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NEW 
GUIDELINE ON 
IMMUNOTHERAPY 
ADVERSE EVENTS
The National Comprehensive Cancer 
Network (NCCN) has introduced a new 
guideline on immunotherapy adverse events. The 
immune checkpoint inhibition has shown remarkable 
efficacy in melanoma, as well as lesser efficacy in many 
other cancers but these exhibit important immune-related 
adverse events, some of which have been fatal. The time of onset 
of toxicities ranges from almost immediate (skin and GI toxicities) to 
up to 4.5 years after start of therapy (skin toxicities). 

The grade of an adverse event is a key to management, according to the 
guidance.

✪ CHIPS ✪

FROM CONCEPT TO CREATION

✪ GUNTUR ✪

Page - 01

CHIPSREGIMEN

Drug Information News Letter 
Jan-Mar 2018,  Volume 3, Issue 3

Drug Information News Letter 
Jan-Mar 2018,  Volume 3, Issue 3

◗ Immunotherapy can be continued with close monitoring for grade 1 toxicities, with 
the exception of neurologic and some hematologic toxicity.

◗ Immunotherapy should be halted for most grade 2 toxicities and held until 
symptoms or laboratory values revert to those associated with effects of grade 0 or 
1. Corticosteroids (initial dose of 0.5 to 1 mg/kg/day of prednisone or equivalent) 
may be administered.

◗ The checkpoint inhibitors should be stopped for grade 3 toxicities, and high-dose 
corticosteroids (prednisone 1-2 mg/kg/day or methylprednisolone IV 1-2 mg/kg/
day) should be initiated. 

Corticosteroids should be tapered over a period of at least 4 to 6 weeks; if symptoms 
do not improve after 48 to 72 hours of treatment with high-dose corticosteroids, 
infliximab may be offered for some toxicity.

◗ When symptoms or laboratory values revert to those of grade 0 or 1, a treatment 
rechallenge may be offered, although caution is advised, especially for patients who 
experience adverse events early in therapy. Dose adjustments are not recommended.

◗ Grade 4 toxicities will generally warrant permanent discontinuation of the drug, 
except for endocrinopathies that have been controlled by hormone replacement.

The outcomes of a clinical trial among melanoma patients who had been treated 
with ipilimumab plus nivolumab and who experienced adverse events depicted 
- no significant difference in overall survival at 2 years between the patients either 
discontinued therapy (during the induction phase) or continued treatment.

Reference: https://www.medscape.com/viewarticle/894574#vp_2

New Stroke Guidelines Extend Thrombectomy to 24 Hours
New guidelines for the management of acute stroke include selection criteria for patients to 
receive mechanical endovascular thrombectomy up to 24 hours 
after their stroke.
In 2015, the American Heart Association/American Stroke 
Association (AHA/ASA) issued, the evidence-based guidelines 
covered the selection of eligible patients for endovascular therapy 
with a stent retriever (mechanical thrombectomy) within 6 hours 
from the onset of a stroke. However, since those guidelines were 
published, two additional studies named DEFUSE-3 and DAWN 
have suggested that some patients can benefit from the procedure 
after 6 hours — possibly up to 24 hours following a stroke.
According to the updated guidelines, patients should be considered for thrombectomy in less 
than 6 hours after stroke onset if they meet this criterion and these other criteria:
◗  Prestroke modified Rankin Scale (mRS) score of 0 to 1;
◗ Causative occlusion of the internal carotid artery or middle cerebral artery segment  1 (M1);
◗  Age over 18 years;
◗ National Institutes of Health Stroke Scale score of 6 or greater; and
◗  Alberta Stroke Program Early CT Score of 6 or greater.
NEWER RECOMMENDATIONS:
◗ The patients who are ineligible for intravenous (IV) tissue plasminogen activator (tPA) 

may now be selected for mechanical thrombectomy within 6 hours.
◗ The eligibility criteria for IV tPA is broadened. If the patient is eligible for tPA  and it's been 

under 4 and half hours since the occurrence of stroke — he should still get tPA because 
sometimes it works and dissolves the clot" and that won't need mechanical clot retrieval. 
Patients with severe strokes who meet criteria for tPA should get this treatment, 

◗ If a patient's blood pressure is at least 220/120 mm Hg and he 
or she didn't receive tPA or endovascular treatment, and there's 
no other reason to lower the blood pressure, there's no benefit in 
bringing it down

◗ Another recommendation is to use intermittent pneumatic 
compression on all immobile stroke patients to deep 
venous thrombosis and possible pulmonary embolism. The 
compression sleeves that are wrapped around the calf have 
inflatable balloons that intermittently blow up and down to 
squeeze the blood out of the veins in the legs.

• Another revised recommendation relates to carotid revascularization. When 
revascularization is indicated for secondary prevention in patients with minor, non 
disabling stroke (mRS score of 0 to 2), it is "reasonable," the authors write, to perform the 
procedure between 48 hous and 7 days of the index event rather than delay treatment if 
there are no contraindications to early revascularization. 

Reference : https://www.medscape.com/viewarticle/891786#vp_4



◗  Resistant Hypertension Optimal Treatment (ReHOT) study compared 
the effects of spironolactone versus clonidine when added to a triple-
antihypertensive regimen in patients with true resistant hypertension 
(blood pressure above goal despite optimal treatment with three drugs of 

◗ Erleada: It is an androgen receptor inhibitor, indicated for non-metastatic, castration-resistant prostate cancer, available at a dose of 240 mg (four 60 mg 
tablets) administered orally once daily. It is an androgen receptor inhibitor that binds directly to the ligand-binding domain of the AR which inhibits AR nuclear 
translocation, DNA binding, and impedes AR-mediated transcription. 

 Reference:https://www.fda.gov/Drugs/InformationOnDrugs/ucm597712.htm

◗  Symdeko: It is a combination of tezacaftor and ivacaftor. Tezacaftor is a cystic fibrosis transmembrane conductance regulator (CFTR) corrector. Ivacaftor is a 
CFTR potentiator. It is specifically indicated for the treatment of cystic fibrosis (CF) aged 12 years and older with a recommended dose of one tablet (tezacaftor 
100 mg/ivacaftor 150 mg) taken in the morning and one tablet (ivacaftor 150 mg) taken in the evening, approximately 12 hours apart.  

 Reference:https://www.fda.gov/Drugs/InformationOnDrugs/ucm598699.htm

◗  Biktarvy: It is specifically indicated as a complete regimen for the treatment of HIV-1 infection in adults who have no antiretroviral treatment history or to 
replace the current antiretroviral regimen in those who are virologically suppressed (HIV-1 RNA <50 c/mL) on a stable antiretroviral regimen for at least three 
months with no history of treatment failure and no known substitutions associated with resistance to the individual components of Biktarvy. It is a once daily 
single tablet regimen combining the novel, unboostedintegrase strand transfer inhibitor (INSTI) bictegravir, with the demonstrated safety and efficacy profile 
of the Descovy (FTC/TAF) dual nucleoside reverse transcriptase inhibitor (NRTI) backbone.

 Reference: https://www.fda.gov/Drugs/InformationOnDrugs/ucm597572.htm

◗  Trogarzo: It is a CD4-directed post-attachment HIV-1 inhibitor,  Indicated for the treatment of human immunodeficiency virus type 1 (HIV-1) infection in 
heavily treatment-experienced adults with multidrug resistant HIV-1 infection. It is supplied as an injection and administered as a single loading dose of 2,000 
mg followed by a maintenance dose of 800 mg every 2 weeks after dilution in 250 mL of 0.9% Sodium Chloride Injection, USP. It is a recombinant humanized 
monoclonal antibody, blocks HIV-1 from infecting CD4+ T cells by binding to domain 2 of CD4 and interfering with post-attachment steps required for the entry 
of HIV-1 virus particles into host cells and preventing the viral transmission that occurs via cell-cell fusion. 

 Reference :https://www.fda.gov/Drugs/InformationOnDrugs/ucm601383.htm

◗  Ilumya: It is an interleukin-23 antagonist specifically indicated for the treatment of adults with moderate-to-severe plaque psoriasis, at a dose of 100 mg. 
Shows its action by binds to the p19 subunit of IL-23 and inhibits its interaction with the IL-23 receptor, therefore inhibits the release of proinflammatory 
cytokines and chemokines.

 Reference: https://www.fda.gov/Drugs/InformationOnDrugs/ucm603480.htm
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 BRAND DRUG INDICATION

 Erleada Apalutamide Treatment of prostate cancer

 Symdeko Tezacaftor/ Ivacaftor Treatment of cystic fibrosis

 Biktarvy Bictegravir/Emtricitabine/Tenofoviralafenamide Treatment of HIV-1 infection

 Trogarzo Ibalizumab Treatment of multidrug resistant HIV-1 infection

 Ilumya Tildrakizumab Treatment of plaque psoriasis

The following are few important drugs approved by US FDA  
during the month of January-March 2018.

Spironolactone vs Clonidine

different classes) and concluded that Spironolactone appears to be a better fourth drug than clonidine for treating patients with resistant hypertension.

◗  The researchers used a 12-week open-label forced-titration regimen of three antihypertensive drugs to identify 187 patients (11.7% of the 1,597 patients 
enrolled) with true resistant hypertension. These patients then entered the open-label randomized study comparing spironolactone and clonidine.The primary 
endpoint was effective blood pressure control, determined by both office blood pressure (systolic blood pressure <140 mm Hg and diastolic blood pressure 
<90 mm Hg) and ambulatory blood pressure monitoring (24-hour mean blood pressure <130/80 mm Hg). 

◗  Office blood pressures did not differ between the two treatment groups, but patients randomized to spironolactone had 
significantly greater decreases in their 24-hour systolic and diastolic blood pressure (by 11.8/6.3 mm Hg vs. 7.3/3.9 mm Hg 
for clonidine).

◗  Daytime diastolic blood pressure was lower with spironolactone than with clonidine, but there were no differences in 
nighttime blood pressures.

◗  Results from this study provided good options for the fourth-drug treatment in resistant hypertension, but additional 
analysis for identifying subgroups that best responded to spironolactone or clonidine are needed. 

Reference - https://www.medscape.com/viewarticle/893626
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Empagliflozin for Fatty Liver Disease in Type 2 Diabetes
Type 2 diabetes drug empagliflozinhas shown promise in the treatment of nonalcoholic 
fatty liver disease (NAFLD). Empagliflozin, a sodium-glucose cotransporter-2 (SGLT2) 
inhibitor, reduced liver fat from 16.2% to 11.3% compared with a control in a trial of 
just under 50 patients who also had type 2 diabetes.

Finding a glucose-lowering drug that also treats NAFLD would be particularly appealing, 
as would weight loss (which accompanies some glucose-lowering agents), because 
obesity is often also associated with NAFLD.

The current study included 22 patients treated with empagliflozin 10 mg daily for 20 
weeks who were compared with 20 patients who received standard treatment for type 
2 diabetes without empagliflozin. Liver fat was measured using an MRI-derived proton 
density fat fraction technique. Liver function was measured using serum aspartate 
aminotransferase (AST), ALT, and gamma-glutamyltranspeptidase (GGT) levels.

Only improvements in ALT were significantly better in those taking empagliflozin 
compared with the control group.

◗ Overall, 25% of the control group had an increase in liver fat during the study, half 
had no change, and 25% had a reduction.

◗ In the empagliflozin group, no patients had increased liver fat, 23% remained stable, 
and 77% experienced a decrease in liver fat.

◗ Both groups saw some improvement in HbA1c levels, but the difference between 
groups was not significant.

Reference : https://www.medscape.com/viewarticle/894326

DPP-4 Inhibitors May Increase Risk for IBD in Diabetes Patients
New research linking dipeptidyl peptidase-4 (DPP-4) inhibitors used to treat type 
2 diabetes to an increased risk for inflammatory bowel disease (IBD) is prompting 
investigators to urge monitoring of patients for gastrointestinal symptoms and to 
suggest substituting the drug with a different antidiabetic in patients at risk for the 
autoimmune condition.

A second- to third-line treatment for type 2 diabetes, DPP-4 inhibitors are incretin-based 
drugs that control hyperglycemia by blocking the action of the DPP-4 enzyme, leading to 

a rise in glucagon-like peptide 1 (GLP-1) concentrations. Animal studies have suggested 
a possible association between this inhibition and IBD activity, but the directional 
relationship is unclear.

In an effort to gain clarity around the relationship, the investigators conducted a 
population-based cohort study using data from the Clinical Practice Research Datalink 
primary care database from the United Kingdom.

The study cohort comprised 141,170 adult patients who started antidiabetic drug 
treatment between January 1, 2007, and December 31, 2016, with follow-up until June 
30, 2017. Of the full cohort, 30,488 (21.6%) patients received at least one prescription 
for a DPP-4 inhibitor during the study period.

During the mean 3.6-year follow-up period, 208 new cases of IBD were recorded among 
participants, reflecting an incidence rate of 37.7 per 100,000 person years, the authors 
report.

The results of primary and secondary analyses demonstrate

◗ A 75% incre ased risk for IBD associated with DPP-4 inhibitor use compared with use 
of other antidiabetic drugs (53.4 v 34.5 per 100 000 per year; hazard ratio [HR], 1.75; 
95% confidence interval, 1.22-2.49);

◗ Gradually increasing hazard ratios with longer durations of DPP-4 inhibitor use, 
reaching a peak after 3 to 4 years of use (HR, 2.90) and decreasing after more than 
4 years of use (HR, 1.45); and

◗ Gradually increasing HRs based on time since initiation, with the highest observed 
between 2 and 4 years after initiation (HR, 2.50) and a decrease after more than 4 
years (HR 1.75).

The observed gradual increase in the risk "is consistent with the hypothesis of a possible 
delayed effect of the use of [DPP-4] inhibitors on the incidence of [IBD], noting that the 
association was consistent across a variety of sensitivity analyses.

Although no single DPP-4 drug was statistically associated with IBD as stratified by 
specific agent (sitagliptin, saxagliptin, and other), in analyses stratified by event, DPP-
4 use was significantly associated with incidence of ulcerative colitis (HR, 2.23; 95% 
confidence interval, 1.32-3.76), but not with Crohn's disease (HR, 0.87; 95% confidence 
interval, 0.37 to 2.09).

Reference: https://www.medscape.com/viewarticle/894321
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Keep blood sugar levels  
under control since diabetics  

are more prone  
to kidney damage

Keep fit and active as it 
helps reduce blood  pressure 

and keeps the kidney 
healthy

Monitor your blood pressure 
since high blood pressure 

is one of the most common 
causes of kidney damage

Maintain healthy fluid intake since 
that helps the kidneys clear sodium, 
urea and other toxins from the body, 
thus significantly lowering the risk of 
CKD. However, avoid "aggressive fluid 

loading" as that has side effects

Eat healthy and keep your weight 
in check as this helps prevent 
diabetes, heart diseases and 

other conditions associated with 
chronic kidney disease (CKD)

Reduce your salt intake.  
The recommended sodium 
intake is 5-6 grams per day 

(about a teaspoon)

Do not take over - the - counter 
pills on a regular basis since since 
drugs like ibuprofen are known to 
cause kidney damage and other 

diseases if taken regularly

Do not smoke as it slows the 
flow of blood to the kidneys 
and also increases the risk 
of kidney cancer by about 

50%

Get your Kidney function 
checked if you have one 

or more of  the "high 
risk" factors
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Sankranti Sambaralu at CHIPS (12-01-2018)

Guard Yourself by HPV Vaccine (Gardasil) - Cancer Cervix Prevention 
and Screening by Dr. Prabha Devi at CHIPS (30-01-2018)

Sensitization Programme on I. B. Pharm and I. M. Pharm 
Regulations of PCI at CHIPS (08-02-2018)

Staff and Students of CHIPS at IPA Sponsored National Seminar on "Recent Trends and 
Importance of Green Pharmacy" at MAM College, Narasaraopet (09/10-02-2018)

Republic Day Celebrations at CHIPS (26-01-2018)

8 Students Qualified in GPAT Examination - 2018

Dr. S. Vidyadhara, Principal and Professor, CHIPS Elected as Chairman, 
I.P.A Education Division, Mumbai

Career Guidance And Personality 
Development Workshop By Gillette Guard 
and Eenadu Etharam at CHIPS (26-02-2018)

One Day Workshop on Computational Methods in Drug Discovery 
(SCHRODINGER) organized by CHIPS (27-02-2018)

Health Awareness Walk Organized by CHIPS at Chinnakondrupadu (31-03-2018)
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