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A 28-year-old woman with homozygous sickle cell disease had numerous 
hospitalizations since childhood due to sickle cell pain crises. Her only other 
significant medical diagnoses were chronic eosinophilic pneumonitis and 

a history of deep venous thromboses in her extremities. Her pain was managed for 
the last several years by her primary care physician (PCP) with the use of increasing 
doses of numerous opioid medications including hydrocodone, hydromorphone, 
fentanyl, morphine, and methadone. In light of increasing hospitalizations related 
to difficulty in controlling her pain and her pulmonary disease, the option of hospice 
care was introduced by her PCP. The patient and her mother agreed to enter hospice 
and she was discharged from the hospital on morphine sulfate controlled release 
120 mg/day, methadone 100 mg/day, hydromorphone 2 mg as needed every 4 hours, 
and Cymbalta 40 mg/day. 

nate zoledronic acid with no improvement. Ultimately, 
we diagnosed her with significant opioid tolerance 
and opioid induced hyperalgesia. Our recommenda-
tion was to wean her off intravenous infusions slowly, 
place her on a stable dose of methadone and send her 
to a detoxification program to taper her opioid dose. 
After discussion with the patient, the primary team 
weaned her ketamine and midazolam drips to off and 
she was maintained on methadone 900 mg/day and 
gabapentin 2700 mg/day. She was referred to an out-
patient methadone detoxification program and was to 
follow up in our chronic pain clinic. 

She did not follow up in the pain clinic, but 6 
months after her hospital discharge she was seen in 
our system’s outpatient hematology clinic. She was 
noted to be off methadone and only on hydromor-
phone 10 mg orally every 6 hours and hydrocodone/ac-
etaminophen 10/325 mg as needed for breakthrough 
pain with reported mild pain at that time. The patient 
did not return for follow up after that visit.

Discussion

Pain is a pervasive issue in health care; physicians 
often find themselves treating patients with complex 

At home, she continued to have inadequate pain 
control and so her PCP admitted her to the hospital for 
end of life comfort care. Due to the extreme nature 
of her case, the hospital’s ethics committee became 
involved; their recommendation was that not all treat-
ment options had been exhausted and the suggestion 
of significant opioid induced hyperalgesia was raised. 
Based on these questions, a critical care physician was 
involved who consulted the pain service. 

At this point, the patient was now on methadone 
600 mg/day, a patient controlled analgesia device with 
hydromorphone, and both a ketamine (35 mg/hr) and 
midazolam (4 mg/hr) intravenous drip for sedation 
and comfort. Astoundingly, during our interview she 
was sitting in bed playing cards and only had one re-
quest—more medication. She reported pain through-
out her entire body but noted it was worst in her low 
back and legs. She exhibited allodynia and her pain 
was exacerbated with even simple palpation. Her case 
was deliberated within the pain service team and sev-
eral possibilities were raised. One possibility discussed 
was the development of a complex regional pain syn-
drome due to her vaso-occlusive disease process; how-
ever, she was trialed on clonidine and the bisphospho-
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pain issues that may test their professional and ethical 
lines. It is our duty to address and treat pain; however, 
are there cases where we may be doing more harm 
than good? 

This case presents a patient with a chronic pain 
state that was difficult to manage. She was placed on 
various medications over the years with what seemed 
to be little alleviation of her pain. The common thread 
was that she was consistently on what would be con-
sidered high dose opioids, greater than 200 milligrams 
of oral morphine equivalents a day. When we became 
involved, she was actually on greater than 20 grams of 
oral morphine equivalents a day. We know that opioids 
do not have a ceiling effect to their analgesic action, 
but rather are limited by physical side effects such as 
sedation and respiratory depression (1,2). However, the 
sheer dose of her opioids begs the question of whether 
there should be a threshold above which we do not 
venture without crystal clear clinical improvement. In 
a systematic review of opioid prescribing guidelines, 
it was recommended that patients on such high dose 
opioids (> 200 oral morphine equivalents) be referred 
to a specialist to evaluate appropriateness of further 
opioid therapy and went even further to question the 
appropriateness of this therapy at all (3). There is mini-
mal supportive data for chronic use of opioids > 180 
oral morphine equivalents in literature (4) and so its use 
could be considered unsubstantiated. We all need to 
learn when enough is enough and opioids have failed. 

While this is a rare case, opioid use has undoubt-
edly increased dramatically over the past few decades 
(5-8). This trend is most likely due to the more accepted 
use of opioids for non-cancer pain and due to funda-
mental shifts in treatment guidelines as well (2,4,9-11). 
The increased prescription of opioids over this time has 
also seen a concomitant rise in patients entering sub-
stance abuse treatment programs and deaths related to 
opioids (6). Recently, these findings contributed to the 
Drug Enforcement Agency reclassifying hydrocodone 
products in an attempt to try and curb an epidemic of 
opioid abuse and misuse (12). Our patient did not ap-
pear to be abusing her opioids but was rather taking 
them as prescribed. There was minimal improvement in 
analgesia and escalations of opioids likely led to wors-
ening of her pain state due to opioid-induced hyper-
algesia. This belief was corroborated by the fact that 
her pain was diffuse, she did not appear to have any 
significant disease progression recently, and she was 
able to be maintained on much lower doses of opioids 
after her detoxification (13,14). In light of more liberal 

opioid prescribing practices, clearly more education is 
needed amongst all physicians in opioid management 
and potential adverse effects such as opioid-induced 
hyperalgesia. The question of efficacy of chronic opioid 
therapy for non-cancer pain will continue on, but un-
doubtedly we should learn that opioid therapy can fail 
and can potentially lead to worse outcomes.

Another learning point in this case is that complex 
patients such as this often benefit from earlier involve-
ment of specialists, allowing for more experienced pro-
viders to weigh in on treatment and consider alterna-
tive therapies. It is unclear in our case whether a pain 
specialist was involved with the patient on an outpa-
tient basis. With rescheduling of hydrocodone contain-
ing products and some pain specialists focusing more 
on interventional management, changes in referral 
patterns are to be expected. One concern in our cur-
rent health care system is that some pain specialists are 
practicing “defensive” medicine due to medico-legal 
liability concerns (15,16). Consequently, specialists may 
refer chronic pain patients that are only being medi-
cally managed back to their PCPs (17), possibly on high 
doses of opioids. This shift in the treatment pattern is 
concerning as it may lead to suboptimal care due to in-
creased burden on PCPs and disparities in experience 
with chronic opioid management (16). PCPs who have 
limited time with patients and who may be inexperi-
enced with chronic opioid management may feel pres-
sured to increase opioid doses to avoid being accused of 
inadequately treating pain (15,18). This situation would 
lead to inappropriate increases in opioid prescription 
and potentially increased adverse effects. We realize it 
would be impractical for all chronic pain patients man-
aged with opioids to be seen by specialists indefinitely. 
Along with increased pain management education, a 
proposed solution would be for improved systems be-
tween PCPs and pain specialists that would allow for 
more intercommunication. 

In summary, a case is presented of opioid escalation 
to such levels that the patient was placed on hospice 
care due to the belief that her disease state was untreat-
able. Her management raises significant issues related 
to chronic opioid pain management. Certainly, there is a 
need for improved education amongst all physicians re-
garding chronic opioid management and complications 
that may ensue. More data is needed regarding how 
to optimize opioid management for chronic non-cancer 
pain while minimizing potential short-term and long-
term adverse effects. There is also a need for improved 
relationships amongst pain specialists and PCPs in order 
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to provide more optimal care to patients. In the face of 
health care reforms and changes in pain management 
practice, all physicians must remember one of the most 

important old adages—first do no harm.
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