a representation of an electronic record that was signed 
electronically and this page is the manifestation of the electronic 
signature. 

/s/ 

Lori A WACHTER 
01/17/2014 

MARY R SOUTHWORTH 
01/17/2014 
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