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EDITORIAL

Globalization of Pharmaceuticals and healthcare settings has not only increased the intra-
industry competitions but has also improved the demand-supply chain of high quality, 
cost effective healthcare products to the patients/consumers. Therefore, it is not enough 
for Pharma companies to just focus on marketing and selling of drugs and medications, 
the industry also needs to target more holistic approach with integrated services, custom-
ization and personalized services as best response to healthcare problems. 

In our present newsletter we start with an article on ‘Department of Pharmaceuticals 
(DoP) Draft guidance for implementation of the provisions of the Public Procurement 
(Preference to Make in India) Order (PPO), 2017 with respect to public procurement of 
medical devices)’. The draft seeking public comments where DoP has analyzed the per-
centages of minimum local content in domestic medical devices, and also describes the 
manner of calculation, requirements and varication of local content.

This edition also addresses the recent regulatory developments in Health Research, new 
therapy Approvals worldwide, and regulatory reforms. The current issue covers the Min-
istry of Health and Family Welfare’s (MoHFW) ambitious National Strategic Plan (NSP) 
2017-25 for Elimination of Tuberculosis, which provides guidance for the activities of 
stakeholders including the National and State Governments, Development Partners, Civ-
il Society Organizations, International Agencies, Research Institutions, Private Sector, 
and many others whose work is relevant to TB elimination in India. The next article is 
on amendments to the National Medical Commission (NMC) Bill approved by Cabinet. 
The NMC Bill seeks to replace the Medical Council of India (MCI) with National Medical 
Commission as top regulator of medical education in India.

Then we adress Health Ministry’s grouping guidelines of Medical Devices applications, in 
pursuance of the Medical Devices Rules (MDR), 2017. This guidance is for a person who 
applies for license to import or manufacture for sale or distribution of medical devices. 
Next we highlight the Medicines & Healthcare products Regulatory Agency’s (MHRA) 
guidance on ‘GXP’ Data Integrity. Data integrity is fundamental in pharmaceutical quality 
system which ensures that medicines produced are of the required quality. next write-up 
on the Therapeutic Goods Administration (TGA) of Australia’s revised Australian clinical 
trial handbook, which provides guidance on the legislative, regulatory and good clini-
cal practice (GCP) requirements when conducting clinical trials in Australia using ‘unap-
proved’ therapeutic goods.

We also address United States Food and Drug Administration (USFDA) grant of 
Breakthrough Therapy Designation for erdafitinib in the treatment of urothelial cancer 
followed by USFDA’s approval of Trogarzo (Ibalizumab-uiyk), a new type of antiretroviral 
medication for adult patients living with HIV who have tried multiple HIV medications in 
the past (heavily treatment-experienced) and whose HIV infections cannot be successfully 
treated with other currently available therapies. We then have an article on withdrawal 
of Multiple Sclerosis Drug Daclizumab (Zinbryta) from the global market amidst rising 
concerns about its safety, including reports of severe liver damage and immune-related 
conditions. 

The newsletter celebrates the approval of Blincyto for treatment of MDR ALL in its 
penultimate article and finally wrapping up with WHO’s guidelines on Tobacco product 
regulation.

            
            
          Thank you.

Contributors to the current issue: 
Mr Manoj K. Singh
Mr Shahnawaz Ibrahim
Ms Vijaylaxmi Rathore
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CDSCO New Drug Approvals: March 2018
              
The Central Drugs Standard Control Organization (CDSCO) is the Central Drug Authority for discharging functions 
assigned to the Central Government under the Drugs and Cosmetics Act. One of the major functions of CDSCO is 
approval of new drugs in the country. During the month of March 2018, CDSCO has approved the following 
drugs classifying them as New Drug Approvals1. 

Sr. No. Name of the Drug Approved Indication
1. Cadexomer Iodine Bulk & Powder 100 

% w/w (contain 0.9 % w/v Iodine) or 
Cadexomer Iodine Ointment 500 mg 
(contains 0.9% w/v iodine)

For the treatment of chronic exuding wounds such as leg 
ulcers, pressure ulcers and diabetes ulcers infected traumatic 
and surgical wounds.

2. Dalfampridine Bulk & Film coated 
extended release tablet 10 mg 

For treatment to improve walking in patients with Multiple 
Sclerosis (MS).

3. Ulipristal Acetate 5 mg tablets For the pro-operative treatment of moderate to severe 
symptoms of uterine fibroids in adult women of reproductive 
age and intermittent treatment of moderate to severe 
symptoms of uterine fibroids in adult women of reproductive 
age.

A brief about these drugs is discussed below:

1. Cadexomer Iodine Bulk & Powder
Cadexomer iodine is an iodophor that is produced by the reaction of dextrin with epichlorhydrin coupled with 
ion-exchange groups and iodine. It is a water-soluble modified starch polymer containing 0.9% iodine, calculated 
on a weight-weight basis, within a helical matrix. 

In India, M/s Virchow Biotech Private Limited presented their proposal for grant of license to manufacture and 
market this product in India. The firm presented the Phase III Clinical trial report titled ‘Safety and efficacy of 
Dexadine (Cadexomer Iodine) in the treatment of chronic wounds’ before the CDSCO’s Subject Expert Committee 
on Antibiotics & Antivirals. After detailed deliberation, the committee recommended the manufacturing and 
marketing of the products (Cadexomer Iodine Ointment & Cadexomer Iodine Powder), as topical preparations for 
the treatment of chronic exuding wounds2. 

2. Dalfampridine Bulk & Film coated extended release tablet 10 mg
Dalfampridine, also known as 4-Aminopyridine, is a potassium channel blocker, used to improve walking ability 
in adults with multiple sclerosis (MS), who have a walking disability. MS is a disease of the nerves, in which 
inflammation destroys the protective sheath around the nerves. The drug was first approved by the United States 
Food and Drug Administration (USFDA) on January 22, 20103. The European Medicines Agency (EMA) approved 
Dalfampridine on July 20, 20114. 

1 http://www.cdsco.nic.in/forms/list.aspx?lid=2034&Id=11 

2 http://www.cdsco.nic.in/writereaddata/Recommendation%20Antimicrobial_13_07_2017.pdf 

3 https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2010/022250s000ltr.pdf 

4 http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/002097/human_med_001432.jsp&mid=WC0b01ac058001d124 
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In India, M/s Sun Pharmaceutical Industries presented its proposal to CDSCO’s Subject Expert Committee (SEC) 
for Neurology and Psychiatry for the grant of permission to manufacture and market Dalfampridine extended 
release tablets - 10mg, during the committee’s meeting on July 19, 2017. The firm had presented the proposal 
before the committee twice earlier on February 25, 2014 and on March 18, 2016, wherein the committee did not 
agree for clinical trial waiver.

The firm, this time, presented that the proposed indication - To improve walking in patients with multiple sclerosis 
falls under the criteria laid down for clinical trial waiver under the category of orphan drugs for rare diseases. The 
firm also presented that 1 in 2500 prevalence is being considered as orphan drug for rare diseases and as per the 
information available there are about 2,00,000 MS patients in the country. The firm also presented the data from 
the BE study conducted in the country and the test product was found to be Bioequivalent with the innovator 
product. Further, the firm highlighted that the drug is approved in USA, Canada, EU etc. After detailed deliberation 
the committee recommended for the grant of permission to manufacture and market the drug subject to the 
condition that the firm should conduct Phase IV clinical trial in the country and accordingly the protocol etc. 
should be submitted to the office of DCG(I) within 3 months from the date of approval5.

3. Ulipristal Acetate 5 mg tablets
Ulipristal acetate, is a ‘selective progesterone receptor modulator’. It acts by blocking the receptor of progesterone 
hormone in the body, which is involved in controlling the growth of the lining of the womb. In some women, 
progesterone may promote the growth of fibroids, which may cause symptoms such as heavy uterine bleeding 
(bleeding from the womb during or outside the menstrual period), anaemia (low red blood cell counts, due to 
bleeding) and abdominal pain (such as pain during menstrual period or pain in the belly area). When progesterone 
activity is blocked, fibroid cells stop dividing and eventually die, which reduces both the size of the fibroids and 
the symptoms caused by them.

Ulipristal acetate was first approved by the United States Food and Drug Administration (US-FDA) on August 13, 
20106. The European Medicines Agency (EMA) issued marketing authorization for Ulipristal across European 
Union on February 23, 20127.  

In India, M/s Ferring Pharmaceuticals presented their proposal for grant of license for Ulipristal to the CDSCO’s 
Subject Expert Committee (SEC) for Reproduction and Urology. In the committee’s meeting, held on October 17, 
2017, the firm presented its proposal along with clinical data including global clinical trial data in which India was 
a participating country. The committee also noted that drug is already approved for marketing in more than 70 
countries including UK, Germany, Canada, Australia etc. After detailed deliberations, the committee recommended 
for grant of permission to import and market the drug Ulipristal acetate tablets 5 mg for the pre-operative 
treatment of moderate to severe symptoms of uterine fibroids in adult women of reproductive age and 
intermittent treatment of moderate to severe symptoms of uterine fibroids in adult women of reproductive age8.

Recent Safety Alert for Ulipristal Acetate
On February 09, 2018, the European Medicines Agency (EMA) recommended that Women taking Ulipristal acetate 
for uterine fibroids should have regular liver tests. The agency also informed that EMA’s Pharmacovigilance Risk 
Assessment Committee (PRAC) is currently reviewing the benefits and risks associated with Ulipristal acetate, 
following reports of serious liver injury, including liver failure leading to transplantation9.

5 http://www.cdsco.nic.in/writereaddata/Recommendation%20Neurology_19_07_2017.pdf 

6 https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2010/022474s000ltr.pdf 

7 http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/002041/human_med_001542.jsp&mid=WC0b01ac058001d124 

8 http://cdsco.nic.in/writereaddata/27th%20SEC%20Recommendations%20of%20Reproductive%20&%20Urology.pdf 

9 http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/referrals/Esmya/human_referral_prac_000070.    

 jsp&mid=WC0b01ac05805c516f 
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Hence, as a temporary measure, while the review is ongoing, the PRAC has recommended regular liver monitoring 
for women taking Ulipristal acetate for uterine fibroids. All women taking Ulipristal acetate should have a liver 
function test at least once a month during the treatment. If the test is abnormal (liver enzyme levels are more 
than 2 times the upper limit of normal), the healthcare professional should stop treatment and closely monitor 
the patient. Liver tests should be repeated 2 to 4 weeks after stopping treatment. The PRAC is also recommending 
that no new patients should be started on Ulipristal acetate and no patients who have completed a course of 
treatment should start another one for the time being.



S i n g h  a n d  A s s o c i a t e s

 

 7

Department of Pharmaceuticals (DoP) releases draft  
guidelines for public procurement of medical devices

On March 15, 2018, the Department of Pharmaceuticals (DoP), Ministry of Chemicals and Fertilizers, released a 
draft guideline for implementation of the provisions of the Public Procurement (Preference to Make in India) 
Order (PPO), 2017, with respect to public procurement of medical devices10. 

Earlier, the Department of Industrial Policy and Promotion (DIPP) had issued PPO, 2017 and to facilitate its 
implementation, it had identified DoP as the Nodal Department for implementing the provisions of the PPO 2017 
relating to goods & services related to pharmaceutical sector.  The provisions of Para 3, Para 5 and Para 9 of PPO, 
2017 are related to pharmaceutical sector. 

 y Para 3 of PPO, 2017, makes it mandatory for procuring entities to give purchase preference to local 
suppliers, 

 y Para 5 of PPO, 2017, empowers Nodal Ministry to prescribe percentage and the manner of calculation of 
minimum local content in respect of any particular item relating to Pharmaceutical sector, and 

 y Para 9 of PPO, 2017, deals with verification of local content. 

Therefore, DoP has, now, issued the guidelines for implementation of the provisions of the PPO, 2017, with 
respect to public procurement of medical devices -

Percentage of Minimum Local Content 
Medical Device Industry (MDI) is a multiproduct industry responsible for provisioning of wide variety of crucial 
medical products ranging from simple tongue depressors & glucometer strips to large radiological & electronic 
medical equipment. The medical devices industry can be broadly classified as consisting of-

a) Medical disposables and consumables; 

b) Medical electronics, hospital equipment, surgical instruments; 

c) Implants; and 

d) In-Vitro Devices/Diagnostic Reagents. 

Individually, there are around 5000 different kinds of medical devices and it is not practical to prescribe the local 
content and percentage of preference in domestic procurement for each medical device. Moreover, DoP is in the 
process of collecting accurate and reliable data regarding:

- Total capacity and production of various categories of medical devices in India;

- The level of competition in the market in different segment of medical devices 

- The processes involved in the manufacture of medical devices for prescribing the percentage of mini-
mum local content for each category of medical devices, for purchase of supplies only from local suppli-
ers where the estimated value of procurement is Rs. 50 lakhs or less and for determining the manner of 
calculation of local content in the medical devices to be procured by the public agencies. 

10 http://pharmaceuticals.gov.in/sites/default/files/Guidelines%20for%20implementation%20of%20Public%20procurement.pdf 
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However, for the time being, based on the present level of the understanding of the medical device market in 
India and discussion with various industry representatives, DoP has analyzed the following percentages of 
minimum local content in domestic medical devices for public procurement which are prescribed for the various 
segments of medical devices:

Sl. No. Category of Medical Devices % of Local Content
1 Medical disposables and consumables 50%
2 Medical electronics, hospital equipment, surgical instruments 25%
3 Implants 40%
4 Diagnostic Reagents/IVDs 25%

Manner of calculation of local content 
i. Local content of Medical Device shall be computed on the basis of the cost of domestic components 

in the device compared to the total cost of the device. The total cost of a product shall be the cost 
incurred for the production of the medical device including direct component i.e. material cost, man-
power cost and overhead costs including profit but excluding taxes and duties. 

ii. The determination of local content cost shall be based on the following: a) In the case of direct com-
ponent (material), based on the country of origin b) In the case of manpower, based on domestic 
manpower

iii. The calculation of local content of the combination of several kinds of goods shall be based on the 
ratio of the sum of multiplication of local content of each goods with the acquisition price of each 
goods to the acquisition price of combination of goods.

iv. Format of calculation of local content shall be as contained in Enclosure-I. 

Requirement of Purchase Preference 
Purchase preference shall be given to local suppliers by all procuring entities as per provisions laid down in para 
3 of PPO, 2017, subject to the condition that para 3(a) of the PPO 2017 shall be applicable only when there are 
two or more than two local suppliers for any tender of value up to Rs. 50 Lakhs and they certify that they can 
supply the desired medical devices in the required quantities. 

Verification of Local Content 
I. The local supplier at the time of tender, bidding or solicitation shall be required to furnish self-certification 

of local content in the format as contained in Enclosure-II. 

II. In each tender, the procuring entity shall clearly mention the details of its competent authority which is em-
powered to look into procurement related complaints and the fees for such complaints, relating to imple-
mentation of PPO, 2017. 

III. In case a complaint is received by the procuring entity against the claim of a bidder regarding domestic 
value addition in medical device, the procuring entity shall have full rights to inspect and examine all the re-
lated documents and take a decision. In case any clarification is needed, matter may be referred to the DoP. 

IV. Any complaint referred to the procuring entity shall be submitted along with all necessary documenta-
tion in support of the complaint regarding domestic value addition claimed in medical device and shall be 

disposed-off within 4 weeks of the reference by the procuring entity. 
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V. In case, the complaint is referred to the DoP by a bidder or procuring entity, the grievance redressal com-
mittee to be set up under DoP for the purpose, which shall dispose-off the complaint. 

VI. In case, the matter is referred to the DoP, the grievance redressal committee shall dispose-off the complaint 
within 4 weeks of its reference and receipt of all documents from the bidder after taking in consideration, 
the view of the procuring entity. The bidder shall be required to furnish the necessary documentation in 
support of the local content claimed in medical devices to the grievance redressal committee under the 
DoP within 2 weeks of the reference of the matter. If no information is furnished by the bidder, the griev-
ance redressal committee may take further necessary action, in consultation with procuring entity, to es-
tablish the authenticity of the claim. 

VII. In case of reference of any complaint to the DoP by the concerned bidder, there would be a fee of Rs. 2 Lakh 
or 1% of the value of the medical devices being procured (subject to a maximum of Rs. 5 Lakh), whichever 
is higher, to be paid by way of a Demand Draft to be deposited with the procuring entity, along with the 
complaints by the complainant. In case the complaint is found to be incorrect, the complaint fee shall be 
forfeited. In case, the complaint is upheld and found to be substantially correct, fee deposited by the com-
plainant would be refunded without any interest. 

Note - All other provisions of PPO, 2017, shall be applicable as such and shall be adhered to by all procuring 
agencies for procurement of any medical device. The DoP has requested the stakeholders to furnish their 
comments and views on this draft guidelines within 21 days.
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Cabinet approves amendments to the National Medical 
Commission (NMC) Bill

On March 28, 2018, the Union Cabinet, chaired by Honorable Prime Minister of India, approved certain official 
amendments to the National Medical Commission (NMC) Bill. The NMC Bill seeks to replace the Medical Council 
of India (MCI) with National Medical Commission as top regulator of medical education in India. It purposes to 
form outcome-based regulation of medical education rather than process based regulation. The bill will ensure 
proper separation of functions within regulator by having autonomous boards, create accountable and 
transparent procedures for maintaining standards in Medical Education.

The amendment to the NMC Bill comes in the backdrop of its consideration in the Lok Sabha on January 02, 2018, 
and subsequently being referred to the Department Related Parliamentary Standing Committee (DRPSC). The 
Government has considered the recommendations made by the Standing Committee in its report tabled in the 
House on March 20, 2018 and general feedback, particularly the views of medical students and medical 
practitioners regarding certain provisions of the Bill.

The Approved Amendments include11:
Final MBBS Examination or National Exit Test (NEXT): The final MBBS examination will be held as a common 
exam across the country and would serve as an exit test called the National Exit Test (NEXT). This will help to not 
subject the students to an additional licentiate exam for getting license to practice. Thus, the students will not be 
required to appear in a separate exam after MBBS to get license to practice. NEXT will also serve as the screening 
test for doctors with foreign medical qualifications in order to practice in India.

Provision of Bridge Course: The bill removes the provision dealing with bridge course for AYUSH practitioners 
to practice modern medicine to a limited extent. It also authorizes the State Governments to take necessary 
measures for addressing and promoting primary health care in rural areas.

Fee regulation in private medical institutions and deemed universities: The earlier maximum limit of 40% 
seats for which fee is regulated in private medical institutions and deemed universities has been increased to 
50% seats. Further, it has been clarified that the fee will also include all other charges taken by the colleges.

Number of nominees from States/UTs in NMC: Responding to the demands from States to increase their 
representation in the NMC, the nominees of States and UTs in the NMC have been increased from 3 to 6. The NMC 
will comprise of 25 members of which at least 21 will be doctors.

Monetary penalty for non-compliance: The bill adds provision for different penalty options for Medical Colleges 
which are non-compliant with the norms. It includes a wide range of monetary penalties, ranging from one half 
to ten times the annual fee recovered from a batch, to be imposed in a graded manner on a medical college non-
compliant with the norms. This clause has been replaced with a provision which provides different options for 
warning, reasonable monetary penalty, reducing intake, stoppage of admission leading up to withdrawal of 
recognition.

Stringent punishment for unqualified medical practitioners or quacks: The government is concerned about 
the quality and safety of health care being made available to the citizens and the need for strict action against 
unqualified practitioners or quacks. The punishment for any unauthorized practice of medicine has been made 
severe by including a provision for imprisonment of up to one year along with a fine extending up to Rs. 5 lakhs.

11 http://pib.nic.in/PressReleseDetail.aspx?PRID=1526891 
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Conclusion
The Cabinet’s decision is more in the favor of IMA and medical students, supports qualified practitioners and has 
mandated strict action against unqualified practitioners or quacks as government remains concerned about the 
quality of healthcare in the country. Further, it also empowers the State Governments to take necessary measures 
for addressing and promoting primary health care in rural areas.
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Health Ministry’s ambitious National Strategic Plan (NSP) 
2017-25 for Elimination of Tuberculosis 

As per the World Health Organization’s Global Tuberculosis (TB) Report of 2017, the estimated incidence of TB in 
India was approximately 28, 00,000 - accounting for about a quarter of the world’s TB cases12.The Revised National 
TB Control Programme (RNTCP) of India is an on-going Centrally Sponsored Scheme, being implemented under 
the umbrella of National Health Mission. The programme was initiated in 1997 and was expanded to cover the 
entire country in 2006. The programme, since then, has achieved global benchmark of case detection and 
treatment success and has achieved Millennium Development Goals (MDGs) in 2015 of halting and reversing the 
incidence of TB. 

The major initiatives taken in 2017 by the Health Ministry in this regard include: 

1) Expansion of Daily Regimen for treatment of TB across the country; 

2) Scale up of Bedaquiline; 

3) Conditional approval of Delamanid; 

4) Release of guidelines on Programmatic Management of Drug-Resistant TB (PMDT) in India; and 

5) Analysis of National Drug Resistance Survey data and many more.

NATIONAL DRUG RESISTANCE SURVEY
The First National Drug Resistance Survey commenced in July 2014, and 95% of the enrolments were completed 
by July 2015. However, the rest of the 5% took longer and were completed only by May 2016. The time lag can be 
attributed to paucity of previously treated TB patients diagnosed in certain Designated Microscopy Centre 
(DMCs), though they had such patients during the period of sample size determination period in 2012.  
The survey provided a statistically representative national estimate of the prevalence of anti-tuberculosis drug 
resistance among new and previously treated patients in India, and will contribute to a more accurate estimate 
of anti-tuberculosis drug resistance globally. A total of 5280 sputum smear-positive pulmonary TB patients (3240 
new and 2040 previously treated) diagnosed at the DMCs of RNTCP were enrolled in the survey. The survey 
results shows that: 

 y Multi-Drug Resistant TB (MDR-TB) is 6.19% among all TB patients with 2.84% among new and 11.60% 
among previously treated TB patients. 

 y Among MDR-TB patients, additional resistance to any fluoroquinolones was 21.82% and 3.58% to any 
second-line injectable drugs. 

 y Among MDR-TB patients, additional resistance to at least one drug from each of the two classes, i.e. 
fluoroquinolone and second-line injectable drugs eXtensively Drug Resistant TB (XDR-TB) was 1.3%. 

 y Any first- or second line drug resistance among all TB patients is 28.0% with 22.54% among new and 
36.82% among previously treated TB patients. 

12  http://apps.who.int/iris/bitstream/10665/259366/1/9789241565516-eng.pdf 
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 y Any isoniazid resistance is 11.06% and 25.09% among new and previously treated TB patients, respectively. 
Any pyrazinamide resistance is 6.95% and 8.77% among new and previously treated TB patients, 
respectively13. 

MDR-TB rates at the national level are still within the range of previous state-level surveys conducted in India. 
However, more than a quarter of TB patients in India have drug resistance to one or the other anti-TB drug.

NATIONAL STRATEGIC PLAN (NSP 2017-25)
One of the landmark achievements of 2017 is approval of bold and ambitious National Strategic Plan (NSP) 2017-
25 for TB Elimination, which is a framework to provide guidance for the activities of stakeholders including the 
National and State Governments, Development Partners, Civil Society Organizations, International Agencies, 
Research Institutions, Private Sector, and many others whose work is relevant to TB elimination in India.

It is crafted in line with other health sector strategies and global efforts, such as the draft National Health Policy 
2015, World Health Organization’s (WHO) End TB Strategy and the Sustainable Development Goals (SDGs) of the 
United Nations (UN). To achieve a rapid decline in the burden of TB morbidity and mortality, while working 
towards elimination of TB in India by 2025, it is essential to collect complete information of all patients of 
tuberculosis with implementation of key strategies like -

I. Private sector engagement 

II. Active Case finding

III. Drug resistant TB case management 

IV. Addressing social determinants including nutrition

V. Robust Surveillance system 

VI. Community engagement & Multi-sectoral approach14.

The NSP is aiming to achieve elimination of TB by 2025. During the plan period, targets are

1. 80% reduction in TB incidence (i.e. reduction from 211 per lakh to 43 per lakh)

2. 90% reduction in TB mortality (i.e. reduction from 32 per lakh to 3 per lakh)

3. 0% patient having catastrophic expenditure due to TB.

The requirements for moving towards TB elimination have been integrated into the four strategic pillars of 
“Detect – Treat – Prevent – Build” (DTPB).

The NSP 2017-25 for TB Elimination also has provision of incentives for patient support like-

Patient Support Incentives: Majority of TB patients notified, are from the age group of 15-45 years and are from 
the lower socio-economic strata of the society. Hence, the Ministry of Health and Family Welfare approved Rs. 500 
per month during the treatment of all TB patients notified in NIKSHAY under RNTCP. The financial incentives will 
support TB patients to prevent catastrophic expenditure, attract notification from private sector and encourage 
them to complete treatment.

13 https://tbcindia.gov.in/showfile.php?lid=3314 

14 https://tbcindia.gov.in/showfile.php?lid=3314 
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Incentives for TB Notification:  An incentive of Rs. 1000 will be provided for notification of TB patients. Rs. 500 
to be given at notification and Rs. 500 for reporting treatment outcome. The incentives will be provided upon 
Notification in the TB reporting software, Nikshay, through a smooth and transparent manner.

RNTCP IMPLEMENTATION STATUS
1. Case Finding & Diagnosis of Tuberculosis: NSP 2017-25, advocates early identification of presumptive TB 

cases, at the first point of care - be it private or public sector, and prompt diagnosis using high sensitivity 
diagnostic tests to provide universal access to quality TB diagnosis including drug resistant TB in the country. 
The National Policy for diagnosis suggests: 

 y Drug Sensitive TB: Direct sputum smear microscopy by Ziehl-Neelsen acid-fast staining/ Fluorescence 
Microscopy is the primary case detection tool in RNTCP for patients with infectious tuberculosis presumed 
to be drug sensitive and is also for monitoring their response to treatment. 

 y Drug Resistant TB: Patients at risk of DR TB as defined by the programme MDR-TB, are diagnosed using 
WHO endorsed rapid diagnostics (WRD) like Cartridge Based Nucleic Acid Amplification Test (CBNAAT) / 
Line Probe Assay (LPA). Response to treatment for MDR is monitored by follow-up culture on Liquid 
Culture (MGIT) system (critical follow-ups requiring clinical response) and identification of Mycobacterial 
species is performed by commercial Immunochromatic Test (ICT).

2. Treatment of TB Services: Universal access to free, standard treatment services for all TB patients in the 
country encompasses an ambit of services in and around each patient’s care cascade. Strengthening of these 
patient centered treatment services in RNTCP, with enhanced capacity to rapidly accommodate new drugs 
and treatment modalities, will be the cornerstone of the current NSP. The major initiatives taken in 2017 are: 

 y Expansion of Daily Regimen for treatment of TB across the country India TB Report 2018 32

 y Scale up of Bedaquiline

 y Conditional Approval of Delamanid 

 y Release of Guidelines on PMDT in India

 y National Training of Trainers (ToT) on Guidelines on PMDT 

 y Introduction of Medication Event Reminder-Monitor Device (MERM) boxes.

3. TB-HIV: Tuberculosis and HIV duo form a deadly synergy the patients with these diseases more often likely to 
suffer unfavourable outcomes. HIV infection increases the risk of progression of latent TB infection to active 
TB disease, thus, increasing the risk of death if not treated timely for both TB and HIV. HIV prevalence among 
incident TB patients is estimated to be 4.00%. 87,000 HIV associated TB patients are emerging annually. By 
numbers, India ranks 2nd in the world and accounts for about 10% of the global burden of HIV-associated TB. 
Interventions to reduce the burden of TB among people living with HIV include early provision of antiretrovi-
ral therapy (ART) for people living with HIV in line with WHO guidelines and the three I’s for HIV/TB: intensified 
TB case-finding followed by high quality anti-tuberculosis treatment, isoniazid preventive therapy (IPT) and 
infection control in HIV care setting.

TB IS A DANGEROUS EPIDEMIC DISEASE/ NOTIFIABLE DISEASE
Further, on March 16, 2018, Ministry of Health and Family Welfare (MoH&FW) through a gazette notification, 
stated that TB is a dangerous epidemic disease/notifiable disease and released TB reporting measures - where all 
the health care providers treating TB patients are expected to inform the public health departments about every 
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TB patient they find and treat15. Further, in the interest of public health to control and prevent the tuberculosis 
disease, the Central Government has specified the following measures, namely:-

1) The Healthcare Providers, termed as Clinical Establishment henceforth; shall notify every tuberculosis pa-
tient to local Public Health Authority, namely, District Health Officer or Chief Medical Officer of a District 
and Municipal Health Officer of urban local bodies in whatever way they are known; or their designated 
District Tuberculosis Officers in a format as specified in -

a. Annexure-I by the Medical Laboratories;

b. Annexure-II by the Medical Practitioners.

2) All Pharmacies, Chemists and Druggists dispensing anti-tubercular medicines, shall notify respective tu-
berculosis patients along with the details of medicines as per Annexure-III and maintain a copy of pre-
scription - Annexure IV, the treating Medical Practitioner as per Schedule H1 of the Drugs and Cosmetics 
Rules, 1945; and shall furnish the same either electronically or in hard copy, to the Nodal Officer of the 
District or any Officer authorized by Nodal Officer.

3) Considering the importance of patient support needed for complete and appropriate treatment of all, 
tuberculosis patients are encouraged to self-notify themselves with their own details and that of treating 
medical practitioners.

Secured web portals like https://nikshay.gov.in and www.tbcindia.gov.in shall be made available by the Central 
Tuberculosis Division for all practitioners, clinical establishments, pharmacies, chemists, druggists and patients 
for online submission of information.

Noncompliance to the reporting measures 
The Clinical Establishment, Pharmacy, Chemist and Druggist, failing to notify a tuberculosis patient to the nodal 
officer, as mentioned above and local public health staff of general health system of rural or urban local bodies, 
not taking appropriate public health action on receiving tuberculosis patient notification as per the paragraph 
above, may attract the provisions of sections 269 and 270 of the Indian Penal Code (45 of 1860): 

Section 269 of the Indian Penal Code (45 of 1860) prescribed that “Negligent act likely to spread infection of disease 
dangerous to life - Whoever unlawfully or negligently does any act which is, and which he knows or has reason to 
believe to be, likely to spread the infection of any disease dangerous to life, shall be punished with imprisonment of 
either description for a term which may extend to six months, or with fine, or with both.”

Section 270 of the Indian Penal Code (45 of 1860) prescribed that “Malignant act likely to spread infection of 
disease dangerous to life - Whoever malignantly does any act which is, and which he knows or has reason to believe to 
be, likely to spread the infection of any disease dangerous to life, shall be punished with imprisonment of either 
description for a term which may extend to two years, or with fine, or with both.”

Note- These measures shall prevail over the earlier measures issued vide order F.No. Z-28015/2/2012-TB, dated 
the May 07, 2012 and its amendment dated July 23, 2015.

Conclusion
Surveillance in TB is not only about detecting TB Cases. FFor an effective surveillance the approach of adherence 
monitoring, surveillance of Drug resistance and surveillance using genomics is required, which will eventually 
prevent emergence and spread of resistance, and will also help to detect epidemic patterns of disease within 
localities. The major initiatives taken by the Health Ministry in this regard will help the country to achieve 
elimination of TB by 2025.

15 http://www.egazette.nic.in/WriteReadData/2018/183924.pdf 
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India takes on Malaria in its highest burden states; World 
Health Organization (WHO)

Since 2000, India has made major inroads in reducing the toll from malaria. But the path towards total elimination 
has proven a challenge in the eastern state of Odisha, which carries more than 40% of the country’s malaria 
burden. In recent years, the State Government has dramatically scaled up efforts to prevent, diagnose and treat 
malaria - with impressive results seen in a short span of time. The work follows the recommendations of the WHO 
Global Technical Strategy for Malaria which calls for early case detection, prompt treatment and the widespread 
use of mosquito-control measures.

Global Technical Strategy for Malaria 2016–2030
The strategy was adopted by the World Health Assembly in May 2015. It provides a comprehensive framework to 
guide countries in their efforts to accelerate progress towards malaria elimination. The strategy sets the target of 
reducing global malaria incidence and mortality rates by at least 90% by 2030.

It emphasizes the need for universal coverage of core malaria interventions for all populations at risk and 
highlights the importance of using high-quality surveillance data for decision-making. It also identifies areas 
where innovative solutions will be essential for attaining the goals, and summarizes the estimated global costs of 
implementation.16

India focuses on Odisha and the tribal states 
India’s goal of eliminating malaria by 2030 may appear, at first glance, to be easily attainable. Reported cases of 
the disease dropped by around half between 2001 and 2016 and, in nearly three-quarters of India’s more than 
650 districts, the number of people falling ill from malaria is very low.

But India’s path towards Malaria elimination has proven to be particularly difficult in the remote and rugged tribal 
areas of the country’s north-east region and in the state of Odisha to the east – areas where malaria is one of the 
most common health problems. 

The challenges are many – 
 y A forest-based economy in India’s tribal states means many people work in areas thick with the mosquitoes 

that carry the malaria parasite. 

 y Residents typically sleep outdoors, where they are easy targets for mosquitoes. 

 y In addition, people often wear inadequate clothing, which leaves them vulnerable to mosquito bites, 
and are often reluctant to seek medical help when they first develop symptoms of the disease.

 y What’s more, mosquitoes in these areas tend to transmit the disease efficiently and have developed 
resistance to as many as 3 of the 4 WHO-recommended classes of insecticides.

To overcome these challenges and following the recommendations of WHO’s Global Technical Strategy for 
Malaria, Indian health authorities are increasing efforts to provide free access to bed nets, expand the use of rapid 
diagnostic tests and provide early treatment for cases of the disease.

16 http://www.who.int/malaria/publications/atoz/9789241564991/en/ 
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Massive scale up in the use of long-lasting insecticidal nets
Much of the work is spearheaded by 900 000 trained Accredited Social Health Activists (ASHAs). In 2017, with 
financing from the Global Fund to Fight AIDS, Tuberculosis and Malaria, the ASHAs helped distribute approximately 
11 million bednets – enough to protect all residents in those areas of Odisha that are at highest risk for malaria, 
including residential hostels for schools. Across the nation, a total of 40 million bednets have been handed out or 
will be shortly.

Education as a public health tool
When ASHAs come across people who are not using bednets, they educate them about the life-saving protection 
these nets confer. For those who test positive for the malaria parasite, ASHAs issue health cards that keep a 
detailed record of their medication regimens and courses of treatment. 

Public health officials have also enlisted the aid of folk troupes, which travel from village to village putting on 
performances that communicate the basics of malaria control.

Cases drop in Odisha and the north-eastern states
In Odisha, the state with the greatest malaria burden in India, there were an estimated 295 000 reported cases 
from July through December 2016, 56 of them fatal. During the same time period in 2017, the number of cases 
had fallen by nearly 50%, to approximately 156 000; fatalities fell by more than two thirds, to 16 deaths.

Similar progress has been made in the north-eastern states, where 7.2 million bednets were distributed in late 
2015 and in 2016. Between 2016 and 2017, the reported number of cases of malaria fell from about 165 000 to 
fewer than 37 000, according to government figures.

Keeping track of cases is difficult
Yet obstacles remain. For example, keeping track of the malaria burden has proven to be difficult, since private 
doctors do not report their cases to the government database.

And more difficulties may yet appear - though resistance to artemisinin, one of the primary weapons against 
malaria, has not been identified in India, it has been found in nearby Myanmar17.

Intervention policies and strategies18:

Intervention Policies/strategies Yes/No Adopted
ITN ITNs/ LLINs distributed free of charge Yes 2001

ITNs/ LLINs distributed to all age groups yes 2001

IRS IRS is recommended Yes 1953
DDT is authorized for IRS yes 1953

Larval control Use of larval control recommended yes -
IPT IPT used to prevent malaria during pregnancy N/A -
Diagnosis Patients of all ages should receive diagnostic test Yes 1958

Malaria diagnosis is free of charge in the public sector yes 1953

17 http://www.who.int/malaria/news/2018/india-elimination-odisha/en/ 

18 http://www.who.int/malaria/publications/country-profiles/profile_ind_en.pdf 
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Intervention Policies/strategies Yes/No Adopted
Treatment ACT is free of charge for all ages in public sector Yes 2006

The sale of oral artemisinin-based monotherapies (oAMTs) Is banned 2009
Single dose of primaquine is used as gametocidal medicine for P. 
falciparum 

yes 1982

Primaquine is used for radical treatment of P. vivax Yes 1982
G6PD test is a requirement before treatment with primaquine No -
Directly observed treatment with primaquine is undertaken No -
System for monitoring adverse reactions to antimalarials exists yes -

Surveillance ACD for case investigation (reactive) Yes
ACD of febrile cases at community level (pro-active) Yes
Mass screening is undertaken Yes
Uncomplicated P. falciparum cases routinely admitted No
Uncomplicated P. vivax cases routinely admitted No
Foci and case investigation undertaken No
Case reporting from private sector is mandatory No

ITN-insecticide-treated mosquito net, IRS- indoor residual spraying, IPT- intermittent preventive treatment, DDT- 
dichloro-diphenyl-trichloroethan, LLINs- Long-lasting insecticidal nets

Antimalarial treatment policy19

Antimalarial treatment policy Medicine Year adopted
First-line treatment of unconfirmed malaria CQ 2007
First-line treatment of P. falciparum AS+SP+PQ;AL 2007
Treatment failure of P. falciparum QN+D; QN+T -
Treatment of severe malaria AM; AS; QN 2007
Treatment of P. vivax CQ+PQ(14d) 2007
Dosage of Primaquine for radical treatment of P. vivax  0.25 mg/Kg (14 days)

CQ-Chloroquine, AL- Artemether-lumefantrine, AM-amodiaquine, PQ-Primaquine, QN-Quinine, AS-Artesunate, 
T-Tetracycline

19  http://www.who.int/malaria/publications/country-profiles/profile_ind_en.pdf 
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Health Ministry issues grouping guidelines for Medical Device 
Applications

On March 16, 2018, the Ministry of Health and Family Welfare (MoH&FW) issued the grouping guidelines of 
Medical Devices in pursuance of Rule 5 of the Medical Devices Rules (MDR), 2017. This guidance is for a person 
who applies for license to import or manufacture for sale or distribution of medical devices, namely -

- Application for license to import or manufacture for sale or distribution, sell, stock or offer for sale or dis-
tribution of medical device under Medical Devices Rules, 2017. 

- The applicant may group medical devices having same or similar intended uses or commonality of tech-
nology and submitted in a single application. The grouping of medical devices is for the purpose of sub-
mission of single application for license to import or manufacture in the manner (Tabulated below).

The guidelines have been prepared in accordance with the Medical Devices Rules, 2017, categorizing medical 
devices into six brackets namely 1) Single, 2) Family, 3) In-vitro Diagnostic Test Kit, 4) System, 5) In-vitro Diagnostic 
Cluster, and 6) Group. An applicant is allowed to group medical devices having same or similar intended uses or 
commonality of technology and submit a single application for a license to manufacture or import it. 

Grouping Guidelines for Medical Devices Applications
Sr. No. Medical device Grouping Grouping guidelines

1 Single A single medical device is a medical device sold as a distinct packaged entity 
and does not meet the criteria for family, IVD test kit, system, IVD cluster or a 
group. It may be sold in a range of package sizes. 

The medical devices that cannot be assigned to family, IVD test kit, system, IVD 
cluster or a group must be licensed separately.

The medical devices which are a part of a group must be licensed separately 
before they are sold separately as individual medical devices.
For Example - Condoms are sold in package of 3, 10 or 16 can be licensed a 
single medical device applications.

2 Family A medical device family is a collection of medical devices and each medical 
device-
is from same license holder; 
is of same risk classification class; 
has a common intended use;
has the same design and manufacturing process; 
has variations that are within the scope of the permissible variants. 
The characteristics of a medical device may be considered as permissible variant 
under clause (1), if
the physical design and material of construction of the medical device are same 
or very similar; 
the manufacturing processes, including sterilisation method, for the medical 
devices are same or very similar; 
the intended purpose of medical devices is same; and 
the risk profile of the medical device, taking into account the above factors, is 
same.
For example - Condoms that differ in colour, size and texture but are 
manufactured from the same material and manufacturing process and share a 
common intended purpose can be licensed as a Family.
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Sr. No. Medical device Grouping Grouping guidelines

3 In vitro diagnostics Test Kit An in-vitro diagnostics kit is a device that consists of reagents or articles which 
are, 
from same license holder; 
intended to be used in combination to complete a specific intended purpose; 
sold under single proprietary Test Kit name; and 
compatible when used as a Test Kit; 
An in-vitro diagnostics kit does not include the instruments, such as analysers, 
needed to perform the test.
Individual reagents or articles can be supplied separately as replacement items 
for kit. If the reagents or articles in a Test Kit are supplied for use in more than 
one Test Kit, such reagents or articles shall be included in the application of the 
other Test Kits.
For example - Human Immunodeficiency Virus (HIV) Enzyme Linked 
Immunosorbent Assay (ELISA) Test Kit may contain controls, calibrators, and 
washing buffers. All the reagents and articles are used together to detect HIV 
and therefore, can be licensed as Test Kit. These reagents and articles can be 
supplied separately as replacement items for that particular Test Kit.

4 System Those medical devices comprise a system, that are
from same license holder; 
Intended to be used in combination to complete a common intended purpose; 
Compatible when used as a system; and
sold under single proprietary system name;
The constituent component in a system which is supplied for use in more than 
one System, such constituent components shall be included in the application 
for license for each of other System.
If several systems fulfil the conditions, as specified in clause (b), to be grouped 
as Family, they may be licensed as family.
For example - A hip replacement system comprising of femoral and acetabular 
components can be licensed as system. The components must be used in 
combination to achieve a common intended purpose of total hip replacement. 
The size of component may vary.

5 In vitro diagnostics cluster An in-vitro diagnostics cluster comprises of a number of in-vitro diagnostics 
reagents or articles which are, 
from same license holder; 
of a common methodology; 
sold under single proprietary name; and 
Compatible when used as a Test Kit.

6 Group (i) A medical device Group is a collection of two or more medical devices, 
supplied in a single package by same license holder, which are¬
a) sold under single proprietary Group name; 
b) for a common intended purpose. 
(ii) The medical device in the Group may have different proprietary names 
and intended purposes and designed and sold by different license holders. 
(iii) The collection of medical devices in a Group may differ in the number 
and combination of products that comprises each Group, while maintaining 
the same proprietary Group name and Group's intended purpose.
(iv) The medical device in a Group is supplied for use in another Group, 
such a medical device shall be included in the application of that other Group.
For example - A first aid kit consisting of medical devices such as bandages, 
gauzes, drapes and thermometers, when assembled together as one package, 
can be licensed as a Group.
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Conclusion: 
The grouping guidelines provides detailing on when and how companies seeking clearance to import or 
manufacture medical devices can group products in a single submission. This grouping guideline supports the 
Medical Devices Rules, 2017.
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UK’s Medicines and Healthcare products Regulatory Agency 
(MHRA) issues new guidance on ‘GXP’ Data Integrity

On March 09, 2018, United Kingdom’s Medicines & Healthcare products Regulatory Agency (MHRA) has released 
its guidance on ‘GXP’ Data Integrity20. Data integrity is fundamental in pharmaceutical quality system which 
ensures that medicines produced are of the required quality. Safeguarding data to ensure patient safety and the 
quality of medical products is at the forefront in this new guidance from the UK-MHRA. Data integrity issues have 
often been cited frequently in US FDA Form 483s and in warning letters for pharmaceutical and active ingredient 
manufacturers, as well as in statements of noncompliance with GMP from the MHRA.

Background
Over the years the way regulatory data is generated, has continued to evolve in line with the ongoing development 
of supporting technologies such as the increasing use of electronic data capture, automation of systems and use 
of remote technologies; and the increased complexity of supply chains and ways of working, for example, via 
third party service providers. Systems to support these ways of working can range from manual processes with 
paper records to the use of fully computerised systems. The main purpose of the regulatory requirements remains 
the same, i.e. having confidence in the quality and the integrity of the data generated (to ensure patient safety 
and quality of products) and being able to reconstruct activities.

The agency defines GXP as Good ‘X’ Practice where ‘X’ is used as a collective term for:
 y GDP – Good Distribution Practice,

 y GCP – Good Clinical Practice,

 y GLP – Good Laboratory Practice

 y GMP – Good Manufacturing Practice

 y GPvP – Good Pharmacovigilance Practice

Guidance on Data
Data is facts, figures and statistics collected together for reference or analysis. It is also all original records and true 
copies of original records, including source data and metadata and all subsequent transformations and reports 
of these data, that are generated or recorded at the time of the GXP activity and allow full and complete 
reconstruction and evaluation of the GXP activity.

The Data should be:

A – Attributable to the person generating the data

L – Legible and permanent

C – Contemporaneous

O – Original record (or certified true copy)

A – Accurate

20 https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/687246/MHRA_GxP_data_integrity_guide_March_edited_Final.

pdf 



S i n g h  a n d  A s s o c i a t e s

 

 2 3

Data governance measures should also ensure that data is complete, consistent, enduring and available 
throughout the lifecycle, where;

Complete – the data must be whole; a complete set

Consistent - the data must be self-consistent

Enduring – durable; lasting throughout the data lifecycle

Available – readily available for review or inspection purposes

Establishing data criticality and inherent integrity risk
The MHRA guidance says that Data has varying importance to quality, safety and efficacy decisions. Data criticality 
may be determined by considering how the data is used to influence the decisions made. Therefore, the risks to 
data are determined by the potential to be deleted, amended or excluded without authorization and the 
opportunity for detection of those activities and events. The risks to data may be increased by complex, 
inconsistent processes with open-ended and subjective outcomes, compared to simple tasks that are undertaken 
consistently, are well defined and have a clear objective.

Data may be generated by:
I. Recording on paper, a paper-based record of a manual observation or of an activity or

II. Electronically, using equipment that range from simple machines through to complex highly configu-
rable computerised systems or

III. By using a hybrid system where both paper-based and electronic records constitute the original record or

IV. By other means such as photography, imagery, chromatography plates, etc.

Paper
Data generated manually on paper may require independent verification if deemed necessary from the data 
integrity risk assessment or by another requirement. Consideration should be given to risk-reducing supervisory 
measures.

Electronic
The inherent risks to data integrity relating to equipment and computerised systems may differ depending upon 
the degree to which the system generating or using the data can be configured, and the potential for manipulation 
of data during transfer between computerised systems during the data lifecycle. The use of available technology, 
suitably configured to reduce data integrity risk, should be considered.

Simple electronic systems with no configurable software and no electronic data retention (e.g. pH meters, 
balances and thermometers) may only require calibration, whereas complex systems require ‘validation for 
intended purpose’. Validation effort increases with complexity and risk (determined by software functionality, 
configuration, the opportunity for user intervention and data lifecycle considerations). It is important not to 
overlook systems of apparent lower complexity.
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Within these systems, it may be possible to manipulate data or repeat testing to achieve the desired outcome 
with limited opportunity for detection (e.g. stand-alone systems with a user-configurable output such as ECG 
machines, FTIR, UV spectrophotometers).

Hybrid
Where hybrid systems are used, it should be clearly documented what constitutes the whole data set and all 
records that are defined by the data set should be reviewed and retained. Hybrid systems should be designed to 
ensure they meet the desired objective.

Other
Where the data generated is captured by a photograph or imagery (or other media), the requirements for storage 
of that format throughout its lifecycle should follow the same paramaters as for the other formats, considering 
any additional controls required for that format. Where the original format cannot be retained due to degradation 
issues, alternative mechanisms for recording (e.g. photography or digitization) and subsequent storage may be 
considered, and the selection rationale documented (e.g. thin layer chromatography).

Data Integrity
Data integrity is the degree to which data is complete, consistent, accurate, trustworthy, reliable and that these 
characteristics of the data are maintained throughout the data life cycle. The data should be collected and 
maintained in a secure manner, so that it is attributable, legible, contemporaneously recorded, original (or a true 
copy) and accurate. Assuring data integrity requires appropriate quality and risk management systems, including 
adherence to sound scientific principles and good documentation practices.

Data Integrity Paper Based vs. Electronic Data
The guidance notes that both paper-based and electronic data can be used but data generated manually on 
paper “may require independent verification if deemed necessary from the data integrity risk assessment or by 
another requirement,” whereas the “inherent risks to data integrity relating to equipment and computerized 
systems may differ depending upon the degree to which the system generating or using the data can be 
configured, and the potential for manipulation of data during transfer between computerized systems during 
the data lifecycle.”

The guidance also defines certain terms and its interpretations at length, including what   ‘raw’ or source data 
means, what metadata is, what audit trails are, comparisons between  ‘original record’ and  ‘true copy’ and 
definitions of data governance, data lifecycle and data transfers or migrations.

In terms of validating computerized systems, the guidance notes that they “should be validated for their intended 
purpose which requires an understanding of the computerized system’s function within a process. For this reason, 
the acceptance of vendor-supplied validation data in isolation of system configuration and users intended use is 
not acceptable. In isolation from the intended process or end-user IT infrastructure, vendor testing is likely to be 
limited to functional verification only and may not fulfil the requirements for performance qualification.”

Data retention
The guidance notes that Data retention may be for archiving (protected data for long-term storage) or backup 
(data for the purposes of disaster recovery).

Data and document retention arrangements should ensure the protection of records from deliberate or 
inadvertent alteration or loss. Secure controls must be in place to ensure the data integrity of the record 
throughout the retention period and should be validated where appropriate. Data (or a true copy) generated in 
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paper format may be retained by using a validated scanning process, provided there is a documented process in 
place to ensure that the outcome is a true copy.

Procedures for destruction of data should consider data criticality and, where applicable, legislative retention 
requirements. 

The guidance also lays procedures for Archive, Back-up, File structure, Validation, Selection of IT Suppliers and 
Service Providers, Business Continuity etc.

Conclusion: 
‘GXP’ refers to the various good practices regulated by the UK MHRA, including the Good Laboratory Practice 
Monitoring Authority (GLPMA), Good Clinical Practice, Good Distribution Practice, Good Laboratory Practice, 
Good Manufacturing Practice and Good Pharmacovigilance Practice. The MHRA’s GXP data integrity guidance 
has a high degree of alignment with documents published by other global regulators. It is designed to facilitate 
compliance through education, whilst clarifying the MHRA’s position on data integrity and the minimum 
expectation to achieve compliance.
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European Medicines Agency (EMA): Recommends Approval of 
six medicines in its March Meeting

The European Medicines Agency’s (EMA) Committee for Medicinal Products for Human Use (CHMP) has 
recommended six medicines for approval, including one orphan medicine, at its March 2018 meeting21.

A) The six medicines recommended for approval are:
1) Rubraca (Rucaparib) – For treatment of relapsed or progressive ovarian cancer 
On March 22, 2018, the Committee for Medicinal Products for Human Use (CHMP) adopted a positive opinion, 
recommending the granting of a conditional marketing authorization for the medicinal product Rubraca, 
intended for the treatment of relapsed or progressive ovarian cancer22. Rubraca was designated as an orphan 
medicinal product on October 10, 2012. 

Rubraca will be available as 200 mg, 250 mg and 300 mg film-coated tablet. The active substance of Rubraca is 
rucaparib, an inhibitor of poly (ADP-ribose) polymerase (PARP) enzymes (ATC code: L01XX55) that blocks the 
repair of damaged DNA in cancer cells, and, as a result, causes the cancer cells to die. The benefits with Rubraca 
are its anti-tumour activity as measured by objective response rate and response duration as well its safety profile.  
The full indication is: “monotherapy treatment of adult patients with platinum sensitive, relapsed or progressive, 
BRCA mutated (germline and/or somatic), high-grade epithelial ovarian, fallopian tube, or primary peritoneal 
cancer, who have been treated with two or more prior lines of platinum based chemotherapy, and who are 
unable to tolerate further platinum based chemotherapy”.

The applicant for this medicinal product is Clovis Oncology UK Ltd.

2) Juluca (Dolutegravir / Rilpivirine) - For treatment of HIV infection
On March 22, 2018, the Committee for Medicinal Products for Human Use (CHMP) adopted a positive opinion, 
recommending the granting of a marketing authorization for the medicinal product Juluca, intended for the 
treatment of HIV infection23. 

Juluca is a fixed-dose combination of two active substances, dolutegravir and rilpivirine (ATC code: J05AR21), and 
will be available as 50 mg/25 mg film-coated tablets. Dolutegravir inhibits HIV integrase by binding to the 
integrase active site and blocking the strand transfer step of retroviral DNA integration which is essential for HIV 
replication. Rilpivirine activity is mediated by non-competitive inhibition of HIV1 reverse transcriptase. The 
benefit with Juluca is its ability to maintain viral suppression of HIV strains that lack resistance (documented or 
clinically suspected) to integrase inhibitors. 

The full indication is - “Juluca is indicated for the treatment of human immunodeficiency virus type 1 (HIV1) 
infection in adults who are virologically-suppressed (HIV-1 RNA <50 copies/mL) on a stable antiretroviral regimen 
for at least six months with no history of virological failure and no known or suspected resistance to any non-
nucleoside reverse transcriptase inhibitor or integrase inhibitor.”

The applicant for this medicinal product is ViiV Healthcare UK Limited.

21 http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2018/03/news_detail_002925.jsp&mid=WC0b01ac058004d5c1 

22 http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion_-_Initial_authorisation/human/004272/WC500246362.pdf 

23 http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion_-_Initial_authorisation/human/004427/WC500246369.pdf 
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3) Kanjinti (Trastuzumab) - For the treatment of breast and gastric cancer
On March 22, 2018, the Committee for Medicinal Products for Human Use (CHMP) adopted a positive opinion, 
recommending the granting of a marketing authorization for the medicinal product Kanjinti, intended for the 
treatment of breast and gastric cancer24. 

Kanjinti will be available as powder for concentrate for solution for infusion (150 mg and 420 mg). The active 
substance of Kanjinti is trastuzumab, a monoclonal antibody (ATC code: L01XC03) that binds with high affinity 
and specificity to HER2 leading to the inhibition of proliferation of tumour cells that overexpress HER2.

Kanjinti is a biosimilar medicinal product. It is highly similar to the reference product Herceptin (trastuzumab), 
which was authorized in the EU on August 28, 2000. Data shows that Kanjinti has comparable quality, safety and 
efficacy to Herceptin (trastuzumab). 

The applicant for this medicinal product is Amgen Europe B.V., BREDA.

4) Zessly (Infliximab) – For the treatment of rheumatoid arthritis, Crohn’s disease, ulcerative colitis, ankylosing 
spondylitis, psoriatic arthritis and psoriasis
On March 22, 2018, the Committee for Medicinal Products for Human Use (CHMP) adopted a positive opinion, 
recommending the granting of a marketing authorization for the medicinal product Zessly, intended for the 
treatment of rheumatoid arthritis, Crohn’s disease, ulcerative colitis, ankylosing spondylitis, psoriatic arthritis and 
psoriasis25. 

Zessly will be available as a 100 mg powder for concentrate for solution for infusion. The active substance of 
Zessly is infliximab, a tumour necrosis factor alpha (TNF-α) inhibitor (ATC code: L04AB02). Infliximab is a chimeric 
human murine monoclonal antibody that binds with high affinity to both soluble and transmembrane forms of 
TNF-α. Zessly is a biosimilar medicinal product. It is highly similar to the reference product Remicade (infliximab), 
which was authorized in the EU on August 13, 1999. Data shows that Zessly has comparable quality, safety and 
efficacy to Remicade (infliximab). 

The applicant for this medicinal product is Sandoz GmbH.

5) Pemetrexed Krka (Pemetrexed) – For the treatment of malignant pleural mesothelioma and non-small cell 
lung cancer
On March 22, 2018, the Committee for Medicinal Products for Human Use (CHMP) adopted a positive opinion, 
recommending the granting of a marketing authorization for the medicinal product Pemetrexed Krka, intended 
for the treatment of malignant pleural mesothelioma and non-small cell lung cancer26. 

Pemetrexed Krka will be available as a powder (100 mg and 500 mg) for concentrate for solution for infusion. The 
active substance of Pemetrexed Krka, pemetrexed, is a multi-targeted anti-cancer antifolate agent (ATC code: 
L01BA04) that exerts its action by disrupting crucial folate-dependent metabolic processes essential for cell 
replication.

Pemetrexed Krka is a generic of Alimta, which has been authorized in the EU since September 20, 2004. Studies 
have demonstrated the satisfactory quality of Pemetrexed Krka. Since Pemetrexed Krka is administered 
intravenously and is 100% bioavailable, a bioequivalence study versus the reference product Alimta was not 
required.

The applicant for this medicinal product is Krka d.d.

24 http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion_-_Initial_authorisation/human/004361/WC500246366.pdf 

25 http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion_-_Initial_authorisation/human/004647/WC500246338.pdf 

26 http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion_-_Initial_authorisation/human/003958/WC500246365.pdf 
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6) Prasugrel Mylan (Prasugrel) – For the Prevention of atherothrombotic events
On March 22, 2018, the Committee for Medicinal Products for Human Use (CHMP) adopted a positive opinion, 
recommending the granting of a marketing authorization for the medicinal product Prasugrel Mylan, intended 
to be given with acetylsalicylic acid for the prevention of atherothrombotic events in adults with acute coronary 
syndromes who are undergoing percutaneous coronary intervention27.

Prasugrel Mylan will be available as 5- and 10-mg film-coated tablets. The active substance of Prasugrel Mylan is 
prasugrel, an inhibitor of platelet activation and aggregation (ATC code: B01AC22). Prasugrel acts through the 
irreversible binding of its active metabolite to the P2Y12 class of ADP receptors on platelets. Since platelets 
participate in the initiation and/or evolution of thrombotic complications of atherosclerotic disease, inhibition of 
platelet function can result in the reduction of the rate of cardiovascular events such as death, myocardial 
infarction, or stroke. 

Prasugrel Mylan is a generic of Efient, which has been authorized in the EU since February 23, 2009. Studies have 
demonstrated the satisfactory quality of Prasugrel Mylan, and its bioequivalence to the reference product Efient. 
The applicant for this medicinal product is Mylan S.A.S.

B) Negative opinions on two new medicines
The CHMP adopted negative opinion for the following two medicines: 

1) Dexxience (Betrixaban) - Dexxience was expected to be used for the prevention of venous thromboembolism
The committee considered that the main study did not satisfactorily show that Dexxience’s benefits outweighed 
its risk when used for preventing blood clots in patients admitted to hospital for recent medical illness. Moreover, 
the results of the study were not considered reliable because some results of tests for blood clots were not 
available. Patients treated with Dexxience had more episodes of bleeding than those treated with the comparator 
medicine. This was  a critical concern given that the medicine was expected to be used in patients with serious 
underlying conditions. Therefore, the CHMP concluded that the benefits of Dexxience did not outweigh its risks 
and recommended that it be refused marketing authorization28.  

2) Eladynos (Abaloparatide) - Eladynos was intended to be used to treat osteoporosis
The CHMP considered that the main study did not satisfactorily show that Eladynos is effective at preventing 
non-vertebral fractures in women who have been through menopause. The data from two of the study sites were 
not reliable and had to be excluded as the study had not been conducted in compliance with ‘good clinical 
practice’ (GCP) at those sites.

From a safety point of view, the CHMP was concerned about the medicine’s effects on the heart, such as increased 
heart rate and palpitations. Because most post-menopausal women are at an increased risk of heart problems, 
the CHMP could not identify a group of patients in whom the benefits would outweigh the risks. Therefore, the 
committee recommended that the medicine be refused marketing authorization29.

C) Recommendation on extensions of therapeutic indication 
The Committee recommended extensions of indications for three medicines as below 

27 http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion_-_Initial_authorisation/human/004644/WC500246320.pdf 

28 http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion_-_Initial_authorisation/human/004309/WC500246331.pdf 

29 http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion_-_Initial_authorisation/human/004157/WC500246387.pdf 
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1) Cabometyx (Cabozantinib)
On March 22, 2018, the Committee for Medicinal Products for Human Use (CHMP) adopted a positive opinion 
recommending a change to the terms of the marketing authorization for the medicinal product Cabometyx30. 
The CHMP adopted an extension to the existing indication as follows:

“Cabometyx is indicated for the treatment of advanced renal cell carcinoma (RCC):

 y In treatment of naïve adults with intermediate or poor risk

 y In adults following prior vascular endothelial growth factor (VEGF)-targeted therapy.” 

The marketing authorization holder for this medicinal product is Ipsen Pharma.

2) Ivemend (Fosaprepitant)
On March 22, 2018, the Committee for Medicinal Products for Human Use (CHMP) adopted a positive opinion 
recommending a change in the terms of the marketing authorization for the medicinal product Ivemend31. 
The CHMP adopted an extension to the existing indication as follows: 

 y “Prevention of nausea and vomiting associated with highly and moderately emetogenic cancer 
chemotherapy in adults and paediatric patients aged 6 months and older. IVEMEND 150 mg is given as 
part of a combination therapy.”

The marketing authorization holder for this medicinal product is Merck Sharp & Dohme Limited.

3) Repatha (Evolocumab)
On March 22, 2018, the Committee for Medicinal Products for Human Use (CHMP) adopted a positive opinion 
recommending a change in the terms of the marketing authorization for the medicinal product Repatha32. 
The CHMP adopted a new indication as follows:

•	 Established atherosclerotic cardiovascular disease

Repatha is indicated in adults with established atherosclerotic cardiovascular disease (myocardial infarc-
tion, stroke or peripheral arterial disease) to reduce cardiovascular risk by lowering LDL-C levels, as an 
adjunct to correction of other risk factors:

o In combination with the maximum tolerated dose of a statin with or without other lipid lowering 
therapies or, 

o Alone or in combination with other lipid-lowering therapies in patients who are statin intolerant, 
or for whom a statin is contraindicated.”

The marketing authorization holder for this medicinal product is Amgen Europe B.V.

D) Outcome of review on retinoid medicines
•	 Updated measures for prevention of pregnancy during retinoid use

•	 Warning on possible risk of neuropsychiatric disorders also to be included for oral retinoids

30 http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion/human/004163/WC500246393.pdf 

31 http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion/human/000743/WC500246364.pdf 

32 http://www.ema.europa.eu/docs/en_GB/document_library/Summary_of_opinion/human/003766/WC500246329.pdf 
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The European Medicines Agency (EMA) has completed its review of retinoid medicines and confirmed that an 
update in measures for prevention of pregnancy is needed. In addition, a warning on the possibility that 
neuropsychiatric disorders (such as depression, anxiety and mood changes) may occur, will be included in the 
prescribing information for oral retinoids (those taken by mouth)33.

Retinoids include the active substances acitretin, adapalene, alitretinoin, bexarotene, isotretinoin, tazarotene 
and tretinoin. They are taken by mouth or applied as creams or gels to treat several conditions mainly affecting 
the skin, including severe acne and psoriasis. Some retinoids are also used to treat certain forms of cancer.

The review confirmed that oral retinoids can harm the unborn child and must not be used during pregnancy. In 
addition, the oral retinoids acitretin, alitretinoin and isotretinoin, which are used to treat conditions mainly 
affecting the skin, must be used in accordance with the conditions of a new pregnancy prevention programme 
by women able to have children.

Topical retinoids (those applied to the skin) must also not be used during pregnancy, and by women planning to 
have a baby.

33 http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2018/03/news_detail_002928.jsp&mid=WC0b01ac058004d5c1 
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Multiple Sclerosis (MS) Drug Daclizumab (Zinbryta) withdrawn 
from the Market

On March 02, 2018, pharmaceutical companies Biogen and AbbVie announced that they are voluntarily 
withdrawing Daclizumab (Zinbryta) for relapsing multiple sclerosis (MS) off the global markets amidst rising 
concerns about its safety, including reports of severe liver damage and immunity-related conditions including 
inflammatory encephalitis and meningoencephalitis34. The companies have also informed EMA of their decision 
to stop ongoing clinical studies with Zinbryta in the EU.

The announcement from the company came on the same day when the European Medicines Agency announced 
an “urgent review” of daclizumab after seven cases of serious inflammatory brain disorders occurring in Germany, 
including encephalitis and meningoencephalitis, and one case in Spain35.

In the European Union, the review of daclizumab was initiated following a request from the European Commission 
on February 26, 2018, under Article 20 of Regulation (EC) No 726/2004. The initial review is being carried out by 
the Pharmacovigilance Risk Assessment Committee (PRAC), the committee responsible for the evaluation of 
safety issues for human medicines, which will make a set of recommendations. EMA defines referral as a procedure 
used to resolve issues such as concerns over the safety or benefit-risk balance of a medicine or a class of medicines. 
In a referral, the EMA is requested to conduct a scientific assessment of a particular medicine or class of medicines 
on behalf of the European Union (EU). The medicine, or the class of medicines, is ‘referred’ to the Agency so that 
it can make a recommendation for a harmonized position across the EU. Procedure under Article 20 is triggered 
for medicines that have been authorized via the centralized procedure in case of quality, safety or efficacy issues36.

The agency further said that doctors in the EU will be contacted directly in the coming days with further 
information. The agency said that it will communicate further as necessary.

EMA recommends immediate suspension and recall of multiple sclerosis medicine Zinbryta
Further, on March 07, 2018, the European Medicines Agency (EMA) recommended immediate suspension and 
recall of the multiple sclerosis medicine Zinbryta (daclizumab beta)37 following 12 reports of serious inflammatory 
brain disorders worldwide, including encephalitis and meningoencephalitis, of which three were fatal. A 
preliminary review of the available evidence indicates that immune reactions observed in the reported cases 
may be linked to the use of Zinbryta. Zinbryta may also be linked to severe immune reactions affecting several 
other organs.

To protect patients’ health, EMA is recommending immediate suspension of the medicine’s marketing 
authorization in the EU and a recall of batches from pharmacies and hospitals. The agency said that NO new 
patients should start treatment with Zinbryta. Healthcare professionals should immediately contact patients 
currently being treated with Zinbryta and should stop their treatment and consider alternatives. Patients stopping 
treatment must be followed up for at least 6 months. EMA’s recommendation to suspend Zinbryta and recall the 
product was also sent to the European Commission for a legally binding decision. 

The agency also released following information for patients and healthcare professionals:

34 http://media.biogen.com/press-release/autoimmune-diseases/biogen%C2%A0and-abbvie-announce%C2%A0-voluntary%C2%A0worldwide-with  

 draw al-marketi 

35 http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2018/03/news_detail_002917.jsp&mid=WC0b01ac058004d5c1 

36  http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000150.jsp&mid=WC0b01ac05800240d0 

37 http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2018/03/news_detail_002920.jsp&mid=WC0b01ac058004d5c1 
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Information for patients
 y If you are being treated with Zinbryta, contact your doctor to discuss your treatment.

 y Do not take another injection of Zinbryta.

 y Tell your doctor immediately if you have or experience symptoms such as persistent high temperature, 
severe headache, nausea (feeling sick), tiredness, yellowing of the skin or eyes and vomiting. These could 
be signs of a reaction to Zinbryta.

 y Your doctor will carry out regular blood tests for up to 6 months after stopping treatment to check for 
side effects.

 y If you are in a clinical study with Zinbryta, contact the doctor treating you in the study.

Information for healthcare professionals
 y Do not start any new patients on Zinbryta.

 y Contact your patients currently being treated with Zinbryta as soon as possible and stop their treatment. 
Consider alternative treatments as appropriate.

 y Patients stopping treatment should be monitored at least monthly or more frequently, as clinically 
indicated, for up to 6 months after the last dose of Zinbryta.

 y Advise patients to immediately report symptoms of liver injury such as prolonged fever, severe headache, 
tiredness, jaundice, nausea or vomiting. These reactions can occur for 6 months after treatment has been 
stopped.

 y A recall of Zinbryta will take place from pharmacies and hospitals across the EU.

About Daclizumab (Zinbryta)
Zinbryta (Daclizumab) was authorized in 2016 for treating relapsing forms of multiple sclerosis. Following a 2017 
review of the medicine’s effects on the liver, the use of the medicine was restricted to patients who have tried at 
least two other disease-modifying treatments and cannot be treated with any other multiple sclerosis treatments.  
Till date, over 8,000 patients have been treated with Daclizumab worldwide. Majority of EU patients have been 
treated in Germany.

Conclusion: 
Due to safety concerns and to protect patients from the adverse effects of Daclizumab, the EMA has recommended 
immediate suspension and recall of this medicine from the European Union. EMA’s recommendation to suspend 
Zinbryta and recall of the product is being sent to the European Commission for a legally binding decision.
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USFDA approves a new HIV treatment for patients with limited 
treatment options

On March 06, 2018, the United States Food and Drug Administration (USFDA) approved Trogarzo (Ibalizumab-
uiyk), a new type of antiretroviral medication for adult patients living with HIV who have tried multiple HIV 
medications in the past (heavily treatment-experienced) and whose HIV infections cannot be successfully treated 
with other currently available therapies (multidrug resistant HIV, or MDR HIV). Trogarzo is administered 
intravenously once every 14 days by a trained medical professional and used in combination with other 
antiretroviral medications38.

The FDA granted approval of Trogarzo to TaiMed Biologics. Earlier, the FDA had granted this application Fast 
Track, Priority Review and Breakthrough Therapy designations. Trogarzo had also received Orphan Drug 
designation from the agency, a designation that provides incentives to assist and encourage the development of 
drugs for rare diseases.

While most patients living with HIV can be successfully treated using a combination of two or more antiretroviral 
drugs, a small percentage of patients who have undergone multiple HIV drugs therapies, develop multidrug 
resistant HIV, limiting their treatment options and putting them at a high risk of HIV-related complications and 
progression to death. Trogarzo is the first drug in a new class of antiretroviral medications that can provide 
significant benefits to patients who have run out of HIV treatment options. This new treatment option may be 
able to improve their outcomes.

Trogarzo represents a critical new treatment advancement as the first HIV therapy with a new mechanism of 
action approved in 10 years and proven effectiveness in difficult-to-treat patients with limited options. Unlike all 
other classes of ARTs, Trogarzo is a CD4- directed post-attachment HIV-1 inhibitor that binds to CD4+ receptors 
on host cells and blocks the HIV virus from infecting the cells. In combination with other Anti-retroviral treatments 
(ARTs), Trogarzo is indicated for the treatment of human immunodeficiency virus type 1 (HIV-1) infection in 
heavily treatment-experienced adults with multidrug resistant HIV-1 infection failing their current antiretroviral 
regimen39.

The safety and efficacy of Trogarzo were evaluated in a clinical trial of 40 heavily treatment-experienced patients 
with MDR HIV-1 who continued to have high levels of virus (HIV-RNA) in their blood despite being on antiretroviral 
drugs. Many of the participants had previously been treated with 10 or more antiretroviral drugs. The majority of 
participants experienced a significant decrease in their HIV-RNA levels one week after Trogarzo was added to 
their failing antiretroviral regimens. After 24 weeks of Trogarzo plus other antiretroviral drugs, 43 percent of the 
trial’s participants achieved HIV RNA suppression.

The clinical trial focused on the small patient population with limited treatment options and demonstrated the 
benefit of Trogarzo in achieving reduction of HIV RNA. The seriousness of the disease, the need to individualize 
other drugs in the treatment regimen, and safety data from other trials were considered in evaluating the Trogarzo 
development program. A total of 292 patients with HIV-1 infection have been exposed to Trogarzo IV infusion. 
The most common adverse reactions to Trogarzo were diarrhea, dizziness, nausea and rash. Severe side effects 
included rash and changes in the immune system (immune reconstitution syndrome).

38 https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm599657.htm 

39 https://theratechnologies.s3.amazonaws.com/prod/media/Press-release-FDA-Approval-V18-E-Canada-Final.pdf 
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 About Trogarzo 
Trogarzo (Ibalizumab) is a humanized monoclonal antibody for the treatment of multidrug resistant HIV-1 
infection. Trogarzo binds primarily to the second extracellular domain of the CD4+ T receptor, away from major 
histocompatibility complex II molecule binding sites. It prevents HIV from infecting CD4+ immune cells while 
preserving normal immunological function. Trogarzo blocks HIV from infecting certain cells of the immune 
system. This prevents HIV from multiplying and can reduce the amount of HIV in the body.

Conclusion: 
The approval of Ibalizumab represents potentially a critical new treatment advancement in difficult-to-treat 
patients with multi drug resistant HIV. 
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TGA Australia Unveils Revised Australian Clinical Trial  
Handbook

Guidance on conducting clinical trials in Australia using ‘unapproved’ therapeutic goods
On March 15, 2018, the Therapeutic Goods Administration (TGA) of Australia released revised (version 2.0) of the 
Australian Clinical Trial Handbook. This handbook provides guidance on the legislative, regulatory and good 
clinical practice (GCP) requirements when conducting clinical trials in Australia using ‘unapproved’ therapeutic 
goods40.  This revision, the first major change to the document since its inception in 2006, aims to bring the 
information in line with the current regulatory environment and to reflect current practices and meet government 
accessibility requirements. 

The revised version 2.0 of the guidance covers all aspects of clinical trials, from different phases to Australia-
specific aspects, for getting a study approved. The guidance aims to help sponsors, ethics committees, investigators 
and other groups understand their roles and obligations. New sections in the document include information on 
the advertising of experimental drugs and the retrieval and destruction of unapproved medicines. Other sections, 
such as a discussion of the merits of running trial extensions, are covered in more detail than in the earlier version. 

This handbook assists trial sponsors, Human Research Ethics Committees (HRECs), investigators and approving 
authorities (institutions) to understand their roles and responsibilities under the therapeutic goods legislation. 
This is a 55-page document guiding trial sponsors and principal investigators, Human Research Ethics Committees 
(HRECs), and approving authorities (institutions in which the trial is being conducted) on unapproved therapeutic 
goods, covering medicines, medical devices and in vitro diagnostics, biologics and other types of products.

Clinical trials involving therapeutic goods
According to the handbook, clinical trials involving therapeutic goods are generally undertaken to assess the 
effects, efficacy, performance and/or safety of the product. It is therefore necessary that clinical trials are 
conducted using appropriate exper al, all parties should be satisfied that the rights, safety and well-being of trial 
participants will be protected and that clinical trial data generated will be reliable and robust. To achieve such 
objectives, clinical trials involving ‘unapproved’ therapeutic goods must be conducted in accordance with:

 y The requirements of the Therapeutic Goods Legislation

 y The principles that have their origin in the World Medical Association Declaration of Helsinki

 y The National Statement on Ethical Conduct in Human Research (the National Statement) as in force from 
time to time

 y The relevant Good Clinical Practice (GCP) guideline

 y Other relevant requirements of Commonwealth and/or state and territory legislation

 y Site specific requirements

Determining the type of therapeutic good
The handbook describes the regulation of three main types of therapeutic goods:

40 https://www.tga.gov.au/sites/default/files/australian-clinical-trial-handbook-01.pdf 
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1. Medicines (including prescription medicines, over-the-counter medicines and complementary medi-
cines)

2. Medical devices (including in vitro diagnostic medical devices (IVDs))

3. Biologicals (including human cell and tissue-based therapeutic goods, or live animal cells, tissues and 
organs)

The agency also regulates a very limited fourth type of goods known as other therapeutic goods (OTGs) examples 
of which include sterilants, disinfectants and tampons.

Figure 1: Four types of therapeutics goods regulated by the TGA

Determining if the product is ‘unapproved’
According to the Australia Regulations, Therapeutic goods must be included in the Australian Register of 
Therapeutic Goods (ARTG) before they can be lawfully imported into, exported from or supplied in Australia 
unless otherwise subject to an exemption, approval or authority under the Therapeutic Goods Act 198941.
In this new clinical trial handbook, the reference to ‘unapproved’ therapeutic goods is an abbreviated 
expression which is intended to include:

 y Any medicine not included in the ARTG, such as any new formulation, strength or size, dosage form, 
name, indications, directions for use or type of container of a medicine already in the ARTG

 y Any medical device (including an in vitro diagnostic device (IVD)) not included in the ARTG, such as any 
new sponsor, manufacturer, device nomenclature system code, classification or unique product identifier 
(for certain classes of medical devices only) of a medical device already in the ARTG

o Any in-house IVD medical device, used for the purpose of a clinical trial, where the laboratory 
providing the in-house IVD is unable to comply with the regulatory requirements for in-house 
IVDs (a laboratory developed test used for research purposes where results of such testing are 

41  https://www.legislation.gov.au/Series/C2004A03952/ 
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not being not being used in patient diagnosis, treatment or management decisions would not 
be considered an in-house IVD)

 y Any biological not included in the ARTG such as:

o Any new applicable standards, intended clinical use or principal manufacturer of a Class 1 or 2 
biological already in the ARTG

o Any new product name, dosage form, formulation or composition, therapeutic indication, type 
of container or principal manufacturer of a Class 3 or 4 biological already in the ARTG

 y Therapeutic goods already included in the ARTG to be used in a manner not covered by the existing 
entry in the ARTG.

CTN and CTX Scheme
This handbook describes the two schemes under which clinical trials involving ‘unapproved’ therapeutic goods 
may be conducted in Australia:

1. Clinical Trial Notification (CTN) scheme

2. Clinical Trial Exemption (CTX) scheme

The CTN and CTX schemes aim to provide considerable benefits by providing the momentum to research and 
develop new therapeutic goods locally and facilitate early patient access to new therapeutic developments42. 
The main difference between the CTN and CTX schemes is agency’s level of involvement in reviewing data about 
the therapeutic goods before the clinical trial commences.
Clinical trials that do not involve the use of ‘unapproved’ therapeutic goods are not subject to the requirements 
of the CTN and CTX schemes.

Role of trial sponsors
According to the handbook, all clinical trials conducted in Australia must have a trial sponsor who is an Australian 
entity (an overseas company cannot be the sponsor of a trial in Australia). Sponsors of trials under the CTN or CTX 
schemes may include individuals, companies, institutions, or organizations. The trial sponsor is responsible for 
the initiation, management and financing (or arranging finance) of the trial and carries the medico-legal 
responsibility associated with its conduct. The Australian trial sponsor is the entity responsible for submitting a 
CTN or CTX to the agency.

The handbook also defines detailed roles of other stakeholders like:

1. Role of Human Research Ethics Committees (HRECs)

2. Role of approving authorities

3. Role of principal investigators

4. Role of TGA, the agency

Safety Reporting to the Agency
The handbook lays down the timeframes for reporting of Safety Information from the clinical trials:

 y For Single case events from Australian sites; 

42 https://www.tga.gov.au/book-page/ctn-and-ctx-schemes 
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 y Significant safety issues and overseas regulatory action; and

 y Other Report Types

Advertising ‘unapproved’ therapeutic goods
The handbook says that it is an offence to advertise any therapeutic good that has not been included in the ARTG 
under the Therapeutic Goods Act, 1989. While the trial sponsor can promote their trial in the public domain, they 
cannot specifically mention the name of the therapeutic good being used in the trial. Further, any advertisement 
for a clinical trial should be approved by the Human Research Ethics Committees (HREC) reviewing the trial.

Conclusion: 
TGA’s revised clinical trial handbook provides guidance on the legislative, regulatory and good clinical practice 
(GCP) requirements when conducting clinical trials in Australia using ‘unapproved’ therapeutic goods. The 
revisions, which are the first major changes to the document since 2006, bring the information in line with the 
current regulatory environment and provide further details about how to set up and run clinical trials in Australia.
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U.S. FDA grants Breakthrough Therapy Designation for 
Erdafitinib in the Treatment of Metastatic Urothelial Cancer

On March 15, 2018, the U.S. Food and Drug Administration (FDA) granted Breakthrough Therapy Designation for 
Erdafitinib for the treatment of urothelial cancer43. Urothelial cancer, most frequently occurring in the bladder, is 
the sixth most common type of cancer in the United States.

The Breakthrough Therapy Designation is based on data from a multicenter, open-label Phase 2 clinical trial 
evaluating the efficacy and safety of erdafitinib in the treatment of adult patients with locally advanced or 
metastatic urothelial cancer, whose tumors have certain fibroblast growth factor receptor (FGFR) genetic 
alterations. The Phase 2 study BLC2001 presented at the 2018 ASCO Genitourinary Cancers Symposium showed 
an overall response rate of 42 percent in 59 patients with relapsed/refractory metastatic urothelial cancer whose 
tumors harbored actionable FGFR mutations (ASCO-GU abstract #411)44.

Breakthrough Therapy Designation
A Breakthrough Therapy Designation is granted to expedite the development and regulatory review of an 
investigational medicine that is intended to treat a serious or life-threatening condition. The criteria for 
Breakthrough Therapy Designation require preliminary clinical evidence which demonstrates that the drug may 
have substantial improvement on at least one clinically significant endpoint over available therapy. 

The Section 506(a) of the FD&C Act provides for designation of a drug as a breakthrough therapy “. . . if the drug 
is intended, alone or in combination with one or more other drugs, to treat a serious or life-threatening disease 
or condition and preliminary clinical evidence indicates that the drug may demonstrate substantial improvement 
over existing therapies on one or more clinically significant endpoints, such as substantial treatment effects 
observed early in clinical development45.”

About Urothelial Cancer
Urothelial cancer, also known as transitional cell cancer, is the sixth most common type of cancer in the U.S. It 
start in the urothelial cells that line the inside of the bladder. In 2018, an estimated 81,190 new cases of bladder 
cancer are expected, resulting in 17,240 deaths. For patients with metastatic disease, outcomes can be dire due 
to the often rapid progression of the tumor and the lack of efficacious treatments, especially in relapsed or 
refractory disease. The relative five-year survival rate for patients with metastatic disease is five percent.

About Erdafitinib
Erdafitinib is an oral pan-fibroblast growth factor receptor (FGFR) tyrosine kinase inhibitor being evaluated by 
Janssen in Phase 2 and 3 clinical trials in patients with advanced urothelial cancer. FGFRs are a family of receptor 
tyrosine kinases which may be upregulated in various tumor cell types and may be involved in tumor cell 
differentiation and proliferation, tumor angiogenesis, and tumor cell survival. In 2008, Janssen entered into an 
exclusive worldwide license and collaboration agreement with Astex Therapeutics Ltd. to develop and 
commercialize erdafitinib.

43 http://www.janssen.com/janssen-announces-us-fda-breakthrough-therapy-designation-erdafitinib-treatment-metastatic 

44 http://ascopubs.org/doi/abs/10.1200/JCO.2018.36.6_suppl.411 

45 https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM358301.pdf 
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US FDA Launches New Pilot Program aiming at Enhanced 
Transparency about New Drug Approvals

The United States Food and Drug Administration (USFDA) on March 19, 2018, launched its pilot project to publicly 
release portions of clinical trial-related summaries from pivotal trials46, with initial data coming from the recently 
approved Erleada (Apalutamide), meant for patients with prostate cancer that has not spread. Erleada 
(Apalutamide) is from Janssen Biotech and was approved by the agency in February 2018.

Clinical Data Summary Pilot Program
The pilot program will include up to nine recently submitted new drug applications (NDAs). For these applications 
(if approved), Center for Drug Evaluation and Research (CDER) will release portions of the clinical study reports 
(CSRs) from the sponsor’s NDA along with the action package following approval. The CSRs are summaries of 
clinical information used in making market approval decisions and will be included in the information posted at 
the drug’s entry at Drugs@FDA47. 

During the pilot phase, the agency will post key portions of the Clinical Study Reports (CSRs) – documents that 
sponsors create for FDA on each of their clinical studies. These portions will contain complete summaries of the 
study results, the protocol and protocol amendments, and the statistical plan. The agency also said that it plans 
to release these portions of the CSRs for the pivotal studies that supported the approval. The reports will be 
redacted by the agency to exclude confidential commercial information, trade secrets, and any privacy 
information. Further, the agency will not release patient-level data. The agency’s goal is to share more directly 
complete summaries of the clinical trial information we have evaluated to determine whether a drug is safe and 
effective.

Currently the agency posts its review documents online – through material called drug approval action packages. 
While the action packages include a significant amount of information pulled in from the sponsor’s application, 
the information is frequently separated into different sections and does not provide a complete summary of the 
results of any given study. This makes it difficult for academic researchers, regulators in other agencies, and other 
stakeholders to gain an in-depth understanding of the studies supporting approval. By providing the CSRs the 
agency hopes to:

 y Enhance the accuracy of information used in scientific publications;

 y Increase stakeholders’ understanding of the basis for FDA’s approval decisions; and,

 y Inform physicians and other healthcare providers about the detailed results that regulatory decisions 
were based on.

During this program, the FDA pilot will post the CSRs from up to 9 approved new drug applications of participating 
sponsors. The agency hopes that reviewing the CSRs will help the scientific community better understand the 
information FDA used to evaluate an application and make an approval decision. At the end of the pilot phase, 
the agency will seek comment from the public through a Federal Register notice to hear first-hand how the 
information was accessed and used. 

46 https://www.fda.gov/Drugs/DevelopmentApprovalProcess/ucm589210.htm 

47 https://www.fda.gov/Drugs/DevelopmentApprovalProcess/ucm589210.htm 
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The first pilot participant is Janssen Biotech for the approval of Erleada (apalutamide), the first FDA-approved 
treatment for non-metastatic, castration-resistant prostate cancer, as well the first to use the clinical trial result, or 
endpoint, of metastasis-free survival48. 

The agency has posted the CSR of the pivotal study with the regular action package. Over 1000 pages of Janssen’s 
partially redacted clinical study reports for Erleada have been published, including information on the trials’ 
protocols and statistical analysis plans.  Erleada (apalutamide) is a novel drug and the agency believes that the 
CSR information, together with the FDA review, label, and other supporting documents, will facilitate a deeper 
understanding of how the agency reached the approval decision. 

The agency also believes that this pilot program can help with global alignment, as the European Medicines 
Agency is also working similarly, to make information about their approvals more accessible and easier to 
understand through their clinical data publication program.

Conclusion:
 Through this pilot program the agency’s goal is to directly share complete summaries of the clinical trial 
information that it evaluates to determine whether a new drug is safe and effective.  The Clinical Summary Pilot 
is the agency’s effort towards enhancement of transparency about new drug approvals.

48 https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm596768.htm 
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FDA expands approval of Blincyto for treatment of a type of 
leukemia

On March 29, 2018, the United States Food and Drug Administration (USFDA) granted accelerated approval to 
Blincyto (blinatumomab) to treat adults and children with B-cell precursor acute lymphoblastic leukemia (ALL) 
who are in remission but still have minimal residual disease (MRD)49. MRD refers to the presence of cancer cells 
even below a microscopic level.  MRD presence in patients who have achieved remission after initial treatment 
for this type of ALL, signifies an increased risk of relapse. 

Blincyto is the first-and-only FDA-approved therapy for Minimal Residual Disease. Detection of remaining cancer 
cells after complete remission is the strongest prognostic factor for relapse in patients with Acute Lymphoblastic 
Leukemia50.

Accelerated approval is based on data from the Phase 2 BLAST Study, the largest prospective trial in Minimal 
Residual Disease-Positive Acute Lymphoblastic Leukemia. The efficacy of Blincyto in MRD-positive ALL was shown 
in a single-arm clinical trial that included 86 patients in first or second complete remission, who had detectable 
MRD in at least 1 out of 1,000 cells in their bone marrow. Efficacy was based on achievement of undetectable 
MRD in an assay that could detect at least one cancer cell in 10,000 cells after one cycle of Blincyto treatment, in 
addition to the length of time that the patients remained alive and in remission (hematological relapse-free 
survival). Overall, undetectable MRD was achieved by 70 patients. Over half of the patients remained alive and in 
remission for at least 22.3 months.

This new indication for Blincyto was approved under the accelerated approval pathway, under which the FDA 
may approve drugs for serious conditions where there is unmet medical need and a drug is shown to have certain 
effects that are reasonably likely to predict a clinical benefit to patients. Further study in randomized controlled 
trials is required to verify that achieving undetectable MRD with Blincyto improves survival or disease-free 
survival in patients with ALL.

The FDA granted this application Priority Review and it received Orphan Drug designation, which provides 
incentives to assist and encourage the development of drugs for rare diseases. The FDA granted the approval of 
Blincyto to Amgen Inc.

About B-cell precursor acute lymphoblastic leukemia (ALL)
ALL is a rare and rapidly progressing cancer of the blood and bone marrow that occurs in both adults and children. 
Nearly 50 percent of adult patients and 25 percent of pediatric patients with B-cell ALL eventually relapse or are 
refractory to treatment. Poor outcomes have been observed in patients who relapse after achieving a complete 
response but have persistent MRD (disease that remains at the molecular level after treatment). Five-year OS 
rates are as high as 75 percent for patients that achieve MRD-negative status, compared with 33 percent among 
patients that remain MRD-positive. In pediatric patients, MRD-positive status after treatment is associated with a 
15-times higher risk of relapse compared with those with undetectable residual disease.

The National Cancer Institute estimates that approximately 5,960 people in the United States will be diagnosed 
with ALL this year and approximately 1,470 will die from the disease.

49 https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm603151.htm 

50 http://www.amgen.com/media/news-releases/2018/03/fda-approves-blincyto-blinatumomab-to-treat-minimal-residual-diseasepositive-bcell-pre  

 cur  sor-acute-lymphoblastic-leukemia-in-adults-and-children/ 
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About Blincyto:
BLINCYTO is a bispecific CD19-directed CD3 T cell engager (BiTE®) immunotherapy that binds to CD19 expressed 
on the surface of cells of B-lineage origin and CD3 expressed on the surface of T cells. BLINCYTO was granted 
breakthrough therapy and priority review designations by the FDA in 2014, and is now fully approved in the U.S. 
for the treatment of relapsed or refractory B-cell precursor ALL in adults and children. BLINCYTO is now also 
approved under accelerated approval for the treatment of adults and children with B-cell precursor ALL in first or 
second complete remission with MRD greater than or equal to 0.1 percent. This indication is approved under 
accelerated approval based on MRD response rate and hematological relapse-free survival (RFS). Continued 
approval for this indication may be contingent upon verification and description of clinical benefit in the 
confirmatory trials.

In November 2015, BLINCYTO was granted conditional marketing authorization in the European Union for the 
treatment of adults with Philadelphia chromosome-negative (Ph-) relapsed or refractory B-cell precursor ALL. 
Additional regulatory applications for BLINCYTO are underway and have been submitted to health authorities 
worldwide.
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World Health Organization’s new guidance on tobacco product 
regulation

On March 09, 2018, the World Health Organization (WHO) launched new guidance on “Tobacco product 
regulation: Building laboratory testing capacity51”, and a collection of country approaches for regulation of 
menthol, presented in the publication titled “Case studies for regulatory approaches to tobacco products – 
Menthol in tobacco products52”. This guidance was launched on the occasion of World Conference on Tobacco or 
Health held in Cape Town, South Africa. 

Tobacco product regulation - Building laboratory testing capacity 
This guidance provides practical and stepwise approaches to implementing tobacco testing. Such guidance is 
relevant to a wide range of countries in various settings, even those with inadequate resources to establish a 
testing facility. Tobacco use is a global health burden. However, despite the devastating effects of tobacco use, 
only a handful of countries currently regulate tobacco products, including on how the product is made, the 
contents of the product and emissions from tobacco products during use, to which users and bystanders can be 
exposed.

This is partly due to the challenges associated with the regulation of tobacco products, highly technical nature of 
this policy intervention and the difficulties in translating science into regulation. Failure to regulate represents a 
missed opportunity as tobacco product regulation, in the context of comprehensive control, is a valuable tool 
that could complement other tried and tested tobacco control interventions, such as raising taxes, smoke-free 
environments, etc.

The new tobacco laboratory guide is a useful resource for countries, and provides regulators and policymakers 
with comprehensible information on how to test tobacco products, what products to test, and how to use testing 
data in a meaningful way to support regulation. Further, it provides a step-by-step guide to developing a testing 
laboratory, using an existing internal laboratory, contracting an external laboratory, and making use of the 
available support mechanisms both within WHO and externally. 

Case studies for regulatory approaches to tobacco products – Menthol in tobacco products
The publication complements the 2016 advisory note on menthol, published by the WHO Study Group on 
Tobacco Product Regulation (TobReg), which sets out the available evidence on prevalence and health effects of 
menthol in tobacco products, as well as evidence-based conclusions and recommendations for policy-makers 
and regulators on menthol in its various forms.

The new case studies provide practical guidance to countries by describing effective regulatory strategies in 
tobacco product regulation. This includes lessons learned and challenges encountered in developing and 
implementing menthol related regulation. The publication offers a description of menthol - a common ingredient 
in tobacco products and provides governments with a broad overview of regulatory options, which could guide 
the formulation of effective regulatory strategies for menthol regulation at country level.

Menthol is one of the most widely used and recognizable flavours in tobacco products, with unique cooling 
properties that help to mask the harshness and irritation of tobacco. Use of menthol-tobacco products is 
concentrated among the youngest ages in several countries, and these products are associated with:

51 http://apps.who.int/iris/bitstream/handle/10665/260418/9789241550246-eng.pdf;jsessionid=3E47B8C353B4595420F1D17A1E9F3D37?sequence=1 

52 http://apps.who.int/iris/bitstream/handle/10665/260417/WHO-NMH-PND-18.1-eng.pdf?sequence=1 
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 y increased experimentation and trial use 

 y perceptions of reduced harm

 y higher levels of dependence

 y greater difficulty in quitting

The popularity of menthol tobacco products differs across countries, reflecting product availability, marketing 
and historical patterns of use. Given strong global evidence that menthol increases attractiveness of tobacco 
products, efforts to restrict or ban menthol in tobacco products are appropriate even in markets where the use of 
menthol remains limited. Regulations to date suggest multiple approaches to restricting the use of menthol:

 y a ban on all flavouring agents (including menthol) that increase tobacco product attractiveness;

 y a ban on the use of menthol as a flavouring agent;

 y a ban on all products with a perceived menthol flavour or visible menthol identifiers; or

 y a ban on menthol within a specific category of products (such as small cigars) or specific municipality, 
based on population evidence (such as high prevalence among youth).

Preliminary evidence indicates that restrictions such as those identified above can successfully reduce menthol-
tobacco product use. Regulators should consider the resources necessary to support ongoing evaluation and 
compliance, and the potential need for public education. Challenges to implementation of such restrictions can 
include:

 y the availability of adequate surveillance to identify regulatory needs and measure outcomes, including 
potential unintended consequences;

 y significant industry opposition, particularly in regions where menthol products make up a sizeable 
portion of the tobacco market; and/or

 y a changing marketplace, including new products or product categories featuring menthol, or introduction 
of synthetic or other compounds in place of menthol.

Menthol-tobacco products are used disproportionately by the youngest tobacco users across multiple studies 
and countries. Menthol cigarettes are associated with increased initiation and progression to regular smoking, 
and both adolescent and adult menthol smokers show greater signs of nicotine dependence and are less likely 
to successfully quit, compared to non-menthol smokers, with higher rates of relapse. The findings support the 
conclusion that the use of menthol in tobacco products creates a greater public health burden.

***
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