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Article of Interest 
Tweeddale, M et al. Antihypertensive and biochemical effects of chlorthalidone. Clinical Pharmacology and
Therapeutics. 1977. (Click to Access) 

Context and Study Objective 
By historical standards, current diuretic doses are quite low; however, this wasn't always the case. This paper
sought to establish the dose-response curve of chlorthalidone among hypertensives with an emphasis on dose related
anti-hypertensive efficacy and side effects. 

Design, Setting, and Participants
In a double blind fashion, treatment naive hypertensive individuals received 25, 50, 100 or 200mg of chlorthalidone
in a random fashion for 8 weeks with a minimum 4 week washout period between dose adjustments. Individuals
with a creatinine > 2.0 mg/dL were excluded. A "no salt added diet" was encouraged. 

Results
-37 patients completed the study, 50% of which were
women. 1 patient was African American. Mean arterial
pressure (MAP) was 132 mm Hg (120/ 80 mm Hg
equals MAP of approximately 93 mm Hg). No other
relevant characteristics were provided.        
-Top Figure: There was no statistically significant
increase in anti-hypertensive effect with escalating
chlorthalidone doses.   
 -Bottom Figure: In a dose dependent fashion, serum
potassium declined between 0.4-1.0 mEq/L and serum
uric acid rose from 1.2-1.8 mEq/dL.  
-Blood urea nitrogen and creatinine did not vary by dose.
Episodes of acute kidney injury, changes in fasting blood
glucose, and lipid parameters were not reported. 
-Symptom questionnaires failed to reveal a difference in the frequency of gout, cramping, or fatigue. 

Clinical Perspective 
-Senior physicians often recall a time when furosemide was
administered as 500mg IV boluses;  current housestaff rarely
prescribe more than 25mg of hydrochlorothiazide. This
transition in dosing practices was only made possible by
early dose finding studies such as this one.
-While perhaps self-evident to younger physicians, using
low dose therapy was an innovation allowing patients to
capture nearly the entire anti-hypertensive benefit of a
medication with only a fraction of the adverse effects
experienced at higher doses. A later newsletter will explore
the merits of low dose therapy. 
-Shortcomings of the study include a lack of standardization
of salt intake and virtually no African Americans. However,
the results are consistent with the larger literature. 

Subscribe I About I Archives  
         www.ConceptsInHypertension.org              

Creator & Author: Hillel Sternlicht, M.D.
© 2016 Concepts in Hypertension

http://r20.rs6.net/tn.jsp?f=001nrW0Q4nAV2boqNpk3YpxxpOXwvuFgV4FqrvD1znWV24DbKagqpq6vrKz2WuvKPkU7OZH8jd_TmqLzqLXBMfe3JSSHnqUX-mxylQciaTU6WelccR_3noLwWIS9X22jzS2xiq_zm3zU7Z5eaUbX7wn5WpELE1xAybWPVLS6ivIb9M0PSEdDP_b3Q==&c=&ch=
http://r20.rs6.net/tn.jsp?f=001nrW0Q4nAV2boqNpk3YpxxpOXwvuFgV4FqrvD1znWV24DbKagqpq6vrWP2qlDcV7xE2AvWE7szwvM8mdo967ltWll_ExZOdfMBq_p4XKCQ2h5j9dE-PB7BPftJij7xlo__k8I1YkxGcv7RxBbgQT97KF2szHIbtu-y1ZKY1eWUEnD4qVzmPya7R3i5bAvgmax0IIoTER28N6DFh1kpA0LsMKW4Ef97-_NZGuG9B3ZF9YbVg8vgs6f5Q==&c=&ch=
http://r20.rs6.net/tn.jsp?f=001nrW0Q4nAV2boqNpk3YpxxpOXwvuFgV4FqrvD1znWV24DbKagqpq6vrKz2WuvKPkU1ZPiYiWBZF6tkXsKY_1v7F3cXlNKLH4MRnjaKnKOUhwxmSNpDGvaeIoZmKZenpCDo9gVtPWJ4Lyb7DZHlz_kjpL7fTI5Db3yC-wOWVIqTX3jIoaMAfJ2Y78hePCf7YlTbkYTdxj-gY4=&c=&ch=
http://r20.rs6.net/tn.jsp?f=001nrW0Q4nAV2boqNpk3YpxxpOXwvuFgV4FqrvD1znWV24DbKagqpq6vrKz2WuvKPkU1ZPiYiWBZF6tkXsKY_1v7F3cXlNKLH4MRnjaKnKOUhwxmSNpDGvaeIoZmKZenpCDo9gVtPWJ4Lyb7DZHlz_kjpL7fTI5Db3yC-wOWVIqTX3jIoaMAfJ2Y78hePCf7YlTbkYTdxj-gY4=&c=&ch=
http://r20.rs6.net/tn.jsp?f=001nrW0Q4nAV2boqNpk3YpxxpOXwvuFgV4FqrvD1znWV24DbKagqpq6vvZ_2BAUzQDgmvIN1SpqdWuxeQe3VUNg9ppgpyBgMPkkl5tNBrw5qvP9gHTII0zUSpBs1XKRm2h-viQznrIAWCvkjNz16W7a7v2uuzQCQ4LDm010awpl3kk=&c=&ch=
http://visitor.r20.constantcontact.com/manage/optin?v=001lOjOxprE3Ocs0UPoQ7X46K9-mbwIymxnk0riPHiCk8P7ZX0esDTR7rAKtXvfUUWEHlTjzHvTdTWwzC08h0cSFMwUjNOHX9EYuGq-s95l5Yc%3D
http://r20.rs6.net/tn.jsp?f=001nrW0Q4nAV2boqNpk3YpxxpOXwvuFgV4FqrvD1znWV24DbKagqpq6vlKmNNC16qwQtE3LgKdkm9VMKho5RGRhYnv1SHJHaMZVhCF_u8JtKA_DzdKIH3SpJkxRG_28ddh20pGGHhHRHaN-atvUyoFYo9h4sumUjA0tpXoOmLo0o6qsbc9Esmn8kcprpmWIzmNP&c=&ch=
http://r20.rs6.net/tn.jsp?f=001nrW0Q4nAV2boqNpk3YpxxpOXwvuFgV4FqrvD1znWV24DbKagqpq6vlKmNNC16qwQtE3LgKdkm9VMKho5RGRhYnv1SHJHaMZVhCF_u8JtKA_DzdKIH3SpJkxRG_28ddh20pGGHhHRHaN-atvUyoFYo9h4sumUjA0tpXoOmLo0o6qsbc9Esmn8kcprpmWIzmNP&c=&ch=
http://r20.rs6.net/tn.jsp?f=001nrW0Q4nAV2boqNpk3YpxxpOXwvuFgV4FqrvD1znWV24DbKagqpq6vlKmNNC16qwQtE3LgKdkm9VMKho5RGRhYnv1SHJHaMZVhCF_u8JtKA_DzdKIH3SpJkxRG_28ddh20pGGHhHRHaN-atvUyoFYo9h4sumUjA0tpXoOmLo0o6qsbc9Esmn8kcprpmWIzmNP&c=&ch=
mailto:Newsletter@ConceptsInHypertension.org
http://r20.rs6.net/tn.jsp?f=001nrW0Q4nAV2boqNpk3YpxxpOXwvuFgV4FqrvD1znWV24DbKagqpq6vlKmNNC16qwQtE3LgKdkm9VMKho5RGRhYnv1SHJHaMZVhCF_u8JtKA_DzdKIH3SpJkxRG_28ddh20pGGHhHRHaN-atvUyoFYo9h4sumUjA0tpXoOmLo0o6qsbc9Esmn8kcprpmWIzmNP&c=&ch=

