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“La somnambule”, oil on canvas, 1897, Edouard Rosset-Granger 



LUCY WESTENRA’S DIARY 

 

12 September 

 

How good they all are to me. I quite love that dear Dr. Van Helsing. I wonder why he 

was so anxious about these flowers. He positively frightened me, he was so fierce. And 

yet he must have been right, for I feel comfort from them already. Somehow, I do not 

dread being alone tonight, and I can go to sleep without fear. I shall not mind any 

flapping outside the window.  

 

Oh, the terrible struggle that I have had against sleep so often of late, the pain of 

sleeplessness, or the pain of the fear of sleep, and with such unknown horrors as it has 

for me! How blessed are some people, whose lives have no fears, no dreads, to whom 

sleep is a blessing that comes nightly, and brings nothing but sweet dreams. Well, here I 

am tonight, hoping for sleep, and lying like Ophelia in the play, with “virgin crants and 

maiden strewments”.  

 

I never liked garlic before, but tonight it is delightful! There is peace in its smell. I feel 

sleep coming already 

 

Bram Stoker, “Dracula”, 1897. 

 

Ms. Lucy gained some small comfort from the torments of her nocturnal terrors by the 

ancient herb known as garlic, well known to protect against certain ungodly 

abominations of nature. For those tormented by the more earthly terrors of histamine, the 

agent promethazine will similarly ensure a restful night.      

 

 

PROMETHAZINE 

 

Introduction 

 

Promethazine, (common trade name in Australia, “Phenergan”) is a phenothiazine 

derivative, with potent and long acting antihistamine activity and some mild atropine-

like anticholinergic effects. 

 

It also has significant sedating effects. 

 

It is used primarily motion sickness, vertigo, minor allergic reactions, and occasionally 

for nausea and vomiting in general. 

 

See also separate document on Antihistamine Overdose (in Toxicology folder). 

 

History  

 

Promethazine is the prototype, “sedating antihistamine”. 

 

 



Classification 

 

Antihistamines can be classified as follows: 

 

1. Histamine H1 receptor antagonists: 

 

 First generation sedating antihistamines: 

 

 These agents are moderately to heavily sedating and posses some mild 

 anticholinergic effects: 

 

 They include: 

 

 ● Promethazine 
 

● Cyproheptadine 

 

● Azatadine 

 

● Chlorpheniramine 

 

● Dexchlorpheniramine 

 

● Pheniramine 

 

● Trimeprazine 

 

 Second generation non-sedating antihistamines:  

 

These histamine H1-receptor antagonists do not cross the blood - brain barrier 

appreciably when given in normal therapeutic doses.  

 

They do not produce significant sedation and so have become known as the non 

(or less) sedating antihistamines.  

 

In addition they possess only minimal, if any, anticholinergic activity (dry mouth, 

blurred vision, constipation and urinary retention). 

 

 They include: 

 

● Loratadine 

 

● Desloratadine 

 

● Cetirizine 

 

● Fexofenadine 

 



● Levocetirizine 

 

2. Histamine H2 receptor antagonists: 

 

 These include 

 

 ● Cimetidine  

 

 ● Ranitidine  

 

 ● Famotidine  

 

 ● Nizatidine  

 

Preparation 

 

Promethazine as: 

 

Tablets:    

 

● 10 mg, 25 mg. 

 

Liquid:    

 

● 1 mg/mL. 

 

Ampoules:  

 

●  25 mg/mL (1 mL).  

 

Promethazine is also frequently present in combination with other simple oral analgesics 

and decongestants as “cough and cold” medications. 

 

Mechanism of Action 

 

Histamine and many other inflammatory mediator compounds are released during type 1 

(IgE-mediated) allergic reactions.  

 

Histamine released in this way stimulates H1 receptors, which contributes to the signs and 

symptoms of this type of allergic reaction (eg redness and swelling of skin and mucous 

membranes, itching, sneezing, runny nose, nasal congestion, red eyes).  

 

Actions include: 

 

1. H1 receptor blockade: 

 

● Reduces the effects of histamine by binding to the H1 receptor and 

 stabilizing it in an inactive form. 



 

It also has some: 

 

2. Anticholinergic activity 

 

3. Alpha-blocking activity  

 

4. Antiserotonin activity  

 

See also Appendix I for a full classification of the Antihistamines 

 

Pharmacodynamics 

 

Clinical effects include:  

 

1. Anti-allergic 

 

2. Hypnotic/ Tranquilliser 

 

3. Antiemetic 

 

4. Sedative 

 

Pharmacokinetics 

 

Absorption: 

 

● Promethazine is well absorbed after oral administration although there is low 

systemic bioavailability after oral administration, due to high first-pass 

metabolism in the liver. 

 

● It can also be given IV or IM 

 

Distribution: 

 

● Promethazine crosses the blood brain barrier and the placenta, and is distributed 

into breast milk.  

 

● It is highly bound to plasma proteins (up to 93%). 

 

Metabolism and excretion: 

 

● Promethazine undergoes extensive metabolism in the liver and is excreted slowly 

via the urine and bile, mainly as metabolites.  

 

● Elimination half-lives of 5 to 14 hours have been reported. 

 



Indications 

 

1. Situations of excessive histamine effect: 

 

 ● Allergic rhinitis, pruritus, urticaria 

 

However non-sedating antihistamines have essentially replaced 

promethazine for these indications.  

 

Promethazine may have some use in controlling nocturnal symptoms and 

so assist sleep or in others situations in which some sedation is desirable. 

 

 ● Insect stings (skin reactions only):  

 

 Promethazine is very useful when a strong agent is required for a limited 

 time period, and when sedation is not an issue, to control distressing 

 skin symptoms of hymenoptera stings.   

 

 It should be avoided however in situations of true anaphylaxis or 

 angioedema, caused by insect stings, (see below).   

 

2. Nausea and vomiting, in general. 

 

3. Motion sickness 

 

4. Sedation (short term use) 

 

Contraindications/ Precautions 

 

These include: 

 

1. Anaphylaxis (contraindicated): 

 

Antihistamines have no role in treating respiratory or cardiovascular symptoms of 

anaphylaxis. 
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● Injectable promethazine should not be used in anaphylaxis (especially if 

 given IV)  as it has no benefit and can worsen hypotension 

 

● Promethazine is also strongly sedating and this is undesirable in a 

 seriously unwell patient.   

 

2. Angioedema of the upper airways (contraindicated): 

 

● Promethazine is strongly sedating and should never be given for any 

 patient with an upper airway obstruction, as a reducing conscious state 

 will further compromise an already compromised airway.      

 



3. Promethazine can strongly potentiate the actions of other CNS depressants in 

 general, including alcohol. 

 

4. Situations where anticholinergic effects would not be desirable: 

 

● Closed-angle glaucoma, GIT obstruction, bladder outlet obstruction (e.g. 

 prostatic hypertrophy), may be worsened by the anticholinergic effects of 

 antihistamines. 

 

5. Extremes of age: 

 

 ● Elderly: 

 

 ♥ They are more susceptible to the adverse effects of promethazine. 

 

 ● Avoid in children < 2 years:  

 

 ♥ Less sedating antihistamines are preferred for allergic conditions in 

 this age group. 

 

Pregnancy 

 

Promethazine is a class C drug with respect to pregnancy. 

 

Class C drugs are those drugs which, owing to their pharmacological effects, have caused 

or may be suspected of causing, harmful effects on the human fetus or neonate without 

causing malformations. These effects may be reversible. Specialized texts should be 

consulted for further details. 

 

Breast feeding 

 

Promethazine is compatible in breast feeding; but the infant should be monitored for 

irritability and sleep disturbances 

 

Adverse Effects 

 

The principle adverse effects include: 

 

1. Sedation: 

 

● Promethazine is strongly sedating. 

 

Patients should be warned of this side effect in particular, especially in 

regards to potentially hazardous activities such as driving or operating 

machinery.      

 

2. Hypotension: 

 



● This is especially seen when administered parenterally, (IV more so 

than IM) 

 

 3. Anticholinergic effects: 

 

These can include: 

 

● Confusion, blurred vision, mydriasis, dry eyes, constipation, dry mouth, 

 urinary retention. 

 

4. Can potentiate the effects of other CNS depressants, including alcohol. 

 

Dosing 

 

Oral dosing: 

 

Adults: 

 

● Usually adult oral dosing is: 10 - 25 mg, 2 to 3 times daily. 

 

Or  

 

● 25 - 75 mg, at night, when a sedating effect is required 

 

IM/ IV: 

 

● Usual adult dose is 12.5 - 25 mg IM or slow IV 

 

Motion sickness: 

 

● 25 mg/dose 1-2 hrs before travel. Can repeat this dose in 12 hours. 
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