
Acetaminophen, also known as APAP, 
is an analgesic commonly used for 
relief of pain and fever in both pre-

scription and OTC medications. An active 
ingredient in more than 600 medicines,1 it 
can be combined in prescription pain 
relievers with opioids such as codeine, 
oxycodone, and hydrocodone. APAP is 
generally considered safe and effective 
when used as directed. 

Why Reduce APAP in 
Prescription Combination 
Drugs? 
Although acetaminophen is widely used 
for managing pain, studies have shown 
that excess consumption can seriously 
impair liver function. According to the 
FDA’s Office of New Drugs, “overdose 
from prescription combination products 
containing acetaminophen accounts for 
nearly half of all cases of acetaminophen-
related liver failure in the United States, 
many of which result in liver transplant 
or death.” Most cases of severe liver 
injury occur when patients take multiple 
APAP-containing products at the same 
time, exceed the current recommended 
maximum dose of 4000 mg (4 g) within 
a 24-hour period, and/or consume alco-
hol while taking acetaminophen medica-
tions.2

To mitigate concerns about the link 
between acetaminophen overdose and 
liver failure, in January 2011 the FDA 
asked manufacturers of prescription com-
bination medicines containing APAP to 
limit the amount to a maximum of 325 

mg per tablet, capsule, or other dosage 
unit in an effort to reduce the incidence 
of liver failure associated with high doses. 
The FDA believes that prescription com-
bination drugs containing no more than 
325 mg of acetaminophen per unit dose 
are effective for treating pain. Higher-
dose prescription combination APAP 
products will gradually be phased out 
over the next 3 years. The new guidelines 
do not affect OTC medications.3 

Drug industry organizations are also 
evaluating lowering the recommended 
maximum daily dose of acetaminophen 
to 3000 mg. Pharmaceutical manufactur-
ers such as Johnson & Johnson’s McNeil 
Consumer Healthcare are already reduc-
ing the recommended maximum daily 
dosage of some APAP-containing medi-
cations to 3000 mg.4 The new APAP 
regulations will introduce major changes 
for drug manufacturers, prescribing physi-
cians, pharmacists, as well as patients. 

Education on Product 
Labeling is Key
Pharmacists have an important role in 
helping their patients use acetaminophen-
containing prescription medicines safely 
and educating them on product labeling. 

A recognized labeling issue is that 
many patients don’t understand that the 
designation “APAP” is, in fact, acetamin-
ophen. Patients can accidentally overdose 
on the drug when they ingest more than 
1 product that contains acetaminophen 
at the same time—a serious possibility if 
they are unaware that APAP is another 

name for the same ingredient. This lack 
of knowledge contributes to unintentional 
acetaminophen overdose.5

In July 2011, the National Council for 
Prescription Drug Programs recommend-
ed that drug producers and pharmacies 
should consistently spell out “acetamino-
phen” on their product labels to avoid 
patient confusion.6 Vendors supplying 
pharmacy software systems and labeling 
data should consider doing so as well to 
ensure the full name “acetaminophen” 
appears on patient labels and printouts, 
rather than the APAP abbreviation.

Many patients may need counseling to 
understand new prescription combination 
APAP product labeling that underscores 
the risk of liver toxicity and allergic reac-
tions. The January 2011 FDA drug safety 
communication reducing the maximum 
allowable APAP strength also requires 
pharmaceutical manufacturers to update 
the labels of all prescription combination 
APAP drugs to clearly warn consumers of 
possible liver damage from overdose. The 
FDA now mandates that a boxed warn-
ing—the agency’s strongest warning for 
prescription drugs—be added to the label 
of all prescription products containing 
acetaminophen to highlight the potential 
risk for severe liver injury. The agency 
also requires a warning on product labels 
to call attention to possible severe allergic 
reactions, including swelling of the face, 
mouth, and throat (anaphylaxis), diffi-
culty breathing, itching, and rash.3

It is critical for pharmacists to discuss 
the new label changes with patients tak-
ing APAP medications, both prescription 
and OTC, and to point out these risks 
explicitly. They should educate patients 
about the other products in which acet-
aminophen is commonly found7 and its 
other names or abbreviations.

Implications for Pharmacy 
Practice
Pharmacies could be affected both posi-
tively and negatively by the APAP regu-
lation change. Although the FDA has 
stated that the elimination of higher-dose 
prescription combination acetaminophen 
products should not create a shortage of 
pain medication,8 drug makers are expect-
ed to reduce their prescription combina-
tion APAP offerings simply by limiting 
production to only the lower-strength 
options. Fewer SKUs in this category will 
make inventory management easier and 
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will free up shelf space. The change may 
even decrease dispensing errors because 
there will be fewer strengths from which 
to choose. 

But there are several possible down-
sides to the new FDA APAP rules. 
Frequently expressed concerns include 
patient abuse of OTC acetaminophen 
medicines; increased use and abuse of 
single-agent narcotics5; higher demand for 
those controlled substances, and with it a 
need for greater security; and an uptick 
in counterfeiting or non-US sourcing. 
Pharmacists can also anticipate provid-
ing additional counseling to help patients 
navigate changes to their pain manage-
ment regimens as physicians switch to the 
lower-dose options or differ-
ent molecules altogether. 

Even with the current avail-
ability of higher-dose pre-
scription combination acet-
aminophen products, patients 
taking these medicines are 
often not managing their 
doses correctly. As APAP 
combination products transi-
tion from higher strengths to 
325 mg, a patient may decide 
to take more of these lower-
dose combination drugs for 
pain control than prescribed, 
increasing chances for addic-
tion to the opioid component. Those with 
acute pain could also potentially abuse 
OTC APAP medicines for supplemental 
pain relief. Thus, pharmacists also need to 
ask their customers about the OTC prod-
ucts they are using, monitor both prescrip-
tion and OTC APAP intake,5 as well as 
help patients calculate the total amount of 
acetaminophen they are consuming from 
all sources. 

With the transition to lower-dose pre-
scription combination acetaminophen 
products, patients will need new medica-
tion regimens, especially for those dealing 
with chronic pain. Prescribers, hospitals, 
and other health care providers who write 
scripts or administer APAP-containing 
prescription drugs must develop new pain 
management guidelines. 

Some physicians may recommend sin-
gle-use drugs combined with OTC medi-
cines to control pain. If doctors prescribe 
more opioid agents to compensate for 
decreased acetaminophen content in pre-
scription combination drugs, frequent use 
may lead to patient abuse and addiction 

to single-agent narcotics. Greater demand 
for these Class II controlled substances 
will increase pharmacy stocking require-
ments and may call for extra security 
precautions. 

If more prescriptions are written for sin-
gle-ingredient pain relievers, pharmacists’ 
workloads could increase with the need 
for in-depth patient counseling on safe 
and effective use of these narcotics. Also, 
Class II products require hard-copy scripts 
and cannot be refilled.5 This would prompt 
patients to visit their doctors more often 
to ensure a continued supply. For the dis-
pensing pharmacy, more new scripts mean 
more data entry and processing time. 

Finally, counterfeiting of  
prescription combination 
APAP medications and 
sourcing outside of the United 
States, especially online order-
ing, could rise along with the 
increased demand from per-
sons with chronic pain. Some 
patients may simply refuse 
to change from drugs they’ve 
found effective in the past. 
Because legitimate outlets 
will be closed to them, some 
may seek these substances 
online, over the border, or 
through other unregulated 
sources. Pharmacists should 

be proactive in speaking with patients who 
are currently taking the targeted combi-
nation-APAP products and warn against 
such actions.

Conclusions
The FDA’s January 2011 ruling lowering 
the amount of acetaminophen in pre-
scription combination medicines will bring 
about material changes for pharmaceutical 
suppliers, prescribing physicians, pharma-
cists, and patients. Pharmacists and other 
health care professionals can use the fol-
lowing talking points to educate patients 
about the proper use of acetaminophen3:

• �Early this year, the FDA passed new 
regulations to protect consumers from 
potential liver damage and allergic 
reactions caused by an overdose of 
acetaminophen. As a result, drug 
manufacturers will gradually reduce 
the amount of acetaminophen in pre-
scription combination medicines to a 
maximum of 325 mg per tablet, cap-
sule, or other unit dose.

• �Be aware that “APAP” is another 

name for acetaminophen; they are the 
same ingredient. 

• �Do not take more than the prescribed 
dose of an acetaminophen-containing 
medication.

• �Do not take more than 1 product that 
contains acetaminophen at the same 
time.

• �Do not drink alcohol while taking 
acetaminophen-containing products.

• �Read all prescription and OTC labels 
to ensure that you are not acciden-
tally taking multiple acetaminophen-
containing products in pain relievers, 
cough and cold products, and sinus 
medicines. Look for both acetamino-
phen and APAP in the list of ingredi-
ents. Examples of APAP-containing 
OTC medications include Tylenol, 
NyQuil, Vicks, and Coricidin.

• �Seek medical help immediately if you 
believe you have taken more acet-
aminophen than directed or experi-
ence swelling of the face, mouth, and 
throat, difficulty breathing, itching, 
or rash after taking acetaminophen. 
Report adverse events to the FDA’s 
MedWatch program at www.fda.gov/
Safety/MedWatch.9

Pharmacists need to prepare for a grad-
ual reduction in prescription combination 
APAP products by reassessing their shelf 
inventory and automated dispensing units. 
They will need to address security issues to 
protect their stocks of Class II controlled 
substances. But most importantly, phar-
macy practice professionals will need to 
spend more time educating patients and 
exercising vigilance in monitoring their 
overall pain management programs to 
ensure the continued safe use of acetamin-
ophen-containing medications. PT
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