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BioBridges 2018

Regulatory Year in Review



Draft „Guidelines and 

Concept papers“

 45 draft guidelines or concept papers

 36 w/o veterinary and 

pharmacovigilance topics 

 mainly related to clinical, product 

specific and ICH guidelines and quality

Document title Language Status First published Last updated

Concept paper on the need for revision of 

the guideline on clinical investigation of 

medicinal products in the treatment or 

prevention of diabetes mellitus 

(English only)

draft: 

consultation 

closed

28.07.2016 07.02.2018

Concept paper on the development of 

guidance on the non-clinical evaluation of 

radiopharmaceuticals - First version 

(English only)

draft: 

consultation 

closed

01.08.2017 20.02.2018

Draft qualification opinion on Proactive in 

chronic obstructive pulmonary disease 

(COPD) 

(English only)

draft: 

consultation 

closed

20.12.2017

Draft procedure for the review and revision 

of European Union herbal monographs and 

European Union list entries 

(English only)

draft: 

consultation 

open

27.10.2017 31.10.2017

Reflection paper on the use of extrapolation 

in the development of medicines for 

paediatrics 

(English only)

draft: 

consultation 

open

13.10.2017

Draft guideline on implementation of risk 

assessment requirements to control 

elemental impurities in veterinary medicinal 

products 

(English only)

draft: 

consultation 

open

16.10.2017

Draft guideline on clinical investigation of 

recombinant and 4 human plasma-derived 

factor VIII products 

(English only)

draft: 

consultation 

open

30.10.2017

Draft guideline on core SmPC for human 

plasma derived and recombinant 

coagulation factor VIII products 

(English only)

draft: 

consultation 

open

30.10.2017

Draft guideline on the clinical evaluation of 

medicinal products indicated for the 

prophylaxis or treatment of respiratory 

syncytial virus (RSV) disease 

(English only)

draft: 

consultation 

open

30.10.2017

Concept paper on the development of a 

reflection paper on new analytical 

methods/technologies in the quality control 

of herbal medicinal products 

(English only)

draft: 

consultation 

open

31.10.2017

Concept paper on the need for a paediatric 

addendum of the guideline on clinical 

investigation of medicinal products for the 

treatment and prophylaxis of venous 

thromboembolic disease 

(English only)

draft: 

consultation 

open

31.10.2017

Draft guideline on conduct of 

pharmacokinetic studies in target animal 

species - Revision 1 

(English only)

draft: 

consultation 

open

21.11.2017

Concept paper for the revision of the 

guideline on the summary of product 

characteristics for anthelmintics 

(English only)

draft: 

consultation 

open

15.12.2017

Draft ICH guideline Q12 on technical and 

regulatory considerations for 

pharmaceutical product lifecycle 

management - Step 2b - Annexes - First 

version 

(English only)

draft: 

consultation 

open

18.12.2017

Draft ICH guideline Q12 on technical and 

regulatory considerations for 

pharmaceutical product lifecycle 

management - Step 2b - First version 

(English only)

draft: 

consultation 

open

18.12.2017

Draft guideline on core summary of 

products characteristics (SmPC) and package 

leaflet for technetium (99mTc) macrosalb 

(English only)

draft: 

consultation 

open

24.01.2018

Concept paper for the revision of the 

guideline on safety and residue data 

requirements for pharmaceutical veterinary 

medicinal products intended for minor use 

or minor species (MUMS)/limited market 

(English only)

draft: 

consultation 

open

26.01.2018

Draft VICH GL57 on studies to evaluate the 

metabolism and residue kinetics of 

veterinary drugs in food-producing species: 

marker residue depletion studies to 

establish product withdrawal periods in 

aquatic species 

(English only)

draft: 

consultation 

open

26.01.2018
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Draft „Guidelines and 

Concept papers“

Draft agomelatine oral tablet 25 mg product-

specific bioequivalence guidance 
(English only)

draft: 

consultation 

open

31.01.2018

Draft cholic acid capsules 50 mg and 250 mg 

product-specific bioequivalence guidance 
(English only)

draft: 

consultation 

open

31.01.2018

Draft ledipasvir/sofosbuvir film-coated 

tablet 90 mg/400 mg product-specific 

bioequivalence guidance 

(English only)

draft: 

consultation 

open

31.01.2018

Draft posaconazole gastro-resistant tablet 

100 mg product-specific bioequivalence 

guidance 

(English only)

draft: 

consultation 

open

31.01.2018

Draft vismodegib hard capsule 150 mg 

product-specific bioequivalence guidance 
(English only)

draft: 

consultation 

open

31.01.2018

Draft guideline on safety and efficacy follow-

up and risk management of advanced 

therapy medicinal products - Revision 1 

(English only)

draft: 

consultation 

open

01.02.2018

Guideline on quality aspects included in the 

product information for vaccines for human 

use 

(English only)

draft: 

consultation 

open

01.02.2018

Questions and answers on Bovine 

Spongiform Encephalopathies (BSE) and 

vaccines - Revision 1 

(English only)

draft: 

consultation 

open

01.02.2018

Questions and answers on the 

Haemagglutination Inhibition (HI) test for 

qualification of influenza vaccine 

(inactivated) seed preparations 

(English only)

draft: 

consultation 

open

01.02.2018

Reflection paper on investigation of 

pharmacokinetics and pharmacodynamics in 

the obese population 

(English only)

draft: 

consultation 

open

01.02.2018

Draft guideline on clinical investigation of 

medicinal products in the treatment or 

prevention of diabetes mellitus - Revision 2 

(English only)

draft: 

consultation 

open

07.02.2018

Public consultation concerning a request for 

CVMP opinion under Article 30(3) of 

Regulation (EC) No 726/2004 on the risk for 

the consumer resulting from the use of 

diethanolamine as an excipient in veterinary 

medicinal products for food-producing 

species (EMEA/V/A/127) 

(English only)

draft: 

consultation 

open

16.03.2018

Public consultation concerning the 

European Union template for good 

manufacturing practice (GMP) non-

compliance statement 

(English only)

draft: 

consultation 

open

03.04.2018

Draft addendum to the guideline on the 

evaluation of medicinal products indicated 

for treatment of bacterial infections to 

address paediatric-specific clinical data 

requirements - First version 

(English only)

draft: 

consultation 

open

06.04.2018

Draft guideline on manufacture of the 

veterinary finished dosage form - Revision 1 
(English only)

draft: 

consultation 

open

23.04.2018

Draft guideline on clinical evaluation of 

vaccines - Revision 1 
(English only)

draft: 

consultation 

open

26.04.2018

Volume 3b guidelines: Medicinal products 

for human use: Safety, environment and 

information: Excipients in the label and 

package leaflet of medicinal products for 

human use 

(English only) 09.10.2017 01.03.2018

Annex to the European Commission 

guideline on ‘Excipients in the labelling and 

package leaflet of medicinal products for 

human use’ 

Select a 

language to 

view the 

document

09.10.2017

Guideline on good pharmacovigilance 

practices (GVP): Module IX – Signal 

management with tracked changes (Rev. 1) 

(English only) 12.10.2017

Guideline on good pharmacovigilance 

practices (GVP): Module VIII – Post-

authorisation safety studies with tracked 

changes (Rev. 3) 

(English only) 12.10.2017

Guideline on good pharmacovigilance 

practices (GVP): Module XV – Safety 

communication with tracked changes (Rev. 

1) 

(English only) 12.10.2017

Guideline on good pharmacovigilance 

practices: Module IX Addendum I – 

Methodological aspects of signal detection 

from spontaneous reports of suspected 

adverse reactions with tracked changes 

(English only) 12.10.2017

Overview of comments received on 'Draft 

Guideline on manufacture of the finished 

dosage form' (EMA/CHMP/QWP/245074) - 

Revision 1 

(English only) 17.11.2017

Overview of comments received on 

'Paracetamol oral use, immediate release 

formulations product-specific 

bioequivalence guidance' 

(EMA/CHMP/356877/2017) - First version 

(English only) 01.02.2018

Overview of comments received on 

'Tadalafil film-coated tablets 2.5 mg, 5 mg, 

10 mg and 20 mg product-specific 

bioequivalence guidance' 

(EMA/CHMP/315234/2014/Rev.1) - First 

version 

(English only) 01.02.2018

Overview of comments received on 

‘Rilpivirine film-coated tablets 25 mg 

product-specific bioequivalence guidance’ 

(EMA/CHMP/356878/2017) - First version 

(English only) 01.02.2018

Overview of comments on 'Points to 

consider on frailty: Evaluation instruments 

for baseline characterisation of clinical trial 

populations' (EMA/CHMP/778709/2015) - 

First version 

(English only) 22.02.2018

 Cont.

 45 draft guidelines or concept papers

 36 w/o veterinary and 

pharmacovigilance topics 

 mainly related to clinical, product 

specific and ICH guidelines and quality
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Updated "Guidelines“

 10 updated guidelines

 1 w/o veterinary and 

pharmacovigilance topics 

 related to clinical development

Document title Language Status First published Last updated

Guideline on clinical investigation of 

medicinal products for the treatment of 

systemic lupus erythematosus and lupus 

nephritis 

(English only) adopted 27.03.2015 11.10.2017

Guideline on good pharmacovigilance 

practices (GVP) - Module VIII – Post-

authorisation safety studies (Rev. 3) 

(English only) adopted 25.06.2012 12.10.2017

Guideline on good pharmacovigilance 

practices (GVP): Module IX – Signal 

management (Rev. 1) 

(English only) adopted 25.06.2012 12.10.2017

Guideline on good pharmacovigilance 

practices: Annex I - Definitions (Rev. 4) 
(English only) adopted 25.06.2012 12.10.2017

Guideline on good pharmacovigilance 

practices: Module XV – Safety 

communication (Rev. 1) 

(English only) adopted 24.01.2013 12.10.2017

Guideline on good pharmacovigilance 

practices: Annex V – Abbreviations (Rev. 1) 
(English only) adopted 25.04.2013 12.10.2017

Guideline on good pharmacovigilance 

practices (GVP): Module VII – Periodic safety 

update report - Explanatory note 

(English only) adopted 06.04.2017 13.11.2017

Recommendation to marketing 

authorisation holders, highlighting recent 

measures in the veterinary field to promote 

reduction, refinement and replacement 

(3Rs) measures described in the European 

Pharmacopoeia - Applicable to veterinary 

vaccines from 01/01/2017 

(English only) adopted 24.01.2018 16.02.2018

Recommendation to marketing 

authorisation holders, highlighting recent 

measures in the veterinary field to promote 

replacement, reduction, and refinement 

(3Rs) measures described in the European 

Pharmacopoeia - Applicable to human 

vaccines from 01/01/2018 

(English only) adopted 24.01.2018 16.02.2018

Guidance on collection and provision of 

national data on antimicrobial use by animal 

species/categories 

(English only) adopted 24.03.2017 23.02.2018BioBridges 2018, September 26-27, 2018, Prague, CZ



New "Guidelines“

 46 updated guidelines

 40 w/o veterinary and 

pharmacovigilance topics 

 related to clinical development, produt 

specific and quality guidelines, and 

labeling

Document title Language Status First published Last updated

Guideline on clinical investigation of 

medicinal products for the treatment of 

chronic heart failure - Revision 2 

(English only) adopted 20.09.2017

Guideline on clinical investigation of new 

medicinal products for the treatment of 

acute coronary syndrome - First version 

(English only) adopted 20.09.2017

Guidance on the classification of veterinary 

medicinal products indicated for minor use 

minor species (MUMS) / limited market - 

Revision 1 

(English only) adopted 06.10.2017

ICH E11(R1) guideline on clinical 

investigation of medicinal products in the 

pediatric population - Revision 1 

(addendum) 

(English only) adopted 06.10.2017

ICH guideline E18 on genomic sampling and 

management of genomic data - First version 
(English only) adopted 06.10.2017

Information for the package leaflet for 

fragrances containing allergens used as 

excipients in medicinal products for human 

use 

(English only) adopted 09.10.2017

Information for the package leaflet 

regarding aspartame and phenylalanine 

used as excipients in medicinal products for 

human use 

(English only) adopted 09.10.2017

Information for the package leaflet 

regarding fructose and sorbitol used as 

excipients in medicinal products for human 

use 

(English only) adopted 09.10.2017

Information for the package leaflet 

regarding phosphates used as excipients in 

eye drops 

(English only) adopted 09.10.2017

Questions and answers on benzalkonium 

chloride used as an excipient in medicinal 

products for human use 

(English only) adopted 09.10.2017

Questions and answers on benzoic acid and 

benzoates used as excipients in medicinal 

products for human use 

(English only) adopted 09.10.2017

Questions and answers on benzyl alcohol 

used as an excipient in medicinal products 

for human use 

(English only) adopted 09.10.2017

Questions and answers on boric acid and 

borates used as excipients in medicinal 

products for human use 

(English only) adopted 09.10.2017

Questions and answers on cyclodextrins 

used as excipients in medicinal products for 

human use 

(English only) adopted 09.10.2017

Questions and answers on propylene glycol 

used as an excipient in medicinal products 

for human use 

(English only) adopted 09.10.2017

Questions and answers on sodium 

laurilsulfate used as an excipient in 

medicinal products for human use 

(English only) adopted 09.10.2017

Questions and answers on sodium used as 

an excipient in medicinal products for 

human use 

(English only) adopted 09.10.2017

Questions and answers on wheat starch 

(containing gluten) used as an excipient in 

medicinal products for human use 

(English only) adopted 09.10.2017

Guideline on good pharmacovigilance 

practices (GVP): Module IX Addendum I – 

Methodological aspects of signal detection 

from spontaneous reports of suspected 

adverse reactions 

(English only) adopted 12.10.2017

Reflection paper on the chemical structure 

and properties criteria to be considered for 

the evaluation of new active substance 

(NAS) status of chemical substances - 

Veterinary 

(English only) adopted 23.10.2017

Guideline on the requirements for quality 

documentation concerning biological 

investigational medicinal products in clinical 

trials - Revision 1 

(English only) adopted 26.10.2017

Guideline on the clinical investigation of 

medicinal products for the treatment of 

axial spondyloarthritis - Revision 1 

(English only) adopted 31.10.2017

Guideline on the evaluation of anticancer 

medicinal products in man 
(English only) adopted 20.11.2017
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New "Guidelines“

Guideline on the clinical development of 

medicinal products for the treatment of 

Autism Spectrum Disorder (ASD) 

(English only) adopted 21.11.2017

Questions and answers on allogenic 

mesenchymal stem cell-based products for 

veterinary use: specific questions on 

tumorigenicity 

(English only) adopted 21.11.2017

Guideline on the assessment of clinical 

safety and efficacy in the preparation of EU 

herbal monographs for well-established and 

traditional herbal medicinal products 

(English only) adopted 28.11.2017

Guideline on the requirements for the 

chemical and pharmaceutical quality 

documentation concerning investigational 

medicinal products in clinical trials - 

Revision 1 

(English only) adopted 28.11.2017

Results of juvenile animal studies (JAS) and 

impact on anti-cancer medicine 

development and use in children 

(English only) adopted 30.11.2017

Questions and answers on monoclonal 

antibodies for veterinary use 
(English only) adopted 11.12.2017

Guideline on implementation of risk 

assessment requirements to control 

elemental impurities in veterinary medicinal 

products 

(English only) adopted 13.12.2017

ICH Guideline S3A: Note for guidance on 

toxicokinetics: the assessment of systemic 

exposure in toxicity studies - Questions and 

answers - Step 5 - First version 

(English only) adopted 15.12.2017

ICH guideline E17 on general principles for 

planning and design of multi-regional 

clinical trials - Step 5 - First version 

(English only) adopted 18.12.2017

Guideline on clinical investigation of 

medicinal products for the treatment of 

rheumatoid arthritis 

(English only) adopted 10.01.2018

Guideline on the chemistry of active 

substances for veterinary medicinal 

products 

(English only) adopted 19.01.2018

Guidance for individual laboratories for 

transfer of quality control methods 

validated in collaborative trials with a view 

to implementing 3Rs 

(English only) adopted 24.01.2018

Dolutegravir film-coated tablets 10 mg, 25 

mg and 50 mg product-specific 

bioequivalence guidance - First version 

(English only) adopted 01.02.2018

Dronedarone film-coated tablets 400 mg 

product-specific bioequivalence guidance - 

First version 

(English only) adopted 01.02.2018

Paracetamol oral use immediate release 

formulations product-specific 

bioequivalence guidance - First version 

(English only) adopted 01.02.2018

Rilpivirine film-coated tablets 25 mg 

product-specific bioequivalence guidance - 

First version 

(English only) adopted 01.02.2018

Tadalafil film-coated tablets 2.5 mg, 5 mg, 

10 mg and 20 mg product-specific 

bioequivalence guidance - Revision 1 

(English only) adopted 01.02.2018

Reflection paper on physical frailty: 

instruments for baseline characterisation of 

older populations in clinical trials - First 

version 

(English only) adopted 22.02.2018

Guideline on the clinical investigation of 

medicines for the treatment of Alzheimer’s 

disease - Revision 2 

(English only) adopted 28.02.2018

2003 European Commission guideline on 

'Excipients in the label and package leaflet 

of medicinal products for human use' 

(English only) adopted 01.03.2018

Guideline on good pharmacogenomic 

practice - First version 
(English only) adopted 19.03.2018

Guideline on core SmPC and Package Leaflet 

for sodium iodide (131I) for therapeutic use 
(English only) adopted 22.03.2018

Guideline on assessing the environmental 

and human health risks of veterinary 

medicinal products in groundwater 

(English only) adopted 30.04.2018

 Cont.

 46 updated guidelines

 40 w/o veterinary and 

pharmacovigilance topics 

 related to clinical development, produt 

specific and quality guidelines, and 

labeling
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Guideline on the clinical development of medicinal products for the treatment of Autism Spectrum Disorder (ASD) (English only) adopted 21.11.2017

Questions and answers on allogenic mesenchymal stem cell-based products for veterinary use: specific questions on tumorigenicity 

(English only) adopted 21.11.2017

Guideline on the assessment of clinical safety and efficacy in the preparation of EU herbal monographs for well-established and traditional herbal medicinal products 

(English only) adopted 28.11.2017

Guideline on the requirements for the chemical and pharmaceutical quality documentation concerning investigational medicinal products in clinical trials - Revision 1 

(English only) adopted 28.11.2017

Results of juvenile animal studies (JAS) and impact on anti-cancer medicine development and use in children (English only) adopted 30.11.2017

Questions and answers on monoclonal antibodies for veterinary use (English only) adopted 11.12.2017

Guideline on implementation of risk assessment requirements to control elemental impurities in veterinary medicinal products 

(English only) adopted 13.12.2017

ICH Guideline S3A: Note for guidance on toxicokinetics: the assessment of systemic exposure in toxicity studies - Questions and answers - Step 5 - First version 

(English only) adopted 15.12.2017

ICH guideline E17 on general principles for planning and design of multi-regional clinical trials - Step 5 - First version (English only) adopted 18.12.2017

Guideline on clinical investigation of medicinal products for the treatment of rheumatoid arthritis (English only) adopted 10.01.2018

Guideline on the chemistry of active substances for veterinary medicinal products (English only) adopted 19.01.2018

Guidance for individual laboratories for transfer of quality control methods validated in collaborative trials with a view to implementing 3Rs 

(English only) adopted 24.01.2018

Dolutegravir film-coated tablets 10 mg, 25 mg and 50 mg product-specific bioequivalence guidance - First version (English only) adopted 01.02.2018

Dronedarone film-coated tablets 400 mg product-specific bioequivalence guidance - First version (English only) adopted 01.02.2018

Paracetamol oral use immediate release formulations product-specific bioequivalence guidance - First version (English only) adopted 01.02.2018

Rilpivirine film-coated tablets 25 mg product-specific bioequivalence guidance - First version (English only) adopted 01.02.2018

Tadalafil film-coated tablets 2.5 mg, 5 mg, 10 mg and 20 mg product-specific bioequivalence guidance - Revision 1 (English only) adopted 01.02.2018

Reflection paper on physical frailty: instruments for baseline characterisation of older populations in clinical trials - First version 

(English only) adopted 22.02.2018

Guideline on the clinical investigation of medicines for the treatment of Alzheimer’s disease - Revision 2 (English only) adopted 28.02.2018

2003 European Commission guideline on 'Excipients in the label and package leaflet of medicinal products for human use' (English only) adopted 01.03.2018

Guideline on good pharmacogenomic practice - First version (English only) adopted 19.03.2018

Guideline on core SmPC and Package Leaflet for sodium iodide (131I) for therapeutic use (English only) adopted 22.03.2018

Guideline on assessing the environmental and human health risks of veterinary medicinal products in groundwater (English only) adopted 30.04.2018



Product Specific Guidelines - Draft

 Ibuprofen 200 - 800 mg oral use, immediate release formulations 

product-specific bioequivalence guidance

 end of consultation 31 October 2017

What was suggested:

 Single dose, cross over, fasting study in healthy volunteers using highest strength (linear 

PK 200 – 800 mg)

 Analyte: Parent compound using enantioselective analytical method

 Enantiomers have different PD and PK and the rate of absorption has been shown to 

affect the ratio of enantiomers

 Pharmacokinetic variables: Cmax, AUC(0-t) and Tmax for S enantiomer

 Different formulations available (suspensions to rapidly dissolving tbl, cps)

 Majority of generic products registered using non- enantioselective analytical method

 ? Shall be removed from the market? What will happen during the MA renewals?

7BioBridges 2018, September 26-27, 2018, Prague, CZ



Pharmacokinetic Study

ibuprofen sodium vs ibuprofen acid

 Single dose, cross-over, 
fasting PK study in healthy 
volunteers

Results

 No difference in AUC inf

 Different rate of absorption

 Different Tmax

Conclusion

 Ibuprofen sodium and 
lysinate faster rate of 
absorption compared to acid

MHRA, 2008, NUROFEN EXPRESS 256MGPL, PL 00063/0372-4, 0411-2 8BioBridges 2018, September 26-27, 2018, Prague, CZ



Clinical Study

ibuprofen sodium vs ibuprofen acid

 Double blind, parallel, 

placebo-controlled, single 

dose RCT in patients with 

moderate to severe dental 

pain after tooth extraction

 Pain intensity – VAS and 4-

point categorial scale

Results

 No difference in efficacy as 

evaluated by SPIDR (6h)

 Similar for ITT and PP set

MHRA, 2008, NUROFEN EXPRESS 256MGPL, PL 00063/0372-4, 0411-2 9BioBridges 2018, September 26-27, 2018, Prague, CZ



Clinical Study

ibuprofen arginate vs ibuprofen acid

 Double blind, parallel, 

placebo-controlled, single 

dose RCT in patients with 

moderate to severe dental 

pain after tooth extraction

 Pain intensity – VAS and

categorial scale

Results

 No difference in efficacy as 

evaluated by SPID and 

TOTPAR (6h)

Black et al, 2002

10BioBridges 2018, September 26-27, 2018, Prague, CZ



Reference Medication Design N pain model Conclusion Note

Mehlisch et al., 
2002

Ibuprofen arginine 
200/400; 
Ibuprofen acid 200/400;
Placebo

double-blind; 
parallel

500 postoperative
dental pain

significantly faster onset of analgesia 
in patients treated with arginate; 
TOTPAR P<0.05 for 200 mg dose 400 
mg

any parameter of general efficacy
superior for either dose of 
conventional ibuprofen when 
compared with arginate (P>.05)

Desjardins et 
al., 2002

Ibuprofen arginine 
200/400; 
Ibuprofen acid 200/400;
Placebo

double-blind,
double-dummy; 
parallel

226 postoperative
dental pain

significantly faster onset of analgesia 
with arginate 400 mg compared with 
ibuprofen acid (both doses; P<.05)

arginate as safe and effective an 
analgesic as ibuprofen; overall 
analgesia comparable

Seibel et al., 
2004

Ibuprofen lysine 400
Ibuprofen acid 400
Placebo

double-blind; 
cross-over

24 healthy using laser 
somatosensory 
evoked potential 
(UV-irradiated 
skin)

lysinate superior to acid with respect 
to onset (primary; P=.0366) and 
extent (secondary efficacy variable; 
P=.0041); 

Schleier et al., 
2007

Ibuprofen sodium .H2O 
400
Ibuprofen acid 400
(no placebo!)

multicentre,
double-blind,
Parallel

396 postoperative
dental pain

first sign of pain relief earlier for 
sodium salt; increase in pain relief 
earlier;
overall analgesic efficacy (secondary) 
in terms of SPID, TOTPAR and 
remedication times in the two 
groups were similar

in summary, when compared to 
ibuprofen, sodium dihydrate 
formulation has a faster onset of pain 
relief; as safe and effective

Norholt et al., 
2011

Ibuprofen sodium .H2O 
400
Ibuprofen acid 400
(no placebo!)

double-blind,
double-dummy; 
cross-over (split-
mouth design)

144 postoperative
dental pain

first sign of pain relief faster for 
sodium salt (by 6 minutes; P=0.004); 
no difference in time to substantial 
pain relief (N.S.)

sodium dihydrate as effective as 
conventional ibuprofen

11

Clinical Study - other studies

BioBridges 2018, September 26-27, 2018, Prague, CZ



 Draft Guidance on 

Ibuprofen, Mar 2015

 Applicable also to other 

dosage forms 

(suspension, tablets)

FDA – Product-Specific Guidances

12BioBridges 2018, September 26-27, 2018, Prague, CZ



Product Specific Guidelines - Comments

Submission of comments on ‘Ibuprofen 200 - 800 mg oral
use, immediate release formulations product-specific
bioequivalence guidance' (EMA/CHMP/356876/2017)

Comments from:

13

Name of organisation or individual

Cadore INV s.r.o., Czech Republic and Zentiva, k.s., Czech Republic

BioBridges 2018, September 26-27, 2018, Prague, CZ



Product Specific Guidelines – Adopted (effective 01/12/2018)

14BioBridges 2018, September 26-27, 2018, Prague, CZ



Product Specific Guidelines - Draft

 Paracetamol oral use, immediate release formulations product-specific 

bioequivalence guidance

 end of consultation 31 October 2017

What was suggested:

 BCS Class I biowaiver possible, Paracetamol is high solubility compound with >85% absorption

or

 Single dose, cross over, fasting study in healthy volunteers (paracetamol is highly soluble and 

shows linear PK, in principle any strength may be used)

 Analyte: Parent compound

 Pharmacokinetic variables: Cmax, AUC(0-t) and Tmax

15BioBridges 2018, September 26-27, 2018, Prague, CZ



Product Specific Guidelines – Adopted (effective 01/08/2018)

16BioBridges 2018, September 26-27, 2018, Prague, CZ



17

Global Harmonization of 

Bioequivalence Requirements

October 30-31, 2017, Amman, JOR



Draft guidance

Adopted guidance

Product Specific Guideline for Paliperidone

18

Global Harmonization of Bioequivalence 

Requirements, October 30-31, 2017, Amman, JOR



Selected Draft "Guidelines"

 Product specific guidelines – drafts for:

 Aliskiren – BE fasting and fed are necessary (food decreases BA); 

 Apixaban – solubility data to allow BCS class III classification;

 Gefitinib – BE, plus in vitro studies to demonstrate similarity of tablets as 
dispersion in water or through nasogastric tube;

 Lapatinib - BE fasting and fed are necessary (food increases BA); 

 Octreotide, suspension for injection - SD AUC(0-28d), AUC(28-56d), AUC(0-t), 
AUC(0-∞), Cmax and Ct (MD potentially waived) parallel design could be used; 

 Pegylated liposomal doxorubicin – one indication sufficient, proportional 
pharmacokinetics; 

 End of consultation 30 September 2018 for all
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Product Specific Guidelines - Draft

 Pegylated liposomal doxorubicin hydrochloride concentrate for solution 

2 mg/ml product-specific bioequivalence guidance

 end of consultation 30 September 2018

What is suggested:
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Pegylated liposomal doxorubicin - Caelyx

 SmPC Caelyx

 At lower doses (10 mg/m2–20 mg/m2) Caelyx displayed linear 

pharmacokinetics. Over the dose range of 10 mg/m2–60 mg/m2 Caelyx

displayed non-linear pharmacokinetics.

 Reflection paper on the data requirements for intravenous liposomal 

products developed with reference to an innovator liposomal product 

EMA/CHMP/806058/2009/Rev. 02

 Demonstration of bioequivalence at the highest and lowest doses

 Development of „generics“ nearly impossible due to mismatch between 

the doses and indications in patients
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 Draft Guidance on 

Doxorubicin HCl, 

liposomal 

Recommended Feb 

2010; Revised Nov 

2013, Dec 2014, Apr 

2017, Sept 2018 

FDA – Product-Specific Guidances

22BioBridges 2018, September 26-27, 2018, Prague, CZ



Thank you for your attention!

vitperlik@gmail.com
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