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We are in this together
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ANTIMICROBIAL COATING

•  ALIMTA is contraindicated in patients who have a history of severe
hypersensitivity reaction to pemetrexed.

•  ALIMTA can cause severe myelosuppression resulting in a requirement

myelosuppression is increased in patients who do not receive vitamin

•  Prior to treatment with ALIMTA, patients must be instructed to initiate
supplementation with oral folic acid. Intramuscular injections of vitamin

 are also required prior to ALIMTA treatment. Folic acid and vitamin

21 days after the last dose of ALIMTA as they may reduce the severity of
treatment-related hematologic and gastrointestinal toxicities. Obtain a

count is at least 100,000 cells/mm. Permanently reduce ALIMTA 

less than 50,000 cells/mm  in previous cycles.
•  In Studies JMDB and JMCH, among patients who received vitamin

supplementation, incidence of Grade 3-4 neutropenia was 15% and
23%, the incidence of Grade 3-4 anemia was 6% and 4%, and incidence
of Grade 3-4 thrombocytopenia was 4% and 5%, respectively. In Study
JMCH, 18% of patients in the ALIMTA arm required red blood cell
transfusions compared to 7% of patients in the cisplatin arm. In Studies
JMEN, PARAMOUNT, and JMEI, where all patients received vitamin
supplementation, incidence of Grade 3-4 neutropenia ranged from 3% to
5%, and incidence of Grade 3-4 anemia ranged from 3% to 5%.

•  ALIMTA can cause severe, and sometimes fatal, renal toxicity. Determine

•  The incidences of renal failure in clinical studies in which patients received
ALIMTA with cisplatin were 2.1% in Study JMDB and 2.2% in Study JMCH.
The incidence of renal failure in clinical studies in which patients received
ALIMTA as a single agent ranged from 0.4% to 0.6% (Studies JMEN,
PARAMOUNT, and JMEI).

•  Withhold ALIMTA in patients with a creatinine clearance of less than
45 mL/min.

•  Serious and sometimes fatal, bullous, blistering, and exfoliative skin
toxicity, including cases suggestive of Stevens-Johnson Syndrome/toxic
epidermal necrolysis, can occur with ALIMTA. Permanently discontinue
ALIMTA for severe and life-threatening bullous, blistering, or exfoliating
skin toxicity.

•  Serious interstitial pneumonitis, including fatal cases, can occur with
ALIMTA treatment. Withhold ALIMTA for acute onset of new or
progressive unexplained pulmonary symptoms such as dyspnea, cough,
or fever pending diagnostic evaluation. If pneumonitis is confirmed,

•  Radiation recall can occur with ALIMTA in patients who have received
radiation weeks to years previously. Monitor patients for inflammation or
blistering in areas of previous radiation treatment. Permanently

•  Exposure to ALIMTA is increased in patients with mild
to moderate renal impairment who take concomitant ibuprofen,
increasing the risks of adverse reactions of ALIMTA. In patients with
creatinine clearances between 45 mL/min and 79 mL/min, avoid
administration of ibuprofen for 2 days before, the day of, and 2 days

avoided, monitor patients more frequently for ALIMTA adverse reactions,
including myelosuppression, renal, and gastrointestinal toxicity.

•  Based on findings from animal studies and its mechanism of action,

In animal reproduction studies, intravenous administration of pemetrexed
to pregnant mice during the period of organogenesis was teratogenic,
resulting in developmental delays and increased malformations at doses

. Advise pregnant
women of the potential risk to the fetus. Advise females of reproductive
potential to use effective contraception during treatment with ALIMTA and
for 6 months after the final dose. Advise males with female partners of
reproductive potential to use effective contraception during treatment with
ALIMTA and for 3 months after the final dose.

•  Ibuprofen increases exposure (AUC) of pemetrexed. In patients with
creatinine clearance between 45 mL/min and 79 mL/min:

–  Avoid administration of ibuprofen for 2 days before, the day of, and

–  Monitor patients more frequently for myelosuppression, renal, and 
gastrointestinal toxicity, if concomitant administration of ibuprofen
cannot be avoided.

•  Severe adverse reactions (Grade 3-4) occurring in 20% of patients with
metastatic nonsquamous non-small cell lung cancer (NSCLC) receiving

(carboplatin or cisplatin) versus ALIMTA with platinum chemotherapy +
placebo for initial treatment (KEYNOTE-189), respectively, were fatigue
(12% vs 6%); diarrhea (5% vs 3%); dyspnea (3.7% vs 5%); vomiting (3.7%

vs 3%); nausea (3.5% vs 3.5%); rash (2% vs 2.5%); decreased appetite 
(1.5% vs 0.5%); constipation (1% vs 0.5%); and pyrexia (0.2% vs 0%).

•  Common adverse reactions (all grades) occurring in 20% of patients

receiving ALIMTA in combination with pembrolizumab and platinum
chemotherapy (carboplatin or cisplatin) versus ALIMTA with platinum
chemotherapy + placebo for initial treatment (KEYNOTE-189),
respectively, were nausea (56% vs 52%); fatigue (56% vs 58%);
constipation (35% vs 32%); diarrhea (31% vs 21%); decreased appetite
(28% vs 30%); rash (25% vs 17%); vomiting (24% vs 23%); cough
(21% vs 28%); dyspnea (21% vs 26%); and pyrexia (20% vs 15%).

•  There is no information regarding the presence of pemetrexed or
its metabolites in human milk, the effects on the breastfed infant, or the
effects on milk production. Because of the potential for serious adverse
reactions in breastfed infants from ALIMTA, advise women not to breastfeed

•  
of reproductive potential. It is not known whether these effects on
fertility are reversible.

•   The safety and effectiveness of ALIMTA in pediatric
patients have not been established. Adverse reactions observed in 
pediatric patients studied were similar to those observed in adults.

•   ALIMTA is primarily excreted 

and greater exposure (AUC) to ALIMTA compared with patients with 

creatinine clearance less than 45 mL/min.

•   The incidences of Grade 3-4 anemia, fatigue, 
thrombocytopenia, hypertension, and neutropenia were higher 
in patients 65 years of age and older as compared to younger patients: 
in at least one of five randomized clinical trials.
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* See the NCCN Guidelines for detailed recommendations, including other options.
† Category 1: Based on high-level evidence (eg, randomized phase III trials), there is uniform NCCN consensus that the intervention is appropriate.
‡ Note that Category 1 and Preferred are two separate NCCN recommendations.

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines

• Any programmed death-ligand 1 (PD-L1)
expression level

• Epidermal growth factor receptor (EGFR), anaplastic
lymphoma kinase (ALK), ROS1, MET exon 14 skipping, RET,
and BRAF statuses that are negative.

• No contraindications to the addition of pembrolizumab

• Response or stable disease following 4-6 cycles of
first-line therapy with pemetrexed + pembrolizumab

Pemetrexed for injection (ALIMTA) + 
pembrolizumab (KEYTRUDA)    

Pemetrexed for injection (ALIMTA ) + 
pembrolizumab (KEYTRUDA

PP-PM-US-1157 10/2020   
© Lilly USA, LLC 2020. All rights reserved. 

by Eli Lilly and Company, its subsidiaries, or affiliates.
KEYTRUDA
& Dohme Corp., a subsidiary of Merck & Co., Inc. 
Model for illustrative purposes only. Not an actual patient.

In Case You Missed It
Surgeon Skill Level Tied to  
Colon Cancer Surgery Survival
There is an association between surgical technical 

skill and long-term survival following colon cancer  

surgery, according to a research letter published in 

JAMA Oncology. Researchers recruited surgeons 

participating in the 2016 Illinois Surgical Quality 

Improvement Collaborative for a video-based tech-

nical skills assessment, with each surgeon submit-

ting one representative video of a laparoscopic right 

hemicolectomy. Review was performed by 12 or 

more surgeons, including two colorectal surgeons 

with video evaluation experience. The National 

Cancer Database was used to identify patients who 

underwent any minimally invasive colectomy for 

stage I to III epithelial-origin colon cancer; patients 

with operations performed by participating sur-

geons were matched by National Provider Identifi-

er numbers. Based on 609 patients who underwent 

laparoscopic colectomy at 11 hospitals performed 

by one of 15 participating surgeons, the researchers  

found that overall survival differed among skill ter-

ciles (5-year survival: 79% for the high-skill tercile, 

55% for the medium-skill tercile, and 60% for the 

low-skill tercile). Survival was improved for the 

high-skill versus low-skill tercile after adjusting for 

patient characteristics (hazard ratio [HR], 0.31). 

A higher likelihood of survival occurred with each 

0.1-point skill score increment (HR, 0.90). The  

association between skill and outcomes was strong- 

est among patients with stage II disease (high- vs 

low-skill tercile: HR, 0.14; medium- vs low-skill 

tercile: HR, 0.12). Among 307 open procedures, 

a survival advantage was seen with high-skill sur-

geons (HR, 0.41) and medium-skill surgeons (HR, 

0.41) compared with the low-skill tercile. “Skill 

may affect survival through oncologic resection 

quality (eg, lymph node harvesting) or may reflect 

surgeon characteristics, such as operative volume or 

guideline adherence,” the authors write.

Laparoscopic Resection May Be An 
Option for CRC Liver Metastases
For patients with metastatic colorectal cancer who 

have resectable liver metastases, survival outcomes at  

5 years do not differ significantly for treatment with  

laparoscopic versus open liver resection, according  

to a study published in the Annals of Internal  

Medicine. Investigators examined long-term onco- 

logic outcomes after laparoscopic versus open  

liver resection in a single-center trial involving 280  

patients with resectable colorectal liver metastases.  

Patients were randomly assigned to either laparo-

scopic surgery (133 patients) or open surgery (147 

patients). The rates of 5-year survival were 54% 

and 55% in the laparoscopic and open groups, 

respectively, at a median follow-up of 70 months 

(hazard ratio [HR], 0.93). In the laparoscopic and 

open groups, the rates of 5-year recurrence-free  

survival were 30% and 36%, respectively (HR,  

1.09). “A limitation of our trial is that it was not  

powered to detect differences in secondary end  

points and was not designed to address a noninferior- 

ity hypothesis for survival outcomes,” the authors  

write. “Therefore, small-to-moderate differences in  

survival outcomes (in favor of either laparoscopic 

or open surgery) cannot be excluded, and clinicians 

should be aware of this when interpreting results.”  

DBT + Synthetic Mammography 
Better at Repeat Screening
At repeat screening, digital breast tomosynthesis 

plus synthetic mammography (DBT+SM) identi-

fies more cancers than full-field digital mammog-

raphy (FFDM), according to a study published 

in Radiology. Researchers conducted a prospec-

tive study involving 34,638 women screened with 

DBT+SM between April 2015 and March 2017 

and rescreened with DBT+SM or FFDM (16,198 

and 16,672, respectively) between April 2017 and 

March 2019. Screening performance was com- 

pared with that of 28,680 women screened with 

FFDM between 2013 and 2014 (controls). The 

cancer detection rate was higher for repeat screen- 

ing with DBT+SM compared with controls (8.1 

vs 4.5 per 1,000 women screened) and was sim-

ilar for repeat screening with FFDM versus con- 

trols (3.5 vs 4.5 per 1,000 women screened). No  

difference was seen in the recall rate at repeat  

screening for DBT+SM (3.40 vs 3.71) and  

FFDM (3.69 vs  3.71) vs the control group;  

the positive predictive value of recall was higher  

with DBT+SM (23.8% vs 12.0%). The propor- 

tions of cancer that were stage II or higher were 

14.5% and 8.5% with DBT+SM and FFDM, 

respectively, vs 27.3% in the control group. 

“The lower number of stage II or above cancers  

with the DBT plus synthetic mammography  

screening test demonstrates that DBT has the  

capability of anticipating the detection of cancers  

that might become advanced in the following  

2 years,” a co-author said in a statement.” 

Broader Genetic Testing Could 
ID More Heritable Cancers
Universal multigene panel testing for patients with 

solid tumor cancer increases detection of heritable 

variants over the predicted yield of guideline-based 

testing, according to a study published in JAMA 

Oncology. Study investigators assessed germline  

genetic alterations among 2,984 patients (mean  

age, 61.4; 53.0% male) with solid tumor cancer 

receiving care at Mayo Clinic cancer centers and 

a community practice between April 1, 2018, and 

March 31, 2020. A genetic analysis was conducted 

using an 80-gene next-generation sequencing plat-

form. The researchers identified pathogenic germ-

line variants (PGVs) in 13.3% of patients, including 

those in 282 moderate- and high-penetrance can-

cer susceptibility genes. Nearly one-half of patients 

had variants of uncertain significance (47.4%).  

Incremental clinically actionable findings that  

would not have been detected by phenotype or 

family history-based testing criteria were found in 

6.4% of patients. Roughly one-quarter of patients 

(28.2%) with a high-penetrance PGV had modi-

fications in their treatment based on the finding.  

PGV was associated with younger age at diagno-

sis. Only 17.6% of patients with PGVs had family 

members undergoing no-cost cas-

cade family variant testing. “More 

than half of the patients who de-

veloped cancer due to inherited 

mutations were being missed, 

and that has major implications 

for family members,” a co-author 

said in a statement.”  

R
ecent reports have shown 

that about one-third of can- 

cer survivors experience 

cancer-related pain, and pre-

scription rates for opioids are 

higher for these patients than 

the general population. The 

American Cancer Society esti-

mates that more than 17 million  

people in the United States were living with can- 

cer in 2019, but this figure is predicted to jump 

to 22 million by 2030. These data highlight the 

growing need for healthcare professionals to opti-

mize pain management, even in cancer survivors.

A Comprehensive Analysis
Dr. Park and colleagues had a study published in 

JAMA Open Network that analyzed the prevalence 

of, and risk factors, for prescription opioid use and 

misuse in adult cancer survivors and compared 

patterns with those in people without cancer.  

Using data from nearly 170,000 respondents to 

the National Survey on Drug Use and Health, 

they assessed opioid use and misuse within the 

past 12 months in cancer survivors and in those 

without the disease. 

For the study, survivors were divided into those 

with more recent cancer, which was defined  

as having had cancer within 12 months of  

being surveyed, and those with less recent can-

cer, which was defined as having had the disease  

more than 12 months prior to the survey.  

“Misuse was defined as using opioids in any 

way not directed by a physician in the past 12 

months,” Dr. Park says.

Highlights of Key Findings
Opioid use was higher for cancer survivors than 

for those without the disease, with more recent 

survivors reporting a nearly two-fold higher rate 

of use. However, rates of misuse were similar 

among more recent and less recent survivors as 

well as respondents without cancer (Table). “Even 

though patients with cancer were more likely to 

report using opioids than those without cancer, 

fewer than 5% reported misusing these thera-

pies,” says Dr. Park. 

Several factors were associated with prescription 

opioid use or misuse, including younger age,  

major depressive episodes, alcohol use disorder, 

and nonopioid drug use disorder. The findings 

on age highlight the importance of screening  

younger individuals for potential opioid misuse, 

because they may experience long-term survi-

vorship. The other aforementioned risk factors  

underscore the need to perform a thorough  

social history to identify underlying mental  

health or substance use disorders in patients sus-

pected of opioid misuse.

The study also revealed that rates of prescription 

opioid use and misuse varied by cancer type.  

Patients with gallbladder, liver, pancreatic,  

larynx, windpipe, lung cancer, and cervical cancer  

reported the highest rates of opioid use,  whereas  

those with prostate, testicular, or uterine cancer  

had the lowest rates. Prescription opioid mis-

use was highest in patients with esophagus,  

stomach, gallbladder, liver, or pancreatic cancer  

and lowest among those with breast cancer. 

Considering the Implications
“Given our findings, oncologists should be reas-

sured that most of their patients with cancer are 

most likely using these prescribed medications 

appropriately,” says Dr. Park. “While clinicians 

should continue to exercise caution in not over-

prescribing opioids, we should not necessarily 

limit the prescribing of opioids if they are needed. 

The risk of opioid misuse appears relatively low 

among cancer survivors overall.”

According to Dr. Park, concerted efforts are  

needed to determine how recent legislation on 

opioids has affected access to prescriptions of 

these medications for cancer survivors. “We  

need to conduct more research to find the best  

balance between overprscribing and under- 

prescribing opioid medications among patients  

with cancer,” he says.  

A Closer Look at 

Patterns in Prescription 
Opioid Use & Misuse  

Among Cancer Survivors

Table  Analyses of Prescription Opioid Use or Misuse 
The table below depicts unadjusted and adjusted analyses of prescription opioid use or misuse by 

reported cancer history.

Prescription Opioid Use Prescription Opioid Misuse

Cancer History Weighted % Odds Ratio Weighted % Odds Ratio

No cancer history 30.5% 1 [Reference] 4.3% 1 [Reference]

More recent cancer history 54.3% 1.86 3.5% 1.27

Less recent cancer history 39.2% 1.18 3.0% 1.03

Source: Adapted from: Jairam V, et al. JAMA Netw Open. 2020;3(8):e2013605.
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Cancer survivors report higher rates of prescription opioid use than those without the 

disease, but this may not translate to increased opioid misuse. Caution against opioid 

misuse is warranted but should not come at the expense of effective pain management 

and improved quality of life for cancer survivors.
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Physician-Patient 
Privilege
I am being sued for a claim of failed back  

surgery. The plaintiff had an IME by my  

side’s doctor, and the complaints of pain were about  

what you would expect—hard to prove or  

disprove. However, the plaintiff mentioned to the  

doctor that she was “gonna get a hot car when I get  

a pile of money” from the case. I want the doctor to  

testify about this because it can really show the jury  

that this is a shake-down. The plaintiff is trying to 

block that. Can she do so?

The issue here is whether there is physician- 

patient privilege in this setting. Physician- 

patient privilege is a sub-set of this general stance 

on physician-patient confidentiality and refers  

to the ability of a patient to bar their doctor from 

testifying about them in a legal proceeding.

You did not say whether you are being sued in  

state or federal court, which matters, as the  

privilege is not recognized under the Federal  

Rules of Evidence. It may also be only allowed 

to a limited extent under the laws of your state.

However, let’s just look at whether, assuming  

that it is potentially extant in the case, it could 

apply here.

The critical point for it to apply is that the doctor 

whom the patient wants to restrain from speak-

ing must have been the patient’s, well, doctor, 

and here that is not the case. Not only was the 

plaintiff not seeking diagnosis or treatment from 

the doctor performing the IME, he was actually  

examining her for her adversary. The physician- 

patient relationship that underpins a duty of 

confidentiality and that gives rise to the privilege 

was completely absent.

Even if the plaintiff did not know the legal  

issues, she likely—since such are routine in  

IME’s—signed a form indicating that she  

understood that a physician-patient relationship 

was not created by the examination.

The plaintiff may try to get the judge to rule that 

this comment is “more prejudicial than probative” 

—in other words, that it will turn the jury against 

her more than it will add to a search for the  

truth—but that will truly be a last-ditch ploy to 

keep it out.  

It is likely coming in.

This article was written by Dr. Medlaw, a physician and 

medical malpractice attorney. It originally appeared  

on SERMO, which retains all rights to it. 


